Nutritional Supplements Trends in the United States

&

Fred Pescatore, M.D.
Partners in Integrative Medicine, New York

According to the latest research, more than 64% of all Americans used nutritional supplements in 2003.
While the tremendous growth in the marketplace cannot be expected to continue, nutritional supplementation
has gained a foothold in the mind and medicine cabinets of the consumer for those looking for safer alternatives
and complementary strategies in the quest for better health.

The combined sales figures for all types of nutritional supplements was 16.8 billion US dollars in the year
2000-the latest figure available. The specific types of nutritional supplements for which data was available
includes: vitamins, herbals and botanicals (AHCC and GCP fall in this category), meal supplements, specialty
supplements, sports nutrition products and minerals.

The latest trend to emerge is the industry surrounding low carbohydrate dieting. With the increasing
popularity of The Hamptons Diet, The South Beach Diet and the still popular although declining rapidly, Atkins
Diet; this is a category that is not going to diminish any time soon, although it is estimated that only 7% of the
US population is currently on a low carbohydrate diet; whereas the figure in January was 9%. However, this
may be somewhat misleading as figures for those who are dieting are traditionally highest in the winter months.

The history of nutritional supplementation from that of a fringe movement to one of mainstream is an
important corollary to the low carbohydrate movement. What was once seen as outside the box is now fully
established in the mainstream community. Increasingly, major medical centers throughout the United States are
establishing integrative medicine departments to handle the onslaught of medical research and interest from the
population.

Alternative or complementary medicine in the United States is still in its infancy but is growing rapidly as
the science catches up to the interest. Many nutritional supplement companies, in order to distinguish
themselves in the very crowded field are funding research which will allow them to make claims. The Federal
Trade Commission which governs advertising to consumers is very closely watching the next steps that the
nutritional supplement industry is taking.

This next step which is the scientific step should include both mainstream and alternative communities, but it
is necessary to understand that the paradigm for examining nutritional supplements must be different from

those that govern traditional drug research.

The nature of these many multifaceted positions on the complex issues surrounding the current and future
state of nutritional supplementation in the United States will be discussed.
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Functional Foods in Europe, Regulatory aspects
at present and in the future

Prof. Dr. P. Rohdewald,
University of Minster, Germany

The European Union consists now of more than 20 member states. Functional foods, dietary supplements
and nutraceuticals are regulated both by European law and national legislation. Consequently, there is no free
European market for food supplements or functional foods in Europe.

Food supplements are defined by the EU legislation as:

Foodstuffs the purpose of which is to supplement the normal diet and which are concentrated sources of
nutrients or other substances with a nutritional or physiological effect, alone or in combination, marketed in
dose form, namely forms such as capsules, pastilles, tablets, pills and other similar forms, sachets of powder,
ampoules of liquids, drop dispensing bottles and other similar forms of liquids and powders designed to be

taken in measured small unit quantities.

A directive on food supplements came into force in 2002, but is only concerned with supplements containing
vitamins and minerals, but it is intended that in the future it will be extended to cover other active substances

commonly used in supplements such as amino acids, fatty acids and plant extracts.

The difficulties for trade with food supplements in Europe can be highlighted on the example of
Pycnogenol®. Pycnogenol®, an extract from the bark of the French maritime pine, does not fall under the strict
European regulation, because it presents no vitamin or mineral, but a plant extract. Consequently, its is handled
in each member state according to national regulations. Herbal extracts are considered to be drugs, not food
supplements in some European countries. The extracts could be prescriptional drugs or over the counter,
non-prescriptional drugs. They can be re-imbursed by health insurances or not. In other member states,
Pycnogenol® is available as a food supplement without a formal registration procedure, in France it has to
undergo a registration procedure. In Denmark Pycnogenol® is considered to be a food constituent.

It is likely to be at least another 3 - 5 years before there are common rules for herbal products across the EU
and until then companies will have to continue to adjust their products to the requirements of each European

country.
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Current trend of dietary supplement and their future

Otsuka Pharmaceutical Co. Ltd.
Yasuo Nagata, Ph.D

Recent intervention and epidemiological studies have shown that in addition to basic role and function,
vitamins and minerals are involved in the prevention of various diseases. For example, additional intake of
vitamin C and E may reduce the risk of cardiovascular diseases. Dietary intake of calcium may be negatively
related to risks of colon cancer and hypertension. Furthermore, social factors such as changes in lifestyle, aging
and an increase in medical cost have changed people’s sense of well being and more people show an interest on
products with health benefits. However, it is not easy to take enough amounts of nutrients from daily diets only,
to get the expected health benefits. Thus, people choose dietary supplement and functional foods as a
convenient tool. In Japan, two categories of foods with health claims have existed in which health claims can
be made, although area of claim is limited. Those two categories are,

Food for specified health uses (FOSHU)
Food with nutrient function claims.

As a result, consumers can easily choose foods because of health claims and expected health benefits.
However, too much information about health claims through Internet, company’s brochure, etc can sometimes
confuse consumers and mislead them.

The market of vitamin and minerals in the US is about $9 billion (mail order and door to door sales are not
included). Although the market in Japan is one tenth that of the United State, sales of dietary supplement have
been increasing for the last ten years, reaching to about $800 million. Multivitamins have the highest sales,
followed by iron and vitamin C. Sales of dietary supplement and functional foods have doubled to $15 billion
in ten years. This reflects current consumer trend because now consumers can expect to prevent chronic
diseases, using FOSHU products. FOSHU products require clinical studies to make health claims. Likewise,
household expenses on dietary supplement and functional foods have increased two folds in the last eight years.

In this presentation, the future of dietary supplement will be discussed, studying the current situation of

nutrition and health in Japan.
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Maximising access to medical research information published
in online journals

Martin Richardson
Managing Director, Oxford University
Press, Great Clarendon St, Oxford OX2 6DP, UK L

Over the past decade, the Internet has transformed the way that medical research information is
disseminated. A powerful combination of technology and new business models is providing
efficient and cost-effective ways for medical research information to be accessed online by
researchers, clinicians and patients across the globe.

Evidence-based Complementary and Alternative Medicine (eCAM) is a new, international,
peer-reviewed journal that was launched in June 2004 as a joint project between Oxford
University Press and the Ishikawa Natural Medicinal Products Research Centre (INMPRC),
assisted by an international editorial board led by Professor Edwin Cooper from UCLA.

In collaboration with our technical partner, Stanford University’s HighWire Press, OUP and
INMPRC have employed the latest technologies, together with a policy of *‘Open Access’; to
order to ensure that the high-quality research information published in eCAM is available to the
widest possible audience.
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CAM can benefit from eCAM

Cooper Edwin L.

Laboratory of Comparative Neuroimmunology,

Department of Neurobiology, David Geffen School of Medicine at UCLA,
University of California, Los Angeles, Los Angeles 90095-1763

As November 2004 is fast approaching, we witness the unusual and interesting birth one year ago of the new
journal: Evidence Based Complementary and Alternative Medicine (eCAM) published by Oxford University
Press. Our journal eCAM a well conceived chimera, was conceived through fertilization from several sources:
immunological, linkages between Traditional Chinese Medicine and western medicine, a genuine interest in
viewing CAM as a discipline in need of an infusion of pure science. At the outset, our name eCAM urges
insistence of scientific rigor. ‘The first objective in a serious approach to complementary and alternative
medicine (CAM) should be to obtain a broad understanding, with a minimum of detail, of how CAM fits into
the pattern of biology—of the way in which the neuroendocrineimmune system evolved, its function and
coordination with other body systems, and its development from the embryo onwards. At the same time, such
an outline should provide an adequate background for easy application of CAM ideasto the detail of practical
CAM work in public health, clinical and medical practice, and yet not stray far away from the very biology that
under girds it. CAM is organismic, inclusive and not exclusive whereas western medicine tends to be
reductionist and somewhat exclusive with respect to approaches to the infirm. We began in China in an
historical context, laying a foundation for CAM and Western medicine with the inference that bridges could be
built. So where are we? We began in China in a historical context, laying a foundation for CAM and Western
medicine with the inference that bridges could be built. By linking the scientific basis of CAM with another
discipline that too was once fledgling, now free from lack of empiricism, a foundation of hope was laidand the
suggestion of animal models and natural products inferred. Turning to products from animals, particularly those
from the sea, according to Haefner, in recent years marine natural product bioprospecting has yielded a
considerable number of drug candidates. Most of these molecules are still in preclinical or early clinical
development but some are already on the market, such as cytarabine, or are predicted to be approved soon, such
as ET743 (Yondelis). Research into the ecology of marine natural products has shown that many of these
compounds function as chemical weapons and have evolved into highly potent inhibitors of physiological
processes in the prey, predators or competitors of the marine organisms that use them. Some of the natural
products isolated from marine invertebrates have been shown, or are suspected, to be of microbial origin and
this is now thought to be the case for the majority of such molecules. Marine microorganisms, whose immense
genetic and biochemical diversity is only beginningto be appreciated, look likely to become a rich source of
novel chemical entities for the discovery of more effective drugs. Lombrokinase is a product isolated from
earthworms and sold on the market as a fibrinolytic agent. We must remember that these products are often
associated with the immune systems of these creatures and that they evolved millions of years ago—thus their
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immune systems have been an effective survival strategy. And if it has worked for them, then humans should
harness these as new-wave antibiotics or anticancer molecules, just to offer two biomedical (CAM) applications.
Indeed our first cover is a woodblock print by Hiroshige of travelers on a bridge. It reflects our hope that eCAM
will bridge cultures as well as CAM and modern biomedicine. Thus we do not wish for eCAM to be entirely a
journal that encompasses Asian countries. Instead eCAM will be universal in the broadest context.

eCAM

2004 1 Evidenced Based
Complementary and Alternative Medicine (eCAM, Oxford University Press )

eCAM

CAM

Haefner

ET743
(YYondelis)
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Writing an acceptable paper for eCAM even before peer review: some clues

Cooper Edwin L.
Laboratory of Comparative Neuroimmunology, Department of Neurobiology, David Geffen School of
Medicine at UCLA, University of California, Los Angeles, Los Angeles 90095-1763

In our quest for excellent science we all work in laboratories for the excitement that it offers, however, our
work exists within the context of an established order—the order of rigorous science. And it is our obligation to
the discipline to publish our works to give credit because of the various funds. There are some cardinal rules
that define the usual paper for most biomedical journals: 1) The regular paper; 2) The review paper (this can
take the form of e.g. commentary; editorial). In any sense, clarity of writing is the watchword for any of several
publications that are readily accepted for peer review by eCAM. Authors should decide what they would like to
tell readers and make every effort to write up their findings in the most clear and imaginative fashion as is
possible. Beginning with the title, authors should tell the readers through an imaginative choice of words what
the paper contains. Here is an example: BAD TITLE: Effects of drug X on Phagocytosis. IMAGINATIVE
title: Drug X reduces Phagocytosis of beads as measured by FACS analysis. Moreover in the Results section,
there should be more than ample divisions of the text into several interesting paragraphs that are headlined by
imaginative subheadings. FIVE BAD subheadings that all begin with: Effects of drug X on Phagocytosis.
IMAGINATIVE subheadings: These should be different using key words from the relevant paragraph that best
describes what each paragraph contains. These precautionary measures will do much to catch the eye of the
referees who after all are fellow scientists and who enjoy reading a paper and its contents especially those that
capture the imagination and excite the reader’s intellect. When we arrive at the Discussion every paragraph
should contain a discussion fashioned in the order of the Results. Excellent Discussions should not just repeat
the results but they should critically amplify, extend, embellish the results or counter them with substantiation
by proper citations. The Literature Cited should be as current as possible. No one would like to read a paper
proposing an idea that was done many times between 1950 and 1960. Citing these papers can be done as
rapidly as possible with clarifying phrases that do much to set the stage for the later work and how it emanates
from the more, prescient earlier works. Papers that propose an idea without showing that their work is old, will
not receive excellent reviews by the referees. Excellent review papers should follow similar guidelines but at
the same time every effort should be devoted to creating interesting diagrams that best explain certain written
concepts in colorful graphic forms. Tables should be kept to a minimum and where possible tabular material
should be converted to easier and more quickly interpreted histograms. Tables do not capture the attention of
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busy referees if they are too tedious and lengthy. The take home message of this exposition is to provide a few
simple rules that will assist that manuscripts receive more than boring evaluations by the editorial office and by
qualified referees.

eCAM

regular paper, review
paper commentary, editorial
eCAM

X FACS
X ~ & kR
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In order to put nutrition advice on cancer preventive or gastrointestinal treatment agents on an evidence basis,
appropriate intervention studies in cancer high risk human populations or patients are necessary. Although
epidemiological observations are clearly very important in providing pointers to beneficial components of
foods, as illustrated by the adverse effects apparent with smokers receiving beta-carotene supplementation, they
are not necessarily able to predict actual effects and require confirmation in a defined human setting. The
results from our study suggest that supplementation of dietary fiber with wheat bran promoted the enlargement

of colorectal tumors and that Lactobacillus casei prevented atypia of colorectal tumors.

DHA
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Cerebral deposition of amyloid B-peptide (AB) in the brain is an invariant feature of Alzheimer's disease
(AD). Inhibition of the accumulation of A and the formation of B-amyloid fibrils (fAB) from AB, as well as
the destabilization of preformed fAB in the brain would be attractive therapeutic targets for the treatment of AD.
We demonstrated that wine-related polyphenols and curcumin, a major compornent of curry spice,
dose-dependently inhibited fAP formation from AB(1-40) and AB(1-42), as well astheir extension. Moreover

they dose-dependently destabilized preformed fABs, showing attenuation of fAB-induced cytotoxicity . These
compounds could be key molecules for the development of preventives and therapeutics for AD.

AB APP AB AB
AB AB
AB AB

AB AB
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Evidence for the efficacy of ‘Diet and Kampo’ for atopic dermatitis
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Atopic dermatitis (AD) is a complex, multifactorial disease for which definite guidelines of treatment have
yet to be established. Substantial portion of AD patients treated with conventional therapy become intractable
after cycles of recurrences. We have treated many of those patients by diet and Kampo herbal medicine.
However, as our approach is highly individualized and the Kampo formulae sometimes complicated, it is not
easy to provide evidence to establish usefulness of this approach. To demonstrate the effectiveness of the
method of individualized Kampo therapy, results are presented for a series of patients who had failed
conventional therapy but were treated afterwards by utilizing diet and Kampo. Based on these data, we contend
that there exist a definite subgroup of AD patients whom conventional therapy fails, but ‘Diet and Kampo’
approach succeeds, to heal (Kobayashi H et al: eCAM 2004; 1(1): 49-62).

7 b —PERE R (ADIFZIERBEER T, B ORI THLEEO —HENFEET D, 20X H7%
BNCRLEET, RF878 & OAIGEIEEE L5 HAINRZFIH LIRSV Z2 @ TE 7, HAIORRIT,
WREA EM L, JEGIEIC, £, R-—JERICB W THEEFRREEE & HICEE LT, - T, AD
RIS FANIES BV, 16K EBM O T 7 BEn & ST E ZHETIZIE LWkl R
»H5D,

ZDX ) RS AE AT DS OFMEE S LTE, N-of-1 iBRAZIGH L= FiENEZ bR D, Zhix
VIREBI R8T, BTG & ARER G EZ 7 & MBI 1), ZOREZHETLHDOTH
BN, AR O REENRIES & L TIRET 5,

DRBIGICB W, H2OIEAPH NG, FEHEIERGRE, 52RO A 5RO Z L
BT HZEICED, REOEAZRELTEBY, BIEOBRN—FED N-of-1 RERZ1T/2>TN5D
LT D, ZO XD IIEGIOEFEIC X HE T OF A0 2R T, HiEE UL, EENIRE
ZETITRV, Il LRV 2RI, EHORFRE, Tobb T A0 LnizmERLoRSE
HESEZAT72 5, TR THRBIBE L2WENZEG HAINRE N %5, WO T, BRSO T
EPRVERBZHLNCL, TORICBIT20%%, 6 AL EOREBEZER L CGHMELZ, Z0J
FEICBW TR ICHE LT WEBESIT 2 TRESN D, S OICBEGI OB RS & L,
BEHOAmAFIER L, AEEORFTEN A 6N LT,

Fio, —FHAZOWTORF & LT, EERPIETEZ @ 2T is KRG 2 551, TIVE TOIRE
IZ L DRRBBENIE 2% T -0h, AFORENZ, REMOES), SMHFOBEOE | EFEAL DA
FEMDARFDON R 2 &I Lz,

WTNY, ALEREEO Y 27 ZRETE ZMEMRTIETHY, SR bR EERTHEN
LEZ TS,

_44_



MERBERDO T R DRESL

IMPROVED PORGNOSIS OF POSTOPERATIVE HEPATOCELLULAR CARCIOMA
PATIENTS WHEN TREATED WITH FUNCTIONAL FOODS

W RS
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Complementary and alternative therapies are used in an effort to prevent illness, or control, or cure disease.
Some commonly used complementary therapy for cancer includes functional foods. Active hexose correlated
compound (AHCC) is a newly developed functional food. A prospective cohort study on patients with HCC
using AHCC was performed in our department. A total of 269 consecutive patients with HCC were studied.
All of the patients underwent resection of a liver tumor. Of the 269 patients, 113 received AHCC orally after
curative surgery (AHCC group). The AHCC group had a significantly longer no recurrence period and
increased overall survival rate when compared to the control group (J. Hepatology 37:78-86, 2002). These
findings alert us to important new possibilities that functional food could be available for effective cancer

treatment and prevention.
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Molecular mechanism for oxidative stress- and inflammation-induced carcinogenesis
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In recent years, accumulated evidences indicate that free radical species and nitric oxide (NO)
or its derivatives are the key denominators in carcinogenesis. Reactive molecular species derived
from NO exhibits unique chemical reactivities such as guanine nitration, leading to mutagenesis.
For example, formation of 8-nitroguanosine is best characterized as a nucleic acid modification
induced by NO that is overproduced in inflammation and infections. Moreover, the inflammatory
responses thus induced by infectious pathogens accelerate tumorigenesis as well as mutagenesis.
The present topics will focus on the unique mechanism of carcinogenesis induced by oxidative
and nitrative stress occurring during inflammation.
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Recently, it is reported that free radical is associated with pathophysiology and the progression of
gastrointestinal and liver diseases. We observed that in gastric cancer cell, iINOS expression was significantly
increased and NO generation was increased compared to normal gastric cell. On the other hand, we indicated
that ursodeoxycholic acid (UDCA), which is one of the useful therapeutic agents for gallstone, primary biliary
cirrhosis and chronic hepatitis, has a strong potentiality as free radical scavenger. | would like to demonstrate the
importance of examining the relationship between free radical and gastrointestinal and liver diseases, in order to

elucidate the pathophysiological mechanism of diseases and the development of novel therapy.
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TV —=FVHNBEE L THDARELZ RS REL TS, & 61T, $RE RO DNA HFEIZEI D -
TWHAREME S H Y, BUET 4 13 2 OBLED HHIANER R O FE 2 D TV 5,

PLEARHE DORETIE, MLREE L 7 U —F P L OBMEROME, T8 A4 OFRIE DI AEME 17
RVRFIERFICZ DO TEHETH DL Z L DFELEEZ R LTZ,
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Non-invasive techniques for examining endothelium-dependent vasodilatation using sonography have been
widely applied in human studies. Anti-oxidants such as red wine and estrogen are thought to improve
endothelial function. Improvement of flow-mediated vasodilatation was observed after red wine intake.
Improvement was also observed after intake of red wine without alcohol. The constituent(s) of red wine, not
alcohol, improves endothelial function. The effects of long-term hormone replacement therapy (HRT) on
vasomotor function and on the progression of carotid intima-media thickness (IMT) are also examined in this
study. The results indicate that long-term administration of HRT may exert a positive effect on
endothelium-dependent vasodilatation and may prevent the progression of carotid IMT in postmenopausal
women while they are on HRT.

Zuphen Study, Seven Countries Study 72 & DfER 26, BHHICE 2L E OHtENRME L
TEHRER 28O TND, 77 RZB W TIEMWINEREN 2 KBTI 2 MU B RCKEL o £ 415 )3
EHENATNDICHED LT, BIREEL A B & 9 2 e BRSO L8 R O FIEBREE D3, DRk
EE E AR TIRWZ EREFEIREICLI DV AON TS, ZOBRL “T Lo F AT Ky 7 R7 L L
TIELEHZHED, ZORRND 1 2OE LTHRIA COBBERL N & L OBENPEITEENFRE L
TRINTWND,

WEEGIIRT A ORMIZE D — B R AIZB W T, BiREE(LZAICEZ 7 low-density
lipoprotein® FR{L. 23 il S 4u7= Z & & B 52> L(Lancet. 1994; 344: 1152), Z OFERALIERICIZRD A
PHORY 72 )= AREETHDL EHEHLTWD, FxIIRV A (FEIRY 7= —1) O
TRAELIEH OBFD—2 & LTl S N RE 2 BB T D D& it L7z,

F 72, Framingham#Z A58 K 0, PARRAE O VEIZENIREE( LR FE D FIEDS BT SO < FEN S, &
PER VR CRPEIRE(LER 235 L B x bivd, BRE LMo B &R ’iﬂL L Chetbrneyr
DRIV SN T WD, PARBLUELL L2 f0E U7z BE G VT, B HIRE & 2 S ket A v
FUMAFIEZBB LCBE LR E L, WENLERSED LD foﬁﬁﬁﬂﬁ%x FEMnEHREMICH
T o TR RRET 21T o 1o PR VE A FERIE 2 20T TV 2 BF TR D N BRI A SL R

REIXCCE M 2580, IR I Z DR ROMEF IR b o T, R VE S FRIRIEIC K
E)Ebﬂﬁ?ﬁﬁfbif“$®%’%r?fﬂﬁﬂ 1%, ZMEARNAE C OWNEBERESED L L TV D AIREMEDS RIE S U7z,
F 7z FRIRH24 A UL LA R L7264 O BF T L TIERDEEAFE L, FERG ARG LI,
212 HIZB W TR FIE M E JEIREE ARG L7z & 2 A, M N BEREIXCGE O 3588 b il
72
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Oxidative stress including nitrative stress has been attracted much attention on its implication in various
diseases. Active nitrogen species (ANS) induce various reactions, such as formation of nitrotyrosine and
nitrosothiol, which might induce damage to tissue. On the other hand, there are many reports which showed
implication of ANS in inflammatory diseases and allergic diseases, however, that in atopic dermatitis remained
to be elucidated. It is important to understand pathophysiology of disease for its prevention. To elucidate the
pathophysiology of some allergic diseases, we used murine atopic dermatitis model and asthma model using
NC/Nga mouse. In this symposium, our study on relationship of oxidative stress including nitrative stress to

allergic disease is introduced and its prevention is discussed.

flix DBEBIZERLA R VARG L TWAH EBE X LN TWDR, ITH, IEHEZEHEFE (RNS) 12
ABRVRIZHBIERDEE > TE 2. RIER ETHEINLFEM ML EHRZEGHEEFE (INOS) 12
*@M%%(Mﬂ®E$ﬁ%ﬁ@ﬁﬁﬁﬁﬁﬁé:kﬁﬁ@éhfwé.@EéﬂtNOiL@#_
Rt s, ZERHEMEEA 4 (NOY) LHEEA A4 (NOp) IZEH IS, £, NO ITIHM:MEEE
D—=DTHDHA—IN=FF T RERIGL, RIGHEOE WL AF T A b T A MIEBRESHh, Fuov
YO=hufbEITo720T5H. 2O RNS BEDLREDONA, F~v—I—EEZEZXZ LN TWH=rF
7Y, RIEHEEST L —WRBICED Y O b 51 FERCIFBRER N FF o~ L A% o 4 —E D
RIS E > THAERSND. b ,No%Npﬁnwﬂms@ BABETOVATA D= r Y
EZ1T5. ZNHOEAEBMO—HIE, BEHEOBEREIC OB EEZEZLND.

—f}%ﬁ@%%mwmﬁ®%5#mwéhfwéﬂ,7vw#~ﬁﬁ%@0kof%57hﬁ—
PERERIZB L COWEITBENTE LY. £ T, ﬁai:yNyyafw#ﬁTf@ﬁfékth
7 bR EREE R 2 BARFEAET S NC/INga ~ 7 A& HWT, AREBIZEITSH ANS OD Y IC
DUNVTHRFT L7, SRIBFSTEME A RT3 2 2 &1, r%%%%%zék%_ﬁgf%5.$V/my
U AT, 7 RE—HEERICBITS RNS OGICHER LT To2Fix 0%t (7 b E—MHRIEXR
HRFEAED NC/Nga ~ 7 A Ll LC, HIE L7z~ U A TIE, MigEH NOy & NOs RN E Do 73
ZNODOREHRREITE N -T2/ L) IZOWTRNT D, £z, 207 —F% b LITEETRICOW
THELET 5. SHIT, NCINga~ 7 A% HWTH A MERK L7-HiEE 7 /VIZE1F 5 RNS OEb v 125
WTCORE BT T 2.
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Number of dietary constituents called food factors have been reported to block initiation or suppress
promotion stage of multistep carcinogenesis. However, the mechanisms of which the food factors have
anti-carcinogenic effects are still unclear. Recent investigations have indicated that growth-related signal
transduction pathways might be the molecular targets of the food factors. We used the JB6 mouse epidermal
cell system of clonal genetic variants, which are promotion sensitive (P+) or promotion resistant (P-), because
this model provides a well-developed cell culture system for studying the signal transduction pathways in
cancer promotion. We demonstrated that several food factors, including tea components,
(-)-epigallocathechin-3-gallate (EGCG) and theaflavins, modulate the signal trunsduction pathways, such as
mitogen-activated protein kinases and phosphatidylinositol 3-kinase, which are involved in malignant
transformation of the JB6 cells.

FHEDIRREF D 5> HGREFITERT 5 b DT DK 352 b IS EEHENTWD, —7,
PR AT RO RY OB A OFEOFRFE Y A7 2D SEL 2 RS TEY, BN T
PHlCB W T HEERBE 2 L TV ENRBINTND, ZNULHEY A7 2B S8 58WE0,
W DIND IR TR R A FF DR D353 %’E FESHTEY, T HIE, food factor & FEEH, Flx
DIEFEANH A T = X LB HE I TN D, ITF, BEEREIZBNT, W DOMaN S 7 F WV 5iE
@%bofwé_&#%%ﬁ_émf%fkw,_m%®ﬁ%ﬁﬁmié%EMﬁ¢%m,:n%%
AN 7 F MMBEEORIEN B > T D Z ERNRIBI N TN D,

v?xiﬁﬁﬁu%cmawﬁﬁ,%ﬁfu%~&—f&émwﬁ~»mx%»wﬂ%)%L&%@
KT (EGF) Zpfiligic kv WE 2L (transformation) L, #EXHT Tan=—% BT HMHE 2
SHIfLTH Y, %F®7D%%V9/ﬁﬁ% PFLULTHIE S 2 DICA Ml TH 5, Z Ofila
@ transformation (213, B 5 [K 7 D—->TdH 5 activator protein-1 (AP-1)DIEMENMLETH 5 = L NHE
INTWB, 7=, AP-1 DEREHE TH D JUN, FOS iE mitogen-activated protein kinases (MAPK)
LD U bz L CIREIEMH L SN D Z EDRENT NS, S HIZF 4 1%, phosphatidylinositol
3-kinase (PI3K)/Akt #2725, JB6 Cl 41 #fifidd transformation (2B > T\ A Z LA GMNCLTED,
W DIMDEWIRSTIZ OV T, IB6 Cl 41 M Z i H IR & 7 F /AREEIC KT T 5 B2 Rt L T
5. D) BRFZ, A Td 5 (-)-epigallocathechin-3-gallate (EGCG)HLAk %5y Td % theaflavins
WZOWTEEMZAR AT 21T > TEB Y, 2D DRI BAAIERLOFEREIZ X > T MAPK <° PI3K {Z%f L #
ol AERZRITT Z ENRENT, ZDDOMENT 7 TV EEE, FERfE oAy 7L
REIZBWTHEERERZ R L TND I ERRBINTEY, BYRSICED by 7
FIAREDHIE N Z 0 & OFFEMBEIERNZ B - TV D WEEMED R STz,
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Thioredoxin is a small protein composed of 105 amino acids with scavenging functions of reactive oxygen
species which are thought to cause aging and life-style related diseases such as atherosclerosis, hypertension
and diabetes mellitus.  Thioredoxin is secreted from cells to attenuate oxidative stress and shows
anti-apoptotic and anti-inflammatory effects. Thioredoxin-transgenic mice are more resistant to various
oxidative stresses and live longer than control mice. Therefore, the induction of endogenous thioredoxin by
thioredoxin-inducing foods or the administration of thioredoxin by thioredoxin-containing foods may be

beneficial to attenuate oxidative stress and to prevent inflammation, aging and life-style related diseases.

FAL R X105 HOT I /B b7 b/ S AT, BRE L, &, FERE R & OETE
BEFRLELOFR E UTHER STV AIEIREZHET 2 EBgiE 2 79 2, T4 L FFRv v
IXER LA B L REFERIT 2 T2 O Ml b i &4y, MIRSECSIE &2 B3~ 2 1EM 2R3, 4L K%
VU RBRBIRHL Ui~ v AT 2 OBEA N L ARBICIEBUIEZ R L, xR~ T A & LR 25%
bHEMMENZ NP LNITARST, LERST, FAL R U T 5 RMICE Y KRNOTF A+
VRRUEFETHZEROT ALV RXFVUEARMICKVTFA LV R U2 RETHZ 813, fix
DA NV ADEFNESL DO BRI BT, RIAE, b, EIGEEF R EOTHIILAEITHLEBZH
N5,
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Certain natural compounds in foods and synthetic compounds can inhibit chemically induced carcinogenesis.
Our group recently demonstrated an inhibitory effect of a peroxisome proliferator-activated receptor (PPAR)y
ligand troglitazone on azoxymethane (AOM)-induced rat colon carcinogeneis. Since conjugated linolenic acid
(CLN) in foods are known to act as a PPARy ligand, we conducted an in vivo experiment to know cancer
chemopreventive ability of bitter gourd seed oil (BGO) containing a high amount of CLN. Male F344 rats were
given AOM to induce colonic neoplasms and fed 0.01%, 0.1% or 1% BGO containing diets for 32 weeks
Feeding with 0.01% BGO (44%, p<0.05), 0.1% BGO (50%, p<0.05), and AOM+1% BGO (60%) lowered the
incidence of colonic adenocarcinoma when compare with the AOM alone group (83%), suggesting cancer
chemopreventive action of BGO in colon carcinogenesis. Thus, the food material rich in CLN might be a
candidate of cancer chemopreventive agent against colon carcinoma.

AL ETROTIZEA SNILEWRG LAY GERZR E) X 2% BT - THIEIZE
T OB FEBR ATV, BRSNS 72 R R 2 1R L C& 7o, i TiE, e vy — A HE0HE
TEMESZ R (PPAR) v DY A7 K (troglitazone 72 &) 73 azoxymethane (AOM) %7 v b KIGH D A
TS 2 AHE Lo, Fx ORERIT, TOBRMOIE 7 L —IC L VBRENT-Z EIZED,
PPARy U 77 o R&FIM L2 RIBFED A TR ORI RE ST WD, —T7, WL DD RS T
DA EDOESRR, FRZRDPAMENIES L TWD &I TWD, BT ORSIZ L 250 AMENIZES
T HMEHE, BARSHDIES ThHZ b, BBA T « BRILAFRIZ I T 2 EE e mF 5Tt
g LEZILND,

T, BAROTTPPARy VA FELTERT %Y LU BCLN) 28 BICEHT 5=
U VR (BCO) IZEH L, £ AMFEF T » N KBRS AAMEMZI R 2 MG Lo, W, TR TIT,
BGO @™ AOM #%%% 7 ~ b ACF M EA 2/ LT\ 5, EBRTIX, MM F344 7 v NELLT O 6 BEZo T
72 AOM (20 mg/kg (REEZ M 1 [B], 3t 2 [F], K FyESH B, AOM+0. 01% BGO #£, AOM+0. 1% BGO Ff, AOM+1%
BGO &, 1% BGO ff, MEALERE, BGO 1L AOM % 5-> 1 #ATL v 32 MBRATKR G- L7z, FEERWIFEIL 32
&L, RERRRSEOIENT, T RIBRIEO AR AL AT, KRABRIRIZ 35T 5 PPAR v FEBURENT 21T -
Too TORER, KEIGIRDS A OFEASERE L, AOM FE:83%, AOM+0. 01% BGO A¥:44%, AOM+0. 1% BGO #¥f:50%,
AOM+1% BGO #£:69%Td» v, AOM+0. 01% BGO £, AOM+0. 1% BGO #£ TAHE (P<0.05) IZIE F LT\ =, Z D
BGO 12 & B RIGFE M AAMHENWERIZIL, KEZHSIEIZIS 1T 2 PPAR v FBLOHMNCHT « KEGKEEE D fRRLRE
ROBNEE L TWD EEZ DR, £72, BIZ, CIN 28 F 2G5V 7 ol -l >0 ThH KRG
HERAIMEWER Z#E LTV, CN 2 E8EICEGORMFBMIIKBREPAMEWE L LTHHTHD
EEZLND, (RIFRIE, WRERTE FPKER & ORI TH Y, FEETEE H AWK
SO A T T2)
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Stress in the Endoplasmic Reticulum Contributes Life-style Related Diseases.

IMI =
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We have demonstrated that the dysfunction of a cellular organelle, the endoplasmic reticulum (ER),
contribute the pathogenesis of neurodegenerative diseases, including ischemic cerebrovascular accident,
Parkinsonism, and Alzheimer’s disease. Further, not only neuronal diseases, recent studied indicate the failure
of the maintenance of ER homeostasis play a crucial role in life-style related diseases, such as atherosclerosis,
diabetes, and ischemic heart disease. We have established a cell line which is sensitive to the stress in the ER,
which enables us to screen wide variety of reagent or functional food that can maintain the function of the ER.
In this symposium, we provide evidence that the ER dysfunction causes these diseased and mention to the

possibility to maintain the ER function by functional food.

AN/ NERE T 2/Mafkix, i, TV g v—ios—F 0 Y U7 L, MRZEMER B O
REAFE |, BEEREEZH S TND LN gho TE Tz, £, /MK ORI MRMIa D &1
k%?ﬁ< MREHIAE & U COMREMERFIC L o CTEX OO TEHETH D, /MIRIZE M EDBRE A b
VAR S 12858, DRENIZIEZ L O P L AEANFE S, ZOMRELZTAO L T5, Zh
B/AMEEA NV RAEAOHUREE o I E AT RIRE, BI O b /M AR L AEAD Y b
TUAY z=y Y, )y T UMY TR DEBETVOREND, S HIT, MRREBRIZT T2
/NIEARBREE O AV AE S MIasEDS, HEIR f%@%@m OB 72 &% < OAETEEER TH - ORhikE

RS B2 Z ENnho TE Tz, T2& 20E, /MafkAx kL A ORP150 (150 kDa oxygen regulated
protein) DRELED V72N v 7 T 7 b~ 7 AT, BIMIZFHWE T T, TV Ag <= —fHo/ R —
XUV PRDOET BN THOMREENHA LN TH D, £12, 20/ v 777 <0 AIMERKE A
AT HZ L Lo TR E(L I S D 2 L 3o T D, bivbiug, /MafkA kL2
BEO—# %2 KRB LIk 2 ER L, /DNaEREOHER 2 /aE L T2 FEA DA 7 ) —= 7 2k
L7z, R URTIEIMRERTZT TR BEBIZB T 2/ MaRREER OBEEM®Z R L, AFERIZED
NERBRBEE IR OV T HEm T D,
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The inhibitory effects of Saiko-seikan-to and Sano-shashin-to
against minor species in the dermatological field

OfgE &—, A Fz, #iE ER
LR AR K B R R

We examined the MICs and anti-enzymatic activity of Saiko-seikan-to (SSeT) and Sano-shashin-to (SShT)
against some minor species. Typical difference of MIC among SSeT and SShT was not seen, but the
anti-enzymatic effect to anaerobes in SSeT and SShT were recognized. Between SSeT and SShT, the
arithmetic activity of anti-enzymatic effect were existed. We expect that extend use of SSeT and SShT in the

dermatological field.

(B#)

Coptidis Rhizoma (CR), Phellodendri Cortex (PC), Scutellariae Radix (SR)/Z antibacterial effect 43 5
REME S £ THDH, 4, CR, PC, SR i 2 FEFHLL F% & e )5 il @ Saiko-seikan-to (SSeT) &
Sano-shashin-to (SShT) % FH V>, J iR e sk BOIR B FE L2 k3 2 i 7E FH & st L 7.

(AiE)

HEBRFEAN I SSeT, SShT <° cefazolin (CEZ), #:%%E(C genus Staphylococcus (minor CNS), minor genus
Propionibacterium & 0% g-hemolytic streptococci (Group B)%: % flv 7=, [ (2 Rapid ANA Il System % %
vy, MIC HI7E X JSC A= HE L I HEHL L - C anaerobes (2% 9 2 # B2 3E4 o anti-enzymatic activity %
Et Lz,

(#5%R)

WEBRE 2% L, SSeT =° SShT @ MIC [& 3 & % 25-200mg/ml 27~ L7=DIZ%F L, SEZ Ti 0.10-12.5u
g/ml 277 L, BAF RN BN T-, SSeT =° SShT i anaerobes (2%} L anti-enzymatic effect 4 L 7=,

(#EER

SShT % Rhei Rhizoma % & ® k39T antibacterial effect #H 9%, X, SSeT <> SShT [# T
anti-enzymatic effect @ arithmetic activity 2378 S 4172, 5%, SSeT X° SShT @ 2 i B fE sk T D §ik K
NHIREEh D,
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Inhibition of growth and induction of apoptosis in human cancer
cell lines by Propolis (CB Propolis).

OAJII EMY, ¥H F—", KEEET", K% ok, A% R
D HALEB SRR ~, 2) ) v T a, 3) BLER oy

In order to study the biological activities of propolis (CB Propolis), its growth inhibitory effects were
investigated using human cancer (leukemia, stomach, liver, breast and cervix) cell. We found that propolis
strongly inhibited the growth of the cells and macromolecular synthesis in a dose- and time-dependent manner
by apoptosis. Furthermore, propolis exhibited antitumor activity against S180 tumor on oral administration to

mice. Proplis may be useful as a cancer chemopreventive and chemothera- peutic agent.

(B ]
REPRIECB N THINAMEE LTHHINTWASCB Y rAR ) AOFMEA  F A MpHE S
s (BRe, AP, 3L, 7Rk OREMREZMOCTEIHMETZ L2 ANE L,

(%]

WIEIZIEW e MM A2 52 U, ZMIRERAIZIMT T L trypan blue 7%, DNA - RNA « % > H
B O/ RIEE, 7R b —3 &%, Hoechst 3 3 3 4 212X A0 &E Y, BAIKIEIC L S ladder
Beglaty MEICEVHE L, 612, TH M=V AEEFEE, ¥ F—EHEFELEHNC 70
RIEIZ DWW TR L7z, S180 ERIHE ~ & A & W= BiiESEEM X, 7 aR U 2 %2 R EHCE-2)IC
BALTHEE LR,

[#&R - B8]

7R Y Z2(0.056~5 pL/mL) i%, b MEM (U937, HL-60, KATO-II, Hep 3B, Hela, MCF-7) Z%f L
T, ARELEEMICEGTE LEEEMRERNBESN, LrLans, b U 2 SERHIIIC K LT,
1.5uL/mL iZBWTOA, EMIEMANSBIZE SN, U937 Mo\ T, 7 rKR U AL, DNA &Gk
WCHLTRNALLDWTZ CEHEAKE YD bRCIEI Lz, 61, 7uRY RLEIZ XD ZoH0
Yetail, BRIKEBL ORI Ay MECBWTT R b=y 2ARBE Nz, 7aRY AL T KR b—
YA, TRV ARERICL VMBS, LRI 10% T o R Y AGEMERELEGIZLY,
S180 il E BT, MMEHCHERL T4 1 BL R 79%0MEINEE SNz, UEDZ s, CB7 R
R ZOFEBEMZHASnE L, ZOHFBBEERTIT A = RTERT 2 2 L 0VRIBR S L7z,
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Behavioral pharmacological study to apply propolis on alternative medicine

ORE RV, PHF F—0, B &Y, Al ER?, By R0, dil g,
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The present study was undertaken to investigate the behavioral pharmacological effects of propolis such as
anti-fatigue, anti-depressant and anti-inflammatory effect on animal disease models. Chronic treatment with
propolis increased the locomotor activity and decreased the immobility time as measured a forced swimming
test whereas acute administration of propolis inhibited the paw edema after carra-geenin injection These
results suggest that propolis may reflect to a better condition of therapeutical effects on fatigue, depressant and
inflammatory.

(B#] 7R 238, RIE, W, HOERE, &mERORERFEICUWEDIREAFT L LN
HMHNTWD, 61T, ZNbOEBICHTLIHAMEL RRTO2MELHLIHESNALTND, L
L, £ D% EDOHBEIT invitro TITHILTE Y, invivo, FFIZH Z E8icxt T 2B 13RO Th 720,
FxIITELETE MTHICTELLRMET TR L, AL, v~ U XZHWT, 5 D1KEE, FEI7RE
BIORELZFREETLETAVEERL, TALKREET LVEIWICH LT oA 22 FNERSE
7ot DA R ZATE B PRI RET L 72,

[(AiE] FRICITEE2 2 -2 59 O ddY R~ Y A2 HH Lo, WEET V8L RE (B
B B RZATHEER, MEIKKRBRICE 0V EBHEEMOLER L LTEB25), EIRE (BB
258 C 1 [Ali5 2 5 O E CRIFMMHMICSHITSE D) KORESEE (2% 745=, 30
pl =D AOERBEEHNICES L, RSN EERERLOCEEN S LTER) O 3MaeER
Liz, 7R RAE () vy 7 e loRcs BB K CTHRL, ROBRIE,

(#BR] > oFERET L~ AT I B KZEE 2 0 H BIHHIAKVKaER CMEhRHE & 1T K
SHDLN, TaRYRAERZEEFERIZ20HM1 /2 7k01 /8 7HREE CHERIES L HH)
RERNI A BACHLME S v, JRFHRIERET L~ U 21X 3 KO 6 REMEHI1T%, A ES)EIXFEHIC
BT DR, 1/243FMRBEOTaR) A5 UH 1 0 HFERE CITHEREDEZ BN
By DIF=VFRERETT L~ A1,/ 1 00FmREED TR A& 1EKED EHEGT5H
CREEERIIEAO L, Y27n7xF 27 50mglkg EIFIERREDOETH - 1=,

(#E3R] 70 AU 2O O ERUC K0 500 SHRE OGRS RN RIS, &0 1 EER5IC

FOPRIEMERAR BB SN, 20X 57 vl 2T 3FOIFEE T VEVI R L T TR &
THNIEDRRRD BT,
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Anti-tumor effects of AHCC and its mechanisms
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We fractionated AHCC into low and high molecular weight (MW) fractions to identify the functional
characteristics of the both fractions in anti-tumor effects. The low MW fraction was stronger than AHCC in
inhibitory effect on tumor cell proliferation. On the other hand, AHCC and the high MW fraction stimulated the
immune system by enhancing NO production. In tumor-bearing mice, the low and high MW fractions
significantly induced IL-12 and IL-1 3 mRNA expressions, respectively, but all the treatments of AHCC and
the two fractions suppressed TGF- 3 mRNA level. These results demonstrated that AHCC and its fractions

enhanced the immune responses that may result in inhibition of tumor growth.

(8]

AHCC [ 1 N5 A SRS L5 S, SefiRiE (I 2 R T 2 & ASIELC B S0 S VB R 20 L0
FENTOS, A, AHCC DTS THILEAN R AR ORI E 1772 5 120 CHET
Do

(%]

FEBR 10 AHCC JRMAIK 2 A4y 1181 53 fe OV 43 -1 1 M #%, Balb/c ~ 7 2\ 3 HRIFRO#E L,
Mg E BN~ a7 7 —Y 28R L7z, MmiE% 3LL & colon-26 MR VRN L, 858 0§75 14 %
MTT {ECTRHME L7z, EBic~27 a7 7 —Y 0 NO FEAELHIE LT, FE 2: AHCC K UZ DKy
T, W THSy & 4 4 3LL MifayE C57BLI6 ~ v AL L, A KA v DR T HEBLE PCR ik
TRMm L 7=,

{.‘ﬁﬁ%&lﬁit&)}
FER 1K E S EEO MIEIX AHCC #E X 0 BRI IR 8RS H 358 8 B A, & 47 74y 2 Y AHCC
FEIC B W T RERIEEA AR iz, FB 2 AHCC, K4 7K ONE S 5 IX EFREICB W T

YA SIAVELEEEDTZ, HE~T AZBWTIEESD FH4 T IL-18 mRNA %, K4oFH45I2E8
VWTIE IL-12 mRNA O3Bl A2 758 7=, AHCC, &%) 14y, K50 Ei /0 XS LM O TGF- 3 mRNA
DOFRBAME Lz, LLEX Y AHCC 23 & -5 Ml i 58 5E 0 ) /E FH & 5o 22 Bk TE 1B O 8% e 0 — i & B & 7>
iz L7,
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Anti-fatigue and Immunoactivating Effects of the combination of Agaricus blazei
and Cordyceps militaris
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Anti-fatigue and immunoactivating effects of the combination of Agaricus blazei and Cordyceps militaris
(“mixture”) were compared with those of Agaricus blazei alone (AG) in forced swimming, restraint stress, and
bacterial infection experiments. Mice were given “mixture” or AG by oral administration for 7 days in these
experiments. In the present study, the combined AG with Cordyceps militaris prolonged the forced swimming
period and inhibited the elevation of blood lactate and enhanced the natural killer activity. Although AG also
showed these activities, it was lower than that of the “mixture”. In addition, the “mixture” and AG showed
the same potential to protect against Listeria monocytogenes infection in mice. However, they did not inhibit
the elevation of blood corticosterone in restraint stress experiment. These results suggest that the combined
AG with Cordyceps militaris has a synergistic effect in anti-fatigue and immunoactivating.

[B®]

AR LRI OREGRRE DR T2 EE L, 2N ONRALE 2o TEZ A EYIGED Y
AT EWMREED, 7HY 7 ZCHONTIE I E TICHUEEERCRERRERICET 2 MENH Y,
A U < FEO L BE B I AEHEER OMIZHE SO A L AERZERMLNTND, 65T,
COWEEFHTLHIETA RN LARZENISIE IR, RERTICRTHIUBEDRPBIFFCE S, £
ZCAE, BRABT Y 7 AFERMEKELABREEORSGY (LT NEAW ) O, iRl L O
FRYCH T AEM 2 7 7 U 7 28 (LLF AG) & teilsfiat L7z,

(##4 & 5iE]

NEGY ) BERET ) 7 ZER IR XA RBEAR=T 3 (E&EL)
Tk ~v A NREW) 2 1R 1E, 7 AMKBO&EE L&k, mfilkik, WEAFLA, JATY
T RGBSR T DR 2 T L7z,

[FER & 4]
1. B&REIKIKICKT 2 1EH

FREIKK & F 0% OMREOFHGERRIL NREY ) TR L7z (p<0.05), I FLEEMITES) A iz X
D EHL7zn, NREW) 1220 EHZ8E Lz (p<0.05), 260 FEITWTd AG LV Lo -
7=,
2. WA ML RICHT AIEA

HRA ML AAMICEI VI arFazxTsa  ERAAREICESLER, Zhics LT NEEW] 1X
ER%E RS 2o To, o, A MLV AAMIZE D NKIEWEME T L7222, NEG® ) 1322 0K T 2 5
L, TOMRIZTAG LV bi@d o7z, W, HEEW] 1T EX ML AEMIZB W TE NKIEMHL B &
7= (p<0.01),
3. VATV T HERICKT H1EH

NEG®) XV A7 U 7 HEE % OB E B 2 ) S8 (p<0.05), ZOZhFILAG LH%ETH -
7=,

SEIOFERG, NEAW) X AG L0 bENT-HET, NKISHEHEBIEH I LT AG & RIS ORI
RGP EER Z B35 2 L3R S L7z, W, SEOBETIE NEEY) OFiA M AEH Z T
L2 LITHRBR oD, SBRIFIA NV AAMOFNEZEZ TEIHIIRFNT LI TETH D,
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Synergistic Effect of Alginic acid and C12 peptide on Inhibiting Increase in Blood Pressure
Omts F—", Hm MY, & HRY, Jenny Cadee”
1) BxFRUHEAESE EHF~VAS TSR, 2) DMV International

C12 Peptide is a natural milk protein-derived hydrolysate with antihypertensive effects as shown in animal
and human studies. C12 refers to a bioactive 12-amino acid long peptide present in the casein part of milk
protein. C12 and its metabolites inhibit Angiotensin Converting Enzyme (ACE), which is a key enzyme in the
regulation of blood pressure. Alginic acid is a natural extract of seaweed which may have a modest natriuretic
effect. In this study, we investigated whether alginic acid enhances the antihypertensive effect of C12 Peptide.
The results showed that the combination of C12 Peptide and alginic acid induces an excellent synergistic blood
pressure lowering effect.

(B #]

TAX BRI CE EN D KEEEDHHETHY, TOTREBE L LTE, EWTOF Y T4
EREA LRI R & A D L, M 2L AT e — LK TIEM, BNHEO NS v 2 58k
ZHERZERMLNTWD, /2, C1 2XFF R, FAFICEENDI I EA o HEEE TINAKS
T HZLICEVBons2T oo T o ERER (ACE) ESXTF FT, ROo&EIZL 50
£ EFIHEEARNER SN TWS,AE, C 1 2X7F RORAKEGIC LA IME EFmEERICE L,
TNAX U EOPFRARIC OV TR 21T - 72,

(Ai£]

I EARFEIET v b (SHR) T /AT @B, C1 2 7F FEM, W, TAFE@ED
C127F REHMUIREEFEEAZ 1 - AR A RER S, BEINRIGHE 0T OHER 2 0l E L,
WIS, RTINS T RPBICTHEESIED 1 04 2HBREL L, “EHEMmARELCLY, C12
AR F REPRE & T AX B COmMEEEZRE L., RBRIT 77 2R 6 HMIRMAZICHE L
7o MJEREIZHEBRE I CMEE =% —2F A I, RA% 1R X129 REM %M L 72,

[#EE]
SHRZEZHAWEFERIZEBWT, TAFUBEOMHAT, C1 27 RolfilJ£ EF- Ve H HE5E
iz, BT, 1 04DOFEIEEMTEDOEBREICEBWNT, C1 2 X7F NIEEEREMICILEZET
SHT, 2, TAXUBEOHHATC 1 2X7F FoOMEREERAHEIR I,

(#5:m]

TIAXVEELECL1 2T F FZ20HT2Z281I2X0, C1 2X7F FOIME FSME 2B H#H X
NHZENRENT, SRIOFKEREIY, TAXURECT 2XTF ROHAN, &MEDRIEZS <
LTHEBTHDZ E NI EINT,
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Methylsulfonylmethane (MSM) @ BE &4 /E A

Suppressive effect of methylsulfonylmethane (MSM) on type I
collagen-induced arthritis in DBA /1J mice

OWE i, BRI MY, B X0, RAE-EY, &H #KE
D 7T TERRAHE, ) N R R SRR T - e o s —

We investigated the effect of MSM on type Il collagen-induced murine arthritis as an animal model of
rheumatoid arthritis. In the MSM drinking mice, the arthritic score and the total number of leukocytes in
inguinal lymph nodes was significantly lower than that in the control mice. An expressions level of IL-12
mRNA was reduced in spleen of the MSM drinking mice as compared with control mice. These results
suggested that MSM administration was able to modify the immune responses to the type 11 collagen, resulting

in protection of the development of arthritis of type Il collagen induced arthritis in DBA/1J mice.

(E#]

Methylsulfonylmethane (MSM)iX% < OEIEMICE EN TV DL AKYME THDH, MSMIZIZT Lb
F—MERRICKHTDMT LAF—EH, BORERE~ T AD ) R ZIEZBT 21EH, B
FIEEBIEI % Ok B S A ERSE N ME SN TS, A, MSMMAITA 2 F — 7 8
ROFERZBEMEIE D0 E I DERFT LT,

[AHi£]

a5 —FUFERBAEAETTNVILIDBAN) v T AT a s — 4 v~ XBOMITIRIC 2 [0 7 N
H425Z LIk ERIL 72, MS MIZECERKIZ 25%I272 5 L H WAL T~ 7 ACHRMICG 272, 1T
W a7 — 7 huE S, REFRICBEEiR AT 2k L,

(#5%R]

N =7 =5 ALEIC LR AT N ER Lz, —F, MSM#EL~ T XA TEHBREAaTO
ERA Moz, ZOZENEMSMIZNM 2T — 7 VR K OEREZBHT 5 Z LR h
oo £, TMaZ—=F U EICEY, YA U EMaEREM LT, —F5, MSMig~v
ATIE Y TAEY A HMEEOEIMIMmZ bz, FACSHATIZED YA o Eifilao R
Bal—va iR, TaT =7 @I L0 B220+ i #m L7z, —7, MSM®
51T A EY o HiR O B2+l oM A Mz 7o, U D Z Enb TR aZ — 57 U E~
7 AT A M S MO # 5 XBEE 25 DIEIR A I S D 2 & ARIB Sz,
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Chlorella vulgaris CK-5 BuKHH ¥ (CVE-A) D%k

Decrease of the resistance against Listeria monocytogenes in X-ray irradiated mice and the
augmentation by administration of hot water extracts of Chlorella vulgaris CK-5(CVE-A)

O/ S5, w8 8ok, LB &, RA s, RAJ) H, BRAE—R
7 n L7 TEKRASH

The effect of hot water extracts obtained from Chlorella vulgaris CK-5 (CVE-A) on the resistance against
Listeria monocytogenes infection were examined in X-ray irradiated mice. CDF1 mice were administered 50
mg/kg of CVE-A every other day from the following day after the X-ray irradiation (450 Rad). The mice
became highly susceptible to an intraperitoneal infection with L.monocytogene on day 14 after X-ray
irradiation, whereas the mice given CVE-A showed an enhanced resistance against L.monocytogenes infection.
The bacterial number in X-ray irradiated mice increased explosively on day 3 after inoculation, resulting in
death within 6 day. A progressive elimination of bacteria was observed on day 3 in the peritoneal cavity of
X-ray irradiated mice given CVE-A. These results suggested that CVE-A may be beneficial for the

alleviation of side effects in cancer radiotherapy and chemotherapy.

(B8] A BRE ORISR R S5 OTRE I, ARIEIRR ISR S IBRIEE LT LIELIZA
WHEND, LnLZOX SRR, ARGEECER T2 b7 b U/RBEAMERYLS o B 2 R YE 2
KRBIRBH D, EERHEOKRTEZH Z &<, RRBOFINBAENTLADIBEIEDNRD B
%, DivbiuiE, Chlorellavulgaris CK-5 #2515 St ® (CVE-A) OEHIZ LV, Yt
D ERIREN LT D 2 L 2T TICHE L TWD, S XBBEICL Y V2T U 7 Yt %
KFEEE~y 2% HWT CVE-AHRGICE DEEBELTINT-,

[(Ai%] CDF1~ 7 = (9 #ils, Mf)lZ 450Rad » X iz ME L, FH XY CVE-A(S0 mg/kg) % H #%
5. L7-%, Listeria monocytogenes EGD k% AN YL S &, FE L - fifas NS 2 i1~ 7-,

(#5R] XBBHE DO 14 BB LD REDOY 27 ) 7 2R S5 &, X MBI T LE
2N, MBE 4 CVE-A BT EWEGFEREZ R LT, EFR~UARERRNED ) 2T U 7 TRRYE I
R A D &, BB CIEY 1 ARICH 3 B % OMEENEHUIIR 10 512N L722s, X #E R #E
TIX 1o ME R Uiz, —J7, MEH% CVE-A 2 # 5 LZBHICB WO TR 3 A OBINTIFE A
Folonihoil,

[(#E/] XBBEICLY U 27U 7RISR T L, ZOERIEICIZRFM A4 34525, CVE-A &
BHETHZ LIk, AMEROEIEZ ROEGREEZm D 5 2 EBNR ST, CVE-A I HUR R IR &
LN AFILEIC L DEMER 2R S5 Z ERHFETE 5,
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Improvement of Anti-tumor Effect of Autolyzed-Agaricus blazei Murill.
ORLE M=, B KX ML BES, KIS
Yo 3 BRI SRR U

The anti-tumor effect of autolyzed Agaricus blazei(autolyzed-AG) was studied. The autolyzed —AG extracts
or native AG extracts were orally administrated for 10 days to mice which were implanted sarcoma-180 cell.
After 19 days, the incidence and weight of tumor were investigated. Autolyzed-AG had stronger anti-tumor
effect than native AG. These results suggested that anti-tumor effect of AG was improved by autolysis

treatment.

[(E#]

THYV I A&IZILH, ¥/ a\OPITE, TNEERT L2 LICkY, VUERBERZRTZ &0 Mm
HRTNDEA, ¥/ a0fEECHEEIC LT, SUEFEFEHOREICENEDO LN TS, Fxlk, 7
Y7 A% ACHECU ST 52 L2k o T, U RAOHEEEHRICK L THRIGEVWRRD NS
DA R LT,

(%]

THY I AOKEREREKICEEB L, TOpH%Z 55 ICHHE L%, 3 7°CT4HRE, ®iZ, 100C
T1REH S e b 02T H Y 7 2 3 LiE ki (autolyzed-AG) & L7z, —77, [A UJEUEFZ 2K 8K
W L=, 7272BIC 100C T 1 R S 72 b &, THY 7 AHHY (AG) L7, 1H®
720 10mg & fHM 2, Yra—<-180 MildzFEICBME L7z 1 8 10 lEO ICR v 7 2 1Tx L T,
10 AR O#EEG L, Bi%Z19BB T, WHOEBAT 2RO EL, TOoE&REICLY, HUEEE
M % 7l L 72,

(#EE]
KEKEEE L FEEE) ~7 2125 LT, AG GO~ ADEEFEEIL, I 54%,
Autolyzed-AG # 5D~ 7 2 OB EEIX, 9 71%MH ST,

(#55R]

THI R, FREKTY, PUESEERZE 7250, BEbE A2« L2k - T, diEE
TERMNEIZH ET5 2 RS T,
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Separation and Analysis of Various Immune Regulatory Fractions in Shiitake
Mushroom Extract

OfFHRAT ", ik BBV, E fol>, wHE FEY
w2V, W TEY, R JE—ER Y

1) AR ks, 2) SRS LRIt 7 — &
3) FEISCBERTE MEREFHAVIIERT, 4) KFERFE EWAEER

We developed a technique to process Shiitake mushroom extract having new bioactivity. Until now, it has
been reported that Shiitake contained substances to stimulate immune system, such as Lentinan. However, Our
Shiitake mushroom extract showed to suppress NO production in response to LPS by RAW264, a mouse
macrophage cell line. Our results showed that Shiitake mushroom contain both immune stimulative and

suppressive properties, and they could be successfully segregated by the methods of Shiitake processing.

(B 56, HEICSENL WD LT Ty (B-1-37 VW) OREMIGENRNIERLS STk
BLHY, WELICBOTIIEEAM & LTRBEAE ., UL, FICAERMEHE L TAEREE Tl
HBEINTEY, SERMIPEEMEICER LEREMITIZLA LR, £22T, AUETIIHERT OB
REMEICE B L, FiBl CRAERAERBEMEE X X2 TL2Z2HME LT,

[(AE)] EROFHEZEE & LCHBMHFIECR VAN X 2%, vU R0 7 7 —JF
JAER RAW264 DT A72 < iR (8x10°cell/100 1) 2 100 1 WAL, 24 FE# DR BiEOEA ST
— e bZEFE (NO) #REE% Griess sIRICTHIE Lz, BICHEAEDRIC LPS (1pg/ml) &M T, [FkEE
(2 NO JREE 2 Il E L 7=,

[#58] RAW264 FNAKEICHEEHEE BUKIH = 222 2 &, NO PEAMEE SN D Z ERRO LN
72o —J7, LPS TR X 3u7= RAW264 i (Z HEEARIRFh = & 2 2N 2 72 581 20E, NO FEAE S S h
HIZENED LN,

(ZBE] bhbUIEHE L LRERICRWHE =X 2 2 0S5 2 2% Lz, 2hE CHEIZR
EEIEHALT 2 2 EBHE SN T0D N, bivbh A lis L7 =% 213 LPS I L - Ttk &
fe~w A7 a7y — UHIE RAW264 725 O NO AEZ M4 2 2 &, 3 7b b msiEk % o
TR ENTD, ABFSEIC LY, HEEIXRE A TEMEL T A E ST A AR T A L, L
TENENDORGIINIEEEZ D LICL > THBRIRETH B Z LSz,
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Functional change of macrophage in experimental diabetes
ORMBERURER V', kaly et ”, WKk BEY, A wsk”, & AFY, ipn &R

D @RERRAREEREES, 2) BREBRFAEEY LV AREHENEE 2 —,
3) (W) G)IRIRFEN A FE T > & —

We studied functional change of macrophage in experimental diabetes. Experimental diabetes group was
used streptozotocin(200mg/kg, i.p.:STZ) induced diabetic mice(ddY, 8w, £). The mice were regularly bred on
6 or 12 weeks, and were collected peritoneal macrophage. This macrophage was investigated phagocytosis and
bactericidal ability. As a result, STZ-mice’s macrophage was lower than normal mice’s in bactero-static ability.
These results suggested that high blood glucose in diabetes was induced functional defect of macrophage.

(B #]

AR, D EORERFEBEBIIFFICH R L TEBY, BRFEEERE (EA£5E4, 2002 4) 12X
X, BEIRFA R BN D AN TR 740 TN, THEICHUZD THEESREETERWVWAL 258
WD E, RAD 6.3 AT T AT 5%) 1620 T AIZ £ EHEE STV D, T AT 1997 AT,
BENEEND B D A 1E50 TN, TIHEEZE DR TIL 250 TADEINTH D, FERWIL
Bx IER A B I 2972, FRICHIBE ISR 3 2 BB OEMMERFICEb 2 721 T, ERYE
WATOZIE&IT b0 ki, £, BEOLATHLYFEFRO QOL #F LMK T RERE
KD—>Thd, KFIETIE, DOLIEIOFHEFRMET O LIER T EORE 2 BRI, a2
fa o &l - BHIZEE &2 ET L7,

[(Ai£]

8 WSO ddY R~ 7 AIZA ML Y kv (STZ) 200mglkg & IERER 5L, @H D FHIET 6
WM EZ1T 12 AR BT Lz, 20 STZ HRERFE~ Y ZADER~ 2 707 7 —V 2B L, ZORERE
M GEfbiEre, BReE, ZEE) 2kl L7z, EetRixT v o3 —ik GEERT @ 10%t b iig)
IRV BREL, BREEIEMHMERME (SRBC) &R T 2 MA0%Z BMEE T CHRER L, ZEEOHE
21X Candida Albicans (B> %) ZH\W, BEINTEAD VX Z T2 HEEEL, 20an=—H%
HE Lz,

(#ER]

TV EBEFERERBRICEWT, STZ& 5 6 BREHEO N X an=—KICERIZEALERLN
IR Toy, STZ #5122 MMRBEICB T2 Z0BITAERICHM L, ZoHikcks vy a
H=—f, ARSNANLLEEEZGNTEZLOTHDL I LD, ZOMBELY AAMIOREEET
DRI ST,

(#5351

MILFE ORI L0, BERMEOIENE, FICREREMET 5 2 L ARBR ST,
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Theaflavin content of Juar Tea Extracts and the Inhibitory Effect of Juar
Tea Extracts on Hyaluronidase

O\ —#FVY, ®E B, FR FERY
1) FNRFEAEEAEBILE, 2) BREHSF 74— F, 3) BIIRFLHMET LER

The contents of theaflavin in Juar tea (JurT) were determined by HPLC. Four main theaflavins;-theaflavin

(TF) , theaflavin-3-monogallate (TF-1), theaflavin-3’-monogallate (TF1’), theaflavin -3,3’-digallate in juar
tea and commercial tea products were determined. The order of total theaflavins was followed; JurT >
Ceylon-tea> India-tea> Oolong-tea > Green-tea. JurT also showed hyaluronidase inhibitory activity.

[(BW]  YaT7—nak QuT) X, 7=7T ORERMIETORATRRERBATH S, urT L, &R
HETFTCTLOLEITOAFKE SN0, TOBRIZIEE WL S 5,

SOD BR1EMIE, RUA D 16765, £ 7 KUd 209 %, VA RAT 4 —D 36 FITHET 5, JurT (2
X, ATIVHEST T VI EVEREDRY 72 ) =N EEN, [ERIERT b Y — R 5 O
Blh R SNA, F 2 TARIIETIE, WT OHT LAX—ROyDO—>ThiLAEERNH LT T 77
BEERETDELEHIC, TULF—EREZRE T2 AEEZBRF T30 T O 7 e =4 —FH
FEIEMEE R LT,

[(#48]  7r=7FE T HBRIZY 70—V FE Y, BAAEHHY (WFE 80%) I3 Sigma, fE¥ET
TI7I7ECHITERILER LY AT LIz, A a IS, A v RRZS, v—ul, AR 2 6
L7,

[FiE] 7775 20103,40%7 & b oA, #.0,045um D7 4 VX —TAHiE L, 77 A Hypersil
BDSC18 5u(260 X 4.6mm), & 57°C, BEfH (7 & b U & : /K =110:1.5:385v/v, it 1.0ml/min,
W 375nm @ HPLC I[C CiER L=, b7 m =& —PREEMEIE, #Uk#iiti® Morgan-Elson 28412
K OHIELT,

[#HR] T oF7 7S 8L, 77778 (TF), 7777 Ev-3-F/ HL— ~NTFL), 77
T3 HL—NTFY), 7T 77 -33-UH L — MNTR)WEH S, 5O BAL A
H L uT OF%T7T 7 77V HOGRZHIRLIZEZA, Wb JurT 28 29~54 (%0 o7, 7
TI7IEUVEREE, JuT>kBA A >A Y REEA> Y —a > ADIET JuT NSNS
Motz JurT id, e7bvn =4 —PHEEREZRL, ICEZ REEHEOMmD Tl LEr A=A
L7 & 2 A, JurT iX 3.7~4.3mg/ml, L& /—AF 2.2~25mg/ml TH 7=,

(ﬁ"tﬁﬁ WUITIZIE, e7 o= —VHEFEERND D, TOERMES D —20%, JurT P4 i

SVEEICEATAT T 7oL FREIN, JuT OBBUIERIER EO7 LLXF —ER 28R4
ﬁbﬁ#mﬂ&éﬂf:o
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a -Glucosidase Inhibitory Activity of Juar Tea Extracts and the Effects on blood glucose
level of Rats fed Juar Tea Extracts in the Positive lon Environment

OxE  #", it —F”, FR LR
D) MRSy » 7 =V R, 2) BNRFREIISHADY, 3) FIRY THHE T L8R

Juar tea (JurT) showed « -glucosidase inhibitory activity in the rat intestine. The effects on blood glucose
level of rat fed JurT Extracts were studied. The rats were fed 0.1%, .3% JurT in the positive ion environment.
0.15% of the tea fed to the rats fed in the positive environment (3 month 2hr exposure/day) significantly

reduced the blood glucose.

[(BRI] Y27 =k QuiT) i, ZF=7 TEESNTWD Y AAFFOfEY (Camellia sinensis) X
DRLES, YaT Ak E b VbR TND, Yo T —RICE, TEBER, st A A EH,
A TN PERETER, o 7 X7 —BEEM, 7 v MBI D HFmmsiER, Bl vBiEM,
BHEEICHT2HEERRER S D, 7T AL AL, R A, ZNafE, BRI EI2£<
BEN, BRICERESND Ex AT AL A 2hMLTRY S D, REE LR AKRNET

< OIEMEBFEERESE D, 7T AL FUVREI, 3VFH%W:%NTﬁﬁCE%@%L%éﬁ
Lo T, KBTI, YaTl — A EDa-ZNal B —PHEREERLVICT T AL T UVRET T
fH L7eT v MR LT, JurT #5238 MpEEIC 5 2 5 8% Kt LT,

(##] F=TEIWTHEEZ, V> 71—V FBWELVAFLE,

(BFiE] 7y MR ERE -7 Vvav X —BREFEKRE LT, v/ b —2AEEICKT 2 HELHE
L7z, LLFO3HOT v, O1 4 AMT 7 AL A4 2 ReIREE, 0.1%JuwT &5, @1, AM7 7
AA G ARG ER, 0.3%JurT &5, @3 7 AT 7 A4 A4 2 Rl EE, 0.15%JurT & 5., (220
THF L7z, MEEIZT IS AZ—Z P — (A AT ¢ VS CHE LTz,

[(#R] WTiE, a-ZAavF—CHEREER L, ABEOaY ba—A L JurT #55Tok
HIEIMCAE R Z T2 o To, OFF & OB TIRIHEICA B 2B TR0 bR h > 7o, @R TIT JurT
15 BEO IUBEIE A B 72 W TS8R0 B,

[#3m)  JurT 1%, o-ZVvas A —FHEEERDH Y, HEBREBE T 7 2 A 4 @SR iR
TEAZHERL-OT, EHMOA ML A NEFICE Y EO JurT 28T 25 L2 T8 5 2
ERIRR I T,
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The effect of Senshinren on cell growth and inflammation mediator
OftH =AY, ok —FY, sakEEs", A |HY
D) @A EZIERT, 2)  (BK) b— A

The effect of Senshinren on cell growth and inflammation mediator was studied. Senshinren is a kind of herb,
Andrographis paniculate. Senshinren decreased the number of cells in dose-dependent manner on five kinds of
cancer cells including RAW?264.7 by causing cell death. According to the result of analyzing the cell death, the
possibility by necrosis was suggested rather than apoptosis. It was suggested that non-toxic low concentration

of Senshinren has an inhibitory effect on the production of inflammatory mediator like nitric oxide.

(B #]

T LR, N—To—fFETxF YR~ IRITE L, F4 1T Andrographis paniculate Th 5, H
EoX A 72T, EEE LTHOWONUMRIEFEHASLTHEEN RS2 L Wb Tng, 4EIFR A IX
vy ) — Vit E RV C, BFEEORFME ORI LFETRE L, RN A
T4 == —~DOIERAE KR LT,

[(Aix]

R LM, ~7 2A~27 07 57— RAW264.7 MillL(RAW), & SH% Human HelLa Mif, KAG#E
Human DLD-1 #fifid, #h#REZENE Human AL172 ffild, A7 7 —~ Human SK-MEL-28 #iifid® 5 fli%H %
Mz, MREEORECIE, MTT Z Wiz, MlIEDHEI, AaFRdmRABRE vz, 1 Mo
Y DORIFEICIE, ELISA #EZ MW, —i{bZEFE NO OHIEIC Griess &4 7z,

[(#ER & ER]
SHEOMIATIZEWT, RERFUICHIIZENTFE S, MR IHl S i,

RAW % 7= R PEBRFABR Cl, 152 6 BF (0.5%) T, £ 30% DHIIEIEA GRS iz, Caspaseld
DIEMEZFRTZE A, ROFRICH T, By L2408 Lz RAW TlE, Caspase3 j&1E2 E&-
L7z LMLARRD, By LU 2B L 7= RAW IZT, WA {k DNA Z #7273, laddering |Z#: H
SN7ehoTo, £z, AnnexinV(AV) L Propidum iodid(P1)% H VT FACS fEATIC T, B v v Lo &L
L RAW Z L 612 EZ A, AVOPI(+H) Tholz, ZDOZ b, By b iz X HMMbustix
apoptosis £V HTe L A necrosis (2 X 5 LBz Hivt-, —, MBI O WKL T, RAW (28
J5, B LD U REHELPS)FEDORIEN AT 4 =— % — (TNF-alpha, IL-12, NO) FE/E~D
TERZFH~7=L A, B L i TNF-alpha, 1L-12 FEAICIZIH & 72 BEITIR & 7202 7228, NO
PEAEITA B S iz,
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The study on the effect of Angelicae radix on the lipogenesis of keratinocyte
OR% F&, HE E—, #iHF EKR
BINERER RS B RER

The stratum corneum is the upper most layer of the skin. The lipids of the stratum corneum contain
ceramides, cholesterol and fatty acid. They play an important role in structuring and maintaining the water
permeability barrier function of the skin. Ceramides are the major lipid constituent. We have been investigating
the effect of Angelicae radix (kampoh crude drug) on the lipogenesis of epidermis. Our study suggests the

effect of kampoh crude drugs for lipogenesis of epidermis.

BZRE DR Gy B P O EIHERE (N Y THERE) [CAEMANER R Z LWL NS TS, A

A A A & A BRI EE 2 DR S TR W RO AN TIEHKIC B W TIT R E N EHE R EH
TxHoTnD, 7 I NIZAEMRKEIEEDOK 45% % L6, 3L AT u—)b, WEHEIENIME DAL T

WCZELLEREZEMELZTER LAE LS T DI LIl o TRAKEREZRFEL TS, BT I D
BB AN THEREITE BRI Lk 2 2BE T o T D, SR, FxITEGEEKTH 5 Y )F
DIERER AT 2EM %, &7 I FEARZREICRF 21T o7,

Ak

WIFT X A& 3T E > — ~ (TEST SKIN®) [Z¥RIN LE#% L 7=, positive control & L TE
% I D3, negative control & LT 80%DMSO (PH7.0) Z £+ 20 | BN L7z, 538 L7 Affa
ZE L Bligh & Dyer iEIC ClRE At L7z, &BHIME 7 e~ 2777 ¢+ — (TLC) IZTHHEL
7o B I FOERIE, HH02UH 10ug OEEYE (Sigma) % & ie L 2 ICFHHEE L 72 mixture & 44
L LS ARy hOERKIZLEHLE,

BB THROIRITIEEKGET VARV~ Y VEE LT 7 ¢ a8 2 /EA LR 789121
RIS,

RS

FUFRTERETET I FEMELZTET 2 0ERETII® T I FEAMET L

HraE U 7o 3 RoTES 3 M O MR 2R 2 G Tl IR E TEA AL 2RO LD BT PR S iz,
i B B T AT RF IR O b ieho T,
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The Anti-obesity Effect of Mixed Herbal Medicines
Omfy rse’, By B, KB SAY, BA Zf”, By A2, BF Hse?
D @RS R, 2) Rkt BRZERI A, 3) NPO IR AURIERFHAIFZE | o & —

The anti-obesity effect of mixed herbal medicines as an external application was studied by using a nude
mouse. It was suggested that the mixed herbal medicine is effective to prevent or improve for the
hyperglycemia and hyperlipemia when it is used as an external application. It was also suggested that the body
weight and the size of body perimeter decrease effectively.

(Br]

HEAEO R T/ LB AR R & e - TR & DB, HERE, SIEMEE, @i EE % &%
L, Whw b AEFEEEROBREREZIE LT TWD, IFE, ZhLORMTHEORHER ST
LN, TOELFIHMAAITH S,

Z T, BaIFHSHTHIEmZI R Z BB L 5 52 HOMFE L AT ZED TWD, 40EINE, &l
WhiemAm ) —fzehb g o~y 28, FELEOIRGM 2R RE L OMRIZ OV TREE L 72,

[(AiE]

AREBRTIL, REERERNSELZEE, v U AOMIEZ 5N FREHIEE 2 EfEIZFH NI 5 7
WX —Kw 7 2EH W,

FERHIEIER 4 HE & L, Z OB o BT Quick Fat™ (EfEM - mAh o U —) kA5 %7,
W o 2 BRI, #WBRWE— R —EREEG LT,

RE, A, BeE0IZ), KBTS L, FEEITe)ZRE L, X512, FE
= MKW TS R TR L 72,

(#R]

Sy hE—ABETH, @SN - G ) — RO ALY, dUBE, PRSI (TG) & b I B
RER L, —F, AKRAWRGROIEE, PHEIE, 20 koA BTk, &b ICHEICIE
F L, MPEICHWTIE, A3 5RO BIA 2R b,

KRB A U T, ERRAWE G~ T A TORERNK, FFRE, MG & OBELEN S 0
BB bR R o T,

(&R ]

FrE EFIREGM ORI GIZ & - T, M OREZ2 b ICHHEIE 2 A BT 5 Z &R Shi,
ARIOKERL, Ao EM A b, mIELED PS5 WITWECHDTH D Z & 2Ri
THLDTHD, &biZ, RESLHMHOBREE GEAD &, MOEHITLANTHL I L E2RRT
LbDTHD,
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Effect of CoQ10 on apoptosis and prolifertion of cultured vascular endothelial cell
H  BRY, E Y e ARV
D Rt MBEARNIERT, 2) 8BRS LESR

[Abstract] Objective To study the inhibitory effect of CoQ10 on the apoptosis of vascular endothelial cell
and it’s probable mechanism. Methods Using serum pharmacology method and cytoflowmetery the effect
of CoQ10 with different concentrations on the changes of apoptosis and proliferation in cultured mice vascular
endothelial cells (bEnd.3) was investigated. The expression of Fas protein and Bcl-2 protein were observed
with immunocytochemical method. Results The cell apoptosis was inhibited significantly in CoQ10 groups
in cultured bEnd.3 cells. The results of immunocytochemical stains showed that in CoQ10 group with above
concentrations the expressions of Fas protein was inhibited and Bcl-2 protein was stimulated significantly. But
there was no significant change in cell proliferation. Conclusions CoQZ10 may inhibit apoptosis of vascular
endothelial cells (bEnd.3) Via up-regulation of Bcl-2 and down-regulation of Fas. Authors suggest that this is
one of the protection mechanisms of CoQ10 from dysfunction of vascular endothelial cells.

[BH] CoQl0 D MLENE MO T R h—3 A, BFE~DEBEDOAIREME KR RA B = X L2 HmEd 5 b
DThbH, MFLAZER N7 a—H A4 hA—%—JFEELT, CoQl0 DR ADPEIZ T~ U APIMEN
FeilfE (bBnd.3) OEIAE TR h—T A~OEBLBIET 5, S 5 ICHEMR{ES ABC 15T Fas EH
KO} Bel-2 2 [ @ expression DAL & HIET 5,

[AE] FEASEmET L4, o v &S : CML0102, 50 me/H 7 &L, 100 mg® CoQl0 %V 7
M 72 GEYEHL, 4ml OFELAMTHR, 7> M2 25 mg/H, 2 B/HTROKREG L, 4[[BH
#hH 3EMZIC, Ty ok Z Y H L, CoQ10 Iyl Z /ER T %, ~ 7 A D ki P B2 fi i (bBnd.3)
HEE B RFPEAEAT L VML, 7o —H A b A= —THRO T KR b —3 2 & a8 A2 7T,
BHOMAE N—t T =P TERTH, PLRETT R b — 2 flaz20EST 5, EBES 4 M E
R TT R b= 2 —7 LHREAMEH C— 27 ORICED L, TR b—3 AMME M E Yo
G0-G1, S, G2-M Hlofifja N—t > T — Y EFHE T 5, 7 A b — v AMEEBE s 1 Fas & Il iE1s 1 Bel-2
@ expression & R L FE CTHIET D,

(#5821 *IH#M &, a2 50 11,2511, 125 1 | © CoQ10 %7 £ ¥ T if TH 3 L 7= bEnd.3
ML T R b — 2023/ b iiz (P<0.05), S ilfkib 2 AR R & Fas & H @ expression (355
< 72o> T, Bel-2 EE O expression {EFEIT7e > 7= (P<0.05), Y4EHRIT—EIRE D CoQl0 iX Bel-2 &
F @ expression % /& &, Fas & [ @ expression #5525 Z L2 L - T, MENEMIAAR#ET L L%
FEE L7z,

P<0.05 vs control group

it

Fas Be-2 Fas Be-2
S0uii 0162376+ 173N 0251361 L3

Cell apoptosis (%)

Bul N5k NAEI0x H92£201 3040150

Srhal 25ul 12, 5ul
Senam with C olue
Mzerum with Cofl0 Oecontral(=zerum withaut CaQld
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1) BEEEER K, 2) NPOEABGTFREZFRWIER

We reported previously that Phellinus lintenus (Mesimakobu) and nucleic acids exhibited an antigrowth
effect on U937 cells. In this study, we prepared two kinds of mixed substances and examined their
antiproliferative effects on several kinds of human cancer cells. Synergistic antigrowth effects of both the
mixed substances on those cancer cells were observed as compared with the individual effect of each

component.

(E#]

BxIZAFRAY (Av~ar, R= R /%207, FE [DNA, RNARGW]) &AL %A
(Av~ard, "=y )Xakr, BE, THV I AORAY) ERL, £HEE MEMARICTTS
HEIEIHIA R A2 PE L, TR T OWEEMOEE ORMIIZ 280 R & ik LT,

B E LCiE, B YU CRERREMIAE U937, b FEEMI KATOIN, b bRIGEMME
WiDrBXIOe FEEFEMEY SKE 14 04%#H L7,

[(Aix]

B hURERREMIE U9 3 7 353K RPMI1640 + 5% FCS, b MH@MIE KA TOIIIX
EMEM, 50%+RPMI 1640, 50%+10%FCS, b FRFBEME WiDr|IDME
M +10%FCS, BLXUOt hAEEMIEYSKE140dHamF12+5% FCSZZxh*h
HWT, 37 CTH#ET D,

0 e 5 G B AT PR VRS OB U 7 B & FEALBREE T, WEMNEE N CIIE LAk o thigiz K v sk
7o

(#ER L EE)

1. AIBEMBE LOA 27 2 AL BT R LTz 4 DOkt U CmOIEIEIHITEME 2 R~ LT,

2. AMEEMBE LA L Z AZRERT D2 100D MR 53 0 45 Tl il H (2 k- 2 B GE 40 ) 200 2R
HEE L7, Sy EIRAT D EICLH2MEEDE/BE S NI,

3. A% INOLORAYPEFEEMRCED LI R A D=L (BT ORBEREH 5 VI EEA
BHoORBLRE) THIIROBEIEMEIZ1T > TWDONE R TITE 20,
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Removal of Carcinogens and Poly-Aromatic Hydrocarbons (PAHs) from Tobacco Smokes

OFL K="V, 8  m#E">, EH LY, HEO XNV,
¥ OIEANY, Bk EEY, W AEEY

A\

1 BAEAALAHAEAH, 2) dbifplE KRR i ERBR BT R A e R

We reported at the last meeting that double stranded DNA (dsDNA), extracted from salmon milt promotes
intercalation of distinctive aromatic compounds such as endocrine disruptors and dioxins. This year we
produced a sample of DNA added tobacco filter and studied the effectiveness of dsDNA against carcinogens

and PAHs from main stream smokes.

(E#]

WEEE O ARFEZThivbiuL, oot L7z —E 58 A DNA 23, BREHRICHET L4 A
FXR VR ERALEFERILAWM R ED, METHNDWRILERAOH 2MESHENAEEHT2HEF
MBEA LV Z L —varlilloTHBERET A Z L EHEK L,

LlENE, ZoNa EREFOFEDEREN, Y% _HOLHE A DNA HEiflc k> THEETH 500k
HlzoWTHE L7z,

(i)

O 4 H v ¥ — K% Research Cigarettes D 7 ¢ /L& — R 2 Uk, £ DM 8 58 A DNA,
IEMEIR 2 ZNENATVAALTE S DRI b AN NS OO0 IFEAIED, BB (N7 71
TWEl, A Yy — TERMZAE, T oLz 07 & mRRE 2~

@ WEOFXAFXTUEHOWEIRETH D120, HEORNERRYRY 7T (DF) &V
RV B A FF v (DD) 2D LI-AHRAIE, 72 % v % — K% Research Cigarettes D HEIZ7E A
e, W, “HE O A DNAIZ XD TS D DF & DD OFRER 27 4fi L 7=,

(#&R]

ERODOHKER : DNAZHRM ULz Z 320, AR Lan o saizte, FffhoNry e
VERBETDEEAGTEEICEWE 53% D v b Ui, kR E 7 4 V2 =2 L2 O TIED v
RN 1 4%EK<, “HEHLEA DNABNIEERICELAEICRE LT,

FROOFER: DNAZR LT 4 ¥ —f& X Na@EEF O HPLC /347 T DF ® ' — 7 X, DNA
AT 4B —fFZHZRaTIEHERE L, DD OV — 7 & KIgIZED L,

(#5:m
DNAZWM LA NN T 4V E =L, ZNaDERETOZA 4 F L VERLBALTEHFE AW
EOFEWEDOREIIHENTHD Z EBRRBINT,
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Effect of Antrodia camphorata on the growth of hepatoma cell(H22) in mice.
O  1EAN", ZF ®Y, JEE K=", HWEOCAY, EE MR, ok BraE] Y
1) NP OENBIRFREANID, 2) TEES & KETIA

Effect of Antrodia camphorata on the growth of hepatoma cell (H22) in mice was studied. Antrodia
camphorate enhance immunological activity such as NK cell in mice. As the result, the growth of hepatoma
cell in mice was suppressed. We conclude the possibility of the effectiveness in human immunotherapy.

(B®] _=r =2/ %%/ (F4) FEETIIEE (Lro L) LEEn, ABORLHTFIZORA
AT LMO—FE, FEf (Fw 5 Lxo0w) WHETDZY L, avhr LA CRORLANHBAE
DEFLEX ) aTHIRIZBEWE SN TS, ZOXDOZOHMEE H o MlRH2)BE~ 7 AT, 4
VAR AN B R, KON, SRSE R CEEm L 72,

[Ai&]

<= T RCH CHBH22) A B L, [FERIC_=27 X ) X% 7% —H 20 (K (40mglkg), iR
(200mg/kg), i EE(1000mg/kg) TRE OG- L=, =Dk, KREEL, HEEHEE, SFHEGE~—D—0
2R E LT,

(#&R]

A% 36 H 1% o B I B B 1, kb FEHE (M3 5-8%) 23 %) 6.5mg (2% L, IR B C 4.7mg, HIR & T 4mg,
EIRET 14mg Tholo, ZNHMEGHIER TR S SRR 29%, HIRE 40%, SEE 78%TH Y,
TR FEARTE S S AR O B3I 2 3 L Tz,

e~ —J1— L LT, T-U U REKDOREI~— I —Th 5 CDA(~/NV/N—T-#ifd) & CD8 (7' L v H—
T-ffR) DOta Rz, DA Z B L T WMEs ~ 7 2 Tld, CD4/CD8 2.8 THDDIZHEL,
HRA~T AT, 07 £ LUTIIKTFTLTW:E, LL, "= R XX 552 E5 L TIE, 14
~22 ~EEE LT,

T2, TF 2T 0F% 7 —HIEINK cel)i2 DWW CTREBAMIATEMEZ Rz, ZORE, /@E~ 7 22 40%
WL, RN=2 R X2 SREEETIE, 47%, 53%, 63% & A NK GRS EF LT,

£72, NK ffaOfEM Lo, A4 —T7xnur y ODEEZRKSED5&&E25) T+ 04
v, IL-12 O EEFHRTFER, JHRBECH AR 15~25 50 EABA b,

(#&55m

LEDZ md, R 2 X270 AOK512L0, NK fifazgaEzen B, HEHbsn
ToAER, BNAHIEOBEIENME SNt SN D, X=7 2 X271, BWEROER, Eel
OEFEINH], oERERE IR EREDN H D Z E BNRB I Tz,

_74_



P21
BERICL D EFHREE QOL 152 o E

The effect of Nucleoprotein related to the quality of life for menopausal patient.

O&FHM XAV, EH MY, Jk K=V, B B—V,
T ORKY, F wY, A OR—7, ko BE Y

1) NPO{ENBARFHREFIIZERT, 2) TIEESL&SREBUZEHT, 3) HEAT LEKRASH

As a complementary and alternative medicine for hormone treatment against menopausal symptom, we have
researched how intake of nucleoprotein improves their quality of life. We asked 25 postmenopausal women
(average 57.3 years old) to intake 6 capsules of nucleoprotein per day for 60 days and measured their
Kuppermann index. The number improved significantly to 9.48 from 14.25.

(B #]

WA, FEBCTOREYBEEDO RIS, ST UMFTRIENLANADRIRIC/R S 2 &l Eo b Uk
PRI T DR EmE > T D, bhvbiud, BEEANS K OEBRHIC b 2IEFIZX LA
THDHIEEMIELREEL TETWD, MARE X 72 25 4 O &tk % % R AR R E O E AU
LR DSEE, JyN—< ATy 7 AT K VFHE LT,

(Ai£]

53 % 7> B 68 ik D PR L Ot () 57.35%) 25 A4kt L, BEAAD B 7L (177 EALHY,
fik (11 S B 2 AR ) iR 166mg, B X 2 2 C84mg, 1) #1EV, 6 47k ,/1 H% 60 HHE
BLTHBW, HHMEMERBZD 7 v =<« £ F v 7 ZARCMIERAS DB =2 — D
O EEY & MKERIUTIT > 72,

(#FEE]
TomR—<r LTI ADERIIHKDOLEBY TH o7z,
(100— WA > 7 v 7 A/ EBEAIA 7 v 7 A X100)

RS g
O 1. A 388 ) [ 7 33% ® H iz 67%
(@) %0 T P T ARE IR 56% OER=E =N 36%
OFN v 37% ®BAfidm - AP 25%
@R 21% @gIF 50%
OL 5 40% 0L BT 62%
) 42.7%

(#Emk UER]
EEARX, BEMEECIEICATHL Z LR En, 4%I1%, —EHERRAR, (EHEME
[ZOWTHEICHIEZIT O TETH D,
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Oral administration of Agaricus blazei Murrill myceria (H1 strain) enhanced mouse NK cell activity.
O/hith 2407, vrE fnfh ?, 4HC &R0, SEE &Y, | BV, BA Y
1) BRSO BT o 7 —, 2) IHRERY 5B EE

It was tested if orally administrated A.blazei myceria has stimulation effect on mouse NK cells. Optimum
dose and term of A.blazei myceria administration was investigated as for NK cell activity. It was also tested
whether LPS, T cell, B cell and IFN-gamma has any effect to NK cell activation triggered by A.blazei myceria.
As a result, enhancement of NK cell activity by A.blazei mycelia was dose dependent and dependent to

IFN-gamma, too.

[BE#]

HHAEEO Ablazei 1%, foEHEZ SO LI BMELTHON, TOAYKSE L TR-ZI TV RE
ZHITW5D, Ablazei DBEEEIZOWTOAZED —E & L TAENE, EAREE~T 2A~EO#KE L NK
TEMEIC RIETRRELE T 5,

(%]

C57BL/6 ~ T AZHWT, NK IHHHICEEOH s ToROEGREE BGHMMORF 2177, £
7o, BOEE5HOIFY V8BRS E® D NK IR E NKT iz 0%l 4 % FACS ICCTHIE L7z, KiZ~ 7 A
AR T O Ablazei AR RISH T 5 SOSPEOE W & T MM, B HIARO BT H-<2 IFN-y ~D KM % F7
HI-0IZ, 4 R OB AR~ 7 A L C57BL/6 % BF A & 45 RAG-2-/-~ 7 A L IFN-vy -[-~ 7 Z &
T Ablazei #5102 X 5 NKIEPE~DOREELZRE LI, 7ok, 2TO NKIEEOHIET 4 K#HE5#E O Cr
WEEERBRE TITV, =7 = 72—l OF Y Rk Z2 v, #—5 > MR IE Yac-1 A
faz e,

(#5%R]

Ablazei FAREOKROEGIZLD, Y 2 8KICED S NK g, NKT fiaoE&I1EZ21 L7 -
2o LML, #5 28E B ICEGBEKGFOICHER NKIFHEOBMA RSN, £/, 20O NKIHHE
ORI ThUThR2 FETRIND £ 972 T MIRSICHEICEKFE T 5 6 D T2 <, LPS RUGHEIZ HFF L
RN ENRBENTZ, L LD, IFN-y ICERTFET DREN R ST,

(#5:m
Ablazei BARAEOROBEEIZXIY, AER NKFEEOMBARENTZ, £72, 20O NKEHO B m@IX

BEHREE & IFN-y IZEFRITH Y B>, THIl, BHIEEFERN TH D Z &R ENT,
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The antibacterial activity of red propolis
OAtt EX, Jiln EA, A& &, ¥l k& HA PR
RS LIS AT

It has been said that the red propolis among varieties of propolis has stronger antibacterial activity. Here, It
is reported that the red propolis has relatively stronger antibacterial activity. The activity was tested by the
paper disc method, the liquid dilution method, and the agar dilution method. Results showed that the
antibacterial activity of Brazilian red propolis was more than that of Cuban red propolis. Difference of both
propolis with respect to antibacterial activity may due to the different materials in the origin of the products.
The characteristics of red propolis should be clarified by analyzing and specifying the ingredients which show

an antibacterial action.

[Hm]

TaR) ARET L OEHOPFTHLHEEMT, B<MOh TS L5 THD, TORIIT
PEHIZ BT DRI /e EOBENDS, HaxhallE 2T 25, P THLT TV, Fa2a—NETETD
ROEETH7aR) ZOHEERITIVRVE SR TS, ARBRCTIIRET 0R Y 205 EEH
WO WTHEEL =D THET S,

[77i4]
W & A0 L2 RIS 7 o R ) AR 2 RA E R o= =T g 27 &, HIEENSH
FAEH 2P ~I2(T 4 A 7 JEAE), £7o, RARDWEICHE LT 0 R Y ZEEEZER L 72 KR
Hrtthds L ORI ES HC R 2 8B40 U, B TR DL & B~ T (AR A R E & e RSP AR ATIRIE),

CLED
REToRY 2, HETeRY AL VBOREERZ R L, £, 77 V9VETRRY XZ
Fa—NETRRY 2L FEEERRR)- T,

[E%]

RETaRY) RFPEERER Lz, 77 VLAEORGBTBRY ANRF 2 —NEOLDLY, 20
ERZBRS R LIZZ EIZ20WTHE, EHOBEWZE DI b0 B2 b, REATaRY 2 & /#fHr
LD DIEERICED L DI LTWa X, 4%, MEERAEZ R TR EZHETHZ L THL
PZLTWS FETH D,
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Short-, long- term biological effects in taking nigari(magnesium-rich) water
Offler =Y, Tpl &Y, Wn FERY, XK F1TY, I ke
D 7¥x7 0=y, 2) FREALRR (B) Sk BA 5 &8

Nigari water is a magnesium-rich water and is also very famous traditional water in Japan which is used in
making Tofu.On short term-trial of a lard-loading test,Nigari water-drinking in comparison with tap
water-drinking improved significantly(P<0.05) in plasma AUC of chylomicron and plasma levels of
chylomicron,VLDL on 2hrs after a lard-loading. On long-term trial for one month,drinking of nigari water
showed significant improvements(P<0.01) of BMI, plasma levels of total cholesterol, triglyceride and liver
function (ASL,ALT,yGTP). These results suggest us nigari-water is very useful in diet and the supplement of

magnesium.

(B8EAZE] EHERITT— F% (hn Y —6637%2, WAL 13299, HBHHE 21.2g, Fflghime

8.3g, MEafnflENile 11.8g) B NI NZA 0 ARAK) (Mg238,Na83,K80,Cals me/L) Xi& [7/KiEK ]
500ml #% 5 Z47 WA — A Chefg L7z, BRI Te2v v ikl (Mg8500mg/L, Na4700mg/L, K
2900mg/L)10-20ml/H @ 1 » H & G-Aite T L7c, BIZHE AL, FIEVIER, BMI, Mg, Ak, s
Wi (227 w—, BHEIEl;), Areae, BIEfERE, CPK, IgE & L7,

(HER] B RILEEE 22 RBLREER 7 4, REMDRET / X2 =y 7 BEF 3N 4 THD, &
FHEMBITARIENI R (30%LL |) EE2s 15 4, BMI(25 LI E)&EEA 14 4, &= L AT v — LIijE
(220mg/dl LL k) 94, @R ERERAMAE (150mg/dl LA E) 723 6 4, NFRERER A (AST 401U/ml LI L,
ALT 431U/ml LI |-y GTP501U/mI LI |) 2% 8 4, & IgE (170 LL k) MfiEAS 10 4 THh 5, 7 — # 13 paired

student t f& E I THAT L 7=,

(#5R] EE2E T [Kvs TRV ] THA 1 I 27z AUC T 316vs237mg/min/dl, 1L 2 B ©
14137 |z 107vs6lmg/dl, VLDL |2 138vs7img/dl & A& 72 (P<0.05) K F258H 7=, EH%hE
TIE T Y | OFMICT Mg 1 2.32 &Y 253mg/dl & EF L, AESEE L TIE BMI I 28.1 &V
27.7, IKAEW 12 37 £ 0 35.6%, i =2 L AT v — LIfLfE T 242 L ¥ 219mg/d| PRSI 249 X v 166mg/dl
CHEERD, ULEFI2ETAHEE (P<0.01) Thoto, FHlEERTE2BICHFHEIE (AST (54),
ALT (64), yGTP (34)) OikEx Rz, & IgE IME Tk 820 X v 7841U/mI & 344 Ot 3 % 78
DIENAEZITRLS, TOMOREFEICOABREZRDRI T,

(#558] 7 — A MR CIIAKEAK & g LTz v A fOKE G- 7 v — 7 BRI M il 2 58 6 7=,
2230 ORMIEICILEEN R, BMI, (L IEE & QTG g4 R 7o,
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Patients with intractable and progressive stage IV cancer received integrated medical treatment comprising
immunomodulatory therapy combining Low molecule water solubility chitosan (Hatanaka Chitosan) and
various regimens in combination with conventional therapy. As a result, activation of immune function
including regulation of NK activity and an anti—cancer effect (reduction in tumor markers) were observed.
Prolongation of mean survival time and a remarkable improvement in QOL (PS) were also observed. In
conclusion, the result that this integrated medical treatment has a life—prolonging effect and maintains good
QOL suggests that Hatanaka Chitosan may become a superior BRM that will complement conventional
therapy.

(B8]

T ld, BOBERBZRICHIE - W8 LD, WEEFZANSIRRINE & 00E S i@ m s o
LT, BERMRIBRICMATHRY 27 ¢ v 77 Tlioe « ROREHR) LA TRAE] TRk~ R ikeE
PERMAZMAGDEEZR R TRAEER] 217-o TE T, FriZ, JUBLPRIEICIIHUEIER & RS
BENOKRTIERNR S 5720, REEMEZ BN E LIc@MEERELHFMNT 2 2 &I X 0 EBIEH OB
WARE L I o7z, AINE, AT —VINVOEITRER (3 L TREEEr/EM, AEWEEERN e L
R BRI B DA F KRS M (LT, B b ) 2H0WIZHE ER ORI OV T
T D

[(Ai£]
AT7—VINOEKFEEITEEE 1 74 ITEEREEWITLUCHEFRA, B4 IV CREATHREICE
e N 2N T RIEIEMEALIRE L B K - DOBEEEIT -T2, REEHEEOFEEL L TIZLs)
TN KHEYE (NKIEME) o a2 g~ — 0 — & CRE(6 ~2 3 » ABWCHE L=, 72
—EBOREFTTHh 1,/ Th 2HbHPE L,

(A& R UE B 2 7R )

BT 1 74P 154 (88%) IINKIEMD BN, 144 (8 2%) ICfEE~—7—0D{K
TARBO LT, FARICAEFHMOMERE, PSoOk#E (88%) REQOLOM ELHEERINT, i
Bl & 2R T 5,

EF=X)

Alal, o AN EE AT R B EICHAEEEF L WAT LTI B AR L BT S MY 2
T A RIS TE VAR & IR ICHUBIE I 2338 b iz, & HITEMBIR & QOLE RAFIZIRD
RSB M ATERIER 2T S B BRM (2720 O D AREMEDVRIR ST,
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A clinical study of the YAMABUSI mushroom on the elderly with dementia

TR — R

W

BT YA Y T —3 g VIR

M

To investigate the effects of the YAMABUSI mushroom(Hericium erinaceum) on senile dementia, 15
physical disabled patients (82.84.1 years old) with dementia of Alzheimer’s type (6), cerebrovascular
dementia (7), mixed type of dementia (1), Pick disease (1) were given with 3g / day of the powdered
YAMABUSI mushroom for 3 months. At the termination of the study, FIM scores increased significantly, in
particular, the scores of social cognition item and locomotion item increased. MMSE scores also increased but

not significantly.

[B]

ETRAI Y~ T VX R EEREFEICH L TCEORMEELWBEIEINIOHDZ L E2RE L,
ASENIHEIER S 280 L, EEMRFHETEE SN TWAMMS EXOF I M #MAE e CTHEE
il 2 3R I T

[HERUFE]

MBI EERFE VAT =2 a UHBEABE T OHERIEE 2R HOBERRE (T YA <=0
B, WMILEMERE RN OEOREM) 0154 (554, K104, FHERS 2. 8F) Thd,
REMPEME LTHRINTWDY~T7 &7 (o ;s WRIIBE, (BK) =8 €~ FOHD g
X HAME S S5HT 2—8—5~k5e) —H 3 g (], YOoRELNLELN 159 T2) ZRAIET, 34 H
BT AEEE 2R BEATOZ L HE Lo, B EAEKE O X 7 — /12X FIM(Functional
Independence Measure) & O MMSE(Mini-Mental State Examination)z F W CTHIZE L 7=,

[#58]

Y~T7 v H 3y AK5ICLY, MMS EfflZ ERMEA 2RI NEEEITRLS, FIMEBEXEEIC
EH L (P<005), 2 CTHF IMOEEIEHO S LOBENIRH, FRHMEHD S LA MIAHR
NIz HEBEICEAE LA, (P<0.05)

(!f‘l:l aff

HWREEDH D BHEH RN LT, Y7 v 3@dmehzm sy, pRECESEN LS LF
SN OH D Z LIRS,
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The effectiveness of URODEL® PLUS in prostatic disease
ONfRE K, HRE FE7, pEEE=, W SOt
H K SR U+

The effectiveness of URODEL® PLUS, which contains Serenoa repens fruit Extract, Phytosterol, and
Tomato Extract, in prostatic disease was investigated. In the effect for cultured human prostate cancer cells
PC-3, URODEL® PLUS significantly reduced the number of cells of PC-3. In the effect for dysuria, URODEL®
PLUS improved urinary flow rate and reduced IPSS (International Prostatic Symptom Score). These results

suggested that URODEL® PLUS is useful in the treatment of dysuria and the prevention of prostate cancer.

[B19]

vRF—ACTIAE, JaX VY VRIXR, EPAT e —L, b~ MIH®ERA LR
Thd, /aXVYTRIXRX - EMAT 02—V, BILIRIER OPEIREE SR T 2 H HER
WEINTBY, 72, b~ MIHEWIIRISIRAT L DY 27 2R T IED0074 563, FRISLIRT v
ERBHE SN TS, 22T, a5 —L%F T AOFINIRT MMM HI £ % in vitro THE
L, ¥/, a7 — L7 7 2AOEBRBEINARERO v b OPERIRIBIC KIE TR & 37 L 72 0 TH A&
T2,

[ 5ik]

Ot MAREY CHife PC-3 Ic v r s —L®FF 2% 300, 400, 500 g/mL AL, 72 HpfRE#1%,
A AR L A I E L7z,

@Uu T =N T AL IRFINIRIER & ORI IRR OWERFIC L H 20072 10 H BB S E 7,
FEIRAT M OUE IR 1 2 H #10, FRTERBNE & 0 IPSS (FEESHT S BE R 2 2 7) 12 K B3l 217 - 7=,

(5 5]

QU uF— 7T 2T RERFICE FRTISEARAY »fM PC-3 OBASE A2 1| L, 500 u g/mL FRANEE
TIIHIHZ 7T7% I L 7= (p<0.01),

@uuT—A°T T 2% 1 PABR LIS, EBRE ORGSR L O IPSS ICUGEME M 1’4 b, KA
PRIEZETT 28%E8 /M L, IPSS 1% 2.5 fidk#E L7,

[ 530
BISZIRE R & L CHEREARBINIE KR, BISIRE M ORISR T x5, vaF—L®F 5 2nf [
PENR I T,

WEoT, vrT—AYT T 2AOEEUL, FNLRIEREIC L DHRESEZWET D20H2 05T, Ik &
EBICY R PEEDHINIIRT DT RORREDRPBFTE LB LN,
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Antioxidant Activity of RYOKKO AQJIRU in healthy volunteer
O FiRY, HA MY, SLH WY, &mE ke, KN R
1) BRSSP AT FEBA FEAER, 2) TR R AEBE B 5 R AT TR N lhin 1= =7 5

Antioxidant activity and effect on red cell deformability of RYOKKO AOJIRU (RA) were studied in 15
healthy volunteers. Three packages of the RA were daily given to the subjects for 10 weeks. In the result, the
administration of the RA improved red cell deformability, reduced 8-OHdG levels in the urine. These results
suggested that intake of the RA was effective for improving blood stream in capillary due to enhancing

antioxidant activity.

(B #]

RELERIIFRY 7= ) —NEZ2EH, SIBEERZ TR T Z NN TNDEN, EEICE hTOR)
RERF L2 @E TRV, 2 2 CARBIE T, REEEREZ FHEEHE U, KEERDEEE, 4V I8,
EEHE e EHRBLA LTz TR EHT) Z2H0WTE MBI 2 bEicB+ 2B 247 - 7=, FFMMiE
H& LTI, DNAOBLREEDEZEE LTHWLNTWARTO 8-t Rax v T4 v /7 /v
i (DUF 8-0OH-dG) #ME L7, £7=, MLIC L VIR F42 2 & 0350 5TV A FRMERZE A DMl
ExRAT - T, RMEREFRRILIARM ME BT 2 RMEROBEEEDOHETH Y, MENREL T O M 7298
RICITERE 2ARMEKERRELZ R OLENH D E Vb TWnD,

[Ai&]

fEEHE IS L 2RI, RBRELE LTIESFHC 21 Bd-v 348, 10 HEEH L TERSE,
EHART, HEEL3, 6, 10 @& D 48], FRifB L OERIREIT - 72, BRIMIZ & - TH S 7= R IR Bk 28
TERE DM EITH Lz, BRI K » TH LN T-BEIT 8-OH-dG HIE o fit L7z,

[#ER]

BRI\ TR M ERZS T RE I3 BB £ b fR AT & Jhie L TR 3, 6, 10 B ICABERHMEZ R L
T2. F72, 8-OH-dG IFRBR M &2 RS 2 2 & TRIFMICH T 2BmIcH Y, #FIRe, 10 E%ICIE
FEEHT & i L CR RIS LTz,

(#&i]

FhF e @ 10 B OBERIC LV RMEREFRENLET D Z EPRENT, 202 L1, @Rk
ARV ADIETH S 8-0H-dG DK FTABDO LN TWD Z Lk, [FAHEHT) oBFuc kv, £k
WIZBIT 20 LERARE LY, ROEKROBEAIMEISHh, ZEENMELZZEICEDbDEEX
bz, ZhoDZ b, TEHHENT] g L TERYT 5 Z & ix, EERNOHBRILhEZED, K
W& OmfEOWEDRE B OTZEARB ST,
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Clinical Study of Kampo Medicine Hochu-ekki-to for Cystocele
Ofaley &V, FHE KB, g KXY, Ik Y

D EfR KEERPE WRGE, 2) BIRERKRY WIREGEFAHE,
3)) Fo&x7 U=y, 4) HIRERKRFEMERE ERE > 2 — WREGF

Effect of Kampo medicine Hochu-ekki-to on urinary symptoms due to cystocele was studied. Symptoms and
findings of chain urethrocystography were evaluated before and after the administration of Hochu-ekki-to.
Their symptoms improved significantly without significant improvement in the findings of chain
urethrocystography. These results suggest that Hochu-ekki-to is useful as the treatment of choice for the

non-surgical management of patients with cystocele.

(B8]
ﬁﬁ@@%é%#ﬁﬁ CH BB REECHIREIET, BIRAFETHS 2 LR, ZORE
AL, AR5 T & B BRI O X RHLBERE O IR T & 5 2 BTV 5, BRI LT

(TR % fot‘/é?fﬁ%#&;éﬁ\, WEREIESL B OHE 2 B R L B RIEOBRDBLETH 5,
A, DR ORFEITRIR L L CELTETH M RRBG A L, IEROUFEZRAR D L LB
F = — VRIEREPEIE R T TR 2 MR ARG LT,

(7]

FEREIBIZLE D HEIRIEE A ik & LIRS 2 &30 4 255 L Uiz, 12T = — RiE
FEptiE s & i Tk, PRGSO NIRERMG Lz, JEFICEZ 0ol VAl E2EHBFH Lz, N
27 A5 67, A%, BRERZEMTDIEEDIC, BEF=— T b R & AT LA R RIS
H R L 7=,

G

BEOFE FTEAMEDEFIL, Ny YU — O TEROEEN b T, IRIEEZ (5 EH T
Fa oAl a 1, 2 BEPNAR U 7o, 4l TP 48 505 B TR 2 flkie L 7228, IRREEDHEII 2 b e i -
oo o, F=—VREBWEZOREPAETRWVEFTY, ERIZAEICKFE L,

(#55R]

T ROSGEIZIE S, BRIERPAEICSET ZEMN D D, BRI S JERES ORFIIIE
e LT RRGITANTH L Z LRI,
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Clinical effectiveness of Phaseolus coccineus in abnormal metabolic conditions
gl wmUBR s, MA —BE?Y, & 5L 2
1) /¥x7V=v7r, 2) (%) /IEEIA BIRFILE

Phaseolus coccineus is famous bean as “butter bean” which is also anthocyanin-rich, carbohydrate-rich
and low protein bean. Clinical effectiveness of Phaseolus coccineus was studied in abnormal metabolic
conditions. It’s non-caloric juice was given in 46 volunteers for 3 months. Remarkable improvements (P<
0.005) were shown in their plasma total cholesterol, triglyceride, uric acid and diastolic blood pressure which

reflected the arteriosclerosis. These data shows us this juice is useful to the arteriosclerosis and diet therapy.

[B#I] KEEZET (X=,3F 1 4 (phaseolus coccineus)] 1L A ¥ =7p &g knJFpEH & &
ZHNTEY ,2000m EOGFEMTEEL TWDLIETHSL, BEANDRIBENL VS (333keal, EHA
19.4g, §E'E 1.9g, ¥¥E 59.59,/100g), 7> Fo 7 =L OEE 4 (300mg,/100g) ETHHA TV
HF CIEML o A (phaseolus vulgaris) D& MR, FIRZIERIC LV, BT < AfEbI T
W5, To BB TIEIER ZIETFHEN L, TFET b7 = TR SRR R E MR
DYENRPEO DI T WD, JUilll, HUNlmRSEREO TR 2 D 720, /A (46 4) (Z&IT
ZBALTH O, ZOMRE DI LT,

[(BEI AT T 107 46 K12 300 A R, 11 0KIZ 12 BEIRK L= 509 O T &2 1E T+ 2 &% 20 45
ESHTIER LB H 2819 ORI A TS BV, BMI, K ffL P IRE e, IFHEGE, Bhe,
CPK & iz HE L, A% E % paired student t i E TH#T L 7=,

(#R] MAfEZIcsVWTIZ24410@ 2L A7 o —/LE(220mg/dl BA 1) %385, SE8) 258 L0 242

~, 26 &CE P IEREE (150mg/dl LA E) AR, 273 X0 173 ~, 14 ZIZEREEE  (Tmg/d]
PLE) #3R®, FH8 LD 7.1~ MHAKUEL Az, 134 0MmERFFY, IHEHIMmE (145mmHg
LLE) 2314, JEIEMIME (90mmHg LA 1) 723 13 4 Tdh o 7o, R 2 4 (IS A i 8 AS IE PR N
TOEHZ R, A%, JEMIMET TS 95 L 827 ~hEEZBED, UL EOERIIAT5%T
AEZEZZROT-, T OWHEEFITEIREEA LA & BB L TWD, ZOMOERICITAAEL
RO o T,

(#858] ~=F A 7 EIORMHN CHRMIME, IBE, RBECKERR LN,
INBIZIET Y by T =R bHFELGLTWD DR D,
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The effect of Pycnogenol for women with dysmennorhea
Ot Br, Wma HL, = HA, BT Hi
FLORIE A be  E b A B

We studied the effect of Pycnogenol or women with dysmenorrhea. Two types of Pycnogenol,Pdr and VOS
were randomly given for 2 months to 18 women suffering from dysmenorrhea, and detailed symptoms were
written down. CA125 (marker for endometriosis) were measured before and after the study. Both PDr and VOS
turned out to be effective for dysmenorrhea especially for those without endometriosis ,and CA125 decreased
in 5 patients out of 6 who had a high score of CA125 before the study. These results suggested that
Pycnogenol could be one altanative way in dealing with dysmenorrhea.

[BH]

V)V ) =R T T AR OB R D S EREER S TH Y, FohEBREEN, M
TRUCGEER, PUIEMERIC X V2 R RS CWnW b, SEFEAIE, V7 /P /) =DK%
ot DR =M L7,

[ 7]

¥ )Y ) —E, PDr (¥ 2 )=/ — )L, HftL =LA EXIVE-A-CE ;XS
FL—FET), VOS (B2 /) V=) —)b, FTZrV~=0L, L=k, #ih, 72218 ks
HEI)ZEAL, TNTNEZGREBEHE 18 K4ICT F LTEIV Y T, NIRBIBIZARKTENS 2
A (AR 2E#) &L, MAORESCHE, W2 S 2 RERICTEA LB LZ, £, £EHIC
BWTHENBIEDERE~— 5 —Tdh 5 CAL25 ZHIE LZ OB &8 - 7=,

[ A& 54]

R OHEIL, PDr BETIZ 6 Bl EZ) 3 61, Axh2Fl, L)1 4], VOS BETIX 12 filh2%h 3 i,
HEh 56, EehaBlThHoTlz, FERNLZ 6 BHIWVT IS 5072 175 NBIEOHE Z B 720 A RIK
HIEChoTo, TOM, HAOBE, YEIVE ORI, EAEREOMR LD, BIERIX 18 filH
ABNC AR, 26ICH b 7otL, LENCIRS, IREFEELZRBOZBWTILH®E Th -7, CAL25 D
EIXNIRBA AR AT = 2 = L7z 6 iR, 5 BHCNIREZE OIR T 238 72,

[
FENBIEDRBEZIRO L WHRKNEIEICEWNWTE Y ) P ) — LIZFDOARBOREMICER ThH
HEZBND, 4B, EHTH > TIEFICE DT bR G2 X oeEmn 4 S 2 AT etk 2R
i,

_85_



P32
RERO—HHTREIC BT DMefORERICH ¥ DA O

An opinion poll of the personnel to the complementary and alternative medicine
in one in-the-city hospital of Nagano.

I\EARGLLE
PR EER R LSRR PR

The consciousness to the complementary and alternative medicine (CAM) in medical workers was
investigated. The self-entry formula questionnaire survey about CAM was conducted. The number of the
personnel for investigation was 123, and obtained the effective reply from 116 persons. It was 11% which
answered "It is" to the question "whether the word "CAM" has been heard."; by medical doctors 67%(2/3
persons), pharmacists 0%(0/6), nurses 16%(5/51), the care workers 10%(4/25), physiotherapists, occupational
therapists, and a masseur 25%(2/8), dietitians and chefs 0%(0/7), and clerks 0%(0/13). CAM is carrying out by
78 persons(67%). Contents of CAM were massage(33%), use of supplements(28%), Kampo medicine(23%),
acupuncture(14%), chiropractic(11%), and aromatherapy(10%). Although the language itself called CAM was
seldom known in our hospital, many workers are carried out the acts actually considered that is CAM.

(Br]
EIRIEEH 21T e RO EH (LLF CAM) 1T/ 2% Bk adid Lz,

[AiE]
20044E 7 A1 HD 14 B2 T, S AICH LT CAMICET HERARXNT 7 — F&1T-
71:_0

(#R]

FAAE TR BT 123 AT, 72— FORINEIL 96.7% (119 ) TH Y, 116 405 A ZhA%E % 15

776

[CAM L WH BELMWZZERnH L0 EWOHIEMIIH LT, o) EEZXTHLON 11%, [
W EEZTELDONR 8% ThHoTz, D] LEZTLOEIENICAD L, ERT67%(2/34), %
FET T 0%(0/6 44), & hliT 10%(5/51 4), Mitmntt - FHi#EBIT T 16%(4/25 4), PRERIE L - 13
FIE L -~ o VR T 25%(2/8 44), SHFE Lk - FHERAT T 0%(0/7 &), FHEWKE T 0%(0/13 44)ThH Y,
FEFEIZ X DBV EO b7,

Fiz, FEBNCA D &, 20 5T 7%(3/42 44), 30 %1% 12%(4/34 £41) TlE, 40 %1% Tlk 14%(4/28
4), 50 AR TIX 17%(2112 )8 Th b EBEZTHEY, RN EL 2DI221 T CAM L) FEEN
MO TWDHEMICH > Tz, SHICHLHNCHD & B 17%(4124 4), 1 10%(9/92 £4) &, HED
HAENE P T,

CAM OFIHDORKER 8 % H DX 78 4 (67%)H D, CAM L\ 9 SHEE W= Z L N7 0nETH CAM
EEBETICCAMEFIH L TV, CAMORFE L LTI, v~ v =R HEN S %< 384 (33%),
WD THREMBIE S ORI HAE N 32 £4(28%), )73 27 £4(23%), i 16 4(14%), 1A T T 7T 4 v
7 134 (11%), 7Tu~t 7 E—12 4 (10%)DIETH - 7=,

(#&5:m
W EIC BV T, CAM &b\o;%ﬁﬁii&;iD‘ﬂ%mfb\fotu\fb@@ ERITIT CAM & 7
SNDITAZERLTVDEIENIDD2IZHLDITLZ ERboT-,
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Sho-seiryu-to improved skin itching and atopic dermatitis after long-term administration
OFFHE  3E1R V27, @k %Y, & Y

1) BRESRVIIEAT, 2) @RKFERFGEEFRA IR e O E R,
3) ERKZERZFEBLEFRUTER 5 A R A0 F A 50 B

Sho-seiryu-to [ETK-19] is known to be effective against allergic diseases, and has recently been used on
atopic dermatitis (AD). We observed the effects of ETK-19 on a patient with AD who, despite using steroid
drugs, had skin itching and eruption, elevated serum IgE levels and peripheral eosinophilia. Despite an
improvement of the peripheral eosinophilia, the skin condition was not improved after 5 months. Then, after 7
months, skin itching and eruption had almost disappeared. We suggest that long- term (more than severa
months) administration of ETK-19 could be effective for a patient with AD whose peripheral eosinophil level
has decreased in advance.

(B m]

7 N E—EREEROIBEICIE, RIEICKTHHREEL LTAT oA FRANER SHh, 2FFike
L CHEFE DR L FEAIC L DB D=0 DAL Z THHT 2 BT e A& I VAR ERERH SR TW
5 (AREEE: A RT A4 2004) A, BEO a2 ba— U RNREER Z &b vy, —F, I
T, TUAXF—MRERCKEXHBREDOT LAXF—HKBIZK L THWSN, REEZERD IgE
PEASCHBRERBERE~OMBEHER R H 2 Z EnmE S Tnbd, bhvbhit, WNEFEE (T4 a7/
B X ARMRL[7.59/H]—=5 » HZIZEFOFAEIZTH XA U /NFES =X AMR[6.09/ H NZZEHE, L
T ETK-19) ZBHIAE® D ORI (Eos) MWD Z R L T\l EEkilTiz& 2 A, 5 » A%
DORATRIFENSBER L, 7 » ARICIIRBORRLRD 52T N —MEEROER % R85 L7
DTEHET D,

[5E  #i]

JRIE 26 ik, 23 BRE DN HIFEIC BB AN B, 24 FRIFICIE M P, 25 GRRFIC I R IEED & i
LB N HEBL, e W FTRUICER 2 REZ AR, 23N LILEREREZ%Z LAT a1 R4 A
EERAL TR, RZERFEIRELRD R o7,

TR ;26 IR IC RS, W FREGETI & RIS L BB AN EE L, BT R T, i IgE E
(RIST) 2071U/ml, Eos 14%(826/ u )& 78, ETK-19 Z#BAtA L7 & 2 A, YWIRJEEIRIC S E %R
7RI oT2h, Eos 1X 1 # A% 6%(336/nl), 3 » Atk 8%(376/ul), 5 » At 2% (128/ u 1) & T K
DUz, Lk, 57 A% DI FEOREENER L, 7 » ARZRICITIEE LW FREOBENFTIEHEELL
W PR bR Lo, R, o7 LAF—FRAT oA RAMAAZ EFER L THh2Rn,
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7 MR OES B E LT, KIE T ETK-19 O I#E L BA SN D, ZHE TO®RE
T, ETK-19 BRAATE OBOAM THREEROWEZRBO W] E L, 3~4 » A D GIZTRFEROK
BrBORVSRICERGEHERMNT RS LOERLALND, SEOEFND, ETK-19 BMHEIC
B ARIER 239 Ik B L 22 WHA TYH, Eos WAV 2RO 7HAICE, Hr A oL - T
ETK-19 23 2h M2 R T ATREMEDN 2 2 B LT,
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Matsumax Treatment in Head and Neck Cancer Patients
OYH =
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We here describe the study of Matsumax Treatment in advanced head and neck cancer patients who orally
received Matsumax to complement their immune function and QOL. Matsumax , as the adjuvant therapy of

low-dose chemotherapy for advanced head and neck cancer, inhibited the degradation of the immune function
and QOL.

[B®]

NABEITINADOEITIZON, FTHBAERICE D PRI THHRERNMMETI5, GEIEKTIC
kv, EITFRNABREIL, BEENSABICHE KL, QOLIZXTETIERT T 5, E-HMNAIEKIC X 5 HmiE
BEOKTIE, TOBROER, BRICKELI P boTL %, I T, Shl~vYy~v 7 A& LIzt
ITHRRARR N VBB ORIERE L QOL 2RI E2/[T-0T, v~V ~v 7 ADZOHFAMEIZ O THR
aL,
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[AiE]
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[#EE]
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T RTOIEHTIFN— v, HIL— 1 2122 IT R 6N n -7,
2. QOL ; W N DIER b HEFF, TS NT,

(#E5E

PLEX Y, EHEHES (CDDP+BLM) %17 CWAHEITHRMEE BE N~ Y~ v 7 R % OF A
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Determination of soybean isoflavones in human serum and urine

O v, #ERE —3&, =)l FHl, JIE EF5, 8 R, ARBBES
Mxaetto 27— 1o ERSESNE L X —

Soybean isoflavones being included in an soybean etc. is known as a natural substance with the estrogen
action, and research is done about the relation with a breast cancer, a prostate cancer, menopausal disorders, etc.
We performed fundamental examination about the soybean isoflavones measuring method.

Concentration analysis in blood was performed by the LC-MS/MS method, and concentration analysis in
urine was performed by the HPLC method. Consequently, we report that each fixed quantity method was
established.

[IFC&HIZ]

RKIAY 7 IR VIREFICEENDIZ A ba S U AAEHEZ O RAWE L L THLRTEYD, M
Aoy BISEIRDS AR TR E R & L OBRICOWTHFZEER T Rebiu T\ 5, 4lal, 41X LC-MS/MS
WCEDREA Y 7 TR CFEOMPEEREDE, BIOHPLCIZ X 2R P ERIEEIC OV TR R
BEITRo T,
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1.7 % 7213 JR (2 B -Glucuronidase % I 2 MK A3 iR U=k, AREABECHIH L7z b o 2 JE ik & Lz,
i R 1L LC-MSIMS % VY, 43#T 7 T 2% PEGASILODS (2X150 mm, > 3= —F%), BEIAE
7R R=RNUMIAZ ) — (1:2) EHERKIZEA2V =777V L, ESI-{EIZL%D MRM
—RNZTHAES Y, F=AT A v BLO 7 A=V 2RE LT, IRPEETIXHPLC ZHW, 7
L' 17 A1 Wakosil-TI RS (4.6 X50 mm, FOE#AET3E), A A U F LIZ CAPCELL PAK AQ (4.6X
250 mm, EAE) ZHWEA T AAAL v F U TEITTEAEBA Y, F=ATA40, 7V TA0BX
N7 F—n%&HE LT,

[(BRELUVHER

i ds KOUR TR ERE & b ICINEIER, B, BBPER & OREEER CIERAF 26 RS
ulc, EERFITIm A 3 a5y Tix 0.5 ng/mL, JRH Tid=2 F—/LdDFH 250 ng/mL, % Ot 3 A5 100
ng/mL T& - 7,

M LORPBERMEICETLENENDORGA Y 7 FHRAAZHONWT, —FnHT 252 LMNA
BRI EEEZMNLT 52 ENTE, RIBIIREA Y 7 IRV EHOME RS 2 ) ECaHMRGIET
boLEbhb,
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BIXORZEHZTF ) OREIZDONT
Analytical method for Epigallocatechin Gallate(EGCg) and Epicatechin(EC) in Human plasma

O F&=, HemE —3k, wI FH, JI &%, #H Ehr, AREBS
HRBHT 2T — 1w ERFENH T 4 —

We examined measuring method of the EGCg and EC concentration in human plasma by using
high-performance liquid chromatography with electrochemincal detector(HPLC-ECD).This analytical method
was adopted column switching technique with HPLC system. We submit good result data on the standard
material and human plasma in tests of the linearity, addition-recovery and reproducibility.

[IFC&HIZ]

BEREMEME L LTEREZ2ED TWEI TR INL, 7T 03-F— VR Y 7 = ) — LB DOBFR
Thd, MARIIZLGEhot s TF > (EC), = Hu b7+ (EGC), “EITHFHL— |
(ECqg) BLU=vrHuhTFxr AL —F (EGCg) D 4FENFEITHFET D,

Frlx, B MfEF AT X UMEE LT, EGCgBLIVPECO 7 YV — KO FEEKILI va~ W77 7 4 —
(HPLC) % MW 7o GBI EIEIC DWW THRET L 7=,

[(Ai£]
HPLC ¥ A7 AIZIT B EHERT LC-10Avp > U — X &\, =4 a2 AOEBEXLFM 2R ECD-300
BHEE LR LT,

TFSEBEERFEO - O EMER TR L BT, HPLC S AT ATOH T AAAL v F o TiEEEHA L.

1. AL EE
b NSRBI Z EA M2 B E, ST b=V EMZ 5 SREEHB L, 20%, =D
SEELED BIEASIRL, ERRNE IS CRMEZER, 7V 7 2B ERIC TREM L CRIERE &
L7z,
2.HPLC 43 #r &1
7L 5 A : Pegasil ODS 4.6 X50mm (&> 3 = —FH)
A A 717 A i Pegasil ODS 4.6 X250mm (& > ¥ = —F %)
717 ARE - 40°C
B @A & : 0.8mL/min
7V 7 ABENM - 15mmol/L V AFEREER (pH=2.2) /7 h= K U LIA %X /7 — ) (450/43/45)
AA 2 H T LABENFE - 25mmol/L U ABRFEER (pH=2.2) |7 hJ e ka7 J 78 h=KU LA X
J —v (750/42/76/136)
ECD &+ : 450mV

(#ERE LUK

W E K FE D RRAE D 7= & f FUEARMERER, WIMENGRER S X OVFBIMRBRZ M L, s BAF
RERTHDZ L BB LR,

AIETIHE, HPLC DA v =7 v a VRlRE 16 70 & T 20l ENFTRE & 72 o 72, A4 %IE, tho b
TXUVBEIZOWTHLE LTREE 205 2 7ol E R 2 Mt L TITE 720,
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AP EEN  BRPEORF 7 RBRRGRE [ hea 7318
(FTE) ] BIOHHREBRIEICRBIT S [EAR] O

Effects of New Chinese Traditional Herbal Medicines, Abelmosehus manihot (L.)Medic
and Sedum sarmentosum Bunge, on Renal Disease and Hepatitis.

OBfr EFY, & TTY, | R
D FRIEERIERT, 2) MECREEKE, 3) WU E B AT

In China, both of the traditional and the western medicals are officially recognized and they have been kept
efforts for fusion of them. As a result, many traditional herbal medicines are newly developed and applied on
the treatment in the hospitals. The effects of Abelmosehus manihot (L.)Medic on the renal disease and Sedum
sarmentosum Bunge on the hepatitis were examined and the usefulness was recognized as the alternative
medicine.

[(#E]

BUEPEOERGIEIEEEY (HEY) ERFEEY (PES) WY.L TWT, TREFNADEKR
DY REDZEMERPBO LN TS, WEFITEE 20 FML EICEY @EREH O, TORE
ZEOTEMA OEELPHE SN A ERIALG THOLOA T IR HATITIZEAEMLNAT
Wp, AR, hera T A48 (FIE) OFERWMERE R K O A E O RERTE~O IS H O R ek
(DWW TR 21 & 7,

* hm a7 4 : Abelmosehus manihot (L.)Medic

* 4L 5L Sedum sarmentosum Bunge

[FHiE]

O — i 72 8% 0B R IR TR PR 3K (Gliclazide) B L VL = -7 P 4 T v o v R JE A (Captopril) 12 & 1
TR OFERIFIEBIE 2 F 2 FEA AV ARAFTRUNE RIS B & AR 212 2 BEIC /00T, IRIEEEICIT b e
07 A A FEE T L3 — Ui LK (1.29/day) & 8 B REIRR OG- L7z, RIRETE i L CRE A EN
50% LA T LIc A Ic B2 EHE L, Ridit 04Tk LV RHOAEZIT- 72,

@~ 7 A\ T 4 B EUK B 9 (1,404mg/kg, 468mg/kg, 156mg/kg) % 2 HRE 0 A5 L7-#%12, %
TEAN T 0.3% TR HL U 7 UG b i BIRIR 2 K2 TG (10ml/kg) U, PUHEAL bR 32 IR B - 20 BefE 1% 12
ARER L Vi L TR OWPESF ~ ~ & HT ALT, AST %2 #HIE L7,

[FER]

O boa7F AT 2 2 %5 U231 6 26 5125 F %) (83.87%) T » 7= D%t L,
KHRHECIL 2 9B 9 f5] (31.03%) T E T, KB L AT b7 A4 58 TIIPH O ITIRE
HENE e, (U=4.02, P<0.01)

QELZEBKMH I EBEIFEEET VICEBWTFIBRER G%Z O~ U AFEE %2 H &2 EAIC8®
L7,

[#55m]
fe a7 A AWML E BATIZIX, FUENENORERREMEBIEREILER X ONFRERIE L 6
SEL O DENTENEBRD T,
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The effects of oral intake of Konjac-Ceramide on dry skin of Atopic Dermatitis
OFm  fEw ", HE EEY, Ak =Y, KM EY
1) a=F RS RIFZERT, 2) FIREBEPRET VL —F

We investigated the effects of oral intake of Konjac-Ceramide containing glucosylceramides richly on dry
skin of patients with Atopic Dermatitis (N=14). All patients took soft capsules which were designed to contain
glucosylceramides 1.8mg per day, and they continued to take capsules for 8 weeks. Before and after 2, 4, and 8
weeks of intake of soft capsules, we measured water content (Corneometer), TEWL values (Tewameter) and
elasticity (Vinustron). Among all parameters tested, TEWL values were significantly decreased (p<0.05).

(B ]

MR BT IR, ZAESSFERKROIZVa LT I REEBICEDRLIEM L LT, T
TIZ, EBHAEHRLE Ltgia*ﬁ@ﬁﬁﬁ% BWT, BREEKFNICIND DKy 7ARE (TEWL
fiE) 0)1&?%75%‘ LELTZENRENTWD Y, AENILET b —EEEREE L L, IR
RE~ORBEF NI, 2, AREREFEICONVNTOT VI — FHELIT-720OT, i THET 5,

(5 %]

WERE L, A7 r—LbLRartry hoBEonl, B~ EOT FE—IEREREBER 144 (K
P94, BHESH) T, TRTOMHBEEIC, Zrva it T I RELTLI8mMg/HERLTHS HH—
BB E L7, BaMiXeEmeE L, Bapthar, BREML2, 4, 8EMEKOFH 4E, JURREDH
EE, Tryr— b NREEIToT, 7ok, NUREOWEEHB L, K= (Corneometer), /K747 7Z&# &
(Tewameter), ZZ#k{E (Vinustron) C, fHIRfEEE (20°C, 50%) T, 45 M ZE A% ICIIE LT -
77

(#ER L EE]

BERE R 2, BAGATOWEME 2 LIS, FrZER 2B BT T A EEME (student’s t FRE) &k
LA, KpABBETAHERIKT (p<0.05) NA T, MICHERENE RTHBEIZR)N ST,
fw NFEE, 7 hE—MEEROBETYH, ZAICS< BT I FOMGEERIZ LD, ADoKy A
BEOIKT, 26N T7HEOm ENRHRETEL, £/, 77— MERTH, IO ZT DN,
BN LS HORD LY, EOFEHENRH -7 EEETELLEVWIBEARD T,

(#&8 &)

A< ET I FERIZK T AR ERBREONICEB N T, KORREOKTHAAEI
ﬁ%ﬂtOTFE%ﬁ&ﬁkﬁﬁ@ﬁmkbf LAY THEIZRICBE 575, ZAlke<ET7IME
RIIADITHHEZEZOBND,

1) mHH wz, "MAAF AT —, 5§19 EF 85, pple-25 (2002)
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EHTHEDHRIZHONT

Effects of the incense including Magnoliae Flos, Artemisae Folium, Camphora and
Eucalyptus for nose stuffing

AT Y, RARER Y, B8 K, =8 —RY,
R, ko R, R R®ITY

1) HARRPESARFEES#E, 2) RS thRss

We made the incense that include Magnoliae Flos, Artemisae Folium,  Camphora and Eucalyptus, so as to
improve nose stuffing. This study was performed in 6 volunteers who had nose stuffing. About the symptoms
of nose stuffing, 5 cases(83.3% ) felt better, 1 case (17.7%) felt nothing. And 3 cases (50% ) felt better about

headache. So this incense is thought to be effective for nose stuffing.

[BH] BIZEARICERENBEDDZHLDOTHY, HAADHEAEFTZBONTHLRLADHDL LD TH
5, Forld, BEOEBELDE T TR, HARERBEMICHE) ZL2ANE LEFDOY Y — X [
F] OREZITo-TCVWD, ZOBEEEL ) —XD—2L LTEMHA2LETIEFELZIER LD THRES
%,

(FE] FEONE : GHEOH D NIZHESTHH 700, FEOEMITITIED D 720 FEM 28I L7,
HIZAND FEM T RIS RR D L s d, ¥R LHE -8 - =2— D) & L, Tz s
MHDHEINDHALITHEHALTE DL, JERICONWTT U7 — MNREEITo 72, MBI 2 7THND
4 TIHORN, (BHE24, E44) AP AL EE L (EBEOBEIZ5 B225 1 5 A/,

[(BRIFZHEHLTERT XY LK U200, ISR 260, &x EEK U208 34,
—ELE U oT=RN 1B Th o7z, BICEDEREESCARREEFA -7 — R IR N o T,
F- 3B CHEBOKENR LN,

[BZZE] 6T 5B TEROT XD LIEEUNRLLNTZ, 808 & L TV L DRI ESS

AREITZ D IeinoTe, Fe, 3HEITHRIZHRLZH Y, SHBROBFHRE TITIMOEFL LT LA
25 AREMEDS RIE ST,
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The effect of purity semiconductor Germanium application
on the muscle endurance of biceps brachii

Offf~eA ", HE B2, WA Lr?, BE KR, IR ARE?, IR FES
D) BEFRAREER AR, 2) AAFR A e, 3) EEREERZET A

It sticks amount purity semiconductor germanium (GE) and a pain and the effect which improves the
physical function decline are reported to meridian points.They are the method of being based on the Oriental
medical theory. However, GE doesn't find whether or not there is an effect to the physical function.Because,
there is not sufficiently examined scientific evidence. Therefore, purpose of this study whether the effect of GE
application on the muscle endurance of biceps brachii. Consequently, it was suggested that it is more better to
stick GE in consideration of the influence of other muscles.

(B9]

g S v~ =7 Lk (LT, GE) 2L, Wb 4TIy 7 dxTd T V—
(LLF, DKS) ZBWT, B, T ZAOFEIC K 2K mER, 7 A RER, EBRE/) o
L EOBRBENHAON D, APTETITREBHESL Y NEY T —a U EOBEBRIEITSHT 5
2O DENBZENZEDO —BRE LT, GEPNEBRENCKETZREZMITLHNT, RIEEHNZ
Bl T OFHFA N 2R ESE D20 DG E MM ITIEEBRE LT,

[(Ai£]

B 24 (OF b FE 20 %) Zxig & Uiz, WIEE BIL, FER) & Bl oo ks oo J8 PHa, il i,
mrP LS e, $277, FPBIEN 90 EE TRl ETE A/ LEE, RKRKFEEERED 60~70%% A
fop & U 72 i BAEG e th i R EE I O fe v SR 18 GEEAAT), BXURVASTho7z, ZThHDHIE%
1 HBETH A LARWIREET, 207 BZIT—FOHBREIZGE (DKS 7 v~) %, Gix7 7k
RRLZHH L TITo72, EHICEFDTHKIZIGE L IRz AL CHEMALEZ, WTFhoBs
HMEL, BEGRET, BEAHE, 1 RIE OEBANE, 2 EBIEHOEEBANE, 3B HOEEAN% I
L7z, GEBLOZ 7 ERKROUMIIDK SIZKE LD KFEELENITY, WTFoBABDK S|
B2 B A OKSA GE3 D) WM L, F2, T— A7 A MG LI O RS R o4
TIZGE Z 5+ LT —ORNE % Fht L7z,

[(HREEE]

DK SIZHT 2 b BB O RICGEZMEM LcHa, —77 OMERE TI3BIEE il {h % 5)
IRf O e i AR BIES 77 F B AR RAE HIIRF K 0 & 2o 723, 5 OHBRF TIL G EME KO )5 234 72
Mmofz, LL, WEREOHORIGROAETIZGE Z T L% T, MgRE & b I OREMN
ML, RRZFEEHERBELHEIML T o, RUFEORE, EEERT DK RA~DG E {721 T
<, BHWRFOXELZERL, DKSHA EFHEL TV LB A2 2TH 5 IMHETI V &Ena
Rza R TR RIS T,
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Clinical improvement in cancer patients through integrative medicine,
mainly low molecular weight fucoidan

A HA]
WAE 27 Y=y

I report the cases of various cancer patients treated with alternative therapies, mainly treatment with low
molecular weight fucoidan. There date show that low molecular weight fucoidan is useful to treat cancer

patients.

[E#]

EFERXIVHEORG 7 a4 e x Iy, XTI, T, BREANVKSTKEMES D X
v NERGLE LIERBRERT, PRRIGE3I HNS TR 16 4E 7 H £ THRBED 65 4 O, WIE, £33
Mg B S R MR R DO TRIR ERE 2 BoRT 5,

[Hi£]

PERI, 4Efh, WD OFER, RN, WIBIOBEE, REDRICONTOT — & 2 Lz,
BVEIL 26 44, PEiE 39 4, EHRIE 20~80 AN T 60 AN 24 4 Ll b S o Tn, B D DEKIT
SEETHNA9L LB EL, 104D RIZ 54, FAEEMITE (134), K (94), iLE (84),
Zofth (3544), JWHNETH (114), OH (84), MM (54), VH 374) Thoi,

(#ER]
FEAM & U IR 2h R, SR O U, QOL DUEE 61% DAERNIIAT & 7> D UM m 23 i
LTz,

(#5

Ko7 aqFrzhnd LIERRIEIEOMBIRIELE LTARTH D ERmrEiiz,
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Human study of the function on the bowel movement and glycemic
index by the bean-curd refuse containing foods
-evaluation of the effect by the placebo controlled randomized cross over clinical study-

O LBHmRY, Mk B, 3F g, mREER
D EILREREREE 2 —, 2) ROKFKDEHBE, 3) 87— XEH

The function of the bean-curd refuse containing foods was studied by the placebo controlled random-ized
cross over clinical study. The effects on the bowel movement and glycemic index by bean-curd refuse
containing breads were evaluated. 30 females who had been suffering from constipation partici- pated in the
study of bowel movement, and they were assigned randomly into active (refuse bread:4.3g/100g fiber) or
placebo (white bread:2.8g/100g fiber) group. They had bean-curd refuse containing (30 % in total) bread for 2
weeks in a cross over study with 2 week-washout period. Other 12 healthy adults were divided into 3 groups
who had bean-curd refuse containing bread (50 g carbohy- drate), white bread (50 g carbohydrate) or glucose
(50 g) in a random sequence with 1 week-washoutperiod. The active group with more fiber had significantly
more and smoother bowel movements than placebo bread, and active bread had less glycemic index than
placebo bread.

(B M)

BblE, FEEREEME L THREREG T N EHERTEBY, REVREMEL LR->TV 5,
T, EOBND =2 MRICUIER, FHEEMICEE TES 2B b & OMREN: 2 & L7,
FRICEERENRE T T4 I v A 0T v 7 ZA(GN)DWE T T2, 7ok, RBFEIL, FHERILAW
P Bl L Bl NS E I REBEREY ' o ¥ —mEE B S OKGREZ G- 1% ICBh Lz,

(5 &)

< FEBMEERD I > x5 FE TN R AN &304 &, LEICKIDREE UG Lok, BIEAIZ 2R (A
B iy 32+55%, BMI20.9+2.2) , BEf : Ffis 3685, BMI21.0+3.6) [ZEIfF L7,

B : 439 S BB b X BE (EEREE) OWIIE, 28, 2.8k A 1S B
(7R M 28 E LT, oM, 28O Ay =270 MiIMZANT, 71 A4 —
N—{ETITo T2, WAL, EHLONRFERNSVTTITERRUNIAOL SN TELT, RO LHE
U LTV, BB LT TR0 OFBIARREE X+ T enolz, Nk, WEECRE
L, BTHICEFL Y TIEL, o FEI L, FEEE - 2 #EE B of@sk (R #
M, BEE O H R AR 12 BS 4 5 Visual analogue score) % EvE 7,

<GIOWIE > x5« fEF N B &124 (FEfn 28+£105%, BMI20.7+2.2) %, H{EA|Z SRE (B
PEE50 g FH Y BB HUEE, FEH /S BEES0 g MY & EUE, 50g 7 v a—XEEGE) 120 L, 1
HWEOU Ay a7 v MHZBWT, BIEAIRF T, 3SHEEORMZEBIL, A Z OB,
B4 15,30,45,60,90,12043 H D I & IRIZ HIE L7, Jenkins & D JFIEIZHE S TGlIZE RO T,

(8 B & # =

BOOLEANRNCOBRIZEY, I BRORBAESVEBREEL B L C, ARICHEREE 2 HEmL,
FErES BMEM 2R, EREHOEY R EORRMWFTRLARICKELZ, GITIE, B/
N—FENLDOThHoT2, BOLRUICEAINDLIEMMHEOR LGN, DROEICKRLES LT
LHEHEE ST,
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Antioxidative effect of green tea catechins and their clinical efficacy in hemodialysis patients

i

ORALR fY, Vh-7v 2y axy 2V, B 7 ”, 20 &Y, RBIEEY

v

1) KBRS =2 — N & 3 HER,
2) B ILEREER R AR SRR, 3) RAIEBEENT R 2 —

We investigated the effects of green tea catechin supplementation on the antioxidative capacity of human
plasma. Eighteen healthy male volunteers who orally ingested green tea catechins (254mg/subject) showed a
decrease in plasma phosphatidylcholine hydroperoxide (PCOOH) levels with an increase in plasma catechin
levels. The clinical efficacy of SUNPHENON® (catechins 300mg/patient) in the suppression of creatinine and
methylguanidine production was observed in 50 dialysis patients for 6 months. These results suggest that
SUNPHENON® is beneficial for patients with high oxidative stress.

[F]

PR DB T D7 F A, AERRNIZBNTA—F 07 70t b 7e S5k 2 72 AR IR 3
RSN TWD, AEINE, b FOfRED T F RIS K 2RISR OME &, MILTEREICH S
ENBEPERLIERO 7 Y =T VAN EROHE LR T 222 HET 5,

[7i£]

18 4 D NITHEA L 0V SR U 72k 0 7% v (KB, fEaing 7= ) %,
PRI T H L LT 254mg R L TH O W, LB OMFEFR O T X (=T TF o T —
k EGCg & L T) & Phosphatidylcholine hydroperoxide (PCOOH) & % Il & L 7=,

F, BITBRESOLZMRIC, Yo 7=/ 0% 1 HY-0EA TR & LT300mg &85 kD
26 7y AMERW=72 Wiz, 7L T7F =2 (Cr) "B 0H TV ANIE > THEESNDIATF NI T =
Ty (MG) EIZ DWW TREIFRYICHEIE L7z,

[ 5]
s N COBBERBR O E, BIEiE g L THER MY EGC g DM & PCOOH &0 % ki
WLz, 72, BIMEE TOEBIGRBROME, BIGEIE b LT MG OFERIK T2 MR L1z,

[

R ~OERRBRICBWCEEAI TS (7= 0®) 134 KRN CHER LS R 2 5%46E, -8
BEOTHE L -BILRELZSNE LT, 5% LT U HANMEETAEBRR E~OBBN T 7 a—F %
LTWE7=uy,
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Direct inhibition of tumor invasion by Agaricus blazei murill H1 strain

R EDY, A0 BB, me A, ﬁ# pET 2, SFH R Y,
N BV, kR ER

1) BRRSHSHEE, 2) KBUSSLR AR Y > & — B e AL

Metastasis and invasion of tumor cells are the most critical issue in cancer treatment. Agaricus blazei murill
is a basidiomycete that has polysaccharide such as beta-glucan, which is well known to act as immunostimulant
and exert anti-tumor activity. Here, we investigated the inhibitory effect of Agaricus blazei murill on tumor
invasion, using in vitro bio-assay. The extract inhibited tumor cell invasion depending on its dose, suppressing
the LPA-induced activity of RhoA in tumor cells. It is suggested that Agaricus blazei murill has inhibitory

effect on cancer cell invasion.

(B8] #EIZAARAD ZRERDO—2% HDTWD, Bl R CTIEORME - BRI 2 A2 72 16%
EDR 72N, TR OTGEAGRR IR & L TARE Th 5, Agaricus blazei, Philinus linteus 72 & D

)L#E;Ef/ﬁﬁﬁ NHDZENHOENTWENR, —RITIEZ OMIEERE AL ALY TH 5 B-glucan (2 X 5 1
FORERIGERAPTEDROERTHLIEEZX LN TS, L LR - 8B872 Koo EEREE
IR HIERICOWTIRIE L A EHREN RV, £ 2T, FhxlZHFH Agaricus blazei 739 1H 12 M IE
TEZERICOWTHE LT,

[AiE]  Agaricus blazei murill H1 strain 2 /K X ZBUk CHiH L, EFE&2EA L7z, BREE, HESO
BAZE L7z in vitro 1218 7 » & A 5% W CHIE L 72 (Akedo et.al.,Cancer Res.,46, 2416-2422, 1986), ¥ 72
1B, AH130 rat ascites hepatoma cell ® & iz clone THh 2D MM1 %, #IREEE L7-T v MERETH
MREIZERE L, hEGHIRE ISR L TSNS MML il 2o =—HA5 7252 Lick-T
RIHRE 2 BFAM L 7=

[#58] Agaricus blazei murill H1 strain fii H{#)1% MM1 fila DR EEEZ 58 <, F 7R &R FEI N L
2o MML AR B I RE 28 S T C LPA BIIC K 0 IRIMREDS TTHE L, % DFE RhoA TEMEALA MZH T

HDHN, WHPIE MML RO LPA FIEIZ X % RhoA IEVE(L 23] L 7=,

[#&&m] Agaricus blazei murill H1 strain (213, 15 =90)% % 4 40 L 7= SN HE A O fthic, A0k o2 H
EEHITAEEERRS D Z EBRE IR,
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Oxidative stress has been implicated in a wide variety of disease processes. Oxidative stress is now
recognized as accountable for redox regulation involving reactive oxygen species (ROS) and reactive
nitrogen species (RNS). Living organisms are unavoidably exposed to ROS in an aerobic environment. At
the cellular level, oxidant injury elicits a wide spectrum of responses ranging from proliferation to growth
arrest, to senescence, to cell death (apoptosis and necrosis). When present at high and/or sustained levels,
ROS can cause severe damage to DNA, protein, and lipid. A number of defense system have evolved to
combat the accumulation of ROS. These include various non-enzymatic molecules (e.g., glutathione,
vitamins A, C, and E) as well as enzymatic scavengers of ROS (e.g., superoxid dismutases (SOD),
catalase, and glutathione peroxide). Unfortunately, these defense mechanisms are not always adequate to
counteract the production of ROS, resulting in what is termed a state of oxidative stress.

We have revealed that cadmium (Cd) induces oxidative stress including nitric oxide (NO) in human
T-lymphoma Jurkat cells. Furthermore, we examined effect of Cd toxicity on neuronal differentiation of
P19 embryonal carcinoma cells. P19 cells were derived from a mouse embryo and have been used as a
model system for neuronal differentiation in vitro. When P19 cells were cultured in the presence of 10 p
M Cd for 6 hours and then in the serum-free medium for 2 days, the cells were induced to differentiate
into neurons. The differentiation of mammalian neurons during development is a highly complex process
involving regulation and coordination of signals at multiple steps. It is important to understand basic
mechanisms underlying this complex pathway.

Some plants can hyperaccumulate metal ions that are toxic to virtually all other organisms at low
dosages. Plants have evolved a suite of mechanisms that control and respond to the uptake and
accumulation of both essential and nonessential heavy metals. A plant specific detoxification mechanism
was introduced into mammalian cells and zebra fish to enhance their tolerance to the toxicity.
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Signal transduction of ER stress-induced apoptosis
HH =
RIRK S KRR 7 R R R B s 77, SORST, JST  Bh#f%

The endoplasmic reticulum (ER) is an organelle that regulates the synthesis, folding, and trafficking of
secretory or membrane proteins, as well as intracellular calcium homeostasis. A variety of insults are
known to induce the disturbance of homeostasis and cause accumulation of incorrectly folded proteins in
the ER, namely ER stress. Cells exposed to ER stress can display various responses, including the
unfolded protein response (UPR) and apoptosis, the latter of which has been implicated in the
pathogenesis of several neurodegenerative disorders such as Alzheimer’s disease.

Several mechanisms that activate apoptotic signaling pathways have been reported, such as increase in
the transcription of CHOP/GADD153, recruitment of TRAF2 to activated IREL1 o and subsequent JNK
activation, or activation of caspase-12. Because caspase-12 KO mice display partial resistance to ER
stress-induced apoptosis and A 8 -induced apoptosis, the caspase should play critical role in ER
stress-induced apoptosis in rodents. However, it is controversial whether similar mechanisms operate in
humans, because the caspase-12 gene is not functional genetically in humans. We found that human
caspase-4, a member of caspase-1 subfamily that includes caspase-12, is localized to the ER membrane,
and is specifically cleaved by ER stress-inducing treatment. Furthermore, a reduction of caspase-4
expression by siRNA decreases ER stress-induced apoptosis in some cell lines. Caspase-4 is also cleaved
by administration of A3, and A B -induced apoptosis is reduced by siRNAs to caspase-4. Thus,
caspase-4 can function as an ER stress-specific caspase in human, and may be involved in pathogenesis of
Alzheimer’s disease.

Activation of initiator caspases is often achieved by oligomerization of the adaptor molecules bound to
the caspases, such as Apaf-1 for capsase-9 and FADD for caspase-8. Caspases-4 and 12 could be activated
by the similar mechanisms. RTN-Xs, also known as Nogo-B, is a member of the reticulon family localized
on the endoplasmic reticulum (ER). Reduction of the level of RTN-xs by expression of an antisense RNA
specifically inhibited apoptosis caused by ER stress. RTN-xs could bind to caspase-4 and caspase-12, and
oligomerization of RTN-xs was enhanced by ER stress, but not by other stimuli. Enforced dimerization
of RTN-xs-FKBP fusion protein caused apoptotic cell death. These results suggest that RTN-Xs is the first
ER-localizing molecule so far reported acting as an adaptor molecule, which binds to pro-caspases and

activates them through its oligomerization in response to ER stress.
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TR b= AT O A 2 ANV TR T I T ORI L VFEEIND, BT, ZickiT
LDNAGER, /DAEEREREEIC L 2/ EERA ML, B{EA ML AIZE DI har Y 7EE
REDKFEANT T THEUDBLITRENCT R b=V 223 8T 5, #6-T, ThFho4
NHRTZDTHRB—= AT FLAOREOEE L TOBENRIER SN TWD, T TH/MIK
ZFL AL THFEIND TR F—3 2%, WL OO MR BN ML 12 7L & 5 A
BRMISEDIRK D —> L LTHEINTEY, ZOV T TN REOHRANRKRD 5L TS,

INIEARIE, s N ERES R EDERRE EDREEREIT O AN TR T Th D, ]
SNOFHIC L 0 /NKICEME L2 N7 ENERT D E, MERIZZhE A ML AL LT
HMTLHEBEZLND, MlIE, ZOAXANLVRAZHIET 572012 UPR X° ERAD & FEZH 54k % 72
ISEERTN, K&, &5WIEEMZ/NIER ML AICHans b Ind &, MIET A ~—
ALK D, BE, MAKA NV AFEET R NV AT T FNUREROET LV E LT, /M
RICRTET % caspase-12 DOEIRATEMALE T L, /A A b L 2+ ¥ —IREL & TRAF2/ASK1
BAKRERIZ LD INK BEOFEM{EET v, IRE, PERK, ATF6 (2L 27K h—3 ZA55HEK 1
CHOP/GADD153 DR BFEEET I/, WAL U LKL DT uT 7 —BIEEILET LR E DA
REDOPIRBINTWDEN, ZOMMIKIG S ED, KRE L TR HZL 0,

VT4, caspase-12 KO~ 7 A TII/NER A U AFEMET R h—v AL T I v 4 R BIZKDHIE
ERFERMSNDZ EBRHLNERY, Dl b b —HOMETII/MER N LRI X0 /hak k-
TCaspase M EMALT D B 2 HLTW5, & b Tlkcaspase-1273pseudogenelZ 72 > TV 5 53, it
o, ZHICHEE FEEILTWD R, ZhvE THERENRKRM TH oot heaspase-428 & i
Tcaspase-12DEREZ > T\ 5 Z & %3 L7= (J. Cell Biol. 2004, 165:347), —f#%!Z, Caspase
Cascade® £ b i (27 & 9~ % Initiator caspasel, ZHICHETHT X 7 X —FDEE% L THE
PEALEN D, RiTFc 1L, MUEEICRET A LT 4 Fanr 77 I U —I2BT HRTN-xs (B4
Nogo-B) 23/Iflk 2 b L AFHEMT R b —I XI5 L TWDH Z &2 R L7, RTN-xslE, <
7 Acaspase-12X° t hcaspase-4lZfE AT D, El/MEAEA N L AIZ XY R RAJIZRTN-xsD 2 &K
fERMEE SN D, S HIT, RTN-xsZ MW THHIMIC2& BT 5 L, 2&RIIKFICT A~ —
VARHE I N, O, RIN-xsH/MMafklE ET, 2K (ELEZM LT EROY 7T L
T ) A= ZDIEVEAICHR AT 2 [T X T2 —54) ELTHIEL TWD Z EE2MIRBE LTy
o

BUE, LRRLOMHTITMZ T, Mk MU AGFEMET R b — 2 2R ERITE < FHLIRF o0&
BENRBERLRA TS, ZHICBELTLbbE TiEm L7,

A4 & Pt g o 1B 4 B
Bo 8
T 565-0871 KPR AT T L = 2 — 2

RIRRZFRFZBEEFRIFER AORERBEEHFL KA T LR BT A M ZE 64,
SORST, JST

Yutaka Eguchi

Lab. of Molecular Genetics, Osaka University Graduate School of Medicine, and SORST of JST

2-2 Yamadaoka, Suita Osaka, 565-0871, JAPAN
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(Prevention of the ER stress-induced cell death in F9 Herp knockout cells)
I &
BIRKEE - Bt - B - iR TR (BFREE 3)  Bh#dR

Herp is a membrane bound, ubiquitin-like protein that is located in the endoplasmic reticulum (ER).
Although Herp is strongly induced by endoplasmic reticulum (ER) stress, it decays rapidly consequent to
proteasome-mediated degradation. We recently reported that targeting disruption of the Herp gene caused
F9 embryonic carcinoma cells vulnerable to ER stress, and the ER stress-induced death in F9 Herp null
cells was associated with the aberrant ER stress signaling, structural changes in the ER and caspase
activation (Genes Cells 2004, 9, 457-469). Using these cell lines, we developed a screening system to find
molecules that protect cultured cells from the ER stress-induced cell death. As a pilot study, we have
tested approximately 10 well-known reagents, and we will present the results in this meeting. Because the
crucial roles of the ER stress response/ER stress-induced cell death have been reported in many
pathological conditions including diabetes, arteriosclerosis, ischemia, and neurodegenerative diseases
such as Parkinson’s disease, Huntington’s disease, and Alzheimer’s disease, we speculate that our system

could provide novel therapeutic targets to the ER stress-related diseases.

MRANICAFET 2/ EDO Y B, MRkEFS I hay R 7TIXEEA L 2AOEA - HilH# L G
<PV, ZOMRERE X, B, MRLICHERSL ZER, DALV BEL ML TS, &2
AW, BAIZT 5T, SWREHDAERREICLE R/ NMURICEE N Z o 7284 b, unfold 72
HAMPREICERE L TLEY UMAEA R L R), RIIVMELZGIEE 32 & BH LM
o TE T URNEEA L AERMAEE), LT, Wbhbwd “EERHER 2505 OKRA
T, /AR A R VA AR A R L ABKHIEE S 0D b OBELS Lo TV D ERRE SN T
FKTWD, Herp 1%, /MEKIZHFET HAHEEAT, 2O N KIHIZZEXFF UK AL 209 b
DEFF>TEY, /MMUEZ FLRIZEY, ZORIAPEFIZHRFEIND, Herp DEEREIZ DU
TiE, /MaETORASRIZEG LTS LW AEEERTRIZEI N TWDHR, RERHZR AN
W, Bxlk, ZHETIE, Herp s & KB L7z FO e Z ER L, Herp K48 FO MifuAs, /Ma
RA R L RIzxh LTd T < 225 2 & 24 L 72 (Genes Cells 2004, 9, 457-469), Herp K48 F9
HMIRIZ 31T D/ IR A b L A HORMIIGSEIL, /MaEA b VAR 70K, NNk oRE
TR, I AR—=ZDEMAZ Y, RKEIICT R F— ZADOBREZ > TV,

Alal, Fxl, Z o Herp K FO MRz AW, /MatkA L ABMlEF5 L5 fbB&W
EHRLTDHEOBRMERELER L, ZOREROFEHE LT, OHerp X#E FIMifln L 55, 7
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The purpose of this study is to establish and apply a reliable method for CAM which is useful for evaluating
the activity of CAM substances, PROPORIS. We evaluate the effect of this api substances as the same
component of tuberculosis bacilli that consist wax substances, for anti-infectious immunity by phagocyte, CD
positive cells for the background status of immune competent cells, by measuring the CD positive cell and
cytokine containing cell count as a marker of T cells, B cells, macrophages and NK cells. Moreover, murine
peritoneal exudate cells suspension were obtained after one week via oral administration of proporis. The
amount of generated super oxide anion was calculated through measuring the optical density change of
this supernatant using cytochrome-c which was reduced by generated super oxidative anion. | discuss the
possibility of proporis through immunocompetent cell in number and function, including the effect of this

substances for diabetes mellitus.

SRS E C I B EYYE I X PIEE O R 2 I > TREOBPIE L o2 b Db B D, FEik
JEIXZDREBRPIEDO O EHOTHAHH, L, FERHTHNESERSOP TS AREB,
oMt 2 m MiE T oNREOEEZFR-T-EETH D, TOHMBE LT, MEEEOMINEE
PO IR TR R 72D TH A O, FEEE MR D25/ L T\ DT, [
BB T KR TUBET D ERRFHTEDHEZ A0, Bo THBICHEEZRESED ] L3 WMER
ONTZDITENLVWERIETH D, 7rR Y A MBI ZH L TW2D DT, SEREEN
DIRSMFEIND, Bxlx, ZOL2 ORI mRY 2O HWT, 02 i
~NOEEEZ T AW MZBWTHE Lc, £72, 7r R Y ZAOE T IFKICEHED D,
T = VI RA A TS O B AR L TWD, LaL, REBIEFEROAHFAEERKL T
7ufbzikA, TR A0S ERTEZAELFHATIHAEZRMBL, =& 7 — Ui
FlLtbig Uiz, ARMET 2HBIZLL TO=ZHHE Th D,

1) Y Miac x5 &1 - BHEH
2) AR R O LR b~ o L
3) FEBRAHE RIS BN O I B (2 K F 4R
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CD FtEfMIf L CD2, CD4, CD8, CD11, CD14, CD16, CD19, CD56 #ifkik% 4°C T 30 4y fH
SOt & 7=, PBS TyEi L 7= % FACScan THEHNT L 7=,

P A NI A ARFFAEIE IL-4, IFN-y & OVIL-1 B REFAD 2 F0 -, (RiRbEsa, Atk 7s
DN BB DB REFE BL O R L 2 I E L7z,

TR U ARG CD EEMia O HIC R KX TR

RIZUT 477 uRY A% 8 A& L%, CD BtEMlakoZ bz & 5oz s
g U7z, B e (CD19 BitEfifm) (2R L ik iz 2o 7oy, T #ila (CD2 BitEfmia)
XN L7z, F72, ~X— - S T a—%—THlild (CD4 MR &, H7LyH—- 1
T a—%—THika (CD8EMEMAL) & 8 HE THINL -,

RAE (CD1lb) ZHby & LR X EMIITEMOMERNIXS 228, kT 2504 hhA v
TRFEFHII B I N T > 12,

CD56 FEtEfifalL 7 m AR U 2 512 K 0 BAZE 2 3N & 7k LTz,

TaR Y AR A NI A AR L VIS RIETEREZ L 55 &, IFN-y fRERH X204
ICHEIMZ R LDk LTIL-1B1E 8 HHIC/R > THIMA R L, RKInERX DR 2R L7, —
77, IL-4 OEINTFRD b o T,

A O R SRAR AR D BB L ~ D BB

Z DX D ITEMA R DOFREYEL A R S 4L, MR RE OG5 T 5010 Th D03,
A—=N—FFH A K (SO) DLW HLHELEKIFTLI DR EEBETIHIVNENDD, £ T, E
EL D BMRAERDVH LT, SOFA ALHX—1F (SOD) ZIEHEICHELEEZHIE LIz, * Of
R, =¥ 7 —#HF, 7 o blFICRE GRS T, BEERABITEO bR o T,

EBREERREY O MU E I RIE TR

WIZ, A ML T b M (STZ) TEBROBERFZFR SN~ AT R ) A558HF%2 10
H ke G- U<, WAMmRBRAEEM L7, ZOME, 7oR ) A% GHITER 582 b
EIXIEFESN DM ER Lz, ZO@mIT= % 2 — i e 2 7 afb#ICRABRE TH -
7=,

SENIHER DO~ 7 A RBRR TH O AL 2 KIC, b M bROEERRR e R R
AT L, 7 e bRANTEROGHRA LK D OH 76T, MHLEEZRH LT, £EEKD
R EIEMHLT D e SN AN THDH, TOMHMMBILE LT, HEESTEMED
HALEBERBATIIM R ORI 2 16ML 35 Z LB REN TN D,

TaR ) AREMBNCTLUHEINLEETEZEOY A N4 AR AFE S, ZoOMmo
U U REREEMAE L, EHYHEREICRTF b0l EI LN,

%I, 7u«JxEﬂ1@amI%MéthéMTm5# LZRHOWU R R EB XTI,
ZDTDITITFR T AN AT EOIRACK L CRENZRMRE L HDLENRHY, ZORIZONT
HE &LV,
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Antioxidative effect of propolis

O5J  —V, BB BV b ah?, wE JEEY, hE EmY LE R
) MRS, 2) (BR) (LW

Human serum albumin (HSA) is a mixture of human mercapt- (HMA, reduced form) and
nonmercaptalbumin (HNA, oxidized form) and is known to be one of the major extracellular scavengers
for reactive oxygen species. Using a high-performance liquid chromatographic (HPLC) system with
ES-502N column, we studied the redox state of HSA for male kendo athletes before and after an intense
kendo training camp. In order to clarify the effect of propolis supplementation on HSA redox state during
camp, subjects were divided into two groups (placebo group, n = 5; propolis group, n = 6). For the
propolis group, the degree of the decrease in f (HMA) value was significantly small compared with that of
the placebo group (P<0.05). In addition, the f (HMA) value of the propolis group during training camp
was roughly within the range of normal healthy male subjects. These findings suggest that propolis may
be an effective supplement to improve the redox state of HSA for kendo athletes in repetitive and intense

training camp.

[iIZCwic]

M7 /v7 I (HSA) Zr12i%, FEFICRISTEICE T SH K23 1 EFEL TS, 2@ SH
ERONRLIMELE LA LTV RNEED HSA %, BT AT I VEREFALVD T TV
72 (HMA) LR, Zo SHERMP O ZAF R0/ Va2 F 4 LF#HAE L DL, %
WL EICBIE SN b OEBAC T VT I U703 VANV A T R TV T I (HNA) EMEAT
W5, Fx i, HSA Z HMA & HNA L IZ0fE- o+ 2L D TE % HPLC v A7 A &2 VT,
RET S+ RFAEELIR L L TRIEERICSMERTEICH T 5 HSA Ol - EITIREBIZ DWW T
Lic, AEEHBIEELTHL TR Y ZAOBRRENICKIFETHEIIOWT _HEMRIELY FEi
LiRF =11 - 72,

[#18F & 51k]
WeErE . G KFANEMA S 17 114 (FFip, 20112 5% ; RLERBRFEL, 12.4+2.04)
T RAN BT 58 (AR n=5), YuR) 2EZEBRT 58 (B :n=6)
(ERNC 7R BE OB 21TV, Sz & lEREICET2RERNFONTERT T 4T
DI HEWERE & L)
W RS - )RR 2 BER, 2 BB ~4 B BIZAFATIC 2 BER, FEEIC 3 R, ARt 7m0
R & S hE L7,
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TuaR ) RAE, TT7RRA  TaRY 2A (Y AR, T UAETaRY AT XA 52.5mgl/E),
TIHERA(T RARY R X RS OIS F I E R

BHE : 1588/H (4=, BEH)

(L]

AEWET, 1 HOMEREOBETE T LT 2 v 0EE O FEHEFHMAE]L 7 T & R #H %
BT 28EA BE), 7rAY ZAZEBET HHB #) & b ICHE %A E(P<0.05)I29 L=2, B HED
FNZEDORWLVBREME I, &3 HBH, 4HHTIE ARSI LARIZ(P<0.05)&mEE R~ LTz,
X5 B ROSETOELITIZIENERBEE STV D EBERAS 7 f(HMA)YE O EHF & Th -
7=,

PEDZ D, AR—YAEEOMLN ML —=0 710X 0 IE UMb AREA N LRI
LT, 7aR) AEBRTHZ LIV ENEREMT LI ENRBINT,
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Anti-tumor effect and water maze learning of water soluble propolis fraction
gk A
SRR IR B R - PRI AR SR - R AR AR SRR

Water-soluble propolis (WSP) was purified, and then the fraction GCL-3 which showed the anti-tumor
activities on Sarcoma-180 was purified again through Sephadex G-50. It showed strong anti-tumor
activities on Ehrlich. When we collected the ascites of a mouse suffered from cancer, IFN-vy, TNF- «
were measured at high level. These facts made us consider that high level anti-tumor activities appeared in
the direct action against cancer cells and the activation of immunological reaction of host. The fraction
GCL-4 was given into a senility accelerate model mouse (SAM) and the water maze learning was
examined. GCL-4 was effective in shortening swimming time and we could find the clear improvement on
short time learning. WSP was given into a male rat and a lot of acetylcholine appeared in its hippocampus.

We considered that it had also the improvement on long time learning.

[IZC&IZ]

Kt 7 maR Y 2 (WSP) OFUEEIEMN, SRR IEM, KKK EERE, fiReiEm, W -
PIRIEEN, PUEER R E 26 L C&E e, AENE, K7 e RY 225 L THES
- PUEG E sy & ERIEEH OBREZM <5 & & biZ, ZOWEOHIESENRIZOWTHREF L
Teo FTo, HERRELUCEEFERE S OEBREETT L~ T X (SAM) 12T 28R L
7=

[753]

WSP % Cellulofine GCL-2000m # & A% H T4 EifEHL L, Sarcoma-180 |2 %3 2 Ll i %h 5 A3
W HALTZ 4y GCL-3 % Sephadex G-50 7 7 A CHIZ/yERER L7z, 15 5072 HUlEEHE 5y C
Ehrlich Izt A HUEEG R E2 BRI L=, £, HE~ 7 2OEAKEZEIL L, ELISA # W\ TH 4
Nh A v E TR,

W%y GCL-4 % SAM (I 5 L, AKBS & 6 - 72 B RIS oV Tl <7z, FBEER DI
W0, BHPICKICANDERD R A ML RAEZEZRVE VICERE Lz, Ko, Kic#EF
ANAR= 7 R T S A ORI EE b R,

HEMEZ » PIZ WSP 285 L, M- MEOT7EFva) v oRBlE, 7TEFAralr bT o R
7 =7 — B REMBLEIC LY e LTI
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WSP D5y GCL-3 XMW HLIESEH 27~ Lz, £72, EKD IFN-y, TNF-a A& WEZ R L
oo ZOZEDD THROHEMEE L~ 7 07 7 — U0 NKHILOA T 2 AR OFHEHEGEZ U S
o, MEESHAL OB E RSO HIE 25758 L, M~ 0 BRI ONIE EATE LIk
B OIEHALIZ X0 @Ot ER R BB SN E B X 5,

GCL- 4 [Tk O FME I RN S 0, mWEMFEDEN R o, RIZTEFLral
URELSFBELTWDLZENLEMPFEDIR LS L EBbILD, F, KITEIT AN K
RERIC K E ARZEIRONT, N=v 7 2 S PICHEHSHIBr s sk, ok o B2 S
nrEBons,
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A novel supplement derived from the cultured mycelia of a basidiomycete Tricholoma matsutake (M6271)

M6271 is a novel biological response modifier obtained by culturing the mycelia of a basidiomycete
Tricholoma matsutake in the tank, followed by drying. Oral administration of M6271 suppresses the
precancerous lesions in the colon of rats treated with chemical carcinogen AOM, modulates Thl response
in colon cancer-transplanted mice, enhances the recovery of NK cell activity and prevents the decrease of
activity in restraint-stressed mice, enhances the resistance against intraabdominal infection in CLP-treated
mice, inhibits the increase in serum IgE level of mice treated with antibiotics at 3 wks after birth, and
improves symptoms in SHR, neonatally STZ-treated rats, or rats fed with high cholesterol diets. The main
active component is suggested to be a glycoprotein with approximately MW 60,000, composed of «-1,4
and «-1, 2 glucan. The results suggest that M6271 exerts a variety of biological activities through the

enhancement of immunologic responsiveness.

(B8] TEREFRFIOFEMTHLX 7 aOHEHIERICER L, Hix/ L — FORFEA/R M
¥ - biiaind —7, BFEARILICESWIOIREM A HHRI L TWD, FTxik, alFx a7
FEROCHFEETA T TV —% A7) —=0 7 L TR O FEZEND g Lo~ % 7
Tricholoma matsutake ® 1 E ik CM627L RS 1 £ 512 L 0 FI 7o B (iR 2 535 2 & & A
ML, ZU7BBICKDBEV AT LS, WHEAREOREN (LIF, M6271 LFrY) D%
EMAG & ATREIC L7z, LAF, M6271 @ BRM & L COFREZ T 5,

[TV TEAAOHE] ME7TLIXENCY /) 2 BOT 5 AR LIEEAK KT, Elky -
GBI EREG & RER W, RO #5512 X 2 8L el CIERFAIT A2 2RO,
IR SRR BB S X OV B R G R BRI T h o 72, B RN o EAE . M6271
AL, Ty MIRAREGLEE A, ARIUTES, BRBIXIZERHICHMT D5, K
oI E IR S, FEERRSR OSBRI SV L AR LT,

Z T, KT NVEY A VT ME27L R N5 X 2 AR A BRE L, Fitomilz157;
OFEPAME AOM FHEFE T v b KGRI AR O LIS, QRIBAAMILZ EWICBME L~
U ANZET D ThLSE O & AFHIRER, @MWK L 2 Af~ U A28 5 NK M
OEEMRME LK TR, @SEHELE - 2~ ¥ 21281 2 NERMRYE O T, GOFi/twE LR
~ U AR HIMIE IgE Louv o ERAE], B X OO®SHR IZEBI A fE R, HA N STZ
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RS DER] M6271 [E -7 v (BRXUOEAEEGK) AR5 A BIEMEYE N
AT, a7y - EHEEAGK (LUF, MPG) &, MPGIIFENG6 T, o -1, 28L&
Qo -1, 4G 700 EEAENGMKY, AEO NKMEEREICNA T, #3080
JES A 2 mEl L, EFMAERT L2 /R LT,

[#afE]  ~ > % FECRIKHR M6271 1%, & L CRBEREER % L TEERAEMEEE =T
ZEBRHLMNZENSDOH D, A3, Endorsement Based Supplement (EBS) = Hf5 L, B
BLZEHETLTETH D,
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1. Challenges and Opportunities for Complementary
and Alternative Medicne

Robert M. Hackman, Ph.D.

Department of Nutrition, University of California, Davis

Complementary and alternative medicine (CAM) combines ancient wisdom with modern science,
offering doctors and patients new options in the treatment and prevention of disease. Modern medicine
and sophisticated consumers demand evidence of safety and efficacy for therapies designed to treat or
prevent disease, and “traditional use” is generally not a sufficient reason to incorporate CAM therapies
into a personal plan. Thus, well-designed research studies are essential to move promising CAM therapies

from the testimonial stage toward more serious consideration by physicians and consumers.

Cancer is a leading cause of death and illness in Japan, the United States, and most other countries.
While CAM practices for cancer are widespread, little research exists on most therapies, and some may
even be unsafe. One promising new CAM therapy for prostate cancer may be Genistein Combined
Polysaccharide (GCP), an isoflavone and mushroom mycelia mixture that is rich in small molecular
weight, aglycone compounds such as genistein. Previous studies from our laboratory have shown GCP to
Kill prostate cancer cells and tumors in cell culture and animal models. A recently completed clinical trial
also produced some exciting results. Eight of thirteen men with elevated PSA (a blood marker of prostate
cancer) that chose active surveillance but no other medical intervention showed declines in PSA levels
after six months of GCP intake. In contrast, men with elevated PSA who previously had surgery, radiation
or hormone treatment showed continuing elevation of PSA levels. Currently, a double blind clinical trial

of GCP among men choosing Active Surveillance is being conducted.

A wise and patient strategy is the most likely way to popularize new CAM therapies.
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BB ER(CAM) L T ROME L IEROBFORETH Y, IBRBIORFOTZODOH -
R EEMEBEICLTELTHOTHD, EREFEREAVEBLZHIZOTZHEEZHIX
BRERFOMFIZEBNT, ZIICHWLNLEROZEME, DIROTET U AZERT L LD
2> TR, SMEAOHEFFEIZ CAM 2D ANDHIZY - T, s MaEilicHW S
NTTCTERL] VOB TIEHIFEREHA LW, 18- T, ALRARENL S >72 CAMBE=X —
RBRL L ER L, EREOEFRIGOCHESTICBW THEANCZ T IED DN DX, oot
T—E PRI R TH D,

MITAAR, 72XV, TOMEHROEICBOWCHELTHERAD by FIE T 5N D5, BARFIC
BITD CAM ~OWMVAALNBILE D —FHT, %< D CAM IZOWTIEIZ L A EWFEDNfENL S LT
BOT, FIEBOVOLOIZAHD, ZDO LD, HINIRAAIZEIT 2 —2DMER e CAM
WL & 2507 % L 3 1iE Genistein Combined Polysaccharide (GCP) T& A 9, GCP XA VY 7 TR &
HYHEAERORAEEN T, D FENNSWTF=AT AR EOT 7 ) arvemad LT,
INFETICH A OIFRE TIT - IR AR L O T L 8 2 AV 7= 8 5, GCP LRI A
AR A FEM S RIS A M/ N T 5 Z ERH LN > TWD, £, B T 2EIRRBRICHB N
TH, HFEIZHFOEEDLRRN M, T OEKRERTIX ,%ﬁ%ﬁh?P%ﬂ%j%ﬁh®m
WRIEE) D EF LT AL L, Lok L —UZ T TICRBBEOHR LT T 7T 4

THh—=_A T R %k mbts%fieaﬂﬁ®euw%&<L©%A@ﬁﬂT@okomﬁ
MU PSAREFLTWDEMED DS, EICFEM, BHBIGE, RLVEVIREREEZZIT TV
T NIZDONWTIE, SlEf& PSAD EH L7c, BUEIL, 7277 4 7 —_A4 TV RAERR LI %
RHIZ, XTNVTTA 2 RTOGCPIEBREIT> T 5,

HEZE > CERBRLS, LWHIRX U AN CAM 24T 5 ECTRLAEEOH L HETH D,

@ Dr. Robert M. Hackman & i

Research Professor, Department of Nutrition, University of California, Davis. He is engaged in research
and development of nutrition products as well as consultation in sports nutrition for Olympic and
professional athletic teams. Also, he is a member of the University of California, Davis Cancer Center, a

US National Cancer Institute(NCI) designated center of excellence.

HU T AIN=T RET — EAREE LM RBEE, —==2— b v a VORI, 4V
VI F—h, TOAR—=YF—LADAR—=Y=—a— ) varoarVis o 7l
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1981
1976-1977
1971-1975
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Research Professor, Department of Nutrition, University of California, Davis
Associate Research Professor, Department of Nutrition, University of California, Davis
Executive Director, Center for Complementary and Alternative Medicine Research in
Asthma, Allergy and Immunology, University of California, Davis

Associate Professor of Human Development and Performance (Nutrition), Department of
Anthropology, University of Oregon

Associate Professor of Nutrition, with tenure, Department of School and Community
Health, University of Oregon

Assistant Professor of Nutrition, Department of School and Community Health,
University of Oregon

Predoctoral Fellow, Department of Nutrition, University of California, Davis

Nutrition, University of California, Davis - Ph D.

Research Assistant, Department of Biology, Pennsylvania State University

Biological Aide, National Institute of Dental Research, National Institutes of Health
Biology and Nutrition, Pennsylvania State University - M.S.

Natural Sciences, Johns Hopkins University — Bachelor’s Degree
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2. AHCC - Current trends in Research and the Marketplace

Fred Pescatore, M.D.
Partners in Integrative Medicine, New York

AHCC is gaining a strong foothold in the United States both with consumers and health care
professionals. Amino Up continues to sponsor and support research protocols which will be briefly
discussed. New and innovative products such as the Immuno Support product, which combines AHCC
with other known immune enhancement nutritionals was a huge success with the consumer. Other

potential innovations and product placements will be discussed.

AHCC is being used for the enhancement of the immune system and thus is used in such varied
treatment protocols as cancer as both treatment and in conjunction with traditional forms of cancer
therapy such as chemotherapy and radiation therapy to prevent side effects; HIV disease; Hepatitis C; and
more every day concerns such as cold and flu prevention, basic immune support, and autoimmune

diseases due to its immunomodulating effect.

With sales increasing each year, AHCC is increasingly becoming part of the arsenal of most
complementary medical practitioners in the United States. Consumer awareness is increasing each year
as well; partly due in fact to great word of mouth, increased acceptance of nutritional supplements in the
treatment of disease processes, and the overwhelming scientific background of the product and the

company that produces it.

AHCC — R ir DAFSE & TRl A)

7Ly K XZXH =1L, MD.
== — 3 — 7 - Partners in Integrative Medicine

AHCC (Z7 A U HIZBWT, HEEB L O~V R TEMZE O IT N5 O RN H 2T L
225, AHCC DHRIEZRE TH LMW T X / 7 v 7bZFiE, ®EOHFIE T 1 b 2L 0 K5 %2 kY
IZfT->CTEBY, AHCC & Z Do FHREME R M 2 A S by Bz L, HL<
A RXAT 4 TRPEAMITHBEF LS ZIT AL TS, ZOMIZBEX6NDHA /S X—a
OB LB O FTEEEIC DWW CREM T D,

AHCC (3B v AT L RMMT 5 Z ERMRFS N, xRN ABE T 2 LIl Ahvs i
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TW5, RABREDOLDZBHE LR OIEH, ALFRECHUT R IANE & o 7= BB R 1R
HEEPFHLTAHCC 2D Z L2 kY, RMERORBZ B E LRI TnD, 0
ft, AHCC D% EFHE/EMIL, HIV, C BF%K, HEORAS - 4 v 7 7, HEiERED
PAR— b, HORBEEBRREICBT280MERKEND,

AHCC OIRFEREIFF LML TRV, 47T AU B THEERICHEFT L K7 X —I2k > T
FROLDO— 7o TWnD, HEFO AHCCERI G £72FELAILR L TWD, ZOHRITIE, A
BRIZEDFFHDOILE Y bR - T, HRADIBRICHEEERMEZEID ANLD Z & ~DRBHMDNIA
Mo TNDZ e, "B LOEREBFEOEBHNRR NNy 7 770 RIZEoTEXZ &
NTWDLZ e ENFETbND,

@ Dr. Fred Pescatore i

Medical Doctor. Currently the Medical Director of Partners in Integrative Medicine and the former
Associate Medical Director of the now closed Atkins Center for Complementary Medicine. Besides
treating patients, he is the best selling author of The Hamptons Diet, the number 2 diet book in the United
States and England. He is a consultant many nutritional supplement companies, lectures around the world
and is a frequent expert fro the television, radio and print media throughout the United States and the

world.

=Hfi, Atkins Center for Complementary Medicine (ZC7 Y v @A NAT A INVT 4 LI X —L L
T L7, Bk Partners in Integrative and Complementary Medicine A5 4 I /L5 4 L 7 X —
L%, ERE LTEREFOZBRICHERETLHESL, TAVD, AXFVATE2MORANET—L
7polo XA = &, [The Hamptons Diet] ##%E, £7-, ZHD=a—F Vv a P+ 7Y Ak
DAY NVT 4 T BT TN D, GEREIER), T L ERT VA ~OHE, FhhhEeKRB X
OV SR 45 (5] TS .

1999- Medical Director, Partners in Integrative Medicine

1994-1999 Associate Medical Director, The Atkins Center for Complementary Medicine
1992-1994 St. Vincent’s Hospital of New York — Nuclear Medicine

1991-1992 Mt. Sinai Medical Center — Psychiatry

1990-1991 St. Luke’s/Roosevelt Hospital Center — Internal Medicine

1986-1989 Columbia University School of Public Health — Master’s Degree

1983-1986 American University of the Caribbean School of Medicine — M.D.
1979-1983 Villanova University; Bachelor of Science - Biology

- 121 -



3. BEFITBITS AHCC OfF HRER

i R5B
FATEER KT AR iR

Active Hexose Correlated Compound (AHCC) %, fAfHEEEMHEM TH D, HAEEHEKOW
2, BRGBELTLYTF Ty, JLRAFURDDL, WD, @FERMLELT, THY 7 X -
TIEA, AL, REBFIHENR TS, AHCC OFEFEIZN 9 % TR-I N A% 0.2%EH
LTWo, FrEM2Z L7 8F vba-1, 47V D E2EHLTNDLETH D,
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2y, BEIER L TWEZ7EWTWad, WoNERI, P 21 96, g 1146, K-
HEigwe S4B, B 7 14, g 6 46, figs 4 76, HER 3 96I%ETH D,

frsminsE (PARAOTRHYIER) OREHIT cohort study #47->7-, AHCCH# (n=113) &=
b —/ 8t (n=109) T, fiTAlEKT —%, BEGRKR, HOkkE, f@imE, SI2E2ERO L0
inotz, LML, AHC CEICE W TIXEERIRAELFE, W‘ﬁéf@%pﬁiﬁ monol, £z,
Witk 5 EMORT —Z W C~_5 L, AHCCHTIZGOT, v-GPTOLENAEICH
Z6NTEY, al) A7 7 —BEPFREICEA LTV, AHCCZERL TWHHIVD
FLEESER] (n=19) @ survival rate 1T 94ETHKI6 0% (LEEEFHK 2 O%) Th o T, KiGEiEf
THOFREGRELD E, [LFHIBICAHCCEREZMA 5 Z L2k — M RER L THROR
VMR S FR O B vz, Ak, AHCC OfEIRIEICB T 28D = 67‘;61‘%3#7%%%2:@29%60

TR, UIBRNEERE, BRERIERIT, WEEFICL D TREUET 2 BENRIERFES 20
NOEDBENBZICH > EREREZR L HSBRICEBRICSINL, §ME
%

23 SCHR
1 .AHCC @ FE:H & iR
Efe, M)IIEER
M, IEIEFR, FILZRE
) 247 - YA X HE, 200 3
2 .Matsui Y, et al:

Improved prognosis of postoperative hepatocellular carcinoma patients treated with
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Functional foods.  J.Hepatol. 37:78-86,2002

& LRI MK
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Prevention and improvement of lifestyle-related illness by seaweed-derived fucoidan.

SR

=
i

25

UM RZE R 2B B Ak Fe e An + B IR T P

Fucoidan is a generic name of sticky sulfated polysaccharides derived from edible brown algae such as
konbu, wakame, mozuku, and hijiki. Fucoidan is mainly composed of sulfated fucose but it also contains
galactose, mannose, xylose, uronic acid etc. Fucoidan exhibits a variety of physiological functions such as
antioxidative effect, enhancing effect of the immune system, anti-tumor effect, anti-virus effect,
anti-diabetes effect, anti-arteriosclerosis effect, anti-allergy effect, and anti-blood coagulation effect.
Recently, fucoidan of low molecular weight degraded by glycosidase has been noted on clinical
application because of its potent suppressive effect on lifestyle-related illness. Recent fucoidan researches

will be introduced from basic and applied aspects.

TaA4 B FEEREE (27, U A, BX7, EVXRE) BoWT SREMOREELS R
HORMTHY, ZOERDIINMBIL7 2 —ATHD, 7a—APNI, T F—R, v /) —
A, Fvr—R, ynUsBRrEREl, 7aA X rOMERIO VA r U—IClT 50T <
MHATOILTWAR, ETIET a4 X OAEFIEEICET 2 EREAIITOR D L 51k -
T&l, L0, IV EERLO—2L LTH U OfigfRERICBW T T aq X R
HHENTWD, ZRUETHONTWD 7 a4 X o OAEBIEMEE, FUEI/ER, fEsiER,
PUES R, Sto A AV AEH, BIEEMIEER, SUBRBEN, STBIRME(EEN, 17 L ¥ —
TER, PriaEEeE R, IFREERBEN R EMO TER TH D,

PUEE R - 2 < OFT AR T BTG TR EEFMIC S ROV EE A R T oI EHE R
FERZRTOICR LT, 7aA4 XU 3R EEMRICEsm e s d, Voo inmicry
RNE—=VRAEFETDLZENMON TS, HTLV-1 RS R BRI T R h— v 2 2 dfE
LZELWMEINTWDS, X/ a7 HV) 7 23%95 LETHR b=V AFEEHE2 2RSS
N, i, v/ 7y —VUERIEHELT, A X —u A X - R OFBBEFEL, 1 X —T =
ar-y OFESL NK fMlgoiEtElbe 820 L CEREREZIEE(ET 2, 7aA4 4 i~
77— ® Toll-like receptor-4 IZfE & L, MIlAN > 7 F AR ER I 2 15VEL L CTIER 2 BT 25 =
EBRHEE SN, £, T aA XU XEBEMR D O VEGF O 43k Z2 il L, F Mz X5 m
BEAEZMEI Lz, 72— ZAORMBLORRE & mEF A ENEOMEZRT Z & bHMES
NTW5D, FUHIE MMP-2 R MMP-9 72 EO&JE 7' 07 7 —E & filshc i L, 27 —7
DX IRMIASNIE 7 N B L TR - R L T, 7aA #1030 fifld o MMP-2
B L MMP-9 OBETIBL, EHELEZIEIL, VoMo - BMEamE Lz, ~v 2% H
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FFoMmetaiid, 25 RELZSGEL, BEHHOBBENZ &) 57200 A5 RaA &
BRHAREMER D D L b, 7 ad X 2 fRRERICHAT 2O BE SO — 21L&l T
HHTZDOIT, BEICH2D ORFEWEABENNNDZETHDH, EEOLIXEMEMRHEEREREZFOE
TN T a4 X LAk SRR EFEELZ S L 2O NI L, ARNICHESICHRIN S
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PLUEREE ) 7 a—F A HEOBREEZEMEE 5 “Pro-Drug” &L L THO~X—
ZTNT o DEREL, TNIC X D MKIBERL FEREZ I LI H B O EEH
EA T =X A

Beta-Glucan Functions as a “Pro-Drug” to Augment the Function of Anti-Tumor Monoclonal
Antibodies (mAbs), Providing a Novel Mechanism for Killing Tumors via Circulating Blood
Neutrophils

Brian K. Brandley, Gordon D. Ross, Jun Yan, Richard D. Hansen, and Daniel J. Allendorf
T4 TV KTFT R —, I—=KUDRA, Var-Yr, VFyx—KDnrrty, =
TZNIT LV RV T

Tumor Immunobiology Program, James Graham Brown Cancer Center, University of Louisville,
Louisville, KY; Pharmaceutical Division, Biopolymer Engineering, Inc., Eagan, MN
NABNLVKE: Vo= AR TINN-TITU Y — BERET 27T A

(o yx—MrAen), " MFR)~v—-2 =TIV 7 (IR EZMNA =)

Beta-glucan has been used as an immune modulator for decades, but its mechanism of action was
unclear. Lack of mechanistic understanding has historically led to variable results in beta-glucan studies.
Recently our group has determined the route by which oral beta-glucan mediates many of its biological
effects (Cancer Res 2003, 63: 9023 — 9031; J. Immunol. 2004, 173: 797 — 806). Particulate beta-glucan,
delivered orally, is taken up by macrophages in the gut, and transported to the bone marrow and spleen.
The macrophages gradually digest the glucan into small, active fragments. These fragments are released
and interact with Complement Receptor 3 (CR3, also known as Mac-1 or CD11b/CD18) on the surface of
neutrophils and monocytes. The bound beta-glucan fragments thus “prime” the marginated pool of
neutrophils, allowing them to more effectively destroy infectious agents. In addition, these glucan-primed
neutrophils will destroy any diseased cell on which complement fragments have been deposited. This
activity has allowed the design of novel anti-tumor therapies, which, for the first time, recruit neutrophils
via Cba- and LTB,4- mediated chemotaxis into the battle against cancer. Tumor therapy with humanized
mADbs such as Herceptin™, Rituxan™, and Erbitux™ is now accepted clinical practice, but still fails in
most patients. Such mAb usually do not kill tumors completely, but may suppress tumor growth for a
period of time. It is notable that complement-dependent cytotoxicity (CDC) and leukocyte
C3-receptor-dependent cytotoxicity (CRDC), which are potent mAb effector mechanisms against
microbial pathogens, are usually less active against cancer. Humanized antitumor 1gG1-based mAbs do
activate complement and coat tumors with iC3b, the target ligand for the leukocyte iC3b-receptor CR3.
However, CRDC requires that CR3 bind simultaneously to both iC3b and yeast cell wall beta-glucan to

trigger killing of the yeast. Since tumors do not express beta-glucan, they escape this protective
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mechanism used against yeast and fungal infections. Our research showed that soluble yeast beta-glucan
bound to a lectin site within CR3 and primed the receptor for triggering cytotoxic degranulation in
response to iC3b-coated tumors, thus evoking an important killing mechanism of host defense for

anti-tumor immunotherapy.

R—H TNV H AT REREGHE L TEFFHASINTELER, ZOEMAAT=XLEIAHTH-
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173:797-806), #& HEBH L7=R - IR_X—% 7 B AXHEEICB N T, v 787 7 —VICHDiA
Fh, BECMBICRETD, TLT, /077 —VRNREICINVI L EERET T T A R
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WD AR E R B M (CDC) B L VA M ER C 3 32 KK A- M # i 754 (CRDC) 133 i 8 (2 % L
hEEFRE LN ETH D, IgGL APUEET / 7 0 —F L FiiRIIsiR 235 ML S8, iC3b (A
MER IC3b ZHKTH S CRIDOXMEY H oK) THEEZES, LoLRBL, ZREKFEMD
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Egon Koch

Professional Experience:

1981 Veterinary Surgeon in practices in Germany and the USA

1981 - 1984 Research Assistant, Dept. of Endocrinology and Neuroendocrinology, Institute of
Animal Science and Animal Behaviour, FAL, Mariensee, F.R. Germany

1984 - 1986 Postdoctoral Fellow, AFRC Institute of Animal Physiology, Babraham, Cambridge,
UK

1986 - 1987 Research Scientist, Institute of Animal Science and Animal Behaviour, FAL,
Mariensee, F.R. Germany

1988 - 2002 Group Leader, Laboratory of Inflammation and Immunopharmacology, Dept. of
Pharmacology, Dr. Willmar Schwabe GmbH, Karlsruhe, Germany
2003 - Head, Dept. of Pharmacology, Dr. Willmar Schwabe GmbH, Karlsruhe, Germany
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Pycnogenol®, the Power of the Bark

Prof. Dr. P. Rohdewald,
University of Minster, Germany

The standardized extract from the bark of the French maritime pine offers a wide range of physiological
effects which gained clinically relevant benefits.

Fundamentally, Pycnogenol®, as a tannic agent, binds very strongly and specifically to proteins,
explaining partly its protecting effects on blood vessels and skin. Pycnogenol® is used world-wide for

cosmetic application.

All constituents of the complex extract are potent free radical scavengers. In addition, Pycnogenol®
stimulates the production of antioxidative substances inside the cells. The inactivation of free radicals
contributes to the anti-inflammatory effects which are observed by an inhibition of a wide range of
inflammatory mediators. Because inflammation and oxidative stress are involved in the pathophysiology
of many diseases it is not that astonishing that Pycnogenol® has been used successfully to normalize body

functions under different pathological conditions. Pycnogenol® is useful in preventing asthma.

Pycnogenol® stimulates the endothelial nitric oxide synthase, thereby enhancing the production of nitric
oxide inside the blood vessels. Nitric oxide, as a messenger molecule, improves endothelial function,
regulates blood pressure and acts on thrombocytes to prevent thrombus formation. Consequently, it lowers
high blood pressure, improves reproductive functions and helps to prevent the "economic class
syndrome".

Pycnogenol® contains some phenolic acids which have a spasmolytic action on the uterus. The
beneficial effects of supplementation with Pycnogenol® for treating symptoms of endometriosis and
menstrual disorders had been demonstrated in Japan.

Recently, was shown in clinical experiments that Pycnogenol® helps patients with diabetes type Il to
normalize their blood sugar.

Safety and tolerability of Pycnogenol® has been investigated intensively, both in toxicological
experiments as in clinical practice, Pycnogenol® is considered as safe, as it is described by its
GRAS-status (GRAS = Generally Recognized As Safe) in the USA.
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