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Preface

Complementary and alternative medicine continues to be used and may be included in
cancer treatment with holistic spiritual practice, physical exercise, and herbal medicine for
enhanced tumoricidal activity, reduction in treatment-related adverse events, and better
quality of life. Herbal medicine has long been practiced in China, Korea, Japan, and other
countries to achieve its key goal of restoring the balance of energy in the body.

Throughout the history of representative herbal medicine, traditional Chinese medi-
cine, and other alternatives such as Japanese Kampo, the basic theories and the methods of
diagnosis and treatment have differed considerably from those of Western medicine.
Western medicine depends on disease-based diagnosis, while traditional Chinese medicine
emphasizes patient-based diagnosis. Kampo is based on traditional Chinese medicine but is
adapted to the Japanese culture. It can be considered as a simplified, positivistic, and
pragmatic version of Chinese herbal medicine. Kampo practitioners treat patients based
on the Kampo diagnosis (Sho: the patient’s symptoms at a given moment) and choose the
most suitable formula. The relationship between these steps is analogous to a lock and key;
each pathological condition is related to its prescription. More than 200 Kampo recipes
composed of mixtures of 2-15 components have been reported. Approximately 350
different components are used for these recipes. Most of them are medicinal herbs, but
fungi, animal components, and minerals are also used. Approximately 120 of these crude
drugs are listed in the Japanese Pharmacopoeia, and one-third of them are also listed in
WHO monographs.

Herbal medicine continues to evolve in daily lifestyle and the treatment of cancer and
many other illnesses. Herbal medicine has a significant effect on reducing fatigue and pain,
improving respiratory tract infections and gastrointestinal problems including diarrhea,
nausea, and vomiting, protecting liver function, and ameliorating the symptoms of
cachexia. The stringent quality control of herbal medicine such as Kampo and reproduc-
ibility of preclinical findings, together with few adverse events, have made herbal medicine
more and more attractive for the management of intractable diseases as well as common
health problems. The multicomponent herbal medicine capable of targeting multiple sites
could be useful for future drug discovery. Mechanistic studies and identification of active
compounds could lead to new discoveries in biological and biomedical sciences.

This book summarizes the current state and translational aspect of herbal medicine in
modern society. It provides a new horizon of herbal medicine to help establishing the
rational therapy for the patients.

Kagoshima, Japan Akio Inui

The original version of this book was revised. An erratum to the book can be found at 10.1007,/978-1-4939-
4002-8_16
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Chapter 1

Chinese Herbal Medicine Including Historical Aspects

Shih-Liang Chang

Abstract

Chinese herbal medicine has been used in clinical applications for more than 2000 years in Chinese society.
Many experiences supplying feedback from clinical applications have been described in the classic publica-
tions. Gradually, these experiences were summarized, forming an individual theory of the medical system,
named Traditional Chinese Medicine (TCM), which directed the usages against clinical diseases that had
been overviewed in the introduction. The development of TCM is in close relationship to historical
development over time. Important concepts were proposed in each dynasty that helped in the development
of TCM. This review attempts to summarize the important theories of historical aspects that were proposed
in each dynasty of the Chinese people.

Taken together, without systemic knowledge about the applications of Chinese herbal medicine, that is, with
just the experience of folk usage, even that cannot elevate the therapeutic effect for treating complex illnesses.

Key words Traditional Chinese medicine, Syndrome differentiation, Chinese herbal medicine, Four
properties and five tastes, Channel tropism, The seven relations theory

1 Introduction

1.1 Traditional The Traditional Chinese Medicine (TCM) has a long historical
Chinese Medicine usage experience in China. People were struggling with diseases
(TCM) and Chinese and tried to search for solutions from the feedback from treatments.
Herbal Medicine The better experiences were written down in the classic publica-

tions, such as Nei-Jing W& (the Internal Canon of Medicine) [1]
and Shanghan Lun {5 %€ (Treatise on Febrile Diseases) [2]. Gradu-
ally, this practice would form a systemic medical system with indi-
vidual theories, diagnosis methods, and directions for the
treatment of clinical diseases. From the original use to systemic
application, there is a large gap because of the lack of large clinical
experience feedback. Herbal medicine usually had a simple feed-
back from folk use of the medicinal plant, but the TCM had
developed a systemic clinical medical system that summarized feed-
back from the ancient classics to current publications. Some basic
theories of TCM had been formed over a long time of historical
development, such as Yin-Yang and Five Elements (Wood, Fire,

Akio Inui (ed.), Herbal Medicines: New Horizons, Methods in Pharmacology and Toxicology,
DOI 10.1007/978-1-4939-4002-8_1, © Springer Science+Business Media New York 2016
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2 Shih-Liang Chang

1.2 Diagnosis of TCM

1.3 Treatment Based
on Syndrome
Differentiation

Earth, Golden, Water), Meridian, State of Internal Organs, and the
Etiology and Pathogenesis theories of TCM. [3]. These basic the-
ories direct the treatment very deeply and have a very close rela-
tionship with the clinical effect. Without the direction of the basic
theories of TCM, Chinese herbal medicine is only folk herbal
treatment by experience without systematic knowledge.

How is the doctor of TCM to approach the patients? Usually
through the four diagnosis (JU#2) methods “Observation,” “Lis-
tening and Smelling,” “Taking History,” and “Pulse Feeling and
Palpation” to collect the signs [4], and the TCM Eight Principal
Syndromes (/\4f) Yin, Yang, External, Internal, Cold, Hot, Defi-
ciency, and Consolidation to analyze the syndromes for the charac-
ter of the disease. Additionally, the meridian and state of internal
organs are combined with the diagnosis of TCM for the location of
disease. The characters and locations of disease are effective infor-
mation for selection of Chinese herbal medicine or the formulas
[5]. For example, the cold lung syndrome may use a heat herb such
as Ephedra, and hot lung syndrome may use Scutellaria [6].

The core concept of TCM is “treatment based on syndrome differ-
entiation.” The thinking process follows four steps: Reason,
Method, Formula, and Drug. Doctors use the four diagnosis meth-
ods “Observation,” “Listening and Smelling,” “Taking History,”
and “Pulse Feeling and Palpation” to collect signs from clinical
patients. Comparison and analysis among the signs are used to
summarize the syndromes, for example, Cold, Hot, Deficiency,
and Consolidation syndromes, and these are the reasons that direct
the treatment methods. For example, the cold syndrome is treated
by a warm method, and the hot syndrome is treated by a cold
method, etc. Therefore, according to these theories the doctor
can use the drugs or the formulas to treat the disease.

According to the theory of TCM, there are some features such
as the same disease having different treatments and different dis-
eases having the same treatment. The same disease usually has
different syndromes from the diagnosis of TCM that directs differ-
ent methods of treatments. For example, a cough usually has vari-
ous syndromes derived from the diagnosis of TCM: the cold
syndrome of cough as treated by warm drugs or formulas such as
Xiao-Qing-Long-Tang [5] (/N #E¥% ) from Shanghan Lun theory;
and the hot syndrome of cough as treated by cold drugs or formula
such as Yin-Qiao powder (#5#{{) and San-Gju-Yin decoction
(F%E)) from therapeutic principles against febrile diseases. The
different diseases had the same diagnosis of TCM that directs the
same method of treatment; for example, an ancient formula from
Shanghan Lun, Baihu (White tiger) Tang ([1)%%;) that can treat
different diseases such as bacterial infection and virus infection
which cause different diseases [7, 8].



1.4 The Concept
of Chinese Herbal
Medicine

1.5 The Formula
of Chinese Herbal
Medicine

Chinese Herbal Medicine Including Historical Aspects 3

Chinese herbal medicine is known from the real clinical experiences
of ancient Chinese people, such as the “Shen Nong” (#f12), who
tasted the herbs and wrote down their experience in Sheng Nong’s
herbal classic publication [9] (#f R AHLLE). The principles of Chi-
nese herbal medicine developed gradually. The four properties Y%
(Cold, Cool, Heat, Warm) and five tastes F.0k (Sour, Bitter, Sweet,
Spice, Salt) of herbs were derived from Yin-Yang and the five
element theory. The channel tropism theory &% is the action
site of the human body after taking the Chinese herbal medicines
that were recorded in the ancient classic publications directing the
selection for clinical application [10]. For example: three yellow
color drugs, Radix Scutellnriae, Rbizoma Coptidis, and Cortex
Phellodendri, are all cold property and bitter taste, but they are
different channel tropisms and different action sites. The action site
of Radix Scutellariae belongs to the chest respiration system with
lung channel tropism, the action site of Rbizoma Coptidis belongs
to the upper abdominal digestive system with stomach channel
tropism, and the action site of Cortex Phellodendri belongs to the
lower abdominal and pelvic urinary system with renal channel
tropism. The function and the effect of Chinese herbal medicines
were also recorded in the ancient classic publications in which were
usually hidden many worthy experiences of clinical treatment from
the ancient people of China [11].

Clinical diseases are usually very complicated. Thus, the application
of a single Chinese herbal medicine cannot affect a complicated
disease. Therefore, the concept of formula was developed. There
were four parts: King#!, Subjectionfi, Assistant{f:, and Guidance
{ii separately. The main action of a herb is the King; the secondary
action of herb is the subjection; a herb can help the action of the
King and Subjection herbs as the Assistant herb; and a herb can
guide the action of King and Subjection to the site of disease as the
Guidance herb. The Si-Jun-Zi decoction (JUFH 1) is a typical
case. Panax Ginseng is the King herb, Rhizoma Atvactylodis is the
Subjection herb, and Poria Cocos and Glycyrrbiza are the Assistant
and Guidance herbs [12].

Herbs’ interaction were noticed very early in the classic pub-
lications of Chinese materia medica, and the seven relations theory
(-£1%) was described as in the following list: (1) alone, (2) synergy,
(3) the herb was decreased in disadvantage, (4) decreased the
disadvantage of another herb, (5) elevating the effect of the king
herb, (6) decreased the effect of the other herb, and (7) elevated the
side effect of the other herb, to illustrate the concerted application
among Chinese herbal medicines [13]. This concept or experience
is very important for the formulation of Chinese herbal medicine.
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1.6 Modern
Research on Chinese
Herbs and the Basic
Theories of TCM

Although the application of Chinese herbal medicines had its prin-
ciples and many experiences were accumulated in the Classic pub-
lications, such as six-meridian syndrome differentiation (7~&8H¥5)
from the Shanghan Lun Classic book, which directs the formula
and herbs to treat the disease with excellent curative effect, the
mechanisms of action were still subjected to few studies [14]. The
basic theories of TCM were derived from philosophy, but modern
research is based on science. How to integrate modern research
into the application of TCM is the important issue. In clinical
usage, the doctor generally obeys the principles of TCM in applying
the herb or formula, and has support from modern research that is
the better authority in the clinical application of Chinese herbal
medicines [15].

2 Historical Aspects

2.1 The Spring
and Autumn Warring
State Period

2.2 The Han Dynasty

of Chinese Herbal Medicine

In this part, the important concepts in the application of Chinese
herbal medicine are be summarized by the different dynasty peri-
ods. Also, the important classic publications and the important
contributions of eminent physicians of TCM are described.

The medicinal plants or minerals or animals were usually applied in
treatment for disease by ingestion, and many toxicities have been
reported by experience and written down in classic publications
such as Sheng Nong’s herbal classic publication that classified the
herbs into three classes: high, middle, and low [9]. There were 125
kinds of herbs in the low class, which were applied as assistant or
guidance role in formulas; generally these had toxicities and cannot
be consumed as a large dose or over a long period of time. The high
class is safer than the middle class and the low class in clinical
application. In this period, the basic principles of Chinese herbal
medicine were just in the beginning of being founded. The Nei-
Jing was the representative classic publication and even was called a
bible of TCM [1].

The utility of Chinese herbal medicines had more and more experi-
ence from a single herb into formula application in clinical treat-
ment. The system of syndrome differentiation, the six-meridian
syndrome differentiation, had been proposed in the Shanghan
Lun classic publication that was derived from the Yin-Yang theory
of Nei-Jing. Three Yang and three Yin were proposed to differenti-
ate the stage of infectious diseases. Generally, the three Yang pres-
ent the primary stage with different types of fever and the three Yin
present the end stage of the disease with dysfunction of organs or
meridian [16]. Also, the diseases cannot be classified into the six-
meridian syndrome in which were described the miscellaneous
diseases (%) such as edema, chest pain, and heart pain [17].



2.3 The Tang
Dynasty

2.4 The Period
of Jin and Yuan
Dynasty

2.5 The Period
of Ming and Ching
Dynasty
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The theories and policies of TCM were more and more mature at
this stage in history. Also, many specialists had developed, even with
established diplomates. The large formulas that were used in clinical
practice numbered many as 5000 to 6000. The “Immortal Sun’s
Precious Formulary” (-T-4x77) is the representative classic publica-
tion [18]. The government publication “Xinxiu Bencao” (Newly
Revised Materia Medica) (HEAEL) appeared with strong impact
on the development of Chinese herbal medicine [10]. This is the
first Pharmacopeia published by the government in China. This
pharmacopeia listed about 80 kinds of herbs usually used for dis-
cases, which was very helpful in clinical application.

Many publications in a special division of herb application had
been proposed at this stage. Especially, the special book “Lei
Gong’s Treatise” (FAM#) is the earliest book on preparation
and boiling of materia medica that reflected the research and uti-
lities of herbs more and more deeply and carefully [19].

A good basis for TCM was established in this stage. Many points of
view about treatment of diseases had been proposed. Especially, the
four eminent physicians in the Jin and Yuan period, Liu Wan-Su (%
5t%), Chang Cong-Zheng (5E{E1F), Li Dong-Heng (4 #1H),
and Zhu Zhen-Heng (4&7ZE ), presented their opinions. Dr. Liu
was good at using the cold herbs for treating fever diseases; Dr.
Chang summarized three methods—sweating, vomiting, and
purging—for treating diseases; Dr. Li proposed to tonify the diges-
tive system to elevate the person’s nutritional state to regulate the ill
state; and Dr. Zhu proposed the view “Yang usually over and Ying
usually deficiency” is a dysfunction state that is a kind of unbalance
in the Ying—Yang of a person. The fire (Yang) syndrome is usually
caused by water (Ying) deficiency, so that the doctor regulated the
ill or unbalanced state to a healthy balance by tonitying the useful
water of the body using herbs such as Radix Scrophulariae, Radix
Ophiopogonis, etc. [20].

The treatment of febrile (warm) disease i was developed in this
period [21]. Also, the individual differential diagnosis systems were
proposed according to the infectious stages, such as the San-Jiao
syndrome differentiation [22] (= £E##5%), and the defensive Qi
and Nutrient Blood syndrome differentiation ({544 ML #E#).,
etc. [23]. In the primary stage of infection, the syndromes were
focused on the respiratory system such as cough, throat, etc., that
is, the upper-jiao syndrome; in the middle stage of infection, the
syndromes were focused on the digestive system such as diarrhea
or abdominal pain, that is, the middle-jiao syndrome; and in the
end stage of infection, the syndromes were focused on fluid
balance, such as dry mouth, edema, etc., that is, the lower-jiao
syndrome. In the defensive Qi and Nutrient Blood syndrome
differentiation, the syndrome from primary stage to middle
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stage of infection was regarded as defensive Qi, and the syndrome
from middle stage to end stage was regarded as Nutrient Blood.
Although they were different systems of syndrome differentiation
in the infectious disease, the same stage of disease was treated by
different experiences of application in Chinese herbal medicines
and formulas from different specialists. There are some famous
formulas that are still used at very high frequencies today by TCM
doctors against infectious diseases from bacteria or viruses. Such
will be a treasure in the development of new drugs as antibiotics
or antivirus agents.

In this period, it is worthy to mention the huge Classic publi-
cation, “Compendium of Materia Medica,” (A %4 H ) by a Dr. Li
Shi-Zhe (%52 ) who summarized the past 41 Classic publications
of Chinese materia medica, including 1892 kinds of Chinese herbs.
The book had advanced classification with detailed outlines that
were different from the traditional three classes and corrected many
mistakes found in traditional books of herbs. Also, 374 kinds of
herbs usually used in clinical applications such as Pseudo-Ginseny,
Rhbizoma Smilacis Glabrae, etc., were added [9].

3 Summary
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Chapter 2

Kampo Diagnosis Based on Sho

Mosaburo Kainuma

Abstract

In Japanese Kampo medicine, Sho is a diagnosis based on kampo principles and an indication of the

prescription.

The patient’s symptoms at any moment are recognized through the basic concepts of Yin-Yo; kyo-jitsu,
ki, ketsu, and sui; six stages of disease; and the five parenchymatous viscera through Shi-shin. In addition,
the doctor must identify any sign specific to the patient’s clinical condition. Taken together, they establish
the Sho: They select the Kampo formula corresponding to the Sho.

Key words Sho, Kamo diagnosis, Yin-Yo, Kyo-jitsu, Ki, ketsu, and sui, Six stages of disease, Shi-shin

1 Introduction

“Sho” is the traditional system used in East Asia, but the concept
differs between Kampo and Traditional Chinese Medicine. In this
chapter, I would like to explain some of the basic Kampo concepts
on which Sho is founded and the way a Kampo diagnosis is made
based on Kampo diagnosis, ShoSho. Sho is a method of diagnosis
based upon the pathophysiological concepts of Kampo medicine. It
is defined as the process of obtaining information about the physi-
cal and psychological condition of a patient by use of original
parameters of Kampo medicine. It sums the particular pathological
symptoms provided by the patient to describe the current status,
which leads to the overall diagnosis and to the choice of the
corresponding prescription.

2 Disease Condition (or Status) Categories: Yin-Yo, Jitsu-Kyo, Kan-Netsu,

and Hyo-Ri

2.1 Yo Sho-Yin Sho

In medical terms, if the response to disease shown by the patient is
feverish, active, or excitatory, the patient is said to be in Yo-Sho.

Akio Inui (ed.), Herbal Medicines: New Horizons, Methods in Pharmacology and Toxicology,
DOI 10.1007/978-1-4939-4002-8_2, © Springer Science+Business Media New York 2016
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2.2 Jitsu Sho-Kyo
Sho

2.3 Netsu Sho—Kan
Sho

2.4 Hyo Sho-Ri Sho

Conversely, if the response shown by the patient is chilly, inactive,
or inhibitory, the patient is said to be in Yin-Sho.

If the response to disease is strong, the patient is said to be in Jitsu-
Sho. If the response is weak or lacking, the patient is said to be in
Kyo-Sho.

If the response to disease is febrile or the patient subjectively feels
febrile, the patient is said to be in Netsu-Sho. Kan-Sho is the term
used if the patient feels chilly. In clinical practice, the concepts of
Yin-Yo and Kan-Netsu are almost identical, but the concept of Yin-
Yo is superior to Kan-Netsu.

If the site of a response to disease is exterior, the patient is said to be
in Hyo-Sho. If the site is interior, the patient is said to be in Ri-Sho.
Exterior refers to the body surface, including the skin, mucous
membrane, throat, muscle, and joints. Interior refers to the diges-
tive organs. In addition, the term HanpyoHanri means that the
response site is between the exterior and interior, including the
bronchi, lung, and liver. The locations expressed by exterior or
interior are very rough descriptions that do not always represent
specific viscera or tissue. Disease usually starts from Hyo and pro-
gresses to Ri.

3 The Three Constituent Categories: Ki, Ketsu, and Sui

3.1 Ki-Kyo and
Ketsu-Kyo
(Kyo = Deficiency)

3.2 Ki-Utsu and Ki-
Gyaku

3.3 0-Ketsu and Sui-
Tai

Ki is regarded as the energy of a unified mind /body. In contrast to
the Ki concept, Ketsu and Sui are considered to be blood and body
fluids, respectively. In Kampo, Sho is mainly understood as distur-
bances of the three major constituents of life.

Ki is insufficient (strong) to sustain living functions. For example,
fatigue, getting tired easily, feel lethargic or drowsy after meals, or
appetite loss is often seen as Ki-kyo in Kampo terms. Likewise, a
deficiency in Ketsu (blood), ketsu-kyo, is often seen as pallor, dry
skin, leg cramps, or alopecia.

Utsu literally means stagnation, while gyaku means counteraction.
Thus, symptoms are sometimes seen as caused by the stagnation of
Ki; for example, in depression, heavy-headedness, or nausea in
Western terms. Likewise, a patient is considered to have a disease
related to Ki-gyaku, counter-circulated Ki; for example, when they
have palpitations, irritation, or paroxysmal headache.

O-ketsu refers to stagnation of the blood, which is sometimes seen
in such conditions as lower limb varix, teleangiectasis, and pigmen-
tation of the skin.
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Table 1
Diagnostic criteria for oketsu syndrome
Male Female Male Female
Pigmentation of the 10 10 Tenderness/discomfort near the 5 5
orbicularis oculi umbilicus /left side of lower abdomen
Dark facial complexion 2 2 Right side of lower abdomen 10 10
Rough and dry skin 2 5 Median lower abdomen 5 5
Dark red lips 2 2 Tenderness/discomfort in the ileocecal 5 2
junction
Dark red gingiva 10 5 Tenderness/discomfort in the 5 5
sigmoid colon
Dark red tongue 10 10 Tenderness/discomfort in the 5 5
hypochondrium
Vasodilatation 5 5
Hemorrhage under skin =~ 2 10 Hemorrhoid 10 5
Palm erythema 2 5 Menstrual disorder 10

Determination: <20 points, no oketsu; 21-39 points, oketsu; >40 points, severe oketsu

Terasawa’s diagnostic criteria are useful for identifying oketsu
(Table 1) [1]. While there have been several sets of criteria pro-
posed, Terasawa’s are the most widely accepted. These criteria
provide a common ground for the discussion of O-ketsu.

Sui-tai refers to the stagnation of body fluids and can be
grouped into the three categories shown in Table 2 [2].

4 Six Stages of Disease Concept

4.1 Tai Yo Stage

The concept of Yin-Yo is used not only for the clinical condition in
Kampo medicine but also for the staging of the disease.
“ShangHanLun” (5Z5) classifies acute febrile diseases into
six typical stages of disease transformation: TaiYo, ShoYo, YoMei,
TaiYin, ShoYin, and KetsuY.
Most febrile disease transforms from Yo-sho to Yin-sho; how-
ever, occasionally it begins with the Sho Yin stage.

This is a stage of disease transformation identified by external
hotness. The patient feels hot sensations accompanied, as a general
rule, by chills from fever or the movement of air in the environ-
ment, headache, stiff neck and nape, and myalgia/arthralgia with
floating pulse. These symptoms and signs are collectively termed
the exterior pattern, meaning that the disorders are seen at an
exterior location.
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4.2 Sho Yo Stage

4.3 YoMei Stage

4.4 TaiYin Stage

Table 2
Symptoms related to disorders of the body’s fluid metabolism

Accumulation of ~ Edema (teeth mark)
water Fluid and gas retention in the stomach
Arthroedema, ascites, pleural effusion

Impaired water

excretion
Urination Decreased urination
disorder Frequent urination
Delayed urination
Abnormal Ptyalism
secretion Excessive tearing
Rhinorrhea
Excessive sweating
Subjective Heavy head, dizziness, dry mouth, stiffness, watery
symptoms sputum, diarrhea, palpitation, tinnitus,

borborygmus, heavy body

This is the stage of disease transformation with heat midway
between exterior and interior. In the Sho Yo stage, the disease is
converted into a heat type of alternating chills and fever: body
temperature rises with chills and subsides with the appearance of
the heat sensation. The chills and heat sensation appear alternately.
Actually, body temperature does not rise in the morning, but rises
gradually in the afternoon, reaches a peak in the evening, and sub-
sides at night. Concurrently, with alternating chills and fever, Kyo-
kyo Kuman appears as a specific feature in this stage. Patients have
frequency sunken and string-like thin pulse, white tongue fur,
bitterness or taste change in the mouth, or reduced appetite some-
times associated with nausea. Feelings of throat dryness, dizziness,
or ear blockage also may occur.

This is a stage of disease transformation with heat at an interior
location.

The YoMei stage has a tidal fever pattern. The patient does not
have chills but suffers from heat-associated abdominal fullness and
distention, constipation, and sunken excess pulse. In addition, the
patient may talk in feverish delirium.

This is a stage of disease transformation characterized by cold at an
interior location.

The severity is mild, but it is likely to be associated with gastro-
intestinal symptoms such as abdominal fullness and pain, vomiting,
anorexia, and diarrhea. Sunken pulse is also evident, which may
often be accompanied by weak abdominal strength and occasionally
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4.6 Ketu Yin Stage
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by rectus abdominis muscle tension and epigastric discomfort and
resistance.

This is a stage of disease transformation with cold at an interior
location, sometimes accompanied by cold at an exterior location.
The severity is moderate and it is featured by a pale face. The patient
tires easily; wants to lie on his or her side; and complains of cold of
the limbs, diarrhea, and systemic pain. The pulse is sunken and
faint. Some febrile diseases begin with the Sho Yin stage, which is
termed “direct Sho Yin stage.”

This is considered to be the end stage of disease, as in the preshock
condition seen in acute febrile disease, with cold at an interior
location, but it is likely to be associated with febrile symptoms.
For example, the patient may present with mixed symptoms of cold
and heat: true cold and false heat (kyonetsu). In this state medical
condition is serious.

The patient suffers coldness from the distal to the proximal
areas of the limbs, but feels heat in the trunk or cannot eat or may
vomit even when hungry. They may have indigestion or diarrhea
associated with a slow, sunken pulse despite the hot feeling on the
body surface or upper body region.

5 The Five Solid Viscera Concept

Like the concept of Ki, Ketsu, Sui, there is a concept Stages of
disease, Kampoof five solid viscera in which homeostasis is main-
tained in the liver, heart, spleen, lung, and kidney. The meaning of
the five solid viscera is not defined by the anatomy of the individual
organs but includes the functional unit to which each of them
belongs. In older patients, there may be cases in which kidney and
liver abnormality are indicated. This concept may be useful as
background information to understand the classical literature, but
abuse and overuse must be avoided in the clinical setting.

6 Shi-Shin

6.1 Visual
Observation Boshin)

The disease conditions, seen as deviation or imbalance, are under-
stood as such by the four physical approaches (Shi-Shin) as above
defined.

Observation is done with only the quickest glance to detect impor-
tant signs of blood stagnation (Oketsu) and other important signs.
These include the patient’s complexion, facial expression, body
shape, movement, gait when entering the room, pigmentation of
the orbicularis oscli, rough and/or dry skin, dark red gingiva,
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Fig. 1 The major features of tongue inspection.(a) No fur (b) Normal tongue (¢) Thick, white fur (d) Yellow fur
(e) Black fur (f) Dental indentations (g) Purple tongue (h) Geographical tongue

vasodilatation, hemorrhage under the skin, and palm erythema.
Furthermore, one of the most important findings of Boshin is
tongue inspection in which the tongue body, color, form, and
motility are assessed. The major features of tongue inspection are
as seen in Fig. 1.

1. No fur.
The color of the tongue body is clearly visible without any fur.
The absence of tongue fur may be attributed to atrophic or
immature filiform papillae.

2. Normal tongue.
A tongue of normal color is slightly red with little exfoliation of
cells from keratinized filiform papillae. Small amounts of kera-
tinized epithelial cells that are exfoliated but remain on the tips
of filiform papillac develop into a thin white fur, which is
commonly visible on the tongue of healthy persons.

3. Thick, white fur.
A tongue covered with white fur has epithelial cells of filiform
papillae that are degraded by keratinization but remain on the
tips of the papillae. It indicates conditions such as the Sho Yo
stage and stagnation or impairment of digestive function. In
general, the thicker the fur the longer the duration of illness.



6.2 Listening and
Smelling Bunshin)

6.3 Inquiry
(Monshin)
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4. Yellow fur.
Yellow fur indicates symptoms of stomach heat, such as heart-
burn, gastric acid reflux, stomachache, or constipation. Yellow-
ing of the tongue fur is caused by further degradation of
filiform papillae cells and bacterial proliferation.

5. Black fur.
Black fur is seen at the peak of fever and in serious stages of
disease. Black fur indicates an interior pattern and is commonly
seen in patients receiving long-term antibiotic therapy and in
terminally ill cancer patients.

6. Dental indentations.

Dental indentations along the maxillary or mandibular dental
arch are observed in patients with deficiency of the upper
abdominal region, qi (Ki) deficiency, and fluid disturbance. If
the tongue is thick, swollen, and large enough to force the
mouth open and has margins that protrude beyond the lips
and usually bearing dental indentation, we suspect fluid
disturbance.

7. Purple tongue.
A purple tongue indicates poor blood circulation and blood
stasis. This accompanies changes in the venous system, such as
venous dilation in the tongue.

8. Geographical tongue.

A tongue with irregular peeling of the fur. This is a disorder
that includes keratinization of the mucosal epithelium of the
tongue, which is caused by partial atrophy, a keratinization
disorder, and /or the disappearance of filiform papillae. Imma-
ture filiform papillae look red and depressed; mature filiform
papillae look white and elevated. This type of tongue is com-
monly seen in patients with ki-deficiency.

Doctors directly listen to the sounds of the patient’s voice, speech,
breathing, cough, wheezing, belching, and stomach growling as
part of their diagnosis process. Odors, such as from the body,
breath, or stool may indicate an abnormality.

The importance of questioning the patient is the same for both
Kampo and Western medicine. However, from the point of view of
Kampo medicine the aim of the inquiry is to determine how the
condition is imbalanced. Therefore, we ask the patients not only
about their main complaints, medical history, past history, and
family medical history, but also about coldness, appetite, urination,
bowel movements, sleep, menstruation, and other factors that
might aggravate the main complaint; for example, reaction to
changes of the weather, especially atmospheric pressure, and dietary
changes.
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6.4 Palpation
(Sessin)

NOoO O~ W=
— O N N ' ' ~—

Abdominal strength

Contracture of the rectus abdominis
Epigastric discomfort and resistance
Hypochondrium resistance and discomfort

Splashing sound

Palpable abdominal aortic pulsation
Tender points in the lower abdomen
1.Tenderness in the peri-umbilical region
2.Tenderness in the ilieocecal region
3.Tenderness in the sigmoid colon region
Weakness and muscle tension of the lower

abdominal region

1. Palpation of the skin, hands, and feet.

2. Pulse diagnosis.

The kampo physician measures the pulse of the radial artery by
placing his second, third, and fourth fingers on the internal area
of the radius styloid process.

Depth (Floating < Sunken).
Strength (Strong & Weak).
Strain (Tight & Relaxed).
Rate (Fast < Slow).

Flow (Smooth & Congested).

3. Palpation of the abdomen, abdominal diagnosis (Fig. 2).

(a)

Abdominal strength.

Abdominal strength is usually rated on a five-point scale of
excessive, slightly excessive, moderate, slightly deficient,
and deficient. The abdominal strength is used in the
determination of Kyo-]Jitsu.

Contracture of the rectus abdominis.

This indicates excessive strain of the rectus abdominis
muscles. This change is usually bilateral but may also be
unilateral or appear only on the upper abdomen. Further-
more, the rectus abdominis muscles can be very thick or
thin like plywood.

Epigastric discomfort and resistance.

Resistance in the epigastric region can usually be divided
into two categories, only subjective symptoms or objective
resistance.

Fig. 2 Examination of abdominal findings
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(d) Hypochondrium resistance and discomfort.
In the classical literature this is called “Kyokyo Kuman”
and includes subjective discomfort and bilateral objective
resistance or unilateral hypochondrium. Kyokyo Kuman is
one of the characteristics of the Sho yo stage.

(e) Splashing sound.
This sound can be heard over the epigastric region or the
third portion of the duodenum or jejunum when clapping
with a flexible wrist. This finding indicates reduced
abdominal tension in this area; air in the stomach; or
fluid retention in stomach, duodenum, or jejunum.

(f) Palpable abdominal aortic pulsation.
When pulsation is palpable in the epigastric region,
Kigyaku or Suitai are indicated.

(g) Tender points in the lower abdomen.
This is an important abdominal finding that indicates
Oketsu. The prescription usually given difters by point of
tenderness as follows.

e Tenderness in the periumbilical region.
¢ Tenderness in the ilicocecal region.
e Tenderness in the sigmoid colon region.

(h) Weakness of the lower abdominal region.

Abnormal sensation is felt in the infraumbilical region (numb-
ness or supersensitivity), often accompanied by weakness (soft and
feeble) in the infraumbilical region compared with the upper
abdominal region. This is referred to in the clinical literature as
Shofuku Fujin, and it is a sign of a deficiency of the kidney.

The patient’s symptoms at any moment are recognized
through the basic concepts of Yin-Yo, kyo-jitsu, ki,ketsu, and sui,
the six stages of disease, the five parenchymatous viscera, and
thorough Shi-shin. Of these concepts, we consider Yin-Yo to be
the most important for determining Sho.

In addition, the doctor must identify any presenting sign spe-
cific to the patient’s clinical condition. Taking the signs and symp-
toms together, the Sho is determined and a Kampo formula (herbal
medicine) selected that corresponds to the Sho. The relation
between Sho and the formula is similar to that between a lock and
key. The accuracy of our Kampo diagnosis and prescription is only
known by confirming if the various symptoms were relieved. If the
patient’s symptoms do not improve, our diagnosis is not correct so
we again determine the Sho through Shi-shin (Fig. 3). Further-
more, because Sho is phenomenological it can change in hours;
therefore, Kampo physicians should observe abdominal and pulse
conditions that can discern the various Sho diagnoses at regular
intervals.
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Chapter 3

Pain and Herbal Medicine: Effectiveness of Japanese
Kampo Medicines on Pains Associated with Cancer Patients

Yasuhito Uezono and Kanako Miyano

Abstract

Pain derived from cancer therapy as well as cancer itself is one of the most incurable symptoms. Pain
management is important in oncologic care and essential for maximizing patient outcomes. Accumulating
evidence showed that unrelieved pain significantly comprised overall quality of life and effective pain control
was associated with survival. In Asian countries, traditional herbal medicine is frequently combined with
western medical approaches to treat cancer. Although an overview of systematic reviews about the comple-
mentary and alternative medicine (CAM) for cancer pain conducted, they showed that CAM may be
beneficial for alleviating cancer pain, but the evidence levels were found to be low or moderate. In case of
Japanese kampo medicine, recent progresses regarding cancer pain treatment have indicated that scientific
evidence of both basic and clinical research has accumulated in many of the literatures. In this chapter, we
discuss herbal medicines for pain relief of cancer patients, in particular, benefit of Japanese kampo medicines
based on their accumulated evidence-based scientific reports. Further, we also introduced a novel screening
assay, CellKey " system, to find valuable ingredients or substances from kampo medicine possibly as well as
other traditional herbal medicines in the world.

Key words Kampo medicine, Chemotherapy-induced peripheral neuropathy (CIPN), Cancer pain,
Goshajinkigan, Hangeshashinto, CellKey™ system, Electrical impedance assay

1 Introduction

Pain evoked by stimulatory signal that is not released from signifi-
cant tissue damage is regarded as beneficial sign. Persistent pain
associated with hyperalgesia and tenderness, which differs in quality
but is usually associated with the processes of inflammation, is also
considered a normal protective response to a mild tissue injury [1].
This type of pain resolves once the injury has healed. A number of
chronic pains occur in which the stimulus and pains are unrelated,
and pain can no longer be regarded as a physiologically protective
symptom. These types of pain syndromes such as migraine, lower-
back pain, cancer pain, and neuropathic pain are not well under-
stood and are difficult to treat. In particular, pain originally derived

Akio Inui (ed.), Herbal Medicines: New Horizons, Methods in Pharmacology and Toxicology,
DOI 10.1007/978-1-4939-4002-8_3, © Springer Science+Business Media New York 2016
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from cancer itself and that from cancer therapy is complex and one
of the most incurable symptoms [2].

A meta-analysis reported cancer pain in 64 % of patients with
metastatic disease, 59 % of patients receiving antineoplastic therapy,
and 33 % of patients who had received curative cancer treatment.
Another report showed that 75-90 % cancer patients experienced
pain during their illness and up to 50 % of cancer pain is under-
treated [ 3, 4]. It was reported that one-quarter of the patients had
newly diagnosed malignancies, one-third of the patients are under-
going treatment, and three-quarters of the patients with advanced
disease experienced pain [5, 6]. Pain management is important in
oncologic care and essential for maximizing patient outcomes
[7, 8]. Accumulating evidence showed that unrelieved pain signifi-
cantly comprised overall quality of life and eftective pain control
was associated with survival [7, 8]. For treatment of cancer pain in
general, opioid therapies are mainly, and in some cases, adjuvant
analgesics are used [2]. Although opioid therapy is very effective, it
is with a lot of side effects, such as constipation, urinary retention,
nausea, sedation, respiratory depression, myoclonus, delirium, sex-
ual dysfunction, and hyperalgesia [9]. In these cases, several
approaches are chosen and performed to reduce disease- or stage-
or anticancer drug therapy-dependent pains (Table 1) [2]. Com-
plementary and alternative medicine (CAM), which is noninvasive
and generally considered to be relatively free of toxicity, has been
used as an adjunct therapy together with standard pain manage-
ment techniques (Table 1) [10]. A review showed that acupunc-
ture, massage therapy, mind—body interventions, and music therapy
could effectively reduce pain and enhance quality of life [10]. In
Asian countries, traditional herbal medicine in each country is
frequently combined with western medical approaches to treat
cancer, usually in regimens that combine various traditional Asian
herbs into one treatment strategy (Table 1) [11]. Alternative medi-
cine has been used to meet patient needs in lieu of or as an adjunct
to conventional medicine [11].

Although overviews of systematic reviews about CAM for can-
cer pain are conducted, they showed that CAM may be beneficial
for alleviating cancer pain, but the evidence levels were found to be
low or moderate. Future large and rigor randomized controlled
studies are needed to confirm the benefits of CAM on adult cancer
pain [6]. In case of Japanese kampo medicine, however, recent
progresses regarding cancer pain treatment have indicated that
scientific evidence of both basic and clinical research has accumu-
lated in many of the literatures [ 12-14].

In this chapter, we discuss herbal medicines for pain relief of
cancer patients, in particular, benefit of Japanese kampo medicines
based on their accumulated evidence-based scientific reports.



Table 1

Pain Treatment with Kampo Medicine

Several approaches of treatment for pain related to cancer

21

Approach

Type of treatment

1. Pharmacologic

2. Interventional

3. Rehabilitative

4. Neurostimulation

5. Psychologic

6. Integrative (complementary
or alternative medicine

(CAM))

Opioid analgesics
Nonopioid analgesics (NSAIDs, etc.)
Adjuvant analgesics

Injection therapies (intrathecal therapy)
Neural blockade
Implant therapies

Modalities such as heat and cold

Therapeutic exercise

Occupational therapy

Hydrotherapy

Therapies for specific disorders (e.g., lymphedema)

Transcutaneous
Transcranial

Percutaneous peripheral nerve and spinal cord /root simulation

Psychoeducational interventions

Cognitive-behavioral therapy

Relaxation therapy, guided imagery, other types of stress
management

Other forms of psychotherapy

Acupuncture

Massage

Yoga

Movement therapies
Traditional herbal medicines

Reference [2]

2 Japanese Kampo Medicine

Chinese herbal medicine, one of the oldest forms of traditional
medicine, has been used in China and other countries for more
than 3000 years. Traditional Japanese kampo medicine is originated
from the Chinese herbal medicine after they were imported to
Japan, and it subsequently modified and developed to suit Japanese
culture and environmental factors [12, 15]. These kampo medi-
cines, systemically developed in the sixteenth century into a more
specifically Japanese form, have a wide range of indications for
maintaining quality of life, rather than curing patients [12, 16].
Since Japan’s Ministry of Health, Labour and Welfare approved
more than 140 kampo medicines for use in clinical practice, they
have been increasingly employed to help maintain the quality of life
in patients with diseases such as gastrointestinal disorders, and
lifestyle-related diseases and cancer [12, 13, 17]. However, there
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is scarce scientific evidence that supports reliable effects of kampo in
the clinical study until twenty-first centuries. This is because kampo
medicines are composed of several crude drug products mainly
extracted from plants, so that it is difficult to maintain consistent
quality and quantity of these ingredients. Recently, however,
kampo medicines have been developed in Japan through clinical
and laboratory studies based on western-adopted, scientific,
experiment-based approaches [12, 13, 15, 18]. Accordingly, in
order to support the use of kampo medicine, scientific evidence
has been accumulated and is continuously increasing in the past

decade.

3 Pain Classification and Pain Related to Cancer Pain

3.1 Nociceptive Pain

3.2 Inflammatory
Pain

3.3 Dysfunctional
Pain

Pain is normally classified into two based on duration: acute and
chronic. Generally, persisting chronic pain derives from the patho-
physiologic changes in tissues. Cancer painCancer pain is a sort of
heterologous combination of any types of pain described below so
that it is difficult to relieve such kinds of complex pain [2, 19, 20].

This type of pain represents the normal response to injury of tissues
or noxious insult of tissues. Its sensation is very important to warn
alarm of body change status. It alerts us to external stimuli, such as
pinprick or excessive heat, and internal stimuli, such as myocardial
ischemia in patients with coronary artery disease. Certain diseases
may generate recurrent or ongoing noxious stimuli to produce
chronic nociceptive pain [19].

This type of pain is caused by tissue injury followed by its inflam-
matory response. To aid healing and repair of the injured body part,
the sensory nervous system undergoes a profound change in its
responsiveness; normally innocuous stimuli now produce pain and
responses to noxious stimuli are both exaggerated and prolonged
[19, 21]. Heightened sensitivity occurs within the inflamed area
and in contiguous noninflamed areas as a result of plasticity in
peripheral nociceptors and central nociceptive pathways [22-24].
Typically, inflammatory pain disappears after resolution of the ini-
tial tissue injury. However, in chronic disorders such as rheumatoid
arthritis the pain persists for as long as inflammation is active [25].

Dysfunctional pain occurs in situations in which there is no identi-
fiable noxious stimulus nor any detectable inflammation or damage
to the nervous system. It is unclear in most cases what causes the
manifestation or persistence of dysfunctional pain [19]. In condi-
tions such as fibromyalgia, irritable bowel syndrome, and interstitial
cystitis, the pain appears to result from an autonomous amplifica-
tion of nociceptive signals inside the CNS [26, 27 ] with a disturbed
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balance of excitation and inhibition in central circuits [28] and
altered sensory processing that can be detected by functional
imaging [29].

Pain and loss of function are intimately associated with the reaction
of the nervous system to neural damage, and both provide impor-
tant diagnostic clues that such damage has occurred [19]. Periph-
eral neuropathic pain results from lesions to the peripheral nervous
system (PNS) caused by mechanical trauma, metabolic diseases,
neurotoxic chemicals, infection, or tumor invasion and involves
multiple pathophysiologic changes both within the PNS and in
the central nervous system (CNS) [30, 31]. Although treatment
targeted at the primary pathology is obviously essential, under-
standing the mechanisms responsible for the maladaptive plasticity
offers specific therapeutic opportunities to prevent the develop-
ment of neuropathic hypersensitivity and normalize function in
established neuropathic pain. Once neuropathic pain is generated,
the sensory hypersensitivity typically persists for prolonged periods,
even though the original etiologic cause may have long since dis-
appeared, as after nerve trauma. The syndrome can nevertheless
progress if the primary disease, such as nerve compression con-
tinues to damage the nervous system. Neuropathic pain is not an
inevitable consequence of neural lesions, though. On the contrary,
the pain associated with acute neural damage usually transitions to
chronic neuropathic pain in a minority of patients. This transition
to chronicity is most obvious after surgical nerve lesions where the
extent and timing of the lesion are defined [32].

4 Treatment of Cancer Pain with Western-Oriented Drugs

Target symptoms for several types of pain are many, and drugs are
dependent on the types of pain. Inhibitors of pain evoking prosta-
glandin synthases (cyclooxygenase 1 (COX-1) and COX-2) are
typical drugs, namely nonsteroidal anti-inflammatory drugs
(NSAIDs). And drugs that activate opioid receptor systems are
commonly used for treatment of cancer pain (Table 1) [2].

The approaches to analgesia may involve consideration of
disease-modifying therapy or any of a variety of specific therapies
(Table 1) [2]. Also, Auret and Schug [20] presented pain manage-
ment for the cancer patient in current practice and also future
development, showing methods of treatment of mild, moderate,
and severe cancer pain with opioids, NSAIDs, and other pain-
relieving drugs. In the homepage of “Cancer Research UK”, a
variety of western painkillers are shown to treat cancer pain [33].
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5 Herbal Medicines for Pain Treatment

In Asian countries, traditional herbal medicine of their own has
been frequently employed by themselves or in combination with
Western medicines for the treatment of pain arising from a variety
of disease symptoms [4, 6]. Herbal medicine combined with con-
ventional therapy is reported to be efficacious as an adjunctive
therapy for patients with cancer pain. However, they claim that
more research, including well-designed, rigorous, and larger trials,
is necessary [4]. In contrast, as far as Japanese kampo medicine, the
effectiveness of kampo medicine has been recently recognized with
scientific evidence-based experiments [12, 13, 34].

6 Pains in Cancer Patients and Kampo Medicine for the Treatment of Cancer Pain

6.1 Chemotherapy-
Induced Peripheral
Neuropathy (CIPN)

For cancer pain, 75-90 % cancer patients experienced pain during
their illness and up to 50 % of cancer pain is undertreated. It was
reported that one-quarter of the patients had newly diagnosed
malignancies, one-third of the patients are undergoing treatment,
and three-quarters of the patients with advanced disease experi-
enced pain [5]. For treatment of cancer pain, especially in Asian
countries, traditional herbal medicine has been used and it has been
used to meet patient needs in lieu of or as an adjunct to conven-
tional medicine [11]. Although CAM may be beneficial for alleviat-
ing cancer pain, the evidence levels were found to be low or
moderate and future large and rigor randomized controlled studies
are needed to confirm the benefits of CAM on cancer pain [6].
Recent scientific evidence of both basic and clinical research has
accumulated in many of the literatures in the case of Japanese
kampo medicine [12, 13, 34]. Here, we show the examples of
effectiveness of Japanese kampo medicine, for pain relief of cancer
patients, as follows.

Several chemotherapeutic drugs are known to be neurotoxic and
can lead to CIPN. It is one of the main dose-limiting toxicities in
oncologic treatments and a potential reason to terminate or sus-
pend chemotherapy, in some cases leading to disease progression
[35]. CIPNChemotherapy-induced peripheral neuropathy (CIPN)
involves damage to the peripheral nervous system and can produce
severe neuropathic pain [36, 37], sensory deficits, or gait
impairment [38] and can severely decrease the patient’s quality of
life [39]. Sensory symptoms usually develop before motor symp-
toms, because motor neurons are more myelinated [36, 40]. Distal
parts of the axons are the first affected, so sensory symptoms
typically start symmetrically and bilaterally from the tips of the
toes and fingers and progress proximally in a “stocking-glove”
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Table 2
Ingredients of rokumigan (RMG), hachimijiogan (HJG), and goshajinkigan
(GJG)

Herbal ingredients Kampo medicine
Rebmannine Radix Rokumigan Hachimijiogan Goshajinkigan
Corni Fructus (RMQG) (HJG) (GJG)

Dioscorene Rhbizoma

Alismatis Rhizoma

Poria

Moutan Cortex

Cinnamoni Cortex

Processi Aconiti Radix
(Bushi)

Achyranthis Radix

Plantaginis Semen

distribution [41]. The incidence of CIPN can reach levels of up to
92 % [42,43]. Some kampo medicines are reported to be useful for
management of CIPN.

GJ@G, which is composed of ten herbal medicines (Table 2), has
been widely used to treat disease-associated neuropathy (i.e. dia-
betic neuropathy) [44—46]. Animal investigations demonstrated
that GJGGoshajinkigan (GJG) suppresses oxaliplatin-induced
acutely occurred cold hyperalgesia [47] without affecting its anti-
tumor eftect [48]. Also, GJG prevented anticancer drug paclitaxel-
induced mechanical allodynia without impairing the antitumor
activity of paclitaxel [49].

More than half of patients treated with traditional Asian herbs
are reported to have effective relief of pain symptoms [50]. In case
of oxaliplatin therapy, it induces peripheral neuropathy that man-
ifests itselt as two distinct phases: acute cold hyperesthesia and
chronic peripheral hypoesthesia/dysesthesia; and chronic status is
a serious dose-limiting side effect that often leads to withdrawal of
treatment [51]. Quite recently we developed a rat model expressing
acute and chronic phases to investigate the action of GJG [51].
These rat models developed neuropathy for 8 weeks by injection of
oxaliplatin twice a week. This model showed atrophy of axons of
myelinated sciatic nerve fibers and co-administration of GJG ame-
liorated both abnormal sensations as well as histologic damage to
the sciatic nerve. We further determined active ingredients in GJG
and found that numerous neuroprotective components in GJG are
rapidly absorbed into the blood. Also, GJG and some ingredients
attenuated the generation of oxaliplatin-induced reactive oxygen
species, which is a possible mechanism of oxaliplatin-induced
neurotoxicity. From these results, we show that GJG is useful for
oxaliplatin-induced neurotoxicity. These further promising
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6.1.2 Bushi

6.1.3 Rokumigan (RMG)
and Hachimijiogan (HJG)

6.1.4 Shakuyakukanzoto

prophylactic ingredients are included in GJG, expecting novel
drugs for neuropathic pain [51].

Bushi (Processi Aconiti Radix), which is derived from aconite, is
contained in several kampo medicines such as GJG and hachimijo-
gan (HJG). It is known to be effective for streptozotocin-induced
diabetic autonomic neuropathy [52], paclitaxel-induced peripheral
neuropathy, and some other types of pain [45, 53]. In addition and
more importantly, Bushi has been effective for several types of
chronic and persistent pain including neuropathic pain. By using
rat nerve ligation (Seltzer) model mice, Shibata et al. showed that
this neuropathy was associated with the activation of microglia and
astrocytes in the spinal cord, and Bushi suppressed the activity of
astrocytes, resulted in analgesia in the mice [54]. These results
suggest that Bushi, even simple administration, could also be a
useful therapeutic strategy for treating CIPN.

RMG, which is composed of six herbal ingredients, HJG of RMG
+ 2 other ingredients (8 components), and GJG of HJG + 2 other
ingredients (10 components) are shown in Table 2. Andoh et al.
compared the effects of reducing activity of mechanical allodynia
induced by paclitaxel in mice [55], and found that the potency
to reduce mechanical allodynia was GJG > HJG and RMGRoku-
migan (RMGQG) failed to induce anti-allodynia effects. Although
underlying mechanisms for the effectiveness of reducing
anticancer-induced mechanical allodynia were not well known,
the herbal medicine Achyranthis Radix and Plantaginis Semen,
the ingredients containing only in GJG, would contribute the
inhibitory action of GJG on the exacerbation of paclitaxel-induced
allodynia. Some reports suggested that Plantaginis Semen and
Achyranthis Radix have an antioxidant activity [56, 57] and this
action may be involved in the prevention of an exacerbation of
paclitaxel-induced allodynia. Further, according to the results of
the efficacy between GJG and HJGHachimijiogan (HJG) [55], it is
possible that Cinnamoni Cortex and Processi Aconiti Radix (Bushi)
also have some ability to produce anti-allodynia effects. As men-
tioned above, Processi Aconiti Radix (Bushi) by itself inhibited
astrocytic activation to cause neuropathic pain [54].

Shakuyakukanzoto, a herbal medicine composed of two herbs
Paconine Radix and Glycyrrbizae Radix, was reported to have
anticholinergic and prostaglandin-production-inhibiting effects
[58], and it has been reported to have ability to reduce muscle
pain, muscle spasms, and numbness [59, 60]. In the status of CIPN
induced by paclitaxel, shakuyakukanzoto is also effective. With the
experimental rat model producing allodynial by single administra-
tion of paclitaxel, shakuyakukanzoto successfully relieved painful
peripheral neuropathy [61].
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Yokukansan is a Japanese kampo medicine comprising seven herbal
medicines (Atractylodis Lanceae Rbizoma, Hoelen, Cnidii Rbi-
zoma, Uncariae Uncis Cum Ramulus, Angelicae Radix, Buplenrs
Radix, and Glycyrrhizae Radix), and is used to control nighttime
crying in children and to treat insomnia and neurosis. Recent
studies indicate that yokukansan has been reported to improve
behavioral and psychologic symptoms associated with dementia
(BPSD), such as hallucinations, agitation, and aggressiveness in
patients with Alzheimer’s disease, dementia with Lewy bodies,
and other forms of senile dementia [16, 62-64].

Recent reports also showed that yokukansan controls neuro-
pathic pain as well as hallucinations and aggravation of dementia-
associated symptoms [65]. In the CIPN rat model producing
mechanical allochynia with nerve ligation, yokukansan improved
mechanical allodynia through the regulation of the expression of
interleukin-6, a well-known proinflammatory cytokine in the spinal
cord [66].

Chemotherapy-induced oral mucositis is a complication that is
frequently encountered in cancer patients and may delay the treat-
ment plan in the case of severe morbidity [67-69]. The oral muco-
sal injury involves chronic and/or intense pain, and affects
nutritional intake and oral hygiene, as well as increases the risk for
local and systemic infection, resulting in deterioration of the quality
of life [67, 70].

A Japanese kampo medicine hangeshashinto (HST) consists of
seven herbal crude drugs. From the sixteenth century to even now,
HST has been prescribed in Japan as one of the main kampo medi-
cine and targeted diseases and symptoms are as follows: acute or
chronic gastrointestinal catarrh, fermentative diarrhea, dyspepsia,
gastroptosis, nervous gastritis, gastrasthenia, hangover, belching,
heartburn, neurosis as well as stomatitis [ 34, 71 ]. HST was demon-
strated to inhibit pain and inflammation mediator prostaglandin E,
(PGE,) production in human gingival fibroblasts [72] and reduce
the PGE, contents in the colons of several animal diarrhea models
caused by anticancer drug, cholera toxin, or castor oil, resulting in
amelioration of inflammatory damage [73-75]. HST was investi-
gated for the preventive effects on inflammatory responses in lipo-
polysaccharide (LPS)-created human gingival fibroblasts as a model
of oral mucositis [72]. They showed that HST decreased the typical
mediator of inflammation and pain PGE, by suppression of cyto-
plasmic PGA,, and LPS-induced cyclooxygenase-2 expression.
Authors suggested that HST may be useful to improve gingival
inflammation in periodontal disease [72].

We, with the experimental animal and cellular models, revealed
that HST is a kind of multicomponent anti-PGE,; agent with multi-
targeting effects, at least having dual suppression of
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cyclooxygenase-2 expression and PGE, metabolic activity [69]. We
demonstrated that inducible PGE,, PGD,, and PGF,,, metabolites
of COX pathways were reduced by HST (10-300 pg/ml) without
any cytotoxic effects [69]. The active ingredients of HST were
quantified by LC-MS/MS, and [6]-shogaol, [6]-gingerol, wogo-
nin, baicaliein, baicalin, and berberine were shown to reduce PGE,
production. We further demonstrated that a mixture of these six
ingredients at concentrations equal to 300 pg/ml of HST strongly
suppressed PGE, production to the same level as HST. [6]-Shogaol
and [6]-gingerol did not decrease COX-2 mRNA expression and
mostly inhibit PGE, metabolic activity in an assay using intact
human oral keratinocyte cells, suggesting that they regulate PGE,
synthesis at the posttranscriptional level. In the mean time, wogo-
nin, baicalin, and berberine inhibited expression of COX-2 mRNA
without affecting PGE, metabolic activity. These lines of evidence
shows that HST includes several PGE,-regulating ingredients that
have different mechanisms and can function as a multicomponent
and multitarget agent for treatment of chemotherapy-induced oral
mucositis [69], indicating that HST may be beneficial in a new
medial strategy for chemotherapy-induced oral mucositis
treatment.

For the clinical study in 2010, Kono et al. [76] have shown that
HST was effective for chemotherapy-induced oral mucositis in a
pilot clinical study. In addition, double-blind, placebo-controlled,
randomized phase II study was recently conducted, which have
shown that the median duration of grade 22 oral mucositis of 5.5
versus 10.5 days (p = 0.018), indicating that HST had a significant
effect in the treatment of grade Z2 mucositis in patients with
colorectal cancer [77]. These results strongly indicate that HST
could be beneficial to the cancer patients who are suffering from
oral mucositis.

7 New Assay Method for Detecting Cellular Protein Targets for Extracts of Kampo
Medicines or Other Traditional Herbal Medicines

Electrical biosensors, also known as impedance-based biosensors,
consist of a substrate, an electrode, and a cell layer in close contact
with the electrode (Fig. 1) [12]. In the assay system, changes in
cellular impedance (i.e., induced extracellular currents (iec) or
induced transcellular currents (itc)) could be monitored in real-
time, and the fluctuation of impedance depended on activation of
cell surface target proteins followed by actin polymerization, thus
linking this change to cellular motion [78]. Since then, electrical-
based detections have been applied to study a wide variety of
cellular events and it is now accepted that the impedance value
corresponds to the sum of cellular events, including the relative
density of cells over the electrode surface and the relative adherence
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Fig. 1 (a) Photograph of the label-free assay system CellKey™ equipped with operation machine, and
principles of CellKey" impedance assay. iec induced extracellular currents, itc induced transcellular currents.
(b) Schematic diagram of impedance assay with cells and representative waves mediated by typical different
type of G protein-coupled, seven transmembrane receptors (Gots, Gotyso, and Gotg)

of these cells [12]. We have been studying cellular responses caused
by a variety of neurotransmitters or hormones that regulate cellular
functions through their own target proteins such as G protein-
coupled receptors (GPCRs), with a high-throughput system
CellKey™, which is designed to detect acute cellular responses in
96- and 384-well formats (Fig. 1a). By using the CellKey " system,
others and we have observed distinct response profiles depending
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on activation of cell membrane excitability proteins such as several
types of ion channels and GPCRs. By using this assay system,
ligand-activated cellular responses thus were detected in a real-
time (Fig. 1b) [12, 79, 80].

We observed that a kampo medicine rikkunshito actually mod-
ified and enhanced the orexigenic peptide ghrelin-induced receptor
activation with the CellKey' " assay system [81]. This ghrelin-
induced cellular enhancement by rikkunshito was already con-
firmed by measuring the rikkunshito-mediated enhancement of
ghrelin-induced intracellular Ca** concentration with Ca®* imag-
ing assay [82]. By using the CellKey  assay system, the actual
ingredients in kampo medicines affecting cellular signaling would
be identified as well [12, 79]. We previously described a review
regarding the CellKey " assay system as a State-of-the-Art biosensor
assay [79]. In this review, we expected that the CellKey  system
will lead to innovative drug development, and that new attractive
substances could be found from kampo extracts as well as from
other traditional herbal medicines [79].

8 Conclusion

Pain derived from cancer therapy as well as cancer itself is one of the
most incurable symptoms. Pain management is important in onco-
logic care and essential for maximizing patient outcomes. Recent
progresses regarding cancer pain treatment indicated that Japanese
kampo medicine could be useful for the treatment of cancer pain.
We introduced effectiveness of kampo medicines for the treatment,
in particular, CIPN and oral mucositis, in cancer patients treated
with chemotherapy and /or radiation therapy. We also introduced a
novel screening assay, CellKey ™ system, to find valuable ingredients
or substances from kampo medicine possibly as well as other tradi-
tional herbal medicines in all over the world.
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Chapter 4

Gastrointestinal Surgery and Herbal Medicine, Including
Rikkunshito

Yasuhiro Miyazaki, Shuji Takiguchi, Tsuyoshi Takahashi, Yukinori
Kurokawa, Tomoki Makino, Makoto Yamasaki, Kiyokazu Nakajima,
Masaki Mori, and Yuichiro Doki

Abstract

Anatomical and functional changes occur inevitably after gastrointestinal surgeries for several diseases such
as malignancies, functional disorders of the digestive tract, postoperative complications such as bowel
obstruction, and inflammatory bowel diseases. Since such changes induce various digestive symptoms
and complications, it is indispensable for gastrointestinal surgeons to pay attention to not only curability,
but also patients’ quality of life.

Recently, several reports including randomized controlled trial, which investigated the clinical effects of
herbal medicine to postoperative digestive symptoms, have been published. In this chapter, focused on the
gastrointestinal surgeries, current evidences with regard to herbal medicine therapy in this field are reviewed
and summarized.

Key words Gastrointestinal surgery, Gastrectomy, Colectomy, Ileus, Kampo, Herbal medicine,
Rikkunshito, Daikenchuto, Ghrelin, Quality of life

1 Consideration of Gastrointestinal Surgeries and Herbal Medicine Therapy

Several herbal medicines are well-known to act on digestive tract,
and they are often prescribed for treatment of many gastrointestinal
diseases, such as functional dyspepsia [ 1], chronic constipation, and
irritable bowel syndrome [2]. In addition, many recent reports
including randomized controlled trial, which investigated the pleu-
ral clinical effects of herbal medicine to postoperative digestive
symptoms, adverse events of chemotherapy in the associated field
with gastrointestinal (GI) surgeries and digestive tract malignan-
cies, have been published.

Here, herbal medicine therapy for patients with gastrointestinal
surgeries is summarized.
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2 Surgery-Related Disorders and Herbal Medicine

2.1 Upper Gl Surgery

2.1.1  Rikkunshito (RKT)

Gastrointestinal (GI) surgeries are performed aimed at cure for
several diseases such as malignancies, benignancy (such as func-
tional disorders of the digestive tract, adhesive short bowel obstruc-
tion), and inflammatory bowel diseases, although anatomical and
functional changes inevitably occur due to these procedures. These
changes can involve a number of different obstacles for patients,
such as stenosis, ileus, deep vein thrombus, digestive symptoms
(nausea, vomiting, anorexia, diarrhea, constipation, and so on),
so-called postgastrectomy symptoms [3], and others. The type
and degree of various postoperative complications caused by these
changes depend on the primary diseases, surgical site, and proce-
dure. Here, the authors divided GI surgeries to two categories:
upper GI surgery and lower GI surgery. According to these cate-
gories, treatments using herbal medicine for postoperative compli-
cations and symptoms are stated.

Various types of operations relevant to the upper GI tract are
performed, such as esophagectomy, gastrectomy, bypass, pancrea-
toduodenectomy, and others. No bariatric surgery is picked up in
this chapter since those obese patients’ backgrounds are disease-
specific and particular compared to other diseases.

Gastric cancer (GC) remains a major health problem, especially
in eastern countries, although the mortality rate has steadily
decreased in recent years. The primary treatment for GC is surgery,
which corresponds to gastrectomy. Although patients may be ren-
dered free of gastric cancer by gastrectomy, they will suffer from
“post-gastrectomy syndrome (PGS)”, which includes weight loss,
dumping syndrome, stasis syndrome, reflux esophagitis, alkaline
gastritis, and, finally, malnutrition [4, 5].

Several causes of these postoperative complications are derived
from hormonal and neurological changes. Gastrectomy affects the
digestive hormones such as ghrelin, motilin, vasoactive intestinal
polypeptide, leptin, somatostatin, and ghrelin, resulting in
impaired digestive function [6].

It is, of course, important to ameliorate PGS to restore postop-
erative quality of life (QOLQuality of life (QOL)). Currently, a
number of herbal medicines are manufactured on a modern indus-
trial scale under strict quality controls and prescribed as comple-
mentary and alternative medicine amongst patients with
gastrectomy and esophagectomy [7]. In this section, representative
herbal medicine therapy is presented and recent evidences of clinical
trials are summarized (Table 1).

Rikkunshito (RKT)Rikkunshito (RKT)Rikkunshito (RKT) (Tsu-
mura, Tokyo, Japan), a traditional herbal medicine, is prepared by
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2.1.2 RKT Effect on
Stasis in Patients after
Pylorus-Preserving
Gastrectomy

compounding eight herbal medicines: Ginseng radix (component
ratio = 4), Atractyloidis lanceae vhizoma (=4), Hoelen (=4), Pine-
liae tuber (=4), Aurantii nobilis pevcarpium (=2), Zizyphi fructus
(=2), Glycyrrbizae radix (=1), and Zingiberis vhizome (=0.5). RKT
has been traditionally used for dyspeptic symptoms, gastroesopha-
geal reflux disease (GERD), chemotherapy-induced dyspepsia and
anorexia (see Chap. 3.5.1) [1, 8]. Moreover, recent evidences have
shown the efficacy for PGS.

In animal experiments, RKT is reported to ameliorate gastric
distension via a nitric oxide (NO)-mediated pathway and improves
delayed gastric emptying [9]. Other reports documented the dual
action on the stomach which corresponded to relaxation of the
proximal stomach and increased contractions of the distal stomach
[1, 10]. In addition, most recent findings revealed the notable
ability of RKT for stimulated secretion of ghrelin [11-13] and
enhanced ghrelin’s activity due to several mechanisms such as the
ability of inhibiting the ghrelin-degrading enzyme in rodents and
humans [12, 14] (see Chap. 10). For the stated effect-efficacy
above (“prokinetic effects” and “ghrelin enhancer”), RKT is con-
sidered to be a very useful herbal medicine for the treatment of
PGS. Three human clinical trials for the treatment of PGS existed
and reviewed here.

Pylorus-preserving gastrectomy (PPG) [15] has been applied to
early gastric cancer to avoid the dumping syndrome and to reduce
bile reflux and also maintain normal mucosal integrity of the rem-
nant stomach [16, 17]. However, in some patients, undesirable
signs and symptoms, including residual food in the remnant stom-
ach, epigastric fullness, nausea, and vomiting due to delayed gastric
emptying still exists [18]. Others may use medication, although
there is no evidence.

Takahashi et al. considered that RKT having prokinetic effects
may decrease postoperative symptoms due to delayed gastric emp-
tying after PPGPylorus-preserving gastrectomy (PPG) and con-
ducted the clinical trial [19]. Eleven patients who underwent
PPG for early gastric cancer over 1 year after surgery enrolled to
this study. Study design was a crossover study due to the limited
number of patients. Patients in group A took RKT 7.5 g/day
before each meal for 4 weeks (on-treatment), after which the
RKT was discontinued for 4 weeks (oft-treatment). In contrast,
group B patients initially started from the off-treatment stage. After
that, on-treatment stage was performed. The authors evaluated the
patients’ QOL using the gastrointestinal Quality-of-Life Index
(GIQLI) [20] and the gastric emptying of liquids and solids with
emptying study (dual-phase scintigraphy).

The GIQLI scores for the on-treatment period (median score
118, range 71-134) were not different from those for the oft-
treatment period (122 (85-135)). Stasis-related symptom scores
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graded by the modified Visick scoring system were significantly
decreased from 3.9 + 4.4 during the off-treatment period to
2.7 + 3.1 during the on-treatment period. In contrast, the Sigstad
dumping scores for the on-treatment period was not statistically
different from those for off-treatment period (p = 0.355).

Dual-phase scintigraphy showed the significant difference of
only solid clearance, not liquid clearance between on- and oft-
treatment. Quantitative evaluation in these data revealed that solid-
phase radioactivity during the on-treatment period was more rapidly
evacuated from the remnant stomach than during the off-treatment
period (p = 0.0003), whereas liquid-phase radioactivity showed no
significant difference between the two periods (Fig. 1).

The authors concluded that RKT improved gastric emptying
especially for solid contents and ameliorated PGS after PPG.
Though in small quantity, this study revealed the prokinetic effect
of RKT not only in the subjective symptoms using the question-
naire but also in the objective assessment with scintigraphy. As for
the gastric motility, at least, RKT is considered to play an important
role to alleviate PGS.
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Fig. 1 Emptying of the remnant stomach after pylorus-preserving gastrectomy. Solid-phase radioactivity
during the on-treatment period was more rapidly evacuated from the remnant stomach than during the off-
treatment period (p = 0.0003), although liquid-phase radioactivity showed no significance
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2.1.3 RKT Effect on Post-
gastrectomy Syndromes as
Ghrelin Enhancer

Takiguchi et al. reported the clinical trial to investigate the effect of
RKT on PGS and ghrelin levels in early gastric cancer patients after
gastrectomy [21]. Twenty-five patients (16 males and 9 females)
who had undergone laparoscopic gastrectomy (17 distal gastrec-
tomy, 8 total gastrectomy) 6 months to 5 years after surgery
received RKT 7.5 g/day before each meal for 4 weeks, and a drug
withdrawal period was established for the next 4 weeks.

Changes in gastrointestinal hormones, including ghrelin, and
appetite visual analog scale scores were measured, and QOL was
assessed by using the European Organization for Research and
Treatment of Cancer core questionnaire QLQ-C30 [22]. The Dys-
function After Upper Gastrointestinal Surgery for Cancer
(DAUGS) scoring system [23] was used to evaluate gastrointestinal
symptoms after gastrectomy.

Hormonal studies showed that the mean ratio of the acyl-/
total ghrelin concentration increased significantly after RKT admin-
istration (Pre: 7.8 £ 2.1, 4 weeks: 10.5 + 1.7 %, p = 0.0026),
although no statistical changes due to RKT administration with
regard to nutritional status were observed. Serial changes in the
ratio of the active /total ghrelin concentration were shown in Fig. 2.
Administration and withdrawal of RKT increased and decreased the
ratio of the acyl- /total ghrelin concentration significantly, although
they had no significant influence on the concentrations themselves
of acyl- and desacyl-ghrelin.

The ratio of Acyl-/total

ghrelin concentration
(%) * +
14 |I

12 A

10 A

RKT

Pre 4 weeks 8 weeks

Fig. 2 Serial changes of the ratio of acyl-/total ghrelin concentration. Adminis-
tration and withdrawal of RKT increased and decreased the ratio of the acyl-/
total ghrelin concentration significantly (paired t test, Pre vs. 4 weeks
*p = 0.0026, 4 vs. 8 weeks, 'p = 0.0015)
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2.1.4 RKT Effect on Post-
gastrectomy Syndromes
After Proximal Gastrectomy
as Ghrelin Enhancer

QOL assessments revealed total DAUGS score, as well as the
scores reflecting limited activity due to decreased food consump-
tion, reflux symptoms, dumping symptoms, and nausea and vomit-
ing significantly improved after RKT administration. As to the
results of QLQ-C30 score, almost all types of scores showed no
statistical differences between administration and withdrawal of
RKT. With regard to only the functional status, patients scored
better after RKT administration and worse after withdrawal of
RKT (pre: 86 £ 11, 4 weeks: 96 £7, p < 0.01; 8 weeks:
86 £9,p < 0.01).

In the present study, the administration of RKT did not
increase the ghrelin concentration per se, which was different
from previous study with healthy volunteers. Author’s consider-
ation with regard to influence to ghrelin due to RKT administration
was described that it could be attributed to gastrectomy, because
ghrelin is predominantly secreted by gastric endocrine cells. Previ-
ous study has already reported a persistent decline of serum ghrelin
and bodyweight was commonly observed after total gastrectomy
[24]. Therefore, authors documented that it is unlikely that RKT
attenuates PGS through eliciting ghrelin secretion from the stom-
ach. Conversely, even in this study, administration of RKT showed
the elevation of ratio of acyl-/total ghrelin concentration as
enhancement of ghrelin activity. The mechanism of this phenome-
non was suggested to inhibition of ghrelin degrading enzyme due
to the components of RKT, 10-gigerol [14].

Gunji et al. reported the effects of RKT on the PGS and plasma
ghrelin levels in patients with gastric cancer who had undergone
proximal gastrectomy (PG) [43]. In this study, 19 patients over 6
months after PG were enrolled and plasma ghrelin levels, body-
weight, appetite, and Gastrointestinal Symptom Rating Scale
(GSRS) scores [25] were examined before and after 4-week admin-
istration of RKT.

The patients’ bodyweight increased significantly after the
administration of RKT (the average at baseline and after treatment;
56.8 and 57.2 kg, respectively (p = 0.008)). In the subgroup
analysis, the mean total GSRS score improved significantly from
2.6 £+ 0.6 before the administration of rikkunshito to 1.9 £+ 0.7
after administration because of the significant improvement in the
subscale scores for abdominal pain, acid reflux, diarrhea, and con-
stipation. Similar to the Takiguchi et al. report, neither their appe-
tite nor plasma acylated and deacylated ghrelin levels were
significantly affected.

Their conclusions were that RKT significantly improved PGS,
and its effect was possibly independent of the plasma ghrelin levels.
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2.1.5 Daikenchuto (DKT)

2.1.6 Effects of DKT on
Intestinal Motility After
Total Gastrectomy

2.1.7 Effects of DKT on
Stasis of Patients with
Jejunal Pouch Interposition
After Total Gastrectomy

Daikenchuto (DKTDaikenchuto (DKT)) extract powder is a mix-
ture of dried extracts from ginger root, ginseng, and zanthoxylum
fruit at a ratio of 5:3:2, by weight. DKTDaikenchuto (DKT) is one
of the popular herbal medicines which are prescribed for abdominal
pain and distension, for example postoperative ileus, after laparot-
omy. Although many experiments in vitro and vivo have already
revealed the mechanisms of DKT, for example, enhancing gastro-
intestinal motility and suppressing postoperative inflammation (see
Chap. 11), two human clinical trials of DKT for patients with
gastrectomy are summarized, in this section.

Small-scale prospective randomized trial for investigating the
effects of DKT after total gastrectomy was reported by Akamaru
et al. [26]. In this trial, patients with gastric cancer scheduled for a
total gastrectomy were randomly assigned before surgery to
receive either no treatment (# = 40; control group) or DKT
(7.5 g/day, t.i.d.) for 3 months (z = 41) postoperatively. Stool
attributes, the quantity of bowel gas, patients’ QOL using GSRS,
and the incidence of postoperative ileus were evaluated.

Significant differences were observed in the point of stool-
related items and the quantity of bowel gas only during the hospital
stay. The number of stools per day in the DKT group and controls
was 1.1 + 0.6 versus 0.8 &+ 0.4, respectively (p = 0.037). Stool
consistencies (Bristol scale ratings [27]) were 3.7 + 0.8 wvs.
3.1 £ 0.8, respectively (p = 0.041). The DKT group showed sig-
nificant reductions in gas volume scores, calculated from abdominal
radiographs, at 7 days, 1 month, and 3 months after surgery. The
groups did not show significant differences in QOL or in the
incidence of postoperative ileus.

The authors concluded that not any superiority in the DKT
group was observed over untreated group in terms of clinical
significance, although DKT improved bowel movements, stool
properties, and bowel gas.

Intestinal motility after gastric surgery frequently is disturbed and
results in postoperative intestinal symptoms and poor QOL, espe-
cially for intestinal pouch reconstruction. Endo et al. reported the
clinical trial to investigate the effects of DKT on intestinal motility of
jejunal pouch and postoperative QOL of patients [20]. Seventeen
patients who underwent total gastrectomy with jejunal pouch inter-
position for gastric cancer were enrolled. The patients were assigned
randomly to the crossover study with or without 15 g/day of DKT.

Questionnaires, scintigraphy tests at the end of each treatment
period, and a manometric study revealed the improvement of stasis-
related symptoms by DKT (p = 0.032) and acceleration of empty-
ing of both liquid (p < 0.01) and solid (p = 0.015) meals from the
pouch due to DKT. In addition, the pouch showed bursts of
contractions, which were increased significantly by oral intake of
DKT (p = 0.028).
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2.2 Lower GI
Surgeries and Other
Surgeries

2.2.1 Daikenchuto (DKT)

2.2.2 Clinical Effects of
DKT on Gastrointestinal
Function and Surgical
Inflammatory Response
Following Colon Surgery

Combined with the reports of Akamaru et al. described above,
effects of DKT on intestinal motility for patients with gastrectomy
may be beneficial for elevated function of intestinal reconstruction,
not PGS.

In contrast to upper GI surgeries, bowel manipulation is mandatory
in lower GI surgeries, which lead to intestinal adhesion. Therefore,
most popular and dealt with surgery-related complications of lower
GI surgeries is postoperative ileus (POI) including adhesive small
bowel obstruction (ASBO), although POI occurs, of course, after
other major abdominal surgeries including upper GI surgeries. A
previous report showed that intestinal obstruction due to adhesion
occurs in approximately 11 % of patients with total colectomy [28].
Despite the use of the enhanced recovery after surgery protocol
that is supposed to stimulate and enhance gut motility [29], POI
has been a major complication that remained to be solved.

In fact, in current reports, herbal medicine for patients who
undergo lower GI surgeries and others including hepatectomy and
pancreatoduodenectomy is DKT for prevention and treatment of
POI and ASBO. In this section, recent evidences of clinical trials
with regard to DKT in lower GI surgeries are presented (Table 2).

Several animal studies reported that DKT administration into prox-
imal small intestine dose dependently increased the motility of the
duodenum and jejunum in dogs [30]. Prokinetic effect of DKT on
intestinal dysmotility is derived from cholinergic and serotonergic
mechanisms since DKT stimulated acetylcholine release in porcine
ileal smooth muscle [31]. Prokinetic effects on ascending colon
emptying were also reported in healthy adult human [32].

Katsuno et al. reported a randomized, double-blind, multicenter,
placebo-controlled study to determine whether DKT accelerates
recovery of gastrointestinal function in patients who underwent
“open” colectomy for colon cancer [33]. In this trial, patients
received either placebo or Daikenchuto (15.0 g/day, t.i.d) between
post-operative day (POD) 2 and POD 8. Primary endpoints
included time to first bowel movement (BM), frequency of bowel
movement, and stool form. Secondary endpoints were evaluation
of QOL according to GSRS and Functional Assessment of Cancer
Therapy-Colorectal FACT-C scale, serum C-reactive protein
(CRP) levels, and the incidence of POI.

Finally, 336 patients (174 DKT group, 162 placebo group)
were analyzed. Unfortunately, this study did not demonstrate the
clinical benefits of DKT adequately. Concretely described, the time
to first BM (Cox proportional hazards model, Log rank test:
p = 0.921) was not different between the DKT and the control
groups. As for frequency of BM, both groups demonstrated almost
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similar serial changes of number of BM after surgery. Rather, the
frequency of BM in the DKT group at PODS8 was significantly
lower than that in the control group (p = 0.024). In addition, no
significant differences with regard to all of secondary endpoints
were observed.

The authors considered that, based on the negative results,
open surgery (laparotomy), intestinal manipulation, and exposure
to air may cause deterioration of gastrointestinal motility to a
greater extent than expected. Additionally, further considerations
with regard to the dose, method, and duration of DKT administra-
tion in open surgery, not laparoscopic surgery, are required for
future clinical trials.

Yaegashi et al. reported the effect of DKT on preventing POI
following open colectomy, a small-scale randomized trial [34].
DKT group (7.5 g/day, 2.5 g t.i.d, » = 26) had significantly faster
time until fast flatus (67.5 £ 13.6 h) and bowel movement
(82.9 £ 17.8 h) and colonic transit time (91.9 £+ 19.8 h) which
were measured using radiopaque markers and abdominal radio-
graph than control group (# = 15), (77.9 £ 11.8, 99.5 £+ 18.9,
1152 £ 12.8 h).

In the recent comparative study, Yoshikawa et al. showed the
effect of DKT on the postoperative inflammation following laparo-
scopic colectomy [35]. Thirty patients who underwent laparo-
scopic colectomy for colorectal carcinoma were divided into two
groups: a DKT group (# = 15) and a control group (n = 15).
DKT group took 7.5 g/day of DKT from PODI1 to POD7.
Inflammation parameters, such as body temperature, WBC count,
lymphocyte count, and CRP level were evaluated and compared
between the two groups.

Although patients’ mean age of DKT group and D3 lymph
node dissection were significantly younger and more often than
control group, the CRP level on the POD3 and the time until fast
flatus in the DKT group were significantly lower and shorter than
the control group (4.6 £ 0.6 vs. 8.3 £ 1.1 mg/dl, 1.8 £ 0.5 vs.
2.7 £ 0.5 days).

The conclusion of this study was that postoperative DKT
administration significantly suppressed the CRP level and short-
ened the time until flatus. This is the first report that both of DKT
effects, such as anti-inflammatory and enhancing gastrointestinal
motility, were shown in human clinical trial. However, attention
needs to be paid to interpretation of these results in this study since
it was a non-randomized, small-scale study. Therefore, further
large-scale, randomized comparative study will be warranted.

Kanazawa et al. reported that continuous administration of
DKT over 1 year after surgery for Crohn’s disease was a clinically
useful and feasible maintenance therapy for the prevention of post-
operative reoperation by the anti-inflammatory effect of DKT [36].
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2.2.3 Postoperative lleus
and Other Gl Surgeries
(Table 3)

Since this study was a retrospective study and included several
surgical procedures and a variety of patients’ demographics, the
results should be interpreted with caution.

One article of a placebo-controlled very small-scale randomized
study which investigated the direct effect of DKT on POI after
various abdominal surgeries existed [37]. Twenty-four patients
with POI were randomly assigned to 15 g/day of oral DKT
group (n = 13) or placebo group (# = 11). The results were that
the frequency of surgical operation for POI was significantly lower
in the DKT group (# = 5) than in the placebo group (# = 10).
Another study as a propensity score analysis, which was a retrospec-
tive observational study using the diagnosis procedure combination
(DPC) inpatient database in Japan, was performed to evaluate the
effect of DKT on patients with POI following colorectal cancer
surgery who received long-tube decompression (LTD) with or
without DKT administration [38]. Although success rates of LTD
were not significantly different between DKT users and non-users
(84.7 vs. 78.5 %, p = 0.224), DKT users demonstrated shorter
duration of LTD (8 vs. 10 days, p = 0.018) and shorter duration
between long-tube insertion and discharge (23 vs. 25 days,
p = 0.018).

No high-quality evidences, such as the results of prospective
randomized study with sufficient sample sizes, can prove the clinical
significance of DKT against POI. However, several published data
suggest the usefulness of DKT on POL.

Since all of abdominal surgeries often induce disturbance of
bowel movement and POI, several investigators have focused on
the effect of DKT even in hepatobiliary and pancreatic surgeries
other than GI surgeries.

Three articles reported the results with regard to the effects of
DKT after hepatic resection [39—41]. Most current article among
them was the multicenter, phase III trial in Japan with regard to
DKT administration for patients with hepatectomy [41]. A total of
231 patients were randomly assigned to receive either oral doses
15 g/day of DKT or placebo control from preoperative day 3 to
PODI10. This large prospective study revealed that DKT could
accelerate the first bowel movement, and in patients with grade B
liver damage DKT tended to decrease serum CRP levels. Moreover,
in addition to prospective cohort DKT study which demonstrated
the reduction of the incidence of POI in pancreaticoduodenectomy
(PD), phase III randomized control trials of 15 g/day DKT on
postoperative bowel motility and paralytic ileus after PD have been
already conducted in Japan [42].
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3 Total Summary and Future Prospects of Herbal Medicine Gastrointestinal

In this chapter, current evidences with regard to herbal medicine
therapy in GI fields are reviewed and summarized. Rikkunshito in
upper GI field and Daikenchuto in lower and other GI field play
main roles not only in ameliorating postoperative symptoms and
complications, but also improving patients” QOL.

Although many scientific and high-quality data even in this field
are available in animal model, real human clinical data and evidences
with regard to efficacy of herbal medicine in GI surgery remain
insufficient due to the lack of large-scale randomized trials. There-
fore, optimal dose and duration of herbal medicine in several GI
surgical procedures have been uncertain yet and establishment of
proper prescription, which is based on the high-quality evidences
for treatment of patients with abdominal surgery, will be required

Surgeries
in the near future.
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Chapter 5

Constipation and Herbal Medicine

Norio lizuka

Abstract

Constipation is unsatisfactory defecation characterized by a variety of bowel symptoms such as difficulty
passing stool, hard stool, and a feeling of incomplete evacuation. The multifactorial causes of constipation
might limit the clinical efficacy of current conventional treatments that use a single drug that acts through
only one pathway. Herbal medicines capable of targeting multiple organs and cellular sites are great
fascinating from the standpoint of a holistic approach, making it possible to complement the shortcomings
of the current Western medical system. In Japan, herbal medicines have been used throughout history as
foods and medicines and currently Japanese physicians can use a standardized form of herbal combination
with high quality.

This review provides an overview of the clinical application and pharmacological action of two types of
Japanese herbal medicines (JHMs), Rhei rhizoma-based JHMs including Daiokanzoto and Mashiningan,
and Kenchuto-based JHMs including Daikenchuto and Keishikashakuyakuto, in the treatment of consti-
pated patient by combining the molecular basis of action drawn from many literatures and the unique
theory of Japanese traditional medicine, known as Kampo medicine.

Key words Constipation, Herb, Herbal medicine, Kampo, Traditional medicine

1 Introduction

Constipation is a syndrome characterized by a variety of bowel
symptoms such as difficulty passing stool, hard stool, and feelings
of incomplete evacuation. It is reported that 12-19 % of people
throughout the world suffer from constipation with symptoms
varying by geographic location [1-3].

Constipation is usually caused by a wide variety of primary and
secondary causes [4]. Primary constipation arises from intrinsic
defects in colonic function or malfunction of the defecation pro-
cess, whereas secondary constipation is related to organic disease,
systemic disease, or medications [4]. Thus, the multifactorial causes
of constipation would limit the clinical efficacy of current conven-
tional Western treatments since these drugs act through a single
pathway [5]. To complement these shortcomings and provide a
complete holistic approach, herbal medicines capable of targeting
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multiple organ sites may be used [6, 7]. Many traditional herbs and
herbal combinations have been used throughout history as foods
and medicines in the world [8-12] and are applied to current
western medical practices as complementary or alternative therapies
by using standardized herbal combinations with consistent quality
and quantity of constituents in Japan [13]. These herbs contain a
variety of components; however, it remains unclear how their com-
ponents exert their biological effects and interact with other com-
ponents in the herb. To better understand the biological activities
of herbs as complex drugs derived from nature, many studies have
elucidated the roles of each of major components in the biological
activity of an herb [7]. Especially, consistent quality of herb and
constituents are very important in the viewpoint of the evidence
level on clinical trials; therefore, this review highlights basic and
clinical studies with use of Japanese herbal medicines (JHMs)Japa-
nese herbal medicines (JHMs).

This review provides a framework to better understand the
clinical and pharmacological efficacy of JHMs on constipation by
(1) explaining the unique history and theory of Japanese traditional
medicine, Kampo medicine (KM); (2) summarizing classic JHMs
used for constipation; (3) explaining the clinical application and
pharmacological action of Rhei Rhizoma-based JHMs and
Kenchuto-based JHMs including Daikenchuto.

2 The Unique History of Kampo Medicine (KM)

KM is another term for traditional Japanese medicine based on
traditional Chinese medicine (TCM) [14] that was likely intro-
duced to Japan directly or by way of Korea around the Fifth or
Sixth Century. During the Edo period (Seventeenth to Eighteenth
Century), KM evolved uniquely as holistic medicine and gained the
first popularity; however, in the Meiji period (i.e., Nineteenth
Century), it began to decline by rapid introduction of western
medicine such as German medical system and was outside of the
mainstream of the medical system and education in Japan. In the
Showa period (i.e., 1960s), KM gained the second popularity in
support with integration into Japan’s health care system.
Currently, Japanese physicians can use fixed combinations of
herbs, 148 government-regulated prescription JHMs, in standar-
dized proportions on the basis of the classical literature of TCM
[15]. Notably, it was reported that 70 % of the 200,000 physicians
prescribed JHMs in their daily clinical practice in 1993 [13]. How-
ever, most of physicians who graduated from medical universities or
colleges without KM education 15 years ago cannot understand the
differences in the thinking process and approach of Western and
KM medical systems, and cannot make good use of JHMs in the
daily medical practice. This problem would be solved in the near
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future, because KM has been integrated to medical education
program at all the 80 Japan’s medical universities and colleges for
the last decade. Exclusively, the current problem that we Japanese
physicians face is to standardize the education for KM to uniform
various modes of medical system caused by different schools such as
the Kohoha and Goseiha.

3 The Unique Theory of KM

There is a marked difference between Western medicine and tradi-
tional Asian medicines such as TCM, KM, and traditional Korean
medicine [7]. Western medicine specifically and efficiently attacks
abnormal organs or cells by targeting the cause of the disease. More
specifically, Western medicine focuses on pathogenesis rather than
host reaction. In contrast, KM is concerned with the host’s reaction
to the pathogen, and thus focuses on the host’s inherent ability to
promote health by targeting multiple organs or cells concurrently.
This is largely due to the fact that JHMs contain a combination of
herbs, and thus a vast array of constituents. An evidence-based
approach fails to assess efficacy when studying individualized med-
icines under the KM system because the end points are somewhat
unclear. This is an issue that requires further investigation in future
studies.

Similar to TCM, KM uses patterns (Sho in Japanese) to deter-
mine a suitable herbal combination for each patient. While TCM is
based on the theory of the Ming Dynasty, KM was separated from
this theory and then reestablished based on a different theory,
Shang Han Lun, during the Edo period [13]. While organ systems
are very important for determining medication patterns in TCM,
they are not utilized in KM because Japanese KM specialists wish to
avoid overlap with terms used in Western medicine. Thus, KM
patterns are quite unique. One possible reason for this may be the
fact that TCM prescriptions are individualized at the herbal level,
while KM prescriptions are individualized at the formula level [13].

KM defines chronic health conditions as, for example, defi-
ciency, intermediate (i.e., between deficiency and excess), and
excess patterns in the whole body and Qi-blood-fluid. Qi, or life
energy, is sourced from food and air. There are three types of
abnormal Qi patterns: Qi deficiency, Qi stagnation, and Qi coun-
terflow. Blood is a red fluid moved by Qi. There are two types of
abnormal blood patterns: blood deficiency and blood stasis. Fluid,
in contrast to blood, is a colorless and transparent liquid. In KM,
illness is caused by an imbalance of these three elements. In deter-
mining KM patterns (i.e., Sho), physicians specializing in KM also
use several parameters (i.e., yin—yang, deficiency—excess, cold—heat,
interior—exterior, and six stages of acute febrile diseases) other than
Qi blood fluid [7, 13, 16]. They can individualize constipation
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treatments by determining KM patterns with use of the following
four traditional examination methods: inspection, listening and
smelling, interviewing, and palpation [16]. Under KM theory,
constipation is thought to be caused mainly by deficiency and
cold patterns, specifically Qi deficiency, and other patterns (inter-
mediate or excess) caused by Qi stagnation, blood deficiency, or
blood stasis (Fig. 1).

4 JHMs Used for Constipation

JHMs are composed of various medicinal herbs. Figure 1 shows
representative JHMs and their ingredients (i.e., herbs) used for
constipation. There are two classes of JHMs, Rhei Rhizoma-based
JHMs (class A) and Kenchuto-based JHMs (class B), both of which
are frequently used for constipation [7, 17]. Information
concerning herbs in KM were obtained from an online list of
package inserts (http://plaza.umin.ac.jp/~kconsort/framepage.
html).

Physicians specializing in KM usually use Rhei Rhizoma-based
JHMs (class A) to treat constipated patients with excess or interme-
diate patterns, most of whom show atonic constipation [7, 17]
(Fig. 1). One possible reason for this is that sennoside A, aloe-
emodin, and rhein, which are the main components of Rhei

Components of JHMs

Japanese herbal medicines (JHMs)

Class | Kampo patterns

Daiokanzoto A Intermediate

Tokakujokito A |Excess | |

Bofutsushosan A Excess | . 1 ——
Tsudosan A Excess | | |

Mashiningan A Intermediate

Junchoto A Intermediate |

Daikenchuto B fency and cob -

Keishikasyakuyakuto B Deficiency and cold . | i i

Shokenchuto B Deficiency and col | | 1] i
Keishikasyabuyakudaioto B |Deficiency and cold .

>5g 014, ]

Botanical name Botanical name Herb name )
1 GO Bl Coidium Rhizome Cnidi Rhizoma
pl Anhydrous Mirabiitum pied Sappan Wood Sappan Lignum
SREHEN Koot Scs e bad ek SopMkmy . . g means gram per one herbal combination
Tak Taloum Crystallinum Citrus Unshin Ped Aurantii Nobilis Pericarpium gt et i 4
Procesed Ginger Zingiheris Siccatum Rhizoma Fi] Ta panese Angelica Root Angeficae Radix Class A: Rhei-Rhizoma-based JHMs
i Glyeyrrhizae Radix 1] Peach Kemel Persicae Semen Class B: Kenchuto-based JHMs

8 h:nﬁatwe Orange

Panacis Ginseng Radix

Aurantii Fructus Immaturns fid Mentha Herba Menthae Herba

EN Apricot Kernel Armmeniacae Semen 1 Rhirome F viodis Rhiroma
0] schizonepeta Spike Schizonepetae Spica k] saposhndiovia Root Glehniae Radix cum Rhizoma
[} Cinnamon Bark Cinnamomi Cortex B Fphedra Herh Ephedrae Herba

12 RASTINES) Saccharum Granorum X Hemp Seed Camnabis Fructus

[E) Safflower Carthami Flos EE] Ababia Stem Akebize Caulis

|B] Mignolia Bark Algnoliae Cortex g2 Forsythia Fruit Forsythine Fructus
[B) Gardenia Fruit Cardeniae Fructus

1 7a nthoxylom Fruit Zanthoxyli Fructus

[N Febhmannia Root Rehmannize Radix

(B Peony Root Paeonie Radix

8] Ginger Zingheris Rhizoma

pli] Gypaum Gypsum Fibrosam

Fig. 1 Representative Japanese herbal medicines (JHMs) used for constipation. Note that there are two
representative JHMs, Rhei-Rhizoma-based JHMs (class A) and Kenchuto-based JHMs (class B) that are
classified by combination patterns of herbs that are obtained from the package insert of Tsumura Kampo
Formulation for Prescription (http:/plaza.umin.ac.jp/~kconsort/framepage.html)
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Rhizoma, have anti-inflammatory activities [18], and as a result,
draw heat from the patient. Therefore, their pharmacological
actions may cause harm in constipated patients with deficiency
and cold patterns.

The word “Kenchuto” means an herbal combination that can
improve the dysfunction of the alimentary tract [19]. Kenchuto is
classified into two types, Daikenchuto and Keishikashakuyakuto,
based on herb combinations. Interestingly, although these two
types of JHMs have different herb combinations, they have similar
functions in terms of promoting bowel movements (Fig. 1). KM
physicians typically use Kenchuto-based JHMs (class B) to treat
constipated patients with deficiency and cold patterns who also
report general fatigue due to Qi deficiency (Fig. 1). In Japan,
Kenchuto-based JHMs are frequently prescribed when patients
with deficiency and cold patterns develop constipation-
predominant irritable bowel syndrome (IBS) [16]. In particular,
contraction of the rectus abdominis muscle ( Fukuhikokyn in Japa-
nese) is often found in patients with constipation-predominant IBS.
KM physicians recognize empirically that Paconiae Radix, a main
component of Kenchuto-based JHMs, promotes relaxation of the
rectus abdominis muscle [16] as well as smooth muscle of the
intestinal tract. Therefore, for patients with IBS, contractions of
the rectus abdominis muscle can be used as a selection criterion for
Kenchuto-based JHMs.

5 Clinical Application and Pharmacology of Rhei-Rhizoma-Based JHMs

Rhei Rhizoma (Rhubarb in English and Daio in Japanese) is one of
the most frequently used herbs for constipation throughout the
world. Rhei Rhizoma contains dianthrone glycosides (sennosides A
to F) and anthraquinones (e.g., rhein, aloe-emodin, emodin, phys-
cion, chrysophanol) [20-22]. Among these components, senno-
sides (i.e., stimulative laxatives) have been well documented for
their pharmacological action on constipation [23]. Sennosides A
and B play a central role in the motility of the alimentary tract as
prodrugs that are converted to an active principle, rheinanthrone,
by intestinal microbiota [20, 21]. More recently, it was reported
that sennoside A may exert a laxative effect by inhibiting water
transfer from the intestinal tract to the vascular side via decreasing
aquaporin-3 expression in the colon [24]. Thus, sennoside A would
contribute to ameliorate both difficulty passing stool and hard stool
in the constipated patient.

Daiokanzoto is a representative Rbei rhizoma-based JHM that
is widely used to treat constipated patients with intermediate pat-
terns (Fig. 1). Notably, it comprises only two herbs (Rbei rhizoma
and Glycyrrbizae radix). Therefore, the pharmacological action of
Daiokanzoto appears similar to that of sennoside, a main
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component of Rhei Rhizoma (Fig. 1). Inversely, a patient’s
response to sennoside may predict the clinical efficacy of Rhei
Rhizoma-based JHMs. For example, KM physicians would not
empirically prescribe Daiokanzoto for constipated patients deemed
unresponsive to sennoside in the medical interview [17]. Alterna-
tively, Daiokanzoto has beneficial effects on oral mucositis, a disease
that results from increased cell death induced by chemotherapeutic
agent 5-fluorouracil (5-FU) [25]. Taken together, Daiokanzoto
may improve both constipation and quality of life in cancer patients
treated with 5-FU-based chemotherapy, although further studies
are required to gain deeper insight into its pharmacological actions.

Bofutsushosan, Tsudosan, and Tokakujokito also belong to
“jokito” group that contains two main herbs: Rhei Rhizoma and
Anhydrous Mirabilitum (Bosho in Japanese) (Fig. 1). Anhydrous
Mirabilitum is a sodium sulfate similar to magnesium sulfate that
acts as a salt-based laxative [7, 17]. Bofutsushosan, Tsudosan, and
Tokakujokito are considered strong laxatives due to their stimula-
tive and salt-based functions [17]. Among these three JHMs, Tsu-
dosan and Tokakujokito are used for constipated patients with
blood stasis (Oketsu in Japanese) [7]. Several herbs (Carthami
Flos, Sappan Lignum, Angelica Radix, and Persicae Semen) used
in Tsudosan and Tokakujokito improve blood stasis by inhibiting
blood coagulation and causing vasodilation [7]. For example,
Angelica Radix contains coumarin derivatives, which have inhibi-
tory effects on platelet aggregation and blood coagulation [26].
Bofutsushosan is also used for constipated patients with Qi stagna-
tion (Kitas in Japanese) [7]. Daiokanzoto and these three JHMs
are frequently used in patients with atonic constipation without
deficiency and cold patterns.

Junchoto and Mashiningan are unique Rhei Rhizoma-based
JHMs that contain small amounts of Rhei Rhizoma and Cannabis
Fructus (Mashinin in Japanese) (Fig. 1). In Japan, KM physicians
prescribe Junchoto and Mashiningan exclusively for elderly patients
who have spastic constipation (i.e., type 1 of Bristol Stool Chart)
[7, 17]. Cannabis Fructus is an herb obtained from Hemp Seed
that is a rich source of plant oil: therefore, this herb also contains
large amounts of fatty oils, including olein, linolein, and linolenin,
with actions similar to the bulk-forming laxative, polycarbophil
calcium [27]. It was reported that intake of meals containing
Cannabis Fructus reduced H,O, toxicity markedly, indicating
that Cannabis Fructus exerts a profound antioxidant effect [28].
For example, this antioxidant effect of Cannabis Fructus would
confer another benefit in the management of bowel movement of
elderly patients with Alzheimer’s disease and cardiovascular disease.

In most patients with constipation, Junchoto or Mashiningan
soften stool. Generally, constipated stool is dry, hard, and difficult
to pass. Therefore, the combination of Rhei Rhizoma, which pro-
motes movement of the alimentary tract, and Cannabis Fructus,
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which softens stool, may prove effective for any type of constipa-
tion, including atonic and spastic constipation [7, 17]. Mashinin-
gan has been proven efficacious for functional constipation in a
randomized double-blind, placebo-controlled study [29]. In that
study, responder rates for the Mashiningan and placebo groups
were 43.3 and 8.3 % during treatment and 30.0 and 15.0 % at 8-
week follow-up, respectively (P < 0.05). The authors suggest that
Mashiningan increases complete spontaneous bowel movement,
relieves the severity of constipation and straining to evacuate, and
effectively reduces the need for a laxative.

6 Clinical Application and Pharmacology of Daikenchuto, One
of Kenchuto-Based JHMs

Daikenchuto, one Kenchuto-based JHMsmember of the
Kenchuto-based JHM family, has a wide range of pharmacological
actions and therefore is the most commonly prescribed JHM,
which is composed of four herbs: processed ginger (Kankyo in
Japanese), Ginseng Radix Rubra ( Nizjin in Japanese), Zanthoxyli
Fructus (Japanese pepper, Samsho in Japanese), and Saccharum
Granorum (maltose powder derived from rice, Koz in Japanese)
[30] (Fig. 1).

Among the four herbs, due to a lack of relevant studies, the
precise pharmacological action of Saccharum Granorum, a disac-
charide with high osmotic pressure, remains unclear. However, it is
not difficult to suspect that it might affect stool consistency and the
motility of the alimentary tract in a manner similar to that of
lactulose, an osmotic laxative [7, 17].

Zanthoxyli Fructus contains hydroxy-sanshools (alpha and
beta), which act as a serotonin receptor agonist via the cholinergic
neuron system to enhance intestinal peristalsis [30]. Its pharmaco-
logical action is similar to that of the serotonin receptor agonist
mosapride [17]. Indeed, this concept is supported by the findings
that the intestinal motility increased by Daikenchuto is inhibited by
several serotonin receptor antagonists [31-33]. Recently, Kono
et al. demonstrated that hydroxy-sanshools activate intestinal epi-
thelial transient receptor potential cation channel, subfamily A,
member 1 (TRPAL) [34], which is highly expressed in enterochro-
maffin cells (serotonin-releasing cells) and may prove to be a novel
target for constipation. In addition to the effects of these individual
constituents, a recent study showed that Daikenchuto activates
nicotinic acetylcholine receptors, which accounts for its effects on
motility [35]. Kikuchi et al. reported that pretreatment with atro-
pine, hexamethonium, ondansetron, (5-hydroxytryptamine-3
receptor antagonist), or capsazepine (antagonist for transient
receptor potential cation channel, subfamily V, member 1
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(TRPV1)) inhibited Daikenchuto-induced colonic contractions in
adog model [36]. This suggests that orally administered Daikench-
uto stimulates colonic motility via TRPV1, muscarinic, nicotinic,
and 5-hydroxytryptamine-3 receptors.

Processed ginger contains 6-gingerol and 6-shogaol, which
have vanilloid structures, and possibly act as stimulators of
TRPV1, formerly known as vanilloid receptor 1 [7, 17] as well as
hydroxy-sanshools [37]. These constituents play an important role
in promoting the movement of alimentary tract via sensory nerves.
In addition, both gingerols and shogaols have anti-inflammatory
and circulatory effects in the alimentary tract via modulation of
mitogen-activated protein kinase (MAPK), protein kinase B (Akt),
and NF-kB activities [ 38—41].

Ginseng radix plays an important role in increasing blood
supply to the alimentary tract via vasodilation [42]. It was reported
that Ginseng radix is mainly responsible for the increase in colonic
vascular conductance (CVC)Colonic vascular conductance (CVC)
induced by Daikenchuto at 15 min, whereas Zanthoxyli Fructus is
mainly responsible for the increase in CVC induced by Daikench-
uto at 45 min and later [42]. Ginseng Radix has also been shown to
increase blood supply to other organs, including brain tissues [43].

In conjunction with the pharmacological actions of individual
herbs, it is likely that Daikenchuto has two major pharmacological
actions, amelioration of the motility of the alimentary tract and
promotion of blood supply to the alimentary tract via vasodilation
[30-33,42, 44]. Many studies have shown that Daikenchuto ame-
liorates the motility of the alimentary tract via the cholinergic
neuron system (serotonin and nicotinic acetylcholine receptors),
substance P, motilin, and TRPV1 in several rodent and dog models
with use of receptor antagonists or inhibitors [32, 33, 36, 45, 46].
Several studies have shown that oral administration of Daikenchuto
by healthy individuals increases plasma levels of substance P and
motilin, which promote, either directly or indirectly, the motility of
the alimentary tract [45, 46]. Increased intestinal blood supply by
Daikenchuto is very fascinating from the standpoint of long-term
maintenance of digestive function. To the best of our knowledge,
no other pharmaceutical laxatives produce the effect on blood
supply to the alimentary tract. Both 6-shogaol extracted from
processed ginger and hydroxyl-alpha-sanshool extracted from
Zanthoxyli Fructus have been shown to increase intestinal circula-
tion via calcitonin gene-related peptide (CGRP) and adrenomedul-
lin (ADM) [42]. Ginseng Radix has also been shown to increase
blood supply to other organs, including brain tissues [43]. These
findings help explain why KM physicians frequently use Daikench-
uto to treat constipated patients with deficiency and cold patterns
from poor blood supply.
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7 Clinical Application and Pharmacology of Other Kenchuto-Based JHMs

Secondary members of the Kenchuto-based JHM family include
Keishikashakuyakuto, Keishikashakuyakudaioto, and Shokenchuto,
which are more frequently used in patients with constipation-
predominant IBS [47]. It is intriguing that Keishikashakuyakuto
has shown antidiarrheal effects via the inhibition of excessively
accelerated small intestinal movement [48]; it has also been effec-
tive for relieving abdominal pain in patients with diarrhea-
predominant IBS [49]. Taken together, these reports suggest that
Keishikashakuyakuto likely normalizes both accelerated and inhib-
ited intestinal movements. This dual effect illustrates how certain
herbal combinations, such as JHMs with multiple components, can
help maintain host homeostasis.

Keishikashakuyakuto is composed of the following five herbs:
Cinnamomi Cortex, Paconiae Radix, Zingberis Rhizoma, Zizyphi
Fructus, and Glycyrrhizae Radix (Fig. 1). Among these herbs,
Paeoniae Radix and Glycyrrhizae Radix play a central role in ame-
liorating bowel dysfunction in patients with IBS. These two herbs
has been shown to suppress the neurogenic contractions of the
ileum induced by electrical stimulation and ganglionic-stimulating
agents in guinea pigs via inhibition of acetylcholine (Ach) release
from cholinergic nerves and inhibition of Ach action on ileum
smooth muscle [50]. Likewise, their antispasmodic effect on the
human colon has been confirmed [51].

In addition to its spasmolytic and smooth muscle-relaxing
effects [52-54], Paeconiae Radix has been shown to have anti-
inflammatory and analgesic effects, to inhibit gastric acid secretion
and stress-induced ulceration [55], and to have sedative [52, 55]
and antidepressant-like effects in rodent models [56]. Mao et al.
(2012) suggested that Paeoniae Radix has antidepressant-like
effects, which could be mediated in part by inhibiting monoamine
oxidase activity, hypothalamic-pituitary-adrenal axis activation, oxi-
dative stress, and upregulated brain-derived neurotrophic expres-
sion [56].

Glycyrrhizin, a main component of Glycyrrhizae Radix, and its
metabolite, 18B-glycyrrhetinic acid, have been reported as likely
responsible for ameliorating dysfunctional glutamate transport in
astrocytes via the inhibition of protein kinase activity [57]. It has
also been reported that after administration of 18p-glycyrrhetinic
acid, about 13 % passes through the blood-brain barrier [56].
These findings suggest that 18p-glycyrrhetinic acid in the brain
can scavenge excess glutamate via a transporter, which might be
related to the pathophysiology of bipolar disorder, major depressive
disorder [58], and schizophrenia [59]. Interestingly, brain—gut
interactions have been suggested to play a central role in the path-
ogenesis of IBS [60]. Therefore, Keishikashakuyakuto orchestrates
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brain—gut interactions in IBS patients; Paconiae Radix, in addition
to its direct effect on the alimentary tract, has both sedative and
antidepressant-like effects, and Glycyrrhizae Radix induces upregu-
lation of astrocyte glutamate transport. Thus, JHMs prove useful
because they are capable of targeting multiple and/or distant
organs such as the brain or alimentary tract concomitantly.

Shokenchuto is composed of the five herbs used in Keishika-
shakuyakuto and Saccharum Granorum (Fig. 1). Keishikashakuya-
kudaioto is composed of the five herbs used in
Keishikashakuyakuto, plus a small amount of Rhei Rhizoma
(Fig. 1). Considering that Saccharum Granorum and Rhei Rhi-
zoma both enhance intestinal movement, it seems that Shokench-
uto and Keishikashakuyakudaioto are stronger laxatives than
Keishikashakuyakuto. However, the manner in which these three
JHMs play important roles in controlling intestinal movement
remains unclear. Further studies are needed to elucidate their spe-
cific pharmacological action on constipation.

8 Conclusion
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Chapter 6

Odontopathy and Herbal Medicine

Kojiro Yamaguchi and Tsuyoshi Sugiura

Abstract

This chapter highlights several refractory odontopathies, such as (1) stomatitis, (2) chronic pain [burning
mouth syndrome (BMS), glossalgia, atypical facial pain (AFP)], (3) dryness of mouth, (4) taste abnormality,
and (5) temporomandibular joint disorder, in which use of Kampo medicines, on the basis of Kampo
theory, could exert the maximum effects on human body.

1.

In stomatitis, heat may affect the head, chest, and middle abdominal region. Stomatitis is also related to
the generation of reactive oxygen species. There are many antioxidants in the crude extracts of Kampo
medicines. It is possible to control environmental factors (cold, heat, dampness, dryness) and vital
energy, blood, and fluid of the organ systemically using Kampo medicines to treat stomatitis and
eliminate local reactive oxygen species accumulation.

. BMS, glossalgia, and AFP are multifactorial syndromes involving the interaction of biological and

psychological factors. Local temperature decrease and edema often occur in chronic pain. These are
local circulatory disturbances that can be resolved by improving the flow of blood and fluid. Tokisha-
kuyakusan (TSS) and Kamishoyosan (KSS) are effective for enhancing peripheral circulation. Those
medicines such as Saikokaryukotuboreito (SRB), Yokukansan (YKS), KSS, and Saibokutou (SBT) can
reduce stress. The clinical efficacy of KM for BMS and AFP may depend on the regulation of the
mesolimbic dopaminergic and descending glutamatergic pain modulation systems.

. Heat- and cold-dryness stages exist in dry mouth. Byakkokaninjinto is useful for heat-dryness, whereas

ninjinyoeito, bakumondoto, and hochuekkito (HET) have moisturizing effects in the cold-dryness
stage.

. Taste abnormality: Bitterness is an indicated Syoyobyo stage in the Kampo theory. Saiko-containing

formulae are useful for this symptom. Intense sweetness is a sign indicative of digestive canal dampness
and heat. Rikkunsito (RKT), Hangeshashinto, etc. are effective for this symptom. The intense astrin-
gency can be regarded as a pathological condition of Shoyobyo stage or glossalgia. It is effective to treat
with Saiko-containing formulae. Taste loss is a sign of spleen and stomach deficiency. Hozai such as
HET, Juzentaihoto, RKT et al. are effective for this symptom.

. Temporomandibular joint disorder: It is usually treated with Shakuyakukanzoto or Kakkonto in the

case with myotonia and /or muscle pain. KSS, TSS, and keishibukuryogan are used for blood circula-
tion improvement. KSS, YKS, SRB, SBT, ctc. are usually used in the case of psychogenesis.

Key words Kampo therapy, Stomatitis, Chronic pain, Taste abnormality, Dry mouth, Temporoman-
dibular joint disorder

Akio Inui (ed.), Herbal Medicines: New Horizons, Methods in Pharmacology and Toxicology,
DOI 10.1007/978-1-4939-4002-8_6, © Springer Science+Business Media New York 2016
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1

1.1 Kampo Theory

1.1.1

Introduction

“Yin/Yo” Theory

The human oral cavity is the initial digestive organ and is likely to be
affected by various localized stimuli and microorganisms.

The oral cavity is an anatomically complex structure that has
evolved to perform a multitude of functions, including mastication,
swallowing, tasting, and articulation.

The cranial nerve system is set up in a complicated fashion
around the oral and maxillofacial region. The oral cavity is also
the initial digestive organ, and is thus critical for nutrition and
gastrointestinal function. These functions require an extensive
and highly integrated system of sensorimotor control pathways.

Furthermore, the oral environment is susceptible to salivation
and the peripheral circulation.

Those changes are closely related to the work of the autonomic
nervous system.

The systems of traditional Japanese herbal medicine treat oral
discomfort and odontopathy by considering anatomic and intraoral
environmental factors (i.e., cold, heat, dampness, and dryness), as
well as a holistic perspective considering general physical and psy-
chological health [1].

The object of this section is to introduce and summarize clinical
applications of Japanese herbal medicines in various refractory oral
diseases such as stomatitis, chronic pain [burning mouth syndrome
(BMS), glossalgia (glossodynia), atypical facial pain (AFP)], dryness
of the mouth, taste abnormality, and temporomandibular joint
disorder.

Kampo theory, a branch of traditional Japanese medicine empha-
sizing the treatment of vital energy (Ki), blood (Ketsu), and fluid
(Sui) abnormalities using herbal preparations, has proven to be
useful and highly effective for the treatment of oral discomfort
and odontopathy resulting from various diseases [1, 2].

Kampo theory encompasses Yin/Yo theory, Ki, Ketsu, and Sui
theory, and the five parenchymatous viscera theory.

The five parenchymatous viscera generate Ki, Ketsu, and Sui,
and function to circulate them. Ki, Ketsu, and Sui maintain the state
of the body while having a mutual association. The five parenchy-
matous viscera, Ki, Ketsu, and Sui are controlled by the cerebrum

(Fig. 1).

The Yin/Yo theory is based on the philosophical concept of well-
balanced pairs of complementary aspects, such as heaven and earth
or day and night. Medical excess, heat, and “Ki” belong to the “Yo”
category, whereas deficiency, cold blood, and fluid (visible circulat-
ing elements) belong to the “Yin” category [2, 3] (Fig. 1).
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Five Parenchymatous Viscrea Autonomic Cerebral Limbic System

nervous Hypothalamus

Vital Energy (Ki)

The Products of The neural system

Five Parenchymatous
Viscrea

Endocrine
Circulation

Immunity

Fig. 1 Schematic view of the Kampo theory

1.1.2  “Ki, Ketsu, and
Sui” Theory

1.1.3 Five
Parenchymatous Viscera
Theory

“Ki” is invisible circulating vital energy and belongs to the “Yo”
category. “Ki” disturbance is manifested by regurgitation of “Ki”
and depression of “Ki.” “Ketsu” indicates blood (one of the visible
circulating elements) and belongs to the “Yin” category. “Ketsu”
disturbance is manifested by blood stasis (Oketsu) and “Ketsu”
deficiency. “Sui” is fluid (one of the visible circulating elements)
that belongs to the “Yin” category. “Sui” disturbance is manifested
by accumulation of “Sui” and impaired water excretion [2, 3]

(Fig. 1).

The five parenchymatous viscera (liver, heart, spleen, lung, and
kidney) are used as functional units in Kampo theory. The concept
of five parenchymatous viscera encompasses not only the viscera of
Western medicine but also several differential functional units.
Every viscera produces Yin and Yo products. In the abnormal
stage, deficiency or excess in Yin and/or Yo, or a dual deficiency,
is observed in the body [2, 3] (Fig. 1).

2 Stomatitis

Stomatitis develops with inflammatory manifestations including
reddening, erosion, and ulceration in the oral mucosa. Occasion-
ally, stomatitis may be multiple or recurrent.

In Kampo medicine, stomatitis treatment differs depending on
whether the symptoms are intense, acute, or chronic. Stomatitis
extends to four categories such as “heat and dampness pattern,”
“heat and dryness pattern,” “cold and dampness pattern,” and
“cold and dryness pattern” (Fig. 2; Table 2).
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Fig. 2 The relationship between odontopathy and cold, heat, dampness, and dryness categories

2.1 Acute Type

2.2 Chronic Type

In the acute type, heat from agitated vital energy may affect the
head, chest, and middle abdominal region. Therefore, treatment is
required to cool the heat in the heart, stomach, and liver with
hangeshashinto (HST), orento (ORT), orengedokuto (OGT),
Inchinkoto, byakkokaninjinto (BNT), kamishoyosan (KSS), etc..
Kanzoto and kikyoto (KKT), possessing antiinflammatory and
heat pattern-treating effects, are also useful as an oral rinse [3].

In the chronic type, prolonged head, chest, and middle abdominal
heat causes fluid deficiency. Therefore, formulae are required not
only to alleviate the heat but also to treat vital energy and blood and
to increase wetness by increasing fluid retention.

The following formulations can be selected: middle-region
deficiency-treating formulae including kenchuto group, rokumigan
(RKG) and hachimijiogan (HJG); Ki deficiency-treating formulae
including hochuekkito (HET) and rikkunshito (RKT); dual
deficiency-treating formulae including juzentaihoto (JTT) and nin-
jinyoeito (NYT); and other formulations such as jiinkokato,
unseiin, and tokishakuyakusan (TSS).

Kampo formulae may also suppress the underlying causes of
stomatitis, particularly infection, inflammation, and concomitant
oxidative stress and the drug-induced type.

The crude drugs, such as Scutellariae Radix and Cinnamomi
Cortex, inhibit several bacterial infections and have an antifungal
effect. Glycyrrhizae Radix and Scutellariae Radix inhibit viral
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The effects of crude drugs in stomatitis treatment

Effect

Crude drugs

Inhibited bacterial
infection

Antifungal effect

Inhibited viral
infection

Antiinflammatory
effects

Anodyne effects

Scutellariae Radix, Coptidis Rhizoma, Cinnamomi Cortex, Glycyrrhizae Radix,

Astragali Radix, Phellodendri Cortex

Scutellariaec Radix, Cinnamomi Cortex, Anemarrhenae Rhizome, Menthae

Herba

Glycyrrhizae Radix, Scutellariae Radix, Cinnamomi cortex

Astragali Radix, Scutellariae Radix, Phellodendri Cortex, Coptidis Rhizoma,

Glycyrrhizae Radix, Platycodi Radix, Bupleuri Radix, Paconiae Radix,
Atractylodis, Lanceae Rhizoma, Cimicifugae Rhizoma, Cnidii Rhizoma,
Angelicae Radix, Poria, Processi Aconiti Radix Ephedrae Herba

Paconiae Radix, Cimicifugae Rhizoma, Cnidii Rhizoma, Angelicae Radix,

Processi Aconiti Radix

infection. Several crude drugs have antiinflammatory effects, ano-
dyne effects, and antioxidant effects [3, 4] (Table 1).

HST has a preventive effect on stomatitis associated with che-
motherapy and radiation therapy [5]. OGT significantly improves
mucositis caused by anticancer agents [6].

The expression of stomatitis is related to generation of reactive
oxygen species and that antioxidants contained in medicinal herbs
can effectively mitigate this damage [3, 5, 7-12].

3 Chronic Pain (Burning Mouth Syndrome, Glossalgia, Atypical Facial Pain, and

Atypical Dental Pain)

3.1 Burning Mouth
Syndrome and
Glossalgia

Recently, Hagelberg et al. reported the relationship in putamenal /
striatal dopamine receptor expression in patients with BMS or
atypical facial pain using positron emission tomography (PET)
imaging [13-15]. Functional decline of the mesolimbic dopamine
system (MDS) came to attract attention in chronic pain.

On the other hand, Yilmaz et al. investigated lingual biopsy
specimens of the BMS patients and found that transient receptor
potential vanilloid receptor-1 (TRPV1)-positive nerve fibers were
significantly increased in those specimens [16].

Effective blocking of the TRPV1 receptor will be able to use
one of the treatments for orofacial chronic pain including BMS and
AFP in the future.

Burning mouth syndrome (BMS) is characterized by chronic pain
in the tongue or other oral mucous membranes in the absence of
any visible abnormality or organic disease [17-20]. Burning mouth
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3.1.1 Treatment with
Kampo Medicines in BMS
and Glossalgia (Table 2)

3.2 Deficiency
Pattern (Table 2)

patients typically exhibit pain symptoms bilaterally in the mouth,
the most commonly affected sites being the tongue and lips.

The etiology of BMS is currently unknown; however, most
studies support a multifactorial syndrome involving the interaction
of biological and psychological factors (particularly paresthesia,
altered taste sensation, blood stasis, and mouth dryness from lack
of fluid, and depression) [1, 3, 17-20] (Table 2).

Glossalgia is a disease that is regarded as a partial symptom of
BMS. The clinical condition is characterized by tongue-confined
pain that occurs without organically abnormal findings in the
tongue.

Its clinical characteristic features are as follows.

1. It is common in women at a cancer-prone age (middle age and
older). Climacteric or postmenopausal hormone changes,
stress, anxiety, and nervousness are involved in the aggravation
and continuation of symptoms.

2. It occurs more frequently in the tip and lateral margin of the
tongue and infrequently in the back of the tongue.

3. The pain mitigates or resolves on talking or eating [1].

BMS and glossalgia extend to four categories such as “heat and
dampness pattern,” “heat and dryness pattern,” “cold and damp-
ness pattern,” and “cold and dryness pattern” (Fig. 2).

Given the relationship between the frequent onset sites for glossal-
gia and the anatomic compartments of the tongue, it seems that the
tip of the tongue corresponds to the heart and lungs, the margin of
the tongue to the liver and gallbladder, and the back of the tongue
to the spleen and stomach. The causes include blood stasis, vital
energy depression, and dryness resulting from lack of fluid.

1. Hochuekkito (HET): Effective for BMS and glossalgia in
patients with deficiency pattern associated with vital energy
depression.

2. Kamishoyosan (KSS): Used with most confidence for nonspe-
cific women’s complaints and upper heat-lower cold in
deficiency-pattern patients. Redness in the tip of the tongue
indicates upper-body heat and is a good indication for this
formula.

3. Tokishakuyakusan (TSS): Used for BMS and glossalgia asso-
ciated with general malaise, fatigue proneness, menstrual dis-
order, palpitation, or autonomic nerve imbalance, particularly
in patients who have white fur tongue and dark-red punctate
color change on the lingual tip and margin.
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Symptoms of abnormality for Ki, blood, and fluid in the whole body and oral cavity and those
supporting Kampo medicines

The concomitant

Oral and maxillofacial

symptom disease Kampo medicines
Ki counterflow Upper heat and lower Glossalgia, SBT, HKT, YKS, KSS,
cold, palpitation, mood  temporomandibular SRB, ORT, HST,

Ki stagnation and
depression

Ki deficiency

Blood stasis

Blood deficiency

becomes unstable, red
flushed face, fretfulness,
dizziness, surprise,
perspiration of the foot
and hand, etc.

Depressive condition,
abnormal sensation in
the laryngopharynx,
asthma, dull headache,
abdominal distension
from gas retention, etc.

Entail digestive
dysfunction,
geographical tongue,
feeling tired and lazy,
inactive or low spirit
condition, weak
abdominal strength,
etc.

Dry mouth, subjective
feeling of abdominal
fullness, feeling of heat,
capillary and venous
distension, purpura of
skin and oral mucosa,
irritable, angry, dark red
or blue tongue, purple
spots on the lingual
margin (static spots,
static macules), red
flush face, et al.

Anemia, feeling tired and
lazy, dry skin, skin and/
or mucosal atrophy,
abnormal condition of
hair, represents poor
nutritional and
circulatory conditions,
decreased activity, cold,
etc.

joint disorder (TMD), etc.
oral discomfort,

atypical facial pain,

atypical dental pain,

taste abnormality

(TAB)

BMS, glossalgia, TMD,
neuralgia, atypical facial
pain, atypical dental
pain, TAB

SBT, HKT, YKS,
HST, KSS, SRB,
kousosan,
orengedokuto, etc.

Stomatitis, atypical facial
pain, TAB, BMS,
atypical dental pain,
wound healing
disorder, taste loss

HET, NYT, JTT,
KKT, RKT,
Ougikenchuto etc.

Bruise, occlusal trauma,
postoperative swelling
and/or pain, peripheral
circulation disorder

KBG, TSS, KSS,
Jidabokuippou, etc.

Stomatitis, atypical facial
pain, atypical dental
pain, neuralgia, wound
healing disorder, TAB

JTT, NYT, KKT, TSS,
KJT, Unseiin etc.

(continued)
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Table 2
(continued)

The concomitant Oral and maxillofacial
symptom disease Kampo medicines

Modulation of fluid Marginal edema, Edematous pain, chronic BMT, GRS, TSS, KJT,
metabolism, Dryness splashing sound in the pain, neuralgia, BNT, NYT,

epigastric region, paralysis of the nerve, Bukuryoin,
vomiting, excess of TMD, TAB, dry Ryoukeijutukanto,
saliva, urine volume mouth, salivation Kakkonkajutubuto,
disorder, thirst, dry disorder Saireito Jiinkokato,
mouth, headache, etc.
vertigo, dizziness upon
standing, dental
identation, shortage of
fluid, yellow fur heat
body (including false
heat), etc.

Yamaguchi et al. reported that HET, TSS, and /or KSS reduced
visual analogue scale (VAS) pain score by 92.4 % after 19.4 weeks in
BMS patients [21].

3.3 Heat Pattern 1. Byakkokaninjinto (BNT): Appropriate for patients with inte-
(Table 2) rior heat pattern associated with oral dryness. Effective espe-
cially for glossalgia associated with nocturnal thirst.

2. Kikyoto (KKT): Antiinflammatory and heat pattern-treating
(Seinetsu) effects can be expected.

Yamaguchi et al. reported a case of BMS treated with BNT,
which reduced the VAS score from 44 mm to almost 0 after 18
weeks [22]. Thus, BNT is appropriate for patients with an interior
heat pattern associated with oral dryness; therefore, it is effective,
particularly for glossalgia associated with nocturnal thirst. KKT is
also effective as an antiinflammatory and heat pattern-treating for-
mulation. Yamaguchi et al. reported a case of glossodynia with
erythrokeratoderma treated with both internal and gargled
Kikyoto [23].

3.4 Pain Control 1. Rikkosan (RKS): Effects can be expected through the analgesic
(Table 2) action of saishin and bofu and the antiinflammatory action of
ryutan and shoma. Horie et al. demonstrated that RKS reduced
PGE, by selectively inhibiting cyclooxygenase-2 activity [3, 7].
The crude drugs of Asiasari Radix include methyleugenol and
Pellitorine. Those structures resemble capsaicin. Therefore, the
Kampo medicine that includes Asiasari Radix, such as RKS, may
affect the TRPV1 receptor; the Kampo medicines that include
Asiasari Radix, such as RKS, may affect the TRPV1 receptor [ 3].



3.5 Psychosomatic
Pattern (Table 2)

3.6 Atypical Facial
Pain and Atypical
Dental Pain
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2. Keishikajutsubuto (KJT): Used for fluid retention in patients
with dampness, cold, or deficiency pattern [24]. It is effective
for water retention and exerts an analgesic effect under warm-
ing to contain Processi Aconiti Radix.

1. Saibokuto (SBT): SBT is effective for glossalgia (including lar-
yngopharyngeal discomfort) associated with fluid retention
(fluid disturbance) in Shoyobyo stage (the stage of disease trans-
tormation with heat halfway between exterior and interior, char-
acterized by bitter taste). It is offered to patients who complain
of pain in the median part of the back of the tongue [3].

SBT reduced pain and burning sensation in glossodynia
patients more effectively than diazepam plus vitamin B complex
therapy. The majority of SBT-treated patients (92 %) reported
good or excellent responses after 3 months compared to only
69 % in the diazepam group [3, 25].

2. Saikokaryukotsuboreito (SRB) and Keishikaryukotuboreito
(KRB): SRB suppressed the increase in amygdalar, hypotha-
lamic, and thalamic dopamine, and 3,4-dihydroxy-phenyl acetic
acid (DOPAC) in mice exposed to psychological stress and
conditioned fear. SRB ameliorated the stress-induced depres-
sive state and reversed the decrease in both extracellular seroto-
nin and dopamine in the prefrontal cortex (PFC) [3, 26, 27].

3. Yokukansan (YKS) and Yokukansankachinpihange (YKSCH):
YKS reversed the age-related decreases in extracellular dopa-
mine and serotonin.

Suzuki et al. reported suppression of mechanical and ther-
mal allodynia by YKS in the chronic constriction injury model
of chronic pain. In addition, YKS significantly reduced the
increase in cerebrospinal fluid glutamate induced by mechani-
cal or cold stimuli, whereas glutamate transporter inhibitors
suppressed these antiallodynic effects [28]. Herbal medicines
can reduce stress and associated pain by altering glutamatergic
and monoaminergic transmission in hypothalamus and amyg-
dala [29]. The clinical efficacy of Kampo medicines for BMS
and atypical facial pain may depend on regulation of the meso-
limbic dopaminergic and descending glutamatergic pain mod-
ulation systems [ 3].

4. Other formulae: KSS, Kososan, and kambakutaisoto are used
for psychogenic conditions.

Both atypical facial pain (AFP) and atypical dental pain (ADDP) are
generic terms for chronic persistent pain in the oral cavity, jaw, face,
and/or teeth without identifiable organic causes. However, those
symptoms are related to somatoform disorder and psychological
factors. The pain is inconsistent with nerve tracts [1].

AFP and ADP extend to two categories such as “cold and
dampness pattern” and “cold and dryness pattern” (Fig. 2).
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3.7 Treatment with
Kampo Medicines in
AFP and ADP (Table 2)

In Kampo medicine, it is important to determine whether the pain
is caused by cold or heat, or lack or stagnation of vital energy,
blood, or fluid.

Internal warming formulations, fluid disturbance-treating for-
mulae, and blood stasis-treating formulae are used in treatment.

Dual deficiency of vital energy and blood is categorized in the
cold and dryness pattern (Fig. 2). Tongue inspection includes
enlarged tongue, tongue fur dryness, and geographical tongue.
For dual deficiency of vital energy and blood with prolonged
pain, mainly HET and TSS, renjuin, JTT, NYT, daibofuto, kamiki-
hito (KKT), and other deficiency pattern-treating formulae are
used. Bushi-containing formulae such as KJT are effective in vital
energy deficiency with cold pattern (Fig. 2).

Keishikaryukotsuboreito, SRB, YKS, and YKSCH are offered
in the vital energy depression pattern (Fig. 2). Static blood with
dampness pattern shows dark-red punctate color change and sub-
lingual vein distension on tongue inspection (Fig. 2). TSS, KSS,
and KBG are appropriate in this pattern. Fluid retention with
dampness patterns shows enlarged tongue and teeth-marked
tongue on tongue inspection (Fig. 2). Goreisan (GRS), ryokeijut-
sukanto, etc. are used in this pattern [ 3, 24].

4 Dryness of the Mouth

4.1 Thirst (Heat and
Dryness Pattern)
(Table 2)

Kampo medicine divides dryness of the mouth into thirst and dry
mouth.

Dryness of the mouth may occur as a result of reduced saliva
secretion or as a sensation of dryness (thirst) in the presence of
normal saliva secretion. Prescriptions are selected according to the
condition of dryness (thirst or true dry mouth).

Dryness of mouth extends to two categories such as “heat and
dryness pattern” and “cold and dryness pattern” [3] (Fig. 2).

Patients with this condition are constantly thirsty and tend to drink
copious amounts of water. Frequently they have thirst at night, and
want to cool the mouth with ice, as is explained by the presence of
heat pattern [interior heat (Rinetsu)] and fluid retention.

BNT, Shosaikotokakikyosekko, Makyokansekito, and Kikyoto
(KKT) have heat pattern-treating and saliva-secreting effects,
whereas RKG and HJG are effective for thirst in aged individuals
who have kidney deficiency [3, 24].

Yanagi et al. reported that BN'T ameliorated thirst in several rat
thirst models established by muscarinic receptor antagonists This
effect was associated with increased expression of aquaporin 5,
suggesting that BNT enhanced salivary secretion by muscarinic
(M3) receptor-mediated upregulation of aquaporin 5 [30].



4.2 Dry Mouth (Cold
and Dryness Pattern)
(Table 2)
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Patients have dryness in the mouth, but need moistening of the oral
cavity rather than to drink much water. This condition is associated
with dampness heat, splashing sound, vital energy depression, dual
deficiency of spleen and stomach, dual deficiency of vital energy and
blood, and dryness and heat because of lack of fluid, etc.

To treating vital energy and fluid deficiency, dry mouth can be
effectively treated with NYT and Bakumondoto (BMT), which
possess heat pattern-treating effects [3, 24].

Miyazaki et al. reported that NYT improved oxybutynin
hydrochloride-induced xerostomia in 12 of 16 patients diagnosed
with psychogenic frequency or unstable bladder (chronic cystitis,
neurogenic bladder) [31]. Yamaguchi et al. reported a case of
xerostomia after oral cancer treatment. A 73-year-old woman com-
plained of lack of appetite and dry mouth following radiation
therapy (40 Gy), TS-1 applied at 2240 mg, and surgery for tongue
cancer. NYT 6 g/day was administered for treatment of tongue
pain, dry mouth, and anorexia. Two weeks later, appetite had
improved. Both dry mouth and appetite improved after 2 months
of treatment [32].

Nishizawa et al. found BMT was effective and safe for the relief
of subjective symptoms and salivary hyposecretion associated with
primary Sjogren’s syndrome in four separate randomized con-
trolled trials. In fact, it was more effective and safer than the
mucolytic bromhexine hydrochloride [33-36].

Ohno reported that 27 of 30 Sjégren’s syndrome patients in a
quasi-randomized controlled trial showed increased salivary secretion
following Kampo treatment (12.0 & 1.4 ml versus 8.2 £ 1.2 ml
at baseline; p < 0.005) [37].

Dry mouth can be favorably treated with jiinkokato, unseiin,
JTT, and seishoekkito, which all possess heat pattern-treating
effects.

Otherwise, GRS can be used to regulate moisture content in
the body. KSS and KKT are recommended for psychogenic or
stress-induced dry mouth.

5 Taste Abnormality ([24]; Table 2)

The etiology of taste abnormality varies widely from dominant
nerve disorder and taste abnormality related to systemic disease
(zinc-deficiency disorder, drug-induced illness, endocrine abnor-
mality, etc.) to oral mucosa abnormality (inflammation, oral dry-
ness, tongue papilla atrophy, etc.) and psychogenic causes. Kampo
medicines must be selected according to the patient’s condition.
Electrogustometry, qualitative taste testing, and serum zinc and
copper testing should be carried out.
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5.1 Intense
Bitterness

5.2 Intense
Sweetness

5.3 Intense
Astringency

5.4 Taste Loss
(Table 2)

5.5 Miscellaneous

Oral candidiasis (thrush) manifests with oral bitterness. Therefore,
it should be ruled out beforehand. If the symptom remains even in
those have been treated for candidiasis, they are candidates for
Kampo therapy. The symptom of bitterness is indicated Syoyobyo
stage in the Kampo theory. Saiko-containing formulae, such as
Shosaikoto, Saikokeishito, and SBT, may be considered for intense
bitterness in Shoyobyo stage patients [3].

The symptom of intense sweetness is a sign indicative of digestive
canal dampness and heat (Shitsunetsu). HST, Inchinkoto (ICK),
and Rikkunshito (RKT) are effective to improve digestive function,
dampness, and heat [24].

It has been considered that astringent substances interact with
proteins in the tongue and oral mucosa, and via denaturation
(astringent effect) the intense astringency is produced. There is
one hypothesis that such taste abnormality is close to pain and
tactile sensation, and another proposes it is only a taste. Physiolog-
ically, astringency is also categorized as a kind of bitterness. There-
fore, intense astringency can be regarded as a pathological
condition of Shoyobyo stage or glossalgia. It is effectively treated
with Saiko-containing formulae, such as KSS or HET [24].

Except for taste cell atrophy cause by zinc deficiency, a loss of taste
may be a sign of spleen and stomach deficiency, for which RKT and
HET are eftective. JTT, NYT, and other deficiency pattern-treating
formula(e) (Hozai) are helpful for lack of fluid and blood [24].

ORG or BNT is effective to control taste abnormality with heat.
HKT and SBT are appropriate for taste abnormality in patients with
severe fluid retention [24].

6 Temporomandibular Disorder ([38]; Fig. 2; Table 2)

Temporomandibular disorder (TMD) is a comprehensive diagnosis
of which the pain of temporomandibular joint and masticatory
muscles disorder, clicking, crepitus, and trismus in jaw movement
abnormality are main symptoms. Masticatory muscle ache disorder,
temporomandibular joint arthralgia disorder, temporomandibular
joint disk disorder, and arthrosis deformans of temporomandibular
joint are included in the TMD condition. The Kampo medicine is
used for the case which cannot be given a muscle relaxant or
NSAIDs and by combination with the Western medicine.

In temporomandibular disorders, the Kampo medicine is used
for the treatment of the pain, numbness, and movement disorder of
the muscle, ligament, and articular.
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Also, temporomandibular disorder can easily cause a muscle

contraction headache.

In cases with myotonia and muscle pain, these are usually
treated with Shakuyakukanzoto or Kakkonto. KSS, TSS, and KBG
are used for blood circulation improvement, and Keishikajutsubuto
is used if cold and dampness are strong. In the case of psychogene-
sis, KSS, SRB, Shigyaku-san, YKS, SBT, and HKT are usually used.
In addition, JTT is also effective in the weakness type [38].
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Chapter 7

Menopausal Symptoms and the Kampo Medicine:
Tokishakuyakusan, Kamishoyosan, and Keishibukuryogan

Masakazu Terauchi and Toshiro Kubota

Abstract

Women in the menopausal transition and the postmenopausal period are affected with variety of physical
and psychological symptoms. In a recent series of studies, we investigated the effects of three major Kampo
formulae (Tokishakuyakusan, Kamishoyosan, and Keishibukuryogan) on Japanese peri- and postmeno-
pausal women, and reached the following conclusions: (1) Each of the three formulae alleviates sleep
disturbances, with Kamishoyosan the most effective in improving difficulty in initiating sleep and non-
restorative sleep; (2) Keishibukuryogan lowered the systolic and diastolic blood pressures, the pulse rate,
and the resting energy expenditure of women with hypertension or high-normal blood pressure; and (3)
Tokishakuyakusan could be an effective treatment for the women with both headaches and depression.

Key words Menopause, Postmenopause, Sleep disorder, Insomnia, Blood pressure, Hypertension,
Headache, Depression

1 Introduction

Women in the menopausal transition and the postmenopausal
period are affected with vasomotor symptoms, urogenital atrophy,
sexual dysfunction, somatic symptoms, cognitive difficulty, sleep
disturbance, and psychological problems. Some of these effects,
particularly vasomotor symptoms and urogenital atrophy, are
closely associated with estrogen deficiency, whereas the exact mech-
anism underlying the other symptoms is not fully understood.

In addition to conventional medicine, complementary and
alternative medicines (CAM) are widely used across the world,
especially by women and middle-aged individuals, people with
higher levels of education and higher incomes, and people with
chronic diseases or poor overall health [1]. It was reported that in
the early 2000s, CAM was used by almost 50 % of the middle-aged
women in Western countries to alleviate menopausal symptoms-
Kampo medicine [1, 2]. The percentage might be even higher at
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present because of the Women’s Health Initiative (WHI) reports on
the negative aspects of hormone replacement therapy [ 3, 4].

Kampo, a Japanese subdivision of traditional East Asian medi-
cines, was founded in the sixth century as a local adaptation of the
Chinese herbal medicine. Kampo is a more pragmatic approach to
complementary and alternative medicine than the Chinese herbal
medicine. In the Chinese herbal medicine, a medical practitioner
confirms the treatment principle according to “Zheng” (the clinical
diagnosis determined on the basis of an analysis of the patient’s
history, symptoms, and signs) and then mixes 10-15 herbs to create
a specific formula for each patient. In Kampo, a practitioner chooses
the best formula for a patient from approximately 150 ready-to-use
formulae—each of which is typically composed of 5-9 herbs—on
the basis of the patient’s “Sho” (pattern of symptoms) [5, 6].

The use of Kampo medicine has been revived in Japan since its
approval by the Ministry of Health and Welfare in 1976, and now it
is one of the main treatment options for menopausal symptoms
together with hormone therapy. Among the ~150 formulae that are
currently available, three of them: Tokishakuyakusan (Tangkuei
and peony powder), Kamishoyosan (Augmented rambling pow-
der), and Keishibukuryogan (Cinnamon twig and poria pill), have
been considered to be the best fits for women with menopausal
symptoms. Tokishakuyakusan is mainly used for those who are
easily fatigued and have generally weak muscles with their waist
and lower limbs susceptible to cold, showing suidoku (fluid reten-
tion) and deficiency patterns (chills, heavy head, edema, vertigo,
etc.). Kamishoyosan is indicated for those who have delicate con-
stitution and are easily fatigued and apt to have autonomic disor-
ders as well as vasomotor symptoms (hot flushes), shoulder
stiffness, various psychoneurotic symptoms including anxiety and
mood disturbance. Keishibukuryogan is indicated for those who
show an oketsu (blood stagnation) pattern (hot flushes with cold
legs, neck aches, and stiffness) with a solid constitution, ruddy face,
and pain at either side of the navel on palpation. The composition
of the three formulae is detailed in Table 1.

In a recent series of studies, we investigated the effects of these
three Kampo formulae on Japanese peri- and postmenopausal
women who were enrolled in the Systematic Health and Nutrition
Education Program (SHNEP), conducted at the Menopause Clinic
of the Tokyo Medical and Dental University Hospital, during
1995-2010 [7-9].

2 Effects of Three Kampo Formulae on Sleep Disturbances [7]

Insomnia is defined as difficulty in the initiation and/or mainte-
nance of sleep and/or inadequate or poor quality of sleep that
results in the impairment of daytime functioning, despite adequate
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Composition of the three Kampo Formulae: Tokishakuyakusan, Kamishoyosan, and Keishibukuryogan

Tokishakuyakusan Kamishoyosan Keishibukuryogan
[Tangkuei and peony [Augmented rambling [Cinnamon twig and poria
powder] (TJ-23) (%) powder] (TJ-24) (%) pill] (TJ-25) (%)
Cinnamon 4.7
bark
Bupleurum 7.1
root
Mentha herb 2.4
Ginger 24
Glycyrrhiza 3.6
Peach kernel 4.7
Moutan bark 4.7 4.7
Peony root 9.7 7.1 4.7
Japanese 7.3 7.1
angelica
root
Cnidium 7.3
rhizome
Gardenia 4.7
fruit
Poria 9.7 7.1 4.7
sclerotium
Atractylodes 9.7 7.1
lancea
rhizome
Alisma 9.7
rhizome

opportunities and circumstances for sleep. The symptom, known to
affect 6-30 % of the general population [10], is not merely an issue
of sleep disruption but is known to cause general health problems,
such as obesity, diabetes and impaired glucose tolerance, hyperten-
sion, metabolic syndrome, eventually leading to increased mortality
[11-15]. Difficulty in sleeping is also fairly common in middle-aged
women, and the prevalence of the symptom is known to increase
from pre- to peri-, and postmenopause [16-18]. Although the
exact mechanisms underlying the increase in the prevalence of
troubled sleeping with the advanced stage of menopause are not
fully understood, the association of sleep disturbance with vasomo-
tor symptoms and depressed mood, at this stage in a woman’s life,
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has been well documented [19-22]. We recently reported that
sleep disturbance is highly prevalent in Japanese peri- and postmen-
opausal women [23]. Sleep disturbance, more often coexist with
mood disturbance, was shown to deteriorate their health-related
quality of life (HR-QOL) significantly.

In our first study of Kampo medicine for the treatment of
menopausal symptoms, we compared the effects of the formulae
Tokishakuyakusan, Kamishoyosan, and Keishibukuryogan on the
subjective sleep disturbance score and sleep quality measures in
women with sleep disturbances [7]. We retrospectively analyzed
the records of 1523 Japanese peri- and postmenopausal women
who were enrolled in SHNEP between 1995 and 2009. The mean
(SD) age of the participants was 53.0 (7.2) years. Among the
patients, 28.3 % were classified to be in menopausal transition and
71.7 % as postmenopausal based on the pattern of their menstrual
cycles. At each interview session of SHNEP, the women rated the
severity of their menopausal symptoms using a 4-point scale that
measured how often each symptom aftected their daily life: none
(never, 0 point), mild (rarely, 1 point), moderate (sometimes,
2 points), and severe (very often, 3 points). The severity of difficulty
in sleeping scored in this system is referred to as “the subjective
sleep disturbance score”. Sleep quality was also assessed by the
participants themselves and recorded in terms of sleep duration
(h), sleep onset (easy, difficult, and neither easy nor difficult),
sleep disruption (the number of awakenings per night), and sleep
satisfaction (restorative, nonrestorative, and neither restorative nor
nonrestorative) of the previous night. Of the 1474 participants who
rated the severity of difficulty in sleeping at their first visit, 747
(50.7 %) reported that their daily life was either moderately (some-
times) or severely (very often) affected by difficulty in sleeping;
these women were regarded as having sleep disturbances. Of
these, 151 were selected for the first study, because they received
only health/nutrition education, without any medical treatment
(control; » = 77) or treatment with one of the three Kampo for-
mulae: Tsumura Tokishakuyakusan Extract Granules (TJ-23;
7.5 g/day; n =42), Tsumura Kamishoyosan Extract Granules
(TJ-24; 7.5 g/day; » = 16), or Tsumura Keishibukuryogan
Extract Granules (T]-25; 7.5 g/day; » = 16), during the follow-
up period of 144 £ 58 days (mean £+ SD). At baseline, the TJ-25
group showed significantly higher body weight, body mass index,
body fat, lean body mass, and resting energy expenditure than any
other group. Further, the systolic pressure, diastolic pressure, and
pulse rate were relatively high in the TJ-25 group although the
differences were not statistically significant.

We compared the four treatment groups for the changes in the
subjective sleep disturbance score and self-reported sleep quality
measures after an interval of 5 months (Table 2; Fig. 1). Improve-
ment in the sleep disturbance scores after intervention was
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Table 2
The change in the subjective sleep disturbance score, sleep duration, and disrupted sleep in
Japanese peri- and postmenopausal women with difficulty in sleeping after intervention (n = 151)

Control (n = 77) TJ-23 (n = 42) TJ-24 (n = 16) TJ-25 (n = 16)

Subjective sleep disturbance score

Before 2.4 (2.27-2.50) 2.6 (2.39-2.71) 2.3 (2.01-2.49) 2.8 (2.51-2.99)
After 1.7 (1.47-1.94)*** 2.0 (1.69-2.21)*** 1.1 (0.80-1.46)**f 1.1 (0.80-1.46)***}
Sleep duration (h)

Before 6.1 (1.1) 4.8 (1.0) 5.9 (0.6) 5.8 (1.3)
After 6.2 (1.0) 5.0 (1.0) 6.2 (0.7) 6.5 (1.0)
Disrupted sleep (per night)

Before 0.9 (0.8) 0.9 (0.8) 1.4 (1.0) 0.9 (1.3)
After 0.6 (0.7)** 0.5 (0.6)** 0.5 (0.6)** 0.3(0.4)

Data are expressed as mean (95 % confidence interval) for subjective sleep disturbance score and as mean (standard
deviation) for sleep duration and disrupted sleep

**p < 0.01; ***p < 0.001 versus before intervention (Wilcoxon’s matched pairs test)

p < 0.05 versus control (Mann-Whitney test)

a Difficulty in initiating sleep b Non-restorative sleep
60 - 80 -
60
40 -
S 32 40+
20 - *hk .
20 1
\ vy, |
pre post pre post pre post pre post pre post pre post pre post pre post
Controf TJ-23 TJ-24 TJ-25 Control TJ-23 TJ-24 TJ-25

Fig. 1 Percentage of women reporting (a) difficulty in initiating sleep (DIS) and (b) nonrestorative sleep (NRS) in
Japanese peri- and postmenopausal women with sleeping disorder, before and after intervention with either
Tokishakuyakusan (TJ-23), Kamishoyosan (TJ-24), or Keishibukuryogan (TJ-25): open bars, before interven-
tion; filled bars, after intervention. **p < 0.01; ***p < 0.001 versus pre-treatment, Fisher’s exact test

observed in every group, of which the groups TJ-24 and TJ-25
showed a significantly greater decrease (p < 0.05, Mann-Whitney
test) than the control group. The self-reported sleep duration did
not change with treatment in any of the four groups. The percent-
age of women reporting difficulty in initiating sleep (DIS) and
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nonrestorative sleep (NRS) reduced substantially after intervention
in the TJ-24 group (DIS, from 57 to 0 %, p < 0.001; NRS, from
71 to 14 %, p < 0.01, Fisher’s exact test), while there was a signifi-
cant decrease in the frequency of disrupted sleep per night in the
TJ-23 and TJ-24 groups. These findings indicate that Kampo
medicine, especially Kamishoyosan, considerably improved the
sleep quality in Japanese peri- and postmenopausal women with
sleep disturbances, although they did not extend the sleep duration.

As described above, the women who were prescribed TJ-25
showed higher, if not significantly different, systolic and diastolic
pressures and pulse rate at baseline before intervention. The TJ-25
group showed a significant reduction in all the parameters (systolic
pressure, 133.0-125.8 mmHg; diastolic pressure, 83.2-80.2 mmHg;
pulse rate, 80.7-76.6 mmHg).

Although the exact mechanism by which these Kampo medi-
cines alleviate sleep disturbances is unknown, Mizowaki et al.
revealed that the anxiolytic effect of Tokishakuyakusan is mediated
by gamma-amino-butyric acid (GABA)-A receptors in a study asses-
sing the social interaction of male mice [24]. One of the common
ingredients of Tokishakuyakusan and Kamishoyosan, Japanese
Angelica Root, might be the key herb that acts through GABA-A
receptors to facilitate sleep [25]. On the other hand, Shinno et al.
speculated that the improvement in subjective and objective sleep
parameters induced in patients with dementia by another Kampo
formula, Yokukansan, is likely to be explained by its serotonergic
effect [26]. As Yokukansan shares five of its seven ingredients with
Kamishoyosan, their effects on sleep disturbance could have some
mechanisms in common.

3 Effects of Keishibukuryogan on Blood Pressure [8]

Women in their youth are less vulnerable to cardiovascular disease
(CVD) than men, although this advantage is rapidly reversed after
the menopause [27]. This is regarded as proof of the protective
effect of estrogen on the cardiovascular system. The prevalence of
hypertension—one of the main risk factors for CVD—is known to
increase with age [28], so proper management of blood pressure in
peri- and postmenopausal women is essential for the prevention of
CVD in later life.

The finding of the previous study that Keishibukuryogan did
not only improve sleep disturbances but also decreased the blood
pressure and pulse rate of insomniac women prompted further
analysis of the effects of this formula on the blood pressure
of peri- and postmenopausal women with hypertension or high-
normal blood pressure.

Our second study of Kampo medicine for the treatment of
menopausal symptoms was likewise a retrospective analysis of the
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records of 1448 Japanese peri- and postmenopausal women
enrolled in SHNEP between 1995 and 2009 whose systolic and
diastolic blood pressures were measured and recorded. Of these,
374 (25.8 %) women had hypertension (systolic pressure [SP]
2140 and/or diastolic pressure [DP] 290) and 260 (18.0 %) had
high-normal blood pressure (SP 130-139 and/or DP 85-89)
according to the European Society of Hypertension and European
Society of Cardiology criteria.

Of the women with hypertension or high-normal blood pres-
sure, 77 were selected for the second study because they received
health /nutrition education with or without Tsumura Keishibukur-
yogan Extract Granules (TJ-25) and no other medical treatments.
The control group (education only) comprised 47 women; the
treatment group (education and treatment with TJ-25) comprised
30 women.

After a follow-up period of 182 + 76 days, there were no
significant changes in body weight, body mass index, body fat, or
lean body mass in either group. However, the systolic and diastolic
blood pressures, the pulse rate, and the REE were significantly
reduced in the TJ-25 group. The systolic pressure decreased from
148.4 + 2.6 mmHg (mean + standard error of the mean) to
134.8 £ 2.8 mmHg; the diastolic pressure decreased from
89.7 + 2.1 mmHg to 83.7 + 1.9 mmHg; the pulse rate decreased
from 79.5 + 1.7 beats/min to 73.5 + 1.5 beats/min; and the
REE decreased from 1552 + 73 kcal /day to 1373 + 56 kcal /day
(Fig. 2).

Furthermore, the improvements in menopausal symptom
scores for perspiration, difficulty sleeping, and headaches/dizziness
were statistically significant in the T]-25 group. The percentages of
women who reported difficulty in initiating sleep and nonrestora-
tive sleep were also significantly reduced in the TJ-25 group (from
26.9 to 3.8 %, from 38.5 to 7.7 %, respectively). In terms of the
effects of health /nutrition education and TJ-25 on the HR-QOL,
both groups showed significant improvements in the mental health
and social involvement domains. In addition, women in the TJ-25
group had significant score increases in the physical health and life
satisfaction domains.

The exact mechanism underlying the changes induced by
Keishibukuryogan is elusive, but several ingredients of the formula
are known to affect the vasculature. In a study analyzing the effect
of peony root (Paeonia lactifolia) on the rat thoracic aorta [29], the
active component gallotannin induced endothelium-dependent
vasorelaxation. Similarly, the active components of moutan bark
(Paconia suffruticosa)—pinane glycosides and galloyl glucose—
induced endothelium-dependent and nitric-oxide-mediated vasor-
elaxation [30]. Cinnamaldehyde, the active component of cinna-
mon, also exerts endothelium-dependent (nitric-oxide-mediated)
and endothelium-independent vasorelaxant effects on the rat
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Fig. 2 Cardiovascular parameters before and after the intervention with or without Keishibukuryogan (TJ-25).
Open bars denote baseline; filled bars denote postintervention. The data are presented as mean and standard
error. *P < 0.05 versus baseline, paired ¢ test. ***P < 0.001 versus baseline, paired f test

thoracic aorta [31]. In addition, the herb reduced the blood pres-
sure of spontaneously hypertensive rats in a dose-dependent man-
ner when mixed in their diet [32]. Moreover, Keishibukuryogan
itself induced endothelium-dependent vascular relaxation by inhi-
biting the release of superoxide from neutrophils [33].

The Keishibukuryogan formula has additional vascular and
hemorheological effects. It reduced the number of atheromatous
plaques in the aorta of cholesterol-fed rabbits by inhibiting lipid
peroxide formation [ 34 ], and it promoted the viscoelasticity of red-
blood-cell membranes by increasing the intracellular ATP content,
thus enhancing red-blood cell deformability [35]. The
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combination of these mechanisms, which were demonstrated in
rodents, could explain the blood-pressure lowering eftect of Keishi-
bukuryogan in humans.

In the study, Keishibukuryogan was also effective in the treat-
ment of menopausal symptoms and, as expected, it alleviated per-
spiration and headaches/dizziness. The observation that
Keishibukuryogan improved sleep disturbances in peri- and post-
menopausal women with hypertension or high-normal blood pres-
sure supports our previous study. The significant improvements in
the physical health and life satisfaction domains induced by Keishi-
bukuryogan could be explained by improvements in menopausal
symptoms such as sleep disturbance.

4 Effects of Tokishakuyakusan on Headache [9]

Headache is one of the most common symptoms observed in
community and primary care settings, as exemplified by a study
revealing that 40 % of the Nordic women in rural communities
experience it, indicating that it is more frequent than other somatic
symptoms [36]. As expected, headache is included in most of the
inventories of menopausal symptom checklists, although the influ-
ence of menopause on women’s headache depends on the subtypes
of headache, such as tension-type headache (TTH) and migraine,
which are the two most common ones. More than two-thirds of
women with TTH report unchanged or worse status of headache
after menopause [37]; on the other hand, migraine improves after
menopause, and one of the triggers of migraine is postulated to be
the withdrawal of estrogen [38]. The two major types of primary
headache mentioned above are, however, often difficult to differ-
entiate in clinical practice and are summarized simply as “head-
aches” in most of the menopause assessment scales, such as
Greene Climacteric Scale and Women’s Health Questionnaire.

Headache has been reported to be associated with psychologi-
cal symptoms. A large-scale study on the Nordic community
revealed that depression and anxiety were significantly associated
with migraine and nonmigrainous headache and that the former
was more strongly associated with psychological symptoms than the
latter [39]. A correlation between headache and depression in
middle-aged women was also noted in studies conducted in the
United States [40] and Japan [41].

In our third study of Kampo medicine for the treatment of
menopausal symptoms, we sought to determine the prevalence of
headache and its correlates in the Japanese peri- and postmeno-
pausal women and investigate the effect of the Kampo formula
Tokishakuyakusan on their headache and concomitant depression.
In this retrospective study, we analyzed the records of 345 Japanese



90 Masakazu Terauchi and Toshiro Kubota

Table 3

peri- and postmenopausal women (age: 40-59 years) who had been
enrolled in SHNEP between 2006 and 2010.

The mean + SD age of the 345 participants was 50.9 £+ 4.5
years. The percentages of women who experienced headaches 0-1
time a month, 1-2 times a week, 3—4 times per week, or almost
every day were 47.2 %, 27.5 %, 11.6 %, and 13.6 %, respectively.
The average age of the women who had headaches almost every day
(49.7 £ 4.1) was significantly less (by almost 2 years) than those of
the women who experienced the symptom once a month or less
frequently (51.6 + 4.5) (P < 0.05, Tukey’s test). Additionally, no
significant intergroup differences were noted in the ratio of the
women in menopause transition to those who were
postmenopausal.

Next, we examined the correlations between headaches and
other symptoms, namely, vasomotor, depressive, anxious, and
insomnia. The scores for the two vasomotor symptoms in the
Menopausal Health-Related Quality of Life (MHR-QOL) ques-
tionnaire were averaged to generate a vasomotor score. Likewise,
the depression score, anxiety score, and insomnia score were calcu-
lated from the averages of the scores of four depressive symptoms,
two anxious symptoms, and two insomnia symptoms scores,
respectively. To determine whether these symptoms were associated
with headaches in middle-aged women, we performed a multiple
logistic regression analysis by using the presence of headaches once
a week or more as the dependent variable and age and the scores for
vasomotor symptoms, depression, anxiety, and insomnia as inde-
pendent variables. Table 3 shows the crude and adjusted ORs for
assessing the strength of the relationship between each factor and
headaches. Although all the variables included were significantly
associated with headaches in the univariate logistic regression anal-
ysis, subsequent multiple logistic regression analysis with stepwise
variable selection procedure revealed that only age (adjusted OR,
0.92; 95 % CI, 0.88-0.97; P = 0.0019) and depression (adjusted

Contribution of age, vasomotor symptoms, depression, anxiety, and insomnia to headaches in peri-
and postmenopausal women (N = 345)

Crude OR (95 % Cl) P value

Adjusted OR (95 % CI) P value

Age

Vasomotor score
Depression score
Anxiety score

Insomnia score

0.93 (0.89-0.98 0.0038 0.92 (0.88-0.97) 0.0019
1.31 (1.06-1.63) 0.0136

1.69 (1.36-2.10) <0.0001 1.73 (1.39-2.16) <0.0001
1.51 (1.23-1.86) <0.0001

1.40 (1.16-1.70) 0.0006
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OR, 1.73; 95 % CI, 1.39-2.16; P < 0.0001) were significantly
associated with headaches after adjustment.

Among the 182 participants who reported having headaches
once or more than once a week at their first visits, 37 were treated
with either hormone therapy (HT, N = 17) or Tsumura Tokisha-
kuyakusan Extract Granules (T]-23) (N = 20); these 37 patients
were selected for further analysis.

The percentages of women whose symptom scores decreased
after a follow-up period of 147 4+ 56 (mean + SD) days were
compared. Significantly more women in the TJ-23 group reported
relief from headaches and depression than those in the HT group
(headaches, 65 % versus 29 %; depression, 60 % versus 24 %); how-
ever, there were no significant intergroup differences in the
improvement of vasomotor symptoms, anxiety, and insomnia
(Fig. 3).

Finally, an analysis of the association between improvement in
headaches and depression in the TJ-23 group showed a significant
correlation between the changes in the headache and depression
scores with TJ-23 treatment (Fig. 4).

Headache is known to be associated with psychological symp-
toms and is included in several somatization screening measures,
such as Patient Health Questionnaire (PHQ)-15, World Health
Organization (WHO)-Social Security Disability (SSD), and Symp-
tom Checklist (SCL)-12. In our study, the presence of headaches
once a week or more frequently was found to be associated with
depression but not with vasomotor symptoms, anxiety, or insomnia
after adjustment. The association between depression and head-
aches was also confirmed in our previous study [41] and a US
population-based study of middle-aged women [40].

The effects of ovarian sex steroids and menopause on headaches
appear to differ from the type of headache. TTH is slightly more
prevalent in women than in men, and the average of the reported
male-to-female ratios is 1:1.30 [37]. This difference is not recog-
nized until children reach puberty, thereby suggesting the involve-
ment of sex steroids in the pathogenesis of TTH [37], although
one report suggests that TTH status remains unchanged or
becomes worse in 70 % of women with this type of headache after
menopause [42]. The sex difference is more marked in the case of
migraine: the cumulative lifetime incidence for women is 43 %,
while that for men is 18 % [38]. Migraine is known to be affected
by hormonal fluctuations, with the effect of estrogen withdrawal
being predominant during the perimenopausal period [38]. With
the absence of fluctuations in sex hormone levels, the percentage of
women reporting migraine after menopause is reduced, as demon-
strated by the Penn ovarian aging study [43]. Although HT should
be theoretically effective for perimenopausal migraine controlling
the hormonal fluctuation, the reports are inconsistent. For exam-
ple, a large population-based study showed a significant association
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between migraine and nonmigrainous headache with the current
use of systemic HT [44]. In the present study, the percentages of
women receiving HT whose headache improved, did not change,
or worsened were 29 %, 59 %, and 12 %, respectively, which were
even better than the percentages indicated in Mueller’s report on
migraineurs only [45].

The extracts of Ligusticum chuanxiong, a species closely related
to the Tokishakuyakusan component Cnidium officinale, have long
been used as an analgesic and were shown to alleviate headache [46]
and migraine [47] in animal models. Recent reports also indicate
that the Chinese equivalent of Tokishakuyakusan, Danggui-
Shaoyao-San, exerts antidepressant effects in animal models possi-
bly by suppressing the expression of arginine vasopressin in the
pituitary and hypothalamus [48]. The improvements in both head-
ache and depression induced by Tokishakuyakusan could also be
attributed to these pharmacological mechanisms. Furthermore,
considering the association between headache and depression, it
appears that the relieving effect of Tokishakuyakusan on headache
may have helped improve the women’s mood and vice versa [41].

5 Conclusion

From the results of the recent series of studies of Kampo medicine
for the treatment of menopausal symptoms, we reached the follow-
ing conclusions:

1. Each of the three major Kampo formulae, Tokishakuyakusan,
Kamishoyosan, and Keishibukuryogan, was effective in
improving sleep disturbances in Japanese peri- and postmeno-
pausal women. Middle-aged women who suffer from difficul-
ties in sleeping but are reluctant to take estrogens or hypnotics
due to their unfavorable side effects could be successfully
treated by the three Kampo formula as long as the appropriate
formula is selected based on each woman’s “Sho”, or symptom
patterns [7].

2. Keishibukuryogan lowered the systolic and diastolic blood
pressures, the pulse rate, and the REE of peri- and postmeno-
pausal women with hypertension or high-normal blood pres-
sure. In addition, Keishibukuryogan alleviated menopausal
symptoms such as perspiration, headaches/dizziness, and
sleep disturbance, and improved the HR-QOL. This Kampo
formula could be a therapeutic option for peri- and postmeno-
pausal women with hypertension or high-normal blood pres-
sure who have menopausal symptoms such as vasomotor
symptoms and sleep disturbance [8].
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3. Headaches in middle-aged women are significantly associated
with depression. The Kampo formula Tokishakuyakusan could
be an effective treatment for the women with both symptoms.
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Chapter 8

Fatigue and Kampo (Japanese Herbal) Medicines:
Hochuekkito and Juzentaihoto

Jun-ichi Yamakawa, Junji Moriya, and Junji Kobayashi

Abstract

Together with pain and fever, fatigue is known as one of the living body’s three main alarms, an important
signal to the body for the maintenance of life and health. The body usually recovers from fatigue with rest,
but a feeling of fatigue may persist for a long period. When the symptoms and duration of fatigue exceed the
usual fatigued feeling, the body’s immune function deteriorates making it prone to psychological disorders
such as depression, as well as a range of infectious diseases. Few Western medications are useful for this kind
of fatigue. There are, however, many useful formulae among Kampo medications. The introduction below
first gives a brief explanation of qi (Ki), blood and fluid ( Kketsusuz), and the “patterns” of Kampo medical
diagnosis before discussing the Kampo medical diagnoses “qi (Ki) deficiency (Kzkyo), blood deficiency
(Kekkyo), and dual deficiency of qi (Ki) and blood (Kiketsu Ryokyo)” and how fatigue was perceived in olden
times. The “Discussion” part focuses on clinical reports on two prominent Kampo medications, hochuek-

kito (8 #%) and juzentaihoto (T2 K#%H).

Key words Fatigue, Kampo, Hochuekkito, Juzentaihoto, qi (Ki) deficiency (Kikyo), Dual deficiency
of qi (Ki), Blood (Kiketsu Ryokyo)

1 Introduction

1.1 Fatigue: Together with pain and fever, fatigue is known as one of the living
Definition body’s three main alarms, an important signal to the body for the
maintenance of life and health. The physiological fatigue that
occurs in healthy people can be defined as the condition in which
performance has temporarily decreased when the body or mind is
stressed. It is usually accompanied by lethargy and the desire for
rest. The fatigue that occurs in sick people even with little stress
(pathological fatigue) may exhibit chronically decreased perfor-
mance and lethargy, such as in chronic fatigue syndrome, diabetes,
and malignant tumor.
Fatigue is classified as either physiological or pathological.
Physiological fatigue occurs in people with no underlying disease
when the amount of activity exceeds the level of recuperation and
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1.2 Fatigue:
Condition

1.3 Pathological
Fatigue

recovery is possible without intervention. Pathological fatigue
occurs with diseases characterized by persistent fatigue, such as
chronic fatigue syndrome, when a physical disease such as AIDS
or cancer, or a psychological disorder such as depression or sleep
disorder is present. Pathological fatigue may also be accompanied
by objective symptoms including fever, lymph node swelling, and
memory disorder [1, 2].

Lack of energy is a clear sign of fatigue. Humans need energy to
engage in activity. But when fatigued, activity or movement is not
possible. Sleepiness, decreased cognitive ability, lack of concentra-
tion, or a feeling of powerlessness appear. Decreased physical activ-
ity may also be observed. Fatigue is a condition in which the
capacities to accomplish activities such as work and everyday living
are diminished, the lack of energy makes engaging in new activities
difficult, and sustaining activity becomes harder.

There is also a decrease in action relating to social motivations,
which stem variously from physiological needs, curiosity, interests,
and concerns. Lassitude, lack of concern, and hypobulia appear and
psychological stress may be experienced.

The body usually recovers from fatigue with rest. However, a
teeling of fatigue may persist for long periods. When the symptoms
and duration of fatigue exceed the usual fatigued feeling, the body’s
immune function deteriorates making it prone to psychological

disorders such as depression, as well as a range of infectious diseases
[1,2].

2 Looking at Fatigue from the Kampo Medical Perspective

2.1 The Patterns
(Sho) of Kampo
Medical
DiagnosisKampo
medical diagnosis

To obtain a complete response using Kampo treatments for fatigue
that does not effectively respond to Western medicine-centered
treatments, it is necessary to consider the differences between the
Western medical and the Kampo medical perspectives. While West-
ern medicine takes an analytical approach to comprehending local
abnormalities (i.e. disease), Kampo medicine characteristically takes
a comprehensive approach to general physical disorder (i.e. the sick
person). The question therefore arises: how are Kampo medication
formulae selected? In turn, this is a matter of understanding the
patterns (Sho) of Kampo medical diagnosis. What are these pat-
terns? Patterns are considered to be “criteria for the use of Kampo
medications that have been organized on the basis of Kampo
measures for all the subjective and objective symptoms of a sick
person; being the “measures” that indicate the relationships
between the patient and the illness, patterns are used for differen-
tiating those for whom a medication will or will not be effective and
therefore for avoiding unsuitable Kampo medications.” Our
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2.2 Patterns in
Practice (Qi [Ki], Blood
and Fluid [Kiketsusui])

predecessors wrote about patterns as follows. Keisetsu Otsuka:
“Patterns mean evidence or conclusive proof. The kakkonto—pat-
tern (BMRFBEE) means the indication for kakkonto, which is the
same as calling what is diagnosed as a cold, the aspirin-pattern” [3].
Kunio Matsuda: “Patterns are multiple, unified concepts that
become apparent with certain pathological conditions” [4].
Kazuo Tatsuno: “Patterns are the preconditions for a medication
to be effective. Patterns mean the clinical pictures representing
patients’ current conditions” [5]. Katsutoshi Terasawa: “Patterns
mean the diagnoses obtained by comprehending the symptoms
presented by patients through the basic concepts of qi (K7),
blood and fluid; yin and yang; deficiency and excess (Kyojitsu);
cold and heat (Kannetsu), exterior and interior (Hyori); the five
viscera (Gozo); the six stages of disease transformation (Rokubyoz),
and so on, and they are directions for treatment” [6].

The characteristic features of treatment in Kampo medicine are that
it “leads to health by improving physical constitution, without
concerning itself with the sickness itself” and that it sustains the
human innate balance adjustment mechanism, or homeostasis. In
Kampo medicine, three elements in the body, qi (Ki), blood, and
fluid, are seen as elements by which normal functioning of organs
and tissues as well as the functioning of the mind and body are
carried out. Health is sustained on the basis of these three, qi (Ki)
and blood and fluid. Blood and fluid (Shineki) are first activated by
qi (Ki), the motive force, then circulate through the whole body
supplying nutrients. Various diseases may occur when this balance is
upset. The foundation of this concept came into being in China in
the Jin/Yuan Dynasty and the theory of qi (Ki), blood and fluid was
established by Nangai Yoshimasu (1750-1813) [7, 8].

Qi (Ki), blood and fluid are the three elements that sustain the
body’s function and structure. They are thought to represent the
environment surrounding the cells for their structural formation
and functional expression.

Qi (Ki) is the “Ki” in “Genk:s” (energy, spirit) and “Kiryoku”
(vitality). It is invisible life energy. “Qi (Ki)” is the term for the
mental and functional activities that occur in the body. At the
cellular level, qi (Ki) works to activate the metabolism and flow of
information within cells and to advance the body’s functional
expression and structural formation.

The “blood” and the “fluid” both moisten the body and they
are the bodily fluids that provide nutrients. The red-colored fluid is
the “blood” and the colorless bodily fluids are the “fluid”. “Blood”
is the blood that flows throughout the body, the blood acting as a
lubricant providing oxygen and nutrients by circulating around the
body. At the cellular level blood supplies the raw materials needed
for the chemical reactions within the cell, and it sustains functional
expression and structural formation in the body. “Fluid” is the
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2.3 Fatigue Means
“qi (Ki) Deficiency
(Kikyo), Blood
Deficiency (Kekkyo),
or Dual Deficiency of qi
(Ki) and Blood (Kiketsu
Ryokyo)”

liquid, meaning the bodily fluids other than blood, such as lymph,
digestive fluids, and saliva. At the cellular level, “fluid” sustains
intracellular fluid and acts in particular to moisten the skin and
membranes, which come in contact with the external world.
“Blood and fluid” circulate through the body supporting the action
of “qi (Ki)”. The Kampo perspective holds that when healthy, the
circulation of qi (Ki), blood and fluid is well balanced and that
“physical disorders appear when even one of qi (Ki), blood or
fluid is deficient or flows poorly”.

Qi (Ki) is taken in through food nutrients and breath then supports
various actions in the body. It has these five particular actions: (1)
promotion action: it promotes internal organ function and blood
and fluid flow; (2) warming action: it maintains body temperature,
warms internal organs, and promotes their function; (3) defense
action: it protects the body’s surface to prevent external pathogens
entering; (4) qi (Ki) transformation action: it transforms “blood”
into energy or vigor, and transforms “fluid” into sweat; (5)
fastening action: it regulates the amounts of saliva, menstrual
blood, etc. and adjusts excretion of bodily substances. The condi-
tion in which there is insufficient “qi (Ki)” is called qi (Ki) defi-
ciency. This condition gives rise to fatigue symptoms such as “a
vague feeling of listlessness” and “a lack of desire to do anything”.
We discuss this further in the “Discussion” part of this paper.

“Blood” means the nutrients produced by digestion of food.
The blood thereby produced is sent throughout the body. Having
been sent throughout the body, the blood is utilized as a source of
nutrients supporting bodily functions, it sustains muscles and
bones, as well as skin, hair, and nails. Along with qi (Ki), this
blood is the basic substance that supports mental activity and
sustains consciousness and mental condition. The condition in
which there is insufficient “blood” is called blood deficiency. Dual
deficiency of qi (Ki) and blood indicates a condition where there is a
combination of both qi (Ki) deficiency and blood deficiency.

Qi (Ki) deficiency means the functions and activities of the
entire body diminish while blood deficiency means the blood’s
moistening and nourishing functions throughout the body are
lost. While qi (Ki) gives rise to blood, blood is considered to be
the material basis for production of qi (Ki), which means that qi
(Ki) deficiency or blood deficiency alone have the tendencies of
dual deficiency of qi (Ki) and blood to some extent. In addition, in
most advanced cases of either qi (Ki) or blood deficiency, dual
deficiency of qi (Ki) and blood develops. Blood deficiency is gener-
ally more likely than qi (Ki) deficiency to developing into dual
deficiency of qi (Ki) and blood.

Thus, Kampo medicine means thoroughly ascertaining each
person’s physical constitution and the condition of their illness
before selecting the Kampo medications to be used. It could be
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2.4 The Treatments
for Fatigue Devised by
Our Predecessors

called a made-to-order method of treatment and when the Kampo
medication suitable to the patient is prescribed, the efficacy of
treatment is improved. The Kampo medical approach includes the
concepts of “same illness, different treatment”, whereby different
Kampo medications are prescribed for the same Western medical
diagnosis, and “different illnesses, same treatment”, whereby the
same Kampo medication is ultimately prescribed for different West-
ern medical diagnoses. In either case, it is not a matter of addressing
the illness by looking at the superficial aspect of the emerged
symptoms, but by looking to the more fundamental aspects.
Kampo holds that there are various causes for any one phenomenon
or event, so, even if two patients have the same fatigue symptoms,
the formulae may be completely different, according to the patient.

The backbone of Japanese Kampo medicine is the ShangHanLun, a
medical text that gathers together the experiences of the ancient
Han peoples [9, 10]. It is a “therapeutics” text, a properly
organized text with extremely detailed information. There is no
other text comparable to it in the world: it is a very important work
and also a clinical medicine textbook. The ShangHanLun is funda-
mentally a text that sets out the course and treatments for “acute
febrile diseases”. However in Japan, many of our predecessors over
the years managed to read, digest and absorb the contents of this
text, which is written in difficult classical Chinese, though with a
concise style, then elaborate on the applications and techniques,
and through their researches devise ways for it to be used for
“chronic diseases” as well. Thus, Japanese Kampo, with its unique-
ness and characteristic features, came into being.

Yet, treatments and formulae for fatigue, the chronic symptom,
were devised mainly through the medical thinking of the Chinese in
the Jin/Yuan Dynasty [11, 12]. This was a period of war, of meager
food and very harsh labor and living conditions. Many people were
dying, having been driven to “internal illness” (malnutrition).
Medical thinking turned to formulae to supplement the workings
of the stomach and intestines by using medications to control the
physical stresses. The medications discussed in the “Discussion”
part of this paper, hochuekkito and juzentaihoto, were developed at
that time. Then the basis for the concept of “nourishing life”
emerged. This concept still exists in contemporary Japan.

Here is an example of the practical use of hochuekkito with a
description by Gensen Tsuda in his text, Hyakuho Kuketsushu
(1794) [13]. From Hochuekkito, Zatsubyo Hassho Mokuteki no Ben
(Hochuekkito, Identification of the Targets for the 8 Miscellaneous
Disease Patterns): (1) hands and feet feel lifeless, (2) speech has no
vigor, (3) eyes lack force, (4) white spittle develops in the mouth,
(5) food cannot be tasted, (6) cold things are disliked, hot tea and
food are preferred, (7) the navel area palpitates, and (8) the pulse
lacks strength. The text states that if symptoms matching even one
or two of the above is present, then hochuekkito should be used.
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2.5 Effective
Formulae for
Fatigue—Ginseng
(Ninjin) and Astragalus
Root (0gi), the Main
Components in
Tonifying Formulae

1. For convenience sake, the classification of Kampo formulae

calls the group of formulae whose main component is Ginseng
and Astragalus Root, jingizai. These two crude drugs are
contained in almost all Kampo tonifying formulae. Formulae
including Ginseng and Astragalus Root are used to improve
symptoms presented by patients with chronic disease in physi-
cal and mental decline, decreased gastrointestinal functioning
and whose main indication is fatigue and listlessness. The ninjin
in almost all Kampo tonifying formulae is the root of the
Ginseng plant (family Araliaceae): ningin (carrot) the vegetable
(family Umbelliferae) is a completely different plant. The clini-
cal effects of Ginseng include activation of digestive and
absorption functions and strengthening of the body’s nonspe-
cific resistance to various stresses. The saponins contained in
Ginseng stimulate protein synthesis and improve metabolism
and immunocompetence. It also effectively improves nutri-
tional status and physical weakening due to surgery, etc.,
anorexia, diminished vitality, and anemia caused by malignant
tumors. Other reported effects of Ginseng include prevention
of chemotherapy-induced impairment of blood-forming tissue,
suppression of immune function decline, and control of cancer
cell growth and metastasis [ 14, 15].

Astragalus Root is the root of Astragalus membranaceus or
Astragalus mongholicus, in the family Fabaceae. The polysac-
charides in Astragalus Root have been reported to strengthen
immune function and effectively improve resistance to illness in
general. It stimulates blood circulation and metabolism at the
body surface and improves the skin’s nutritional status. It is
reported to enhance cellular metabolism and promote DNA
synthesis in regenerating liver [16-18].

Ginseng is suitable for digestive tract weakness (called inte-
rior deficiency in Kampo medicine) while Astragalus Root is
suitable for weakened resistance at the body surface (or exterior
deficiency). While Ginseng works to increase bodily fluid,
Astragalus Root works to eliminate excess water. Ingesting a
large quantity of Ginseng causes swelling and increased blood
pressure, however, combining Astragalus Root, which has a
diuretic effect, alleviates the side effects of Ginseng while
enhancing the synergistic effect of improving diminished phys-
ical strength and resistance. It is therefore the main formula of
choice in Kampo medical analeptic therapies.

Thus, jingizai (formulae combining Ginseng and Astragalus
Root) are therapeutic medications for conditions in which
there is a deficiency of qi (Ki), the fundamental energy for
general biological activity. Hochuekkito, a typical tonifying
formula, is used for chronic diseases demonstrating persistent
symptoms such as weakness with susceptibility to tiredness,
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diminished gastrointestinal function, pronounced lassitude in
the limbs and anorexia. The effectiveness of juzentaihoto
becomes relevant if blood deficiency is also present. Juzentai-
hoto is used to improve digestive function and for recovery or
improvement of physical strength after illness or surgery, how-
ever, skin parching and blood deficiency are the particular signs
to differentiate it from hochuekkito.

2. Hochuekkito—The predominant formulation for qi (Ki)
deficiency

The pathological condition in which there is a deficiency in
the amount of qi (Ki) is called qi (Ki) deficiency. It refers to
reduced metabolism, reduced organ function, reduced resis-
tance and decreased life energy, our energy and vital force as
living beings. Naturally, most cancer patients who undergo
therapies including surgery and anticancer drugs demonstrate
symptoms of qi (Ki) deficiency. Surgery and anticancer drugs
trigger tissue and organ damage, digestive and absorption
functions diminish and anorexia emerges, which in turn further
decreases physical strength, creating a vicious cycle. If the
condition persists, immunity and recuperative powers also
diminish [14, 15].

Western medical treatments such as digestive drugs, diges-
tive tract prokinetic agents and vitamins do not promise efficacy
for this kind of anorexia and decreased physical strength.
Kampo treatments to increase the amount of qi (Ki) are effec-
tive. To supplement the deficient qi (Ki) and improve qi (Ki)
deficiency is to tonify qi (Ki), while increasing the amount of qi
(Ki) has the effect of stimulating organ and tissue functioning
and lifting one’s spirits.

The predominant qi (Ki) tonifying formula is hochuekkito
[12]. It is made from ten crude drugs: Ginseng, Astragalus
Root, Atractylodes Rhizome (byakujutsu), Glycyrrhiza
(kanzo), Jujube (taiso), Citrus Unshiu Peel (chimpi), Ginger
(shokyo), Bupleurum Root (saiko), Cimicifuga Rhizome
(shoma), and Japanese Angelica Root (toki). True to name, it
is formulated to tonify (“ho”) the inside (“chu”), that is, the
digestive organs, and to boost energy (“ekki”). It also cures
general physical fatigue, supplements lack of good spirits or
vitality, and improves the body’s vital force. It is used for
pathological conditions in which digestive system functioning
has decreased, appetite is absent, and energy is lacking. The
indications are pronounced susceptibility to tiredness, lack of
energy, lack of vitality, orthostatic dizziness, muscle weakness,
and lassitude in the limbs.

It improves lack of tension in smooth and skeletal muscles as
well as organ droop and reduced digestive organ motility.
Astragalus Root and Japanese Angelica Root stimulate granu-
lation and are effective for skin ulcers and similar conditions
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that persistently fail to respond. Because of its ability to
improve biological defense, including immunologic enhance-
ment, it is also effective when complicating cold or flu and
bronchitis. It is commonly used for chronic hepatitis and cir-
rhosis in people demonstrating deficiency pattern (Kyosho),
decreased physical strength or general debility induced by
infection or malignant tumor, or decreased physical strength
after surgery [1, 2, 14, 15].

. Juzentaihoto—The predominant formulation for dual defi-

ciency of qi (Ki) and blood

In Kampo medicine, “blood” almost means the same as
“blood” in Western medicine; however, Kampo medicine
takes a conceptual view of'its role, conceiving it to be a biogenic
substance found in blood vessels that circulates throughout the
body carrying out the roles of nourishing and moistening
tissues and organs. Blood deficiency is a pathological change
exhibited by excessive bleeding and gives rise to a lack of blood
production in the body. It is caused by exhaustion of blood due
to degenerative disease, surgical invasion, malignant tumor and
the like, or gastrointestinal or atypical genital bleeding.

Blood deficiency symptoms are the symptoms caused by a
decrease in moistening and nourishing by the blood, and they
generally reflect poor nutritional status. Blood deficiency also
demonstrates symptoms that would suggest autonomic ner-
vous system or endocrine system disorder.

Common blood deficiency symptoms include poor facial
complexion, dull skin, lightheadedness, blurry vision, poor
nail color, loss of hair, and hair roughness. Additionally, other
characteristic symptoms may appear, depending on which
organ is the site of the blood deficiency (i.e., heart blood
deficiency or liver blood deficiency).

In Kampo medicine, the “heart [traditional medical termi-
nology: TM]” sustains the level of consciousness and has the
function of regulating the rhythms of wakening and sleep.
Accordingly, symptoms such as palpitations, anxiety, impa-
tience, light sleep, insomnia, frequent dreaming, forgetfulness,
and decreased cognitive power occur in heart blood deficiency.
These are mainly considered symptoms caused by excitability
abnormalities in the central nervous system or cerebrum.

The “liver [TM]” regulates the flow of blood and qi (Ki),
stabilizes mental activity, stores blood, provides nutrition to the
entire body, and maintains skeletal muscle tension. Accord-
ingly, liver blood deficiency demonstrates symptoms caused
by disorders of the autonomic nervous system or endocrine
system and the like associated with deficient supplementation
of nutrition to organs throughout the body. Early-stage symp-
toms commonly include dizziness, blurry vision, eye tiredness,
feeling of eye dryness, bleary eyes, and other eye symptoms.
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This leads to limb numbness, muscle spasm, desensitization,
muscle reflex disorder, abnormal sensation, menstrual disorder,
delayed menstruation, hypomenorrhea, or amenorrhea.

The crude drugs that have a blood tonifying action (blood
tonifying medications) are broadly categorized as medications
that tonify either heart blood or liver blood. The crude drugs
that primarily tonify heart blood include Longan Aril (ryugan-
niku), Polygala Root (onji), Jujube Seed (sansonin), and Salvia
Miltiorrhiza Root (tanjin). They fortify the brain’s inhibitory
processes and demonstrate effectiveness for mental stability and
sleep.

The crude drugs that tonify liver blood include Japanese
Angelica Root, Peony Root (shakuyaku), Rehmannia Root
(jio), Polygonum Root (kashu), Donkey Glue (akyo), and
Lycium Fruit (kukoshi). Their primary effects are to improve
nutritional status and endocrine system abnormalities by nour-
ishing and moistening.

The main blood tonifying formulation is shimotsuto (F44%]
%) (Japanese Angelica Root, Peony Root, Cnidium Rhizome
[senkyu], and Rehmannia Root). The blood tonifying actions
of Japanese Angelica Root, Peony Root, and Rehmannia Root
improve the nutritional status of the whole body and have the
secondary action of improving endocrine and autonomic sys-
tem disorders. Cnidium Rhizome and Japanese Angelica Root,
which treat blood stasis, stimulate circulation, effectively
spreading the tonifying effect to the whole body. They are
used for people who have relatively poor physical strength,
poor facial complexion, are susceptible to anemia and skin
dryness, as well as blood deficiency symptoms such as a fatigued
feeling, dizzy sensation, blurry vision, and palpitations.

The predominant formulation used for dual deficiency of qi
(Ki) and blood is juzentaihoto. It is made from a combination
of ten crude drugs: Ginseng, Atractylodes Rhizome, Poria
Sclerotium (bukuryo), Glycyrrhiza, Japanese Angelica Root,
Peony Root, Rehmannia Root, Cnidium Rhizome, Astragalus
Root, and Cinnamon Bark (keihi). Four of these crude drugs,
Ginseng, Atractylodes Rhizome, Poria Sclerotium, and Glycyr-
rhiza, are the main crude drugs in shikunshito (42 £ %) and
improve digestive system function.

The four crude drugs, Japanese Angelica Root, Peony Root,
Rehmannia Root, and Cnidium Rhizome, make up the main
blood deficiency formulation mentioned above, shimotsuto.
Combining the effects of Astragalus Root, which is a qi (Ki)
tonifying crude drug, and Cinnamon Bark, which improves
blood flow, with the other crude drugs, works to improve
both qi (Ki) and blood deficiency. This outlines the basic
Kampo medical concepts about fatigue. The discussion below
focuses on clinical reports.
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2.6 Discussion

Hochuekkito and juzentaihoto are both reported to strengthen
immunity and improve nutritional status. They have also been
reported to improve QOL when used in clinical practice to alleviate
the side effects of cancer chemotherapy and radiation therapy,
mainly after surgery.

3 Hochuekkito

Hochuekkito is a tonifying formula that primarily restores vigor in
patients with qi (Ki) deficiency and can be expected to improve
anorexia, general malaise, and sleep disorder. Similarly to juzentai-
hoto, there are numerous acknowledged reports on hochuekkito
for anorexia and nausea in cancer chemotherapy patients. Abe
found that out of 30 malignant tumor patients who underwent
chemotherapy after surgery, the efficacy ratio of hochuekkito for
improvement of general malaise and anorexia was 83.3 % [19]. A
study by Ohara et al. evaluated the clinical effectiveness of hochuek-
kito or ninjinyoeito (ZE5RH) for patients undergoing chemo-
therapy (tegafur preparation). They found that it significantly
improved subjective symptoms (before—after comparison) includ-
ing appetite, nausea and vomiting, bowel movement disturbance,
and feeling of fatigue and malaise [20]. Ono et al. investigated the
clinical effects of hochuekkito and the immune strength of natural
killer (NK) cell activity in 35 cases and found that NK cell activity
before administration was 24.6 £ 13.7 % and 30.4 + 14.4 % after
administration, which was a significant increase, given a P value of
at most 5 % [21]. While its effects on germ discharge count during
expectoration and on blood sedimentation in a group receiving
concomitant hochuekkito were not clear, it demonstrated signifi-
cant increases in weight and peripheral blood lymphocyte count
and was useful as an adjunct to anti-tuberculosis therapy [22].
Additionally, an administration group demonstrated a significant
increase in prognostic nutrition index (PNI = albumin level x 10
+ peripheral blood lymphocyte count x 0.005) [23]. In a number
of studies, the appetite stimulant effect of hochuekkito restored
nutritional status and also improved susceptibility to infection.
Apart from chemotherapy, hochuekkito has also been reported to
demonstrate significant improvement in gastroptosis symptoms
including anorexia, abdominal bloating sensation, nausea and feel-
ing of fatigue and malaise, etc. [24 ], while it significantly improved
symptoms in pediatric orthostatic dysregulation, demonstrating a
high disappearance rate for umbilical colic, lassitude, headache, and
hypotension, in particular [25]. In addition to numerous such
reports, Kuratsune evaluated performance status in chronic fatigue
syndrome (CES), the causes of which remain unexplained and in
which sufferers report a particularly persistent and strong sense of
fatigue, and found symptomatic improvement in 41.4 % of cases [26].
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Hochuekkito improved clinical symptomsand performance statusin 12
weeks, a relatively short period, prompting the conclusion that
hochuekkito could be the standard therapy for CES patients, who
commonly cannot maintain adequate waking hours due to sleep disor-
der and everyday life rhythm disorder [27]. In an experiment using
animals with CFS, hochuekkito demonstrated improvement in the
amount of movement soon after treatment commenced (in 1-2
weeks) and a significant increase in IFN-y expression in the spleen
[28]. A similar experiment found effective improvement in central
nervous system disorder, which is thought to be present in CES [29].
The authors inferred that the pathological condition of CES includes
some kind of immune system abnormality and that the therapeutic
effect of hochuekkito lay in its immunostimulatory action. Hochuek-
kito was also useful for improving the subjective symptoms of snoring,
daytime sleepiness, and insomnia in sleep-disordered breathing suf-
ferers [30]. It was eftfective for improving sperm density and motility
in infertile males and demonstrated effective stimulation of spermato-
genic function [31]. Hochuekkito was 66.0 % eftective for anorexia
associated with mild to moderate depression [32]. These and other
papers report wide efficacy for pathological conditions considered to be
qi (Ki) and/or blood deficiency in oriental medicine.

4 Juzentaihoto

Juzentaihoto is primarily used for prevention of anticancer drug
side effects such as queasy, anorexia, lassitude, and bone marrow
suppression, and is reported to be useful in clinical practice because
of'its high safety level. Kurokawa et al. clinically investigated juzen-
tathoto for anticancer drug side effects in patients after cancer
surgery, their investigation of its clinical effects for digestive symp-
toms as side effects of anticancer drugs in 88 patients after surgery
demonstrated improvement in digestive symptoms as side effects of
anticancer drugs, with an improvement rate of 83 % for anorexia in
particular [33]. Suzuki et al. conducted a randomized controlled
trial (envelope method) with 90 participants who had undergone
chemotherapy by type of cancer. The administration group took
7.5 g/day of juzentaihoto extract granules for 12 months (17
gastric, 20 colorectal, and 10 breast cancer patients) while the
control group took no juzentaihoto (16 gastric, 19 colorectal,
and 8 breast cancer patients). Leukocytopenia was evaluated during
the observation period. While there was no significant difference
between groups for leukocyte count, the administration group
delayed onset of leukocytopenia caused by chemotherapy for gas-
tric and for colorectal cancer, and they extended the period from
onset of leukocytopenia until lowest score. The trial demonstrated
the usefulness of prophylactic administration for gastric and
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colorectal cancer using juzentaihoto for leukocytopenia, a side
effect of cancer chemotherapy [ 34 ]. In a study into the effectiveness
of juzentaihoto for thrombocytopenia, not just leukocytopenia,
Niwa et al. administered juzentaihoto in combination with
M-CSF for 31 courses in 20 cases in which blood platelet count
dropped below 100,000 after chemotherapy for gynecological can-
cers. Out of the 31 courses of treatment, 28 courses avoided
platelet transtusion, and 3 cases in 3 courses received platelet trans-
fusion. The results suggest that concomitant therapy using juzen-
tathoto with M-CSF is a wuseful adjunct therapy for
thrombocytopenia during anticancer chemotherapy [35]. Yamada
et al. [36] studied its impact on cellular immunity by investigating
cellular immunocompetence in 46 esophageal cancer cases, 35
colorectal cancer cases, and 93 gastric cancer cases (total of 174
cases). Participants were divided into a juzentaihoto group and a
control group (no administration) using the envelope method. The
results showed that hemoglobin and red blood cell counts
increased significantly after 2 and 3 months in the juzentaihoto
group compared to the control group in cases of concomitant use
of total gastric cancer extirpation and anticancer drugs. In cases of
concomitant use with anticancer drugs the leukocyte count was
prevented from decreasing in the juzentaihoto group for each
cancer, NK cell activity was significantly higher in the administra-
tion group compared to the control group 1 month after surgery in
cases of concomitant use with anticancer drugs for esophageal
cancer and total gastric cancer extirpation, thus, juzentaihoto was
considered effective in concomitant use with anticancer drugs and
for improvement of immunocompetence after surgery. There are
numerous reports that juzentaihoto is effective for anticancer drug-
induced cytotoxicity, for improvement of subjective symptoms
including queasy, lassitude and anorexia, as well as prevention of
marrow suppression and immunosuppression [37, 38]; that it
improves QOL [39]; and that it extends lifetime [40]. In addition,
Tanaka et al. investigated the efficacy and safety of juzentaihoto for
alleviating side effect symptoms from cancer radiation therapy.
Their study divided 83 patients whose chest or abdomen had
been irradiated into a juzentaihoto group (# = 43) and a control
group (no administration, # = 40). The results showed the admin-
istration group demonstrating an improvement trend for anorexia
in 4-6 weeks and a significant difference in 5 weeks, as well as
differences for general malaise in 4 weeks, nausea and vomiting in
5 weeks, and diarrhea in 3-5 weeks. No particular adverse events
attributable to juzentaihoto were observed during the administra-
tion period. The paper confirmed that the use of juzentaihoto for
side effect symptoms associated with radiation therapy for cancer
patients presents no safety problems and that it improves or alle-
viates anorexia, general malaise, nausea and vomiting as well as
diarrhea [41]. There are numerous papers on effective examples
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of juzentaihoto for the various symptoms that occur with cirrhosis
and chronic hepatitis, including virogenic cases. One such paper
trialed the effects of juzentaihoto as an additional drug in combi-
nation with two others, Stronger Neo-Minophagen C (SNMC)
and ursodeoxycholic acid (UDCA), for intractable cases of chronic
hepatitis C and cirrhosis in which even SNMC and UDCA had not
decreased GPT. Juzentaihoto administration demonstrated signifi-
cant GPT improvement in three out of nine cases (33.3 %) of
chronic hepatitis C and in 5 out of 12 cases (41.7 %) of hepatitis
C virus-induced cirrhosis. It improved clinical symptoms including
general fatigability in 12 out of 20 cases (60.0 %) and anorexiain 10
out of 19 cases (52.6 %) [42]. Another study retrospectively inves-
tigated the effect of juzentaihoto on lowering ALT in 67 cases of
hepatitis C virus-related chronic liver disease in which IFN therapy
was ongoing, mean ALT had not dropped below 80 units, as a rule,
even with combined SNMC and UDCA therapy, and the patients
complained of fatigue, lassitude or anorexia, which are indications
for juzentaihoto. It was effective in 23 out of 40 cases (57.5 %),
when effective is deemed to mean a decrease in mean ALT of at least
25 % at every 6 months within 1 year when compared to 6 months
before administration [43]. Another study found that juzentaihoto
significantly inhibited anemia attributable to IFN plus ribavirin
therapy, which has proved effective for hepatitis C virus-related
chronic liver disease in recent years but has demonstrated problem-
atic side effects [44]. Many other studies have shown that juzentai-
hoto suppressed the incidence of liver cancer developing from
cirrhosis and significantly increased the survival rate [45], and it
significantly increased hemoglobin when used in combination with
iron and EPO [45], demonstrating marrow and immunostimula-
tory effects.

5 Conclusion

Japan is the only country where Western medicine and Kampo
medicine can be practiced in an integrated manner. Combining
the diagnostic techniques of Western medicine with the clinical
practice techniques of Kampo medicine is extremely beneficial.
Approximately 150 Kampo formulae are produced as high-quality
extract formulations and are covered by health insurance. While
Kampo formulations are not considered in the West, traditional
medical clinicians in China and Korea do take them into consider-
ation, yet they are mostly decoctions, so there are no data on extract
formulations for medical use that can be used in Japan.

The quality of Japanese Kampo formulations is extremely high
and evidence based on scientific analysis is distributed. Kampo
formulations can be used in the treatment of the state in which
laboratory data indicate no abnormality (presymptomatic, M:ibyo),



and their use has spread to the field of preventive medicine. Using
affordable Kampo medications promises economic efficiency, an
excellent opportunity to redress soaring medical costs. Combining
Kampo treatments for cases that do not effectively respond to
Western medicine-centered treatments is extremely beneficial.

110 Jun-ichi Yamakawa et al.
References
1. Yamakawa ] (2012) Efficacy evaluation of

10.

11.

12.

13.

. Yoshimasu

kampo medicine in a mouse model of chronic
fatigue syndrome. In: Motoo Y (ed) Tradi-
tional medicine new research. Nova Science
Publishers, Inc, New York, pp 83-122

. Chen R, Moriya J, Yamakawa ] et al (2010)

Traditional Chinese medicine for chronic
fatigue syndrome. Evid Based Complement
Alternat Med 7:3-10

. Otsuka K, Otsuka Y, Watanabe K (2000) Prac-

tical symptom-based kampo therapy (Revised),
5th edn. Nanzando, Tokyo, pp 231-232

. Matsuda K (1992) Practice of kampo treat-

ment — diagnosis and treatment, 74(11). Shin-
dan To Chiryo Sha Inc, Osaka, pp 2278-2282

. Tatsuno K (1979) An outline of kampo medi-

cine 1 (1). Yukonsha, Kyoto, pp 12-14

. Terasawa K (2005) Kampo patterns (Sho): a

patient-centered, not disease-centered, diag-
nostic system. Kagaku 75. Iwanami Shoten
Publishers, Tokyo, pp 821-823

. Matsuda K (1980) “Yoshimasu Nangai”, an

exposition of his compendium, vol 37. Meicho
Shuppan, Osaka, p 16

N Medical Patterns — Modern
Kampo Medicine Compendium vol 37 p 134

. Terasawa K (2006) On the formation of Chi-

nese great classic “shokanron”, and its specific-
ity. Kampo Med 57:799-804

The Japan Kampo Medicine Association — Aca-
demic Committee (2000) Shanhan Zabinglun
(Treatise on Cold Damage Disorders), 3rd
edn. Toyo Gakujutsu Shuppansha, Chiba
Mayanagi M (1989) A bibliographical intro-
duction to Neiwaishangbianhuolun (Treatise
on clarification of perplexities about internal
and external damage), Piweilun (Treatise on
the spleen and stomach), and Lanshimicang
(Secret records of the orchid chamber), Kosoto
H, Mayanagi M (eds). Wakoku Kanseki Isho
Shusei vol 6 Commentary. Enterprise, Tokyo,
p 22-36

Mayanagi M, Kosoto H (1990) Medical texts
in Jin period. J Tradit Sino-Jpn Med
11:495-501

Mayanagi M (1995) The history of a Chinese
herbal prescription Bu-Zhong-Yi-Qi-Tang. J
Tradit Sino-Jpn Med 16:501-507

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

Yamakawa J, Motoo Y, Moriya J et al (2013)
Role of kampo medicine in integrative cancer
therapy. Evid Based Complement Alternat
Med 2013:570848

Yamakawa J, Motoo Y, Moriya J et al (2013)
Significance of Kampo, traditional Japanese
medicine, in supportive care of cancer patients.
Evid Based Complement Alternat Med
2013:746486

Yamakawa ], Moriya J, Takeuchi Ket al (2013)
Significance of Kampo, Japanese traditional
medicine, in the treatment of obesity: basic
and clinical evidence. Evid Based Complement
Alternat Med 2013:943075

Yamakawa J, Moriya J, Takahashi T etal (2010)
A Kampo medicine, Boi-ogi-to, inhibits obe-
sity in ovariectomized rats. Evid Based Com-
plement Alternat Med 7:87-95

Abe K (1989) The eftfects of hochuekkito for
side effects of chemotherapy after cancer sur-
gery. Prog Med 9:2916-2922

Ohara T, Onda M, Futagawa S et al (1993)
Study of the usefulness of combining hochuek-
kito and ninjinyoeito with Tegafur. Jpn Phar-
macol Ther 21:4423-4434

Ohno S (1988) Effects of a traditional Chinese
medicine “hochuekki-to” on natural Kkiller
activity. Arerugi 37:107-114

Watanabe A, Hasegawa S (1992) Effect of
combined Kampo medicines as adjuvant ther-
apy for pulmonary tuberculosis. Jpn Med ]
3553:76-77

Suzuki J, Arata S, Sugiyama M (2002)
Improvement of immunity and nutrition by
hochuekkito in immune-compromised hos-
ts—for the control of MRSA. Prog Med
22:1362-1363

Irie K, Tateishi M, Yuu H et al (1992) Clinical
effects of hochuekkito on gastroptosis symp-
toms. J] N Remedies Clin 41:423-432

Tomita H, Chiba S, Kadowaki J et al (1997)
Clinical effects of hochuekkito on pediatric
orthostatic  disturbance. J DPediatr Pract
60:162-167

Kuratsune H, Yamaguchi K, Tokumine Y
(1997) Kampo formulations for chronic
fatigue syndrome—clinical effects of hochuek-
kito. Jpn J Clin Exp Med 74:1837-1845



26.

27

28.

29.

30.

31.

32.

33.

34.

35.

Fatigue and Kampo (Japanese Herbal) Medicines: Hochuekkito and Juzentaihoto

Kuratsune H, Nakatomi Y, Kagura M et al
(2010) Clinical effectiveness of twice daily
hochuekkito for chronic fatigue syndrome
patients. Prog Med 30:505-510

. Moriya ] (2006) Establishment of murine

model for chronic fatigue syndrome and effi-
cacy of kampo medicine on daily activity. J
Kanazawa Med Univ 31:263-268

Chen R, Moriya J, Yamakawa ] et al (2008)
Brain atrophy in a murine model of chronic
fatigue syndrome and beneficial effect of
Hochu-ekki-to  (TJ-41). Neurochem Res
33:1759-1767

Matsuzawa K, Nakano H, Oonishi Y (1997)
Effects of hochuekkito for sleep-disordered
breathing—a preliminary study using pulse
oximetry. Jpn J Chest Dis 56:846-849

Ping L, Takase K, Mukobayashi M et al (1996)
Clinical effects of traditional Chinese herbal
medicine “Hochuekkito” on male infertility.
Advances Obstet Gynecol 48:406-410

Ohara K, Nishimoto M, Miyazato K et al
(1994) Effects of hochuekkito (TJ-41) for
anorexia. Prog Med 14:1705-1712

Kurokawa T, Imai J, Tamakuma M (1989)
Improvement of anorexia, nausea and vomit-
ing, and lassitude, side effects of anti-cancer
drug administration. “Effects of juzentaihoto
in preventing anti-cancer drug side effects—A
clinical immunology study”. Biotherapy
3:789-795

Suzuki S, Abe R, Nomizu T et al (1995) Effect
of juzentaihoto (TJ-48) on leukopenia in
patients receiving cancer chemotherapy. Prog
Med 15:1968-1971

Niwa K, Hashimoto M, Tamaya T (2000)
Effects of Juzen-taiho-to and M-CSF on
thrombocytopenia induced by anti-cancer
drugs in gynecologic malignancies. Jpn J Ori-
ent Med 51:447-454

Yamada T (1992) Clinical study of juzen-taiho-
to administration for postoperative esophageal
carcinoma, gastric carcinoma, and colorectal
carcinoma — Influence of surgical intervention
and postoperative chemotherapy on cell
mediated immunity. ] Med Pharm Soc
WAKAN-YAKU 9:157-164

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

111

Rino Y, Yukawa N, Yamada R et al (2013)
Improvement of adverse effects by juzen-
taiho-to in the chemotherapy for patients with
advanced or recurrent gastric cancer. J Jpn Coll
Surg 38:62-66

Konno H, Maruo Y, Baba S et al (1997)
Improvement of immunocompetence with
combined use of juzendaihoto in adjuvant che-
motherapy after gastric cancer surgery.
Biotherapy 11:193-199

Kosaka A, Kamiya T, Sumiyama M et al (1994)
Usefulness of TSUMURA Juzentaihoto (TJ-
48) for reducing adverse effects of anticancer
drugs and improving QOL. Prog Med
14:2259-2264

Adachi I (1990) Supporting therapy with Shi
Quan Da Bu Tang in advanced breast cancer
patients. Biomed Res 11:25-31

Tanaka Y, Hashimoto S (1988) Eftects of TSU-
MURA Juzentaihoto on various complaints
occurring as adverse reactions during radio-
therapy. JAMA 6:70-71

Tarao K, Okamoto T, Miyakawa Ket al (2003)
Effect of Juzen-taiho-to on the serum alanine
aminotransferase levels in patients with HCV-
associated chronic hepatitis or liver cirrhosis.
Jpn J Orient Med 54:191-198

Tarao K, Sakamoto Y, Ueno M et al (2010)
Juzentaihoto (TJ-48) may be an important and
effective anti-inflammatory agent for intracta-
ble cases of patients with HCV-associated
chronic liver-diseases. Jpn ] Orient Med
61:1-8

Sho Y, Fujisaki K, Sakashita H et al (2004)
Orally administered Kampo medicine, Juzen-
taiho-to, ameliorates anemia during interferon
plus ribavirin therapy in patients with chronic
hepatitis C. J Gastroenterol 39:1202-1204
Higuchi K, Shimizu Y, Yasumura S et al (2002)
Preventive effect of liver carcinogenesis by
juzen-taiho-to in the patients with liver cirrho-
sis. Kan-Tan-Sui 44:341-346

Aoe H, Ota M, Kawahara N et al (2003) Effi-
cacy of using juzentaihoto to augment preop-

erative autologous blood donation. ] Med
Technol 47:395-399



Chapter 9

Atopic Dermatitis and Chinese Medicine

Hsiewe Ying Tan and George Binh Lenon

Abstract

Atopic dermatitis (AD) is said to be the most common skin disease among children, which impacts severely
on daily life. The etiology has yet to be fully elucidated and current western medicine managements are
targeted at symptomatic relief, some of which have unfavorable side effects. According to the traditional
Chinese medicine (TCM), AD is said to be related to a congenitally weak constitution, leading to the attack
or generation of pathogenic factors. Chinese herbal medicine (CHM) is usually individualized for each and
every patient; however, in hope of increasing the scientific evidence of'its efficacy and safety in the treatment
of AD, several clinical trials have been conducted using non-individualized CHM.

This chapter reviews the findings of clinical and laboratory studies of 4 CHM formulae: Zemaphyte,
Pentaherbs Capsule, Hochu-ekki-to, and Xiao Feng San. In clinical studies, Zemaphyte had conflicting
results, Pentaherb Capsule and Hochu-ekki-to showed no significant difference in disease severity but
found improvement in secondary outcomes, and Xiao Feng San had positive results. All in-vitro studies
found potential pharmacological effects that may be beneficial in the management of AD. However, aside
from evidence still being deemed insufficient, there were one or more flaws in the clinical study designs,
leading to concerns of the credibility of the results. The main concerns identified with studies included the
general quality of studies, the suitability of the using a scientific, randomized, control methodology for
TCM studies, the lack of pharmacological data of CHM, and the lack of assurance regarding the safety of
the intervention. Currently, the treatment of AD with TCM is still highly based on historical and empirical
evidence; and as the complete pathophysiology of AD remains unknown, it may be difficult to determine
which biochemical and pharmacological properties are required in the CHM to allow it to be deemed a
potential pharmacotherapy

Key words Chinese herbal medicine, Traditional Chinese medicine, Atopic dermatitis, Eczema,
Review, Clinical studies

1 Introduction

Atopic dermatitis (ADAtopic dermatitis (AD)), also known as
atopic eczema, is said to be the most common skin disease among
children [1], affecting around 15-30 % of children [2]. However,
recent epidemiology studies have shown an unexplained increase in
prevalence over the last few decades, especially in industrialized
countries [3, 4]. While around 60 % of AD cases tend to resolve
in early childhood, more than half experience recurrences into
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adulthood [5], resulting in an estimated 2—-10 % prevalence among
adults [6].

The term “atopy” originated from the Greek term “atopos”,
meaning “out of the way” or “uncommon” and was first used by
Coca and Cooke [7] to describe an unusual type of hypersensitivity.
According to the World Allergy Organization (WAO), the term
“atopy” refers to “a personal and/or familial tendency, usually in
childhood or adolescence, to become sensitized and produce IgE
antibodies in response to ordinary exposures to allergens, usually
proteins. As a consequence, these persons can develop typical symp-
toms of asthma, rhinoconjunctivitis, or eczema [8]. Despite ongoing
debates regarding the involvement of the nomenclature, diagnosis as
well as the involvement of IgE-mediated allergy [9, 10], this
chronic, inflammatory skin disease is generally characterized by a
combination of clinical features such as severe itching, skin red-
ness and dryness, weeping, scaring and lichenification [11, 12],
and disease history [13].

AD can cause unbearable frustration, reduced quality of life
(QoL), and inconveniences to both the patient and their families or
caretaker. The vicious itch-scratch cycle not only disrupts daily
activities, such as sleep and work, but also results in reduced work
productivity and severe skin damage or disfiguration, leading to low
self-esteem or further psychological stress which may, in turn,
worsen the condition [1]. Patients may also be subjected to
restricted activities, diet and costly therapies, which can amount
to several hundred millions of dollars yearly [14]. Furthermore,
there is also an increased risk of superinfections by Staphylococcus
aunrens and Herpes simplex virus in AD patients [15].

2 Atopic Dermatitis and Western Medicine

It has been hypothesized that the etiology and pathophysiology of
AD are a combination of genetic factors as well as environmental
factors [ 12]. Genetic studies showed increased risk of AD in mono-
zygotic twins compared to dizygotic twins [16], as well as in
children whose parents have AD compared to children whose par-
ents have asthma or allergic rhinitis [17], have led to the postula-
tion that the eczema phenotype is due to the presence of specific
skin genes [18], While researchers have been unsuccessful in
completely distinguishing genes that influence the pathophysiology
of AD [19], there seems to be a consensus that there is an immu-
nological dystunction involving IgE-mediated sensitization and T
helper type 2-tilted inflammatory response, and skin permeability
barrier defects [20-22].

The increase in AD prevalence in general and its prevalence
among small families, families of higher socioeconomic status or
ethnic groups [15,23-25] indicates that environmental factors play
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a role in this condition. Several hypotheses have been proposed
regarding the environmental factors of AD, including the “hygiene
hypothesis”, which states that early exposure to pathogens can
protect against atopy [26]. However, there have been inconsisten-
cies among various research findings [25]. AD can also be aggra-
vated by irritants (e.g. detergents, fabrics), allergens (e.g. dust
mites, foods), infection, stress, or hormonal changes [12].

Currently, there is no cure for AD; various forms of manage-
ment available are targeted at symptomatic relief [1]. Based on
management guidelines of AD, the ultimate goal is to eliminate
or reduce symptoms severity so that it does not affect daily life or
require much medication [27, 28]. Management includes recog-
nizing and removing trigger factors, maintain skin hydration, and
reduce itching and inflammation [12, 29]. These managements are
not always successful because elimination of trigger factors does not
guarantee a cure of the condition [28], and the use of emollients,
while strongly advocated, has reported a lack of evidence of eftec-
tiveness [30]. Furthermore, the commonly used pharmacothera-
pies such as corticosteroids and calcineurin inhibitors are usually
required for long-term use and have been associated with drug
tolerance development [31] and adverse effects such as skin atrophy
and primary hypothalamic—pituitary—adrenal axis suppression with
the former [3] and transient burning sensation upon application
and potential malignancy risks with the latter [28, 30].

3 Atopic Dermatitis and Traditional Chinese Medicine

“Failure of conventional therapy” has led to patients seeking assis-
tance from complementary medicine which includes traditional
Chinese medicine (TCM) [32]. The use of TCMTraditional Chi-
nese medicine (TCM) has been increasing worldwide for various
diseases, including dermatological conditions [33]. As TCM has its
unique method of diagnosis to enable targeted treatment, it is
expected to contribute to the management of AD. The increasing
use of Chinese herbal medicine (CHM) has led researchers to
scientifically study this form of ethnobotanical therapy [33]. Fur-
thermore, regulations have been planned or implemented as a
safety precaution [34].

Based on TCM theories, the predisposition toward “atopy”
suggests that AD patients have a congenitally weak constitution,
which in turn, increases susceptibility toward the attack of external
pathogenic factors such as wind, dampness, and heat [35]. Some
texts have also noted that some babies were born with “fetal heat”,
which is heat inherited from the mother during pregnancy which
can attack the heart or lung, causing AD [36]. Internal pathogenic
factors—such as wind and heat generated by emotional distur-
bances; damp, heat or food stagnation due to either irregular diet
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Fig. 1 An illustration of the potential pathogenesis of AD based on Chinese medicine

or Spleen and Stomach deficiency—can also lodge in the skin and
result in AD. The recurrent and chronic nature of the disease can
injure Yin and Blood, and generate wind and dryness [ 35]. Figure 1
illustrates the potential pathogenesis of AD based on Chinese
Medicine. It is common for AD patients to have a combination of
syndromes affecting them.

“Atopic dermatitis” has not been recorded as a disease in
historical TCM texts [37]; based on similarities in clinical feature
descriptions, the diseases Si Wan Feng (F9E X.) had been acknowl-
edged as the equivalent of AD [38]. However, there are also other
terms which have been or may be used to refer to AD, including the
terms Shi Zhen (2% / B¥5), Jin Yin Chuang (RIZH), Shi Chuang
(RSB, Shi Lian (3R$K), Gan Lian (F8R), Ru Xuan (3L.8E), Nai
Xuan (J3%8%), Toi Xuan (Ba%E), and Tai Lian Chuang (FRSASE)
[39, 40].

The treatment principles of AD depend on the syndrome dif-
ferentiation of the diagnosis. Treatment may include a combination
of dietary and lifestyle advice, CHM with or without acupuncture,
cupping, and moxibustion. Based on the commonly seen syn-
dromes of AD-like TCM dermatological conditions, there are sev-
eral proposed formulae, as listed in Table 1.

Generally, all formulae are usually subjected to modifications as
CHM treatments are usually individualized, which is a huge chal-
lenge when conducting scientific studies. As the popularity of
CHM therapy increases, so do the concerns regarding its efficacy
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Table 1
Proposed formulae based on the commonly seen syndromes of AD-like TCM dermatological
conditions

Syndrome Formulae Formula ingredients Reference

Damp-heat Modified Long Dan Xie Long Dan Cao [39]
Gan Tang Zhi Zi
Huang Qin
Sheng Di Huang
Xuan Shen
Che Qian Cao
Ze Xie
Mu Tong
Bai Xian Pi
Di Fu Zi
Chan Tui
Gan Cao

Xiao Feng Dao Chi Tang & Sheng Di Huang [40]
Long Dan Xie Gan Tang Huang Lian
Huang Qin
Mu Tong
Fu Ling
Ze Xie
Che Qian Zi
Jin Yin Hua
Bai Xian Pi
Gan Cao

Li Shi Qing Re Fang and Long Dan Cao [40]
Dan Di Chu Shi Tang Huang Qin
Zhi Zi
Sheng Di Huang
Jin Yin Hua
Lian Qiao
Fu Ling
Ze Xie
Mu Tong
Che Qian Zi
Hua Shi
Bai Xian Pi

Modified Bi Xie Shen Bi Xie [35]
Shi Tang Huang Bai
Fu Ling
Mu Dan Pi
Sheng Di Huang
Ze Xie
Hua Shi
Yi Yi Ren
Gan Cao

(continued)



118 Hsiewe Ying Tan and George Binh Lenon

Table 1
(continued)

Syndrome Formulae Formula ingredients Reference

Modified Chu Shi Cang Zhu [35]

Wei Ling Tang Hou Po
Chen Pi
Zhu Ling
Ze Xie
Chi Fu Ling
Bai Zhu
Hua Shi
Fang Feng
Zhi Zi
Gan Cao

Modified Xiao Feng Dao Jing Jie [35]
Chi San Fang Feng
Cang Zhu
Chan Tui
Zhi Mu
Niu Bang Zi
Sheng Di Huang
Chi Shao
Zhi Zi
Deng Xin Cao

Modified Bi Xie Fen Chuan Bi Xie [35]
Qing Yin Huang Bai
Shi Chang Pu
Fu Ling
Bai Zhu
Lian Zi
Dan Shen
Che Qian Zi
Gan Cao
Modified Long Dan Long Dan Cao [35]
Xie Gan Tang Chai Hu
or Modified Yin Huang Qin
Chen Hao Tang Fu Ling
Bai Zhu
Yin Chen Hao
Che Qian Cao
Sheng Di Huang
Zhi Zi
Gan Cao

(continued)
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Syndrome Formulae

Formula ingredients

Reference

Modified Chu Shi Wei
Ling Tang

Wind-heat Xiao Feng San

Modified Shu Feng
Qing Re Yin

Modified Chan
Fang Tang

Wind and damp-heat

Fu Ling Pi
Chao Huang Bai
Chen Pi

Ku Shen

Zhu Ling

Di Fu Zi

Bai Xian Pi
Huang Qi

Yi Yi Ren

Chi Xiao Dou
Cang Er Zi
Chan Tui

Niu Bang Zi
Sheng Di Huang
Ku Shen

Cang Zhu
Dang Gui

Zhi Mu

Shi Gao

Guan Mu Tong
Di Fu Zi

Bai Xian Pi
Chan Tui

Gan Cao

Jin Yin Hua
Jing Jie

Niu Bang Zi
Fang Feng
Chan Tui

Ji Li

Huang Qin
Zhi Zi
Sheng Di Huang
Dan Shen
Chi Shao
Gan Cao

Chan Tui
Fang Feng
Cang Zhu
Ku Shen
Huang Bai
Lian Qiao
Mu Dan Pi
Bai Xian Pi

[36]

[39]

[35]

[35]

(continued)
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Table 1
(continued)

Syndrome

Formulae

Formula ingredients

Reference

Wind-dryness

Wind-dryness
due to blood
deficiency

Modified Xiao
Feng San

Dang Gui Yin Zi

Modified Dang
Gui Yin Zi or Si
Wu Xiao Feng Yin

Modified Dang Gui
Yin Zi

Jing Jie
Fang Feng
Cang Zhu
Mu Dan Pi
Huang Bai
Niu Bang Zi
Chan Tui
Ku Shen
Gan Cao

Dang Gui
Dan Shen
Bai Shao

He Shou Wu
Chuan Xiong
Huang Qi
Fang Feng
Bai Ji Li
Cang Er Zi
Xu Chang Qing
Gan Cao

Dang Gui

Bai Shao

Qin Jiao

Jing Jie

Fang Feng
Chan Tui

Chai Hu

Shu Di Huang
Sheng Di Huang
Bai Xian Pi
Hu Ma Ren

Dang Gui
Chi Shao
Sheng Di Huang
Dan Shen
He Shou Wu
Bai Ji Li
Huang Qi
Jiang Can
Wu Shao She
Jing Jie

Fang Feng
Gan Cao

[35]

[39]

[35]

[35]

(continued)
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Table 1
(continued)

Syndrome Formulae Formula ingredients Reference

Modified Yi Sheng Di Huang [35]
Guan Jian Sha Shen
Shu Di Huang
Gou Qi Zi
Dang Gui
Mai Dong
Chuan Lian Zi
Gan Cao

Wind-damp Huo Xue Chu Fang Feng [40]
Shi Tang Chan Yi
Dan Shen
Ze Lan
Wang Bu Liu Xing
Chi Shao
Chuan Xiong
Huang Bai
Cang Zhu
Jiang Can
Di Long

Modified Xiao Jing Jie [35]
Feng San Fang Feng
Niu Bang Zi
Chan Tui
Jin Yin Hua
Cang Zhu
Ku Shen
Zhi Mu
Shi Gao
Sheng Di Huang
Hu Ma Ren
(Fructus Cannabis)
Fu Ling

Damp stagnation Chu Shi Wei Ling Can Zhu [40]
due to spleen Tang + Qing Ji Bai Zhu
deficiency Shen Shi Tang Chen Pi
Fu Ling
Yi Yi Ren
Ze Xie
Hua Shi
Zhu Ling
Dong Gua Pi
Bai Xian Pi

(continued)
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Table 1
(continued)

Syndrome Formulae

Formula ingredients

Reference

Modified Si Jun
Zi Tang

Modified Shen Ling
Bai Zhu San

Modified Shen Ling
Bai Zhu San

Modified Bao He Wan

Dang Shen
Fu Ling

Bai Zhu
Cang Zhu
Bai Bian Dou
Chen Pi
Shan Yao

Ze Xie

Zhu Ling
Dang Gui
Da Zao

Dan Shen
Bai Shao

Yi Yi Ren
Che Qian Cao
Dang Shen
Fu Ling

Bai Zhu
Cang Zhu
Bai Bian Dou
Chen Pi
Shan Yao

Yi Yi Ren
Gan Cao

Fu Ling
Shan Yao

Tai Zi Shen
Sha Ren

Bai Zhu

Bai Bian Dou
Yi Yi Ren

Jie Geng
Gan Cao
Chen Pi

Shan Zha
Gu Ya
Mai Ya
Chen Pi
Ban Xia
Fu Ling
Lian Qiao
Gan Cao

[35]

[35]

[35]

(continued)



Table 1
(continued)

Atopic Dermatitis and Chinese Medicine 123

Syndrome

Formulae

Formula ingredients

Reference

Spleen/stomach
deficiency

Spleen dampness and
lung-dryness

Spleen deficiency
and wind-dryness

Blood-dryness

Jian Pi Chu Shi
Tang + Chu Shi Wei
Ling Tang

Modified Qing Zao
Jiu Fei Tang +
Wei Ling Tang

Modified Bu Pi Run
Zao Tang

Modified Zi Yin Chu
Shi Tang

Chao Bai Zhu

Cang Zhu

Hou Po

Chen Pi

Fu Ling

Ze Xie

Liu Yi San
(Hua Shi +
Gan Cao)

Zhu Ling

Bai Xian Pi

Di Fu Zi

Sheng Di Huang
Pi Pa Ye

Sang Ye

Shi Gao

Mai Dong

Fu Ling

Huang Qi
Chen Pi

Bai Shao
Fang Feng
Gan Cao
Dang Gui
Dan Shen

Ji Xue Teng
Bai Sha Shen
Shan Yao

Bai Bian Dou
Fu Ling

Dang Gui
Chao Bai Shao
Chai Hu
Huang Qin
Shu Di Huang
Di Gu Pi

Yi Mu Cao
Chao Zhi Mu
Ze Xie

Fang Feng

He Shou Wu
Gan Cao

[40]

[35]

[35]

[36]

(continued)
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Table 1
(continued)

Syndrome Formulae Formula ingredients Reference

Yin and Yang Xue Run Dang Gui [40]
blood-dryness Fu Yin + Zi Yin Chu Shu Di Huang
Shi Tang Sheng Di Huang

Huang Qi
Tian Men Dong
Mai Men Dong
Tian Hua Fen
Tao Ren
Hong Gua
Dan Shen
Bai Xian Pi

Wind-damp and Xiao Feng San + Liang Jing Jie [40]

blood-heat Xue Chu Shi Tang Fang Feng
Huang Qin
Huang Lian
Ku Shen
Zhi Mu
Sheng Di Huang
Mu Dan Pi
Ze Xie
Hua Shi
Bai Xian Pi

Yin deficiency Zi Yin Chu Shi Tang Sheng Di [40]
and damp Dang Gui
stagnation Xuan Shen
Dan Shen
Fu Ling
Ze Xie
Bai Xian Pi
She Chuang Zi

Fetal heat Modified San Xin Lian Qiao Xin [36]

Dao Chi San Gui Zhi Xin
Lian Zi Xin
Xuan Shen
Sheng Di Huang
Chi Fu Ling
Fu Ling
Shan Yao
Che Qian Zi
Sha Shen
Mu Tong

(continued)
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Syndrome

Formulae Formula ingredients Reference

Heart fire

Heart fire with
damp stagnation

Lung heat

San Xin Dao
Chi Tang

Xuan Shen [35]
Mu Tong

Deng Xin Cao

Lian Zi Xin

Lian Qiao Xin

Sheng Di Huang

Zhi Zi Xin

Fu Ling Pi

Che Qian Zi

Che Qian Cao

Lian Qiao Xin [35]
Zhi Zi Xin

Lian Zi Xin

Deng Xin Cao

Xuan Shen

Chan Tui

Che Qian Cao

Che Qian Zi

Sheng Di Huang

Gan Cao Shao

Modified San Xin
Dao Chi San

Modified Liang Lian Qiao [35]
Ge San Hu Zhang
Shan Zha
Huang Qin
Jiu Da Huang
Jiao Shan Zha
Yin Chen Hao
Bai Mao Gen
Bo He

and safety, as historical use is insufficient. Regulations have been in
place in several countries [33, 41, 42] and the World Health Orga-
nization (WHOWorld Health Organization (WHO)) has also been
involved in identifying safe and effective herbal medicine [43].
In attempt to validate its efficacy and safety among the scientific
world, researchers have been conducting clinical and laboratory
studies on CHM.

There are many clinical studies of CHM for the management of
AD that have been conducted to date. However, many were seen to
be of “poor quality” when compared against the required “gold
standard” randomized controlled trials. To date, 4 systematic
reviews on CHM for the management of AD had been conducted,
all with inconclusive evidence [1,44—46]. Only a few formulae had
undergone a double-blind, randomized, placebo-controlled clinical
trial, and several also had further laboratory studies conducted.
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4 Zemaphyte

Zemaphyte was a formula that was created by a Chinese medicine
practitioner in London for the management of AD [47] and were
given as “teabags” consisting of Glyzyrrbiza uralensis (Gan Cao),
Ledebourielin seseloides (Fang Feng), Schizonepeta tenuifolia (Jing
Jie), Lophatherum gracile (Dan Zbhu Ye), Paconia lactiflora (Bai
Shao), Rehmannia glutinosa (Sheng Di Huang), Anebin clematidis
(Chuan Mu Tong), Dictamnus dasycarpus (Bai Xian Pi), Tribulus
tevrvestris (Ji Li), and Potentilla chinensis (Wei Ling Cai) [48].
Although the formula is no longer being produced due to failure
in obtaining a license, it had been tested in three double-blind,
randomized, placebo-controlled clinical studies [48-50] and sev-
eral laboratory studies [51, 52]. Two of the clinical trials were
conducted in the United Kingdom, one with adults and one with
pediatric participants [48, 50]. Both studies were crossover trials,
where patients would take one intervention for 8 weeks, followed
by a 4-week washout period, and then taking the other intervention
for another 8 weeks. Both studies reported to have significantly
better results by Zemaphyte compared to placebo with no reported
adverse effects. A 1-year follow-up study was conducted for each of
the respective trials showed positive outcomes with no toxicity
issues [53, 54]. However, when Zemaphyte was used in a study
with a similar protocol in Hong Kong, there was no significant
difference except for in one outcome measure (lichenification),
although the authors were in agreement regarding the safety of
the formula [49]. It was speculated that the contradicting results
may be due to “racial variability in drug responsiveness and dispo-
sition”, as the Hong Kong study consisted exclusively of Chinese
patients. Furthermore, based on the lower average weight of the
Chinese patients, a lower dose was implemented in the Hong Kong
study, which may have affected results.

In-vitro studies have shown that Zemaphyte is able to induce
IL-10 and TNF-a, and subsequently reduce the overexpression of
CD23 receptors on monocytes and Langerhans cells, as seen in AD
patients [55]. Another study showed that Zemaphyte is a potent
antioxidant, which can contribute in the downregulation of the
inflammatory cells of AD [52].

While clinical and laboratory studies have shown potential
benefit of Zemaphyte in the management of AD, there is no infor-
mation on why the formula failed to obtain a license and has
stopped in its manufacture. It may be due to one particular herbal
ingredient, Mu Tong, as it can be the Chinese name for several
herbs, including Caunlis akebine and Clematis armandii, both of
which have been noted to potentially contain aristolochic acid [56].
Another possibility is due certain adverse effects that were seem-
ingly caused by another herbal ingredient, Ba: Xian Pi, in several
other, unrelated occasions [57].
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5 Pentaherbs Capsule

The Pentaherbs capsule was first piloted in an open-labeled case
series among children [58]. The formulation consists of five herbs:
Herba menthae (Bo He), Flos lonicerae (Jin Yin Hua), Cortex
phellodendri (Huang Bai), Rbizoma atractylodis (Cang Zbu), and
Cortex moutan (Mu Dan Pi) [58]. The open-labeled study showed
that the formulation had potential benefits and was well tolerated
by children; therefore, it was followed by a double-blind, rando-
mized, placebo-controlled clinical study. Children aged 5-21 years
old with moderate-to-severe AD had to undergo a 2-week run-in
period, 12-week treatment period with either Pentaherbs or pla-
cebo capsules and a 4-week follow-up period [59]. The study found
no significant difference in disease severity but reported significant
improvement in quality of life and reduction in total corticosteroids
required by participants in the Pentaherbs group. However, there
were significantly more visits to the general medical practitioner by
the Pentaherbs group participants with no further elaboration
by the authors.

A syrup form of the formulation was subsequently developed
and tested in a prospective self-controlled study which reported
significant improvement in disease severity and quality of lite [60].
The authors, however, noted there was no biochemical evidence of
adverse drug reactions despite the withdrawal of two participants
with rash during the study.

When subjected to in-vitro experimentation, the Pentaherbs
formulation showed that production of AD-related inflammatory
mediators such as brain-derived neurotrophic factor, thymus and
activation-regulated chemokine, IFN-y, and TNF-a were sup-
pressed [61]. It was also discovered that the individual herbal
ingredients in the formulation had different immune-modulating
effects on mast cells: Cortex Moutan (Mu Dan Pi) and Herba
Menthae (Bo He) seem to reduce histamine release and prostaglan-
din D2 synthesis that had been activated by an anti-IgE and com-
pound 48/80; Flos Lonicerae (Jin Yin Hua) and Rbizoma
Atractylodis (Cang Zhu) inhibited only compound 48 /80-released
mediators; Cortex Phellodendri (Huang Bai) increased only media-
tor release stimulated by anti-IgE [62]. Nevertheless, it was con-
cluded that the different effects all play a role in the therapeutic
effects of the Pentaherbs formulation [62].

6 Hochu-Ekki-To

Hochu-ekki-to is the equivalent of the classical formula, Bu Zhong
Yi Qi Tanyg, and consists of Glycyrrbizae radix (Gan Cao), Ginseng
radix (Ren Shen), Atractylodes vhizome (Bai Zhu), Aurantii nobilis
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Pevicarpium (Chen Pi), Angelicae vadix (Dang Gui), Buplenr:
radix (Chai Hu), Zizyphi fructus (Da Zno), Astragali radix
(Huang Qi), Zingiberis rhizome (Gan Jiang), and Cimicifugae
rhizome (Sheng Ma) [63]. The double-blind, randomized,
placebo-controlled study included AD patients aged 20—40 years
old and was targeted at patients with a Kzkyo (Qi deficiency) consti-
tution who were asked to undergo a treatment period of 24 weeks
[63]. The study did not yield significant difference in improving
disease severity, but the authors declared that the treatment group
achieved a significantly better prominent efficacy rate (the per-
centage of patients whose severity score equaled to zero at the end
of the trial period) of 19 % compared to the 5 % in the control
group. Thus, Hochu-ekki-to can be used as a useful adjunct
therapy to reduce the need for topical steroids or calcineurin
inhibitors. Only minor adverse eftects were reported during the
trial, with no significant difference between the intervention and
control group.

Although this trial stands out by attempting to include TCM
diagnosis and treatment principles by only including patients with
Kikyo (Qi deficiency) constitution, the treatment strategy, while
addressing the Kampo diagnosis (sho), did not address the AD
condition as per Chinese medicine theory whereby there was no
modification to suit individual presentation and the formula only
tonified the underlying deficiencies without addressing the poten-
tial presence of pathogenic factors.

An in-vitro study of the formula suggested that Hochu-ekki-to
is effective in treating hypersensitivity reactions as it is able to
reduce serum IgE, IgG, and IL-4 [64], which play a significant
role in the inflammation of AD.

7 Xiao Feng San

Xiao Feng San is a classical formula which has been noted to be
used for dermatological conditions [35, 39, 40]. It consists of
Glycyrvhiza uralensis (Gan Cao), Saposhnikovia divaricata (Fang
Fenyg), Schizonepeta temuifolin (Jing Jie), Atractylodes lancea
(Cang Zim), Angelica sinensis (Dang Gui), Rehmannia glutinosa
(Shenyg Di Huanyg), Clematis armandii (Chuan Mu Tong), Cryp-
totympana pustulata (Chan Tui), Linum usitatissimum (Hu Mo
Ren), Anemarrbena asphodeloides (Zhi Mu), Gypsum fibvosum (Shi
Gao), Sophora flavescens (Ku Shen), and Articum lappa (Nin Bang
Zi) [65]. The double-blind, randomized, placebo-controlled
study for this formula included patients with extensive AD and
involved an 8-week treatment and 4-week follow-up period [65].
The study found that Xiao Feng San significantly improved symp-
toms severity when compared to placebo, even after the 4-week
follow-up period. Only mild or moderate adverse events were
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recorded, although there was one case transient elevation of aspar-
tate amino transferase which was resolved after 8 weeks of treat-
ment cessation.

Although Xiao Feng San was reported to be well-tolerated, it
contained the herb, Clematis armandii (Chuan Mu Tong), which
may potentially contain aristolochic acid [56], as mentioned above.
Furthermore, the results of the study need to be interpreted with
caution, as the dosage of the formulation used in the trial was
significantly higher, with adults taking a total of 27 g of herbal
granules a day, compared to the recommended daily dosage of
6-12 g [66].

The authors of the study quoted previous research regarding
the pharmacological properties of several of the herbal ingredients
of Xiao Feng San, including the anti-inflammatory etfects of Saposh-
nikovia divaricata (Fang Feng); the suppression of skin hypersen-
sitivity reaction by Rebmannia glutinosa (Sheng Di Huang); and
the immuno-modulating functions of Angelica sinensis (Dang Gui)
and Glycyrrhiza uralensis (Gan Cao) [65]. An in-vitro study found
that Xiao Feng San significantly suppresses antigen-induced hista-
mine release by 1L-3-dependent mouse bone marrow, which may

explain its effects in the management of atopic diseases such as
asthma and AD [67].

8 Discussion

AD is a condition that has yet to be fully elucidated, making it
difficult to find an effective targeted treatment. Furthermore, the
presentation and drug reaction of patients are varied, which makes
it complicated to come up with a “one for all” treatment. Indivi-
dualized treatment by CHM, therefore, seems like the perfect
solution, if only there were more concrete evidence supporting
its use.

While many clinical trials have been conducted in attempt to
increase the credibility of the efficacy and safety of CHM treatment
for AD, the number of high-quality randomized controlled trials is
close to none. Based on the previous systematic reviews, only one
study was judged with “low risk” in all risk of bias domains, allow-
ing it to be deemed of high quality [46]. Even so, upon scrutiniza-
tion, researchers are able to argue against certain aspects of the
methodology applied. However, the debate regarding the appro-
priateness of conducting randomized controlled trials for CHM
interventions have been ongoing [68, 69]. One of the commonly
identified issues includes the use of standardized treatment for all
patients of the same disease, which does not match with the actual
practice of Chinese medicine. There have been debates that prag-
matic studies are more suited for traditional medicine interventions
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such as CHM [70]; however, that causes another debate of whether
the efficacy of the CHM needs to be established before its effec-
tiveness can be evaluated in pragmatic studies.

Studies on the pharmacological properties of CHM have also been
conducted to strengthen the evidence of CHM as a treatment for AD.
Research has identified that Chinese herbs possess various pharmaco-
logical properties that may be beneficial in the management of AD,
including anti-inflammatory, antibacterial, antifungal, and immuno-
suppressive functions [33]. Pharmacological studies of CHM can be
based on the individual herb or on the formula as a whole. However,
the pharmacology of the formulae may differ from that of individual
herbs due to interaction [71]. Furthermore, in-vitro data do not
necessarily reflect the treatment effects seen in humans [72].

Among everything, the main concern regarding CHM for AD
is the safety aspect. While most clinical trials, as those mentioned
above, all reported no or only mild or moderate adverse events,
having poor quality studies and small sample sizes do not allow
sufficient credibility of its safety. In addition, CHM is considered as
one modality; therefore, if there are any negative reports regarding
CHM of any sort, in any condition, it is likely to cause more
damage to the reputation of the intervention. Furthermore, in
addition to the danger of not knowing the pharmacological proper-
ties and chemicals, the herbal contents and quality is variable based
on where and how it was cultivated and there might be pollution or
adulteration of the herbs [73]. It is also more likely for today’s
patients to be on polypharmacy, which adds to the concern of
drug-herb interactions [73].

9 Conclusion

Currently, there does not seem to be a clear direction on how to
increase the credibility of CHM treatment of AD. While there is
historical and empirical evidence, there is lack of an appropriate
methodology to evaluate it in a way that suits both the Chinese
medicine way of practice, as well as the scientific method. Previous
systematic reviews have concluded that more evidence is required; it
may be a long journey of collecting information until there is
enough to fill the gaps. For example, adhering to the scientific
method to gather sufficient details of the formula’s efficacy before
moving on to studies which suit the TCM method. However, with
AD, where the complete pathophysiology remains unknown, it may
be difficult to determine which biochemical and pharmacological
properties are required in the CHM to allow it to be deemed a
potential pharmacotherapy.
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Rikkunshito and Ghrelin
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Abstract

Rikkunshito is a kampo herbal medicine which is widely used in Japan for the treatment of the upper
gastrointestinal symptoms of patients with functional dyspepsia (FD), gastroesophageal reflux disease
(GERD), dyspeptic symptoms of postgastrointestinal surgery patients, and chemotherapy-induced dyspep-
sia in cancer patients. Recently, very unique characteristics of rikkunshito have been unveiled; oral adminis-
tration of rikkunshito potentiates orexigenic action of ghrelin through several different mechanisms. In
addition, several lines of evidence obtained from both animal and human studies indicate that rikkunshito
can be an attractive and promising therapeutic option for the anorectic conditions including cisplatin-
induced dyspepsia, anorexia of aging, stress-induced hypophagia, cancer cachexia-anorexia syndrome, and
drug-related anorexia. We will highlight what is known about the orexigenic effect of rikkunshito with a
special focus on an interaction with ghrelin signaling system.

Key words Rikkunshito, Ghrelin, GHSRla, Serotonin 2B-receptor, Serotonin 2C-receptor,
Phosphodiesterase 3, Anorexia

1 Introduction

Rikkunshito is a kampo herbal medicine which is prepared by
compounding eight herbal medicines: Atractylodis lanceae vhizoma,
Ginseny radix, Pinelline tuber, Poria, Zizyphi fructus, Aurantii nobi-
lis pevicarpium, Glycyrrhizae radix, and Zingiberis vhizoma. Rikkun-
shito is widely used in Japan for the treatment of the upper
gastrointestinal symptoms of patients with functional dyspepsia
(FD)Functional dyspepsia (FD) and gastroesophageal reflux disease
(GERD)Gastroesophageal reflux disease (GERD) and dyspeptic
symptoms of postgastrointestinal surgery patients [ 1-3].

Clinical efficacy of rikkunshito for functional gastrointestinal
disorders has been considered to be owing to its prokinetic activity
[1-3]. Recently, novel pharmacological action of rikkunshito has
emerged [4-7]. Oral administration of rikkunshito stimulates
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secretion of ghrelin, an orexigenic hormone secreted from the
stomach, in rodents and human [8, 9]. More recent evidence
suggests that rikkunshito enhances ghrelin’s orexigenic effect by
several additional mechanisms [10-13]. We will summarize the
currently available evidence regarding the clinical efficacy of rikkun-
shito from a pharmacological point of view with a special attention
to an interaction with ghrelin signaling system.

2 Pharmacology of Rikkunshito

2.1 Rikkunshito as a
Prokinetic Agent

prokinetic action on upper
gastrointestinal tract

Rikkunshito was reported to promote gastric emptying in both
animal and human studies [14, 15] (Fig. 1). Hesperidin and I-
arginine were identified as two of the active ingredients contributing
to facilitate gastric emptying [16]. Rikkunshito stimulates
gastric myoelectric activity [17], and direct effects of rikkunshito
on gastrointestinal smooth muscle cells were also reported [18-20].

The effects of rikkunshito on gastric adaptive relaxation have
been reported in isolated guinea pig stomachs [21], conscious dogs
[22], and isolated fundus smooth muscle from Suncus murinus
[23] and diabetic neuropathic rats with gastric dysmotility [20].
Rikkunshito not only increased gastric adaptive relaxation at the
basal level but also ameliorated inhibited relaxation by the nitric
oxide synthase inhibitor [20]. Improvement in gastric accommo-
dation was also reported in virtual reality stress-imposed healthy
humans [24].

Rikkunshito was reported to stimulate gastrointestinal contrac-
tions in the interdigestive state and gastric emptying in conscious
dogs through cholinergic neurons and serotonin type-3 receptors
[25]. The prokinetic effect of rikkunshito by 5-HT3 receptor

stimulation of peripheral
and central ghrelin

secretion
promotion of gastric potentiation of of ghrelin
accomodation signaling

inhibition of ghrelin

others degrading enzyme

Fig. 1 Summary of mechanism of action of rikkunshito focusing on the ghrelin signaling system
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antagonism was also reported in delayed gastric emptying induced
by either nitric oxide synthase inhibitor [16] or serotonin [26].

Recently, Herbrechter et al. [27] analyzed the antagonistic
effects of the rikkunshito constituents at heterologously expressed
5-HT3A receptors using the two-electrode voltage-clamp tech-
nique. They showed that ethanol tinctures from Aurantii, Ginseng,
Zingiberis, Atractylodis, and Glycyrrhiza inhibited the 5-HT3A
receptor response; among them, the strongest antagonism was
found for Glycyrrhiza. Liquiritigenin, glabridin, and licochalcone
A from Glycyrrhiza and hesperetin which are the aglycone of hes-
peridin from Awurantii were found to be the most effective inhibi-
tors of the 5-HT-induced currents in the screening.

Ghrelin is a peripherally active orexigenic gut hormone consisting
of 28 amino acids, and the third N-terminal amino-acid serine (Ser)
residue is octanoylated [28, 29]. Ghrelin is involved in the hypo-
thalamic regulation of energy homeostasis by increasing food intake
and reducing fat utilization [30, 31]. Plasma levels of ghrelin rise
during fasting, and fall upon eating, which has led to the suggestion
that ghrelin is a meal-initiating hormone [32]. Plasma levels of
ghrelin are inversely correlated with body weight in humans and
rise after weight loss Cummings et al. [33]. Besides the regulation
of energy homeostasis, ghrelin mediates an increase in gastric
motility, induces a positive inotropic eftect on the heart, and causes
vasodilatation [28, 34, 35].

Rikkunshito increases plasma ghrelin levels both in humans and
in animals [9, 25] and was also reported to restore the decreased
plasma ghrelin levels induced by stress or cisplatinum [8, 36].

The induction of ghrelin secretion by rikkunshito is supposed
to be based on the 5-HT2B/2C-receptor antagonism owing to
multiple active ingredients (Table 1). We screened 33 compounds
contained in rikkunshito and found that 13 out of 33 compounds

Table 1
Potential target molecules for pharmacological actions of rikkunshito

Target molecules References
GHSRI1a receptor [13]
5-HT2B receptor [8]
5-HT2C receptor [8]

5-HT3 receptor [27]

a2 adrenergic receptor [38]

PDE3 [86]

CES, BuChE [12]
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2.3
Pharmacokinetics
of Rikkunshito

showed antagonistic activity against binding to any of 5-HT 1A,
1B/D, 2A,2B,2C, 3,4, 6,and 7 receptors [ 5, 6, 8]. Among them,
3,3',4',5,6,7,8-heptamethoxyflavone (HMF), nobiletin, and tan-
geretin contained in Aurantii nobilis pevicarpium had potent 5-
HT2B-receptor antagonistic activity. The inhibitory activity of
hesperidin against the 5-HT2B receptor was weak, but the concen-
tration of hesperidin in rikkunshito is the highest among the ingre-
dients tested. In addition, isoliquiritigenin, which is an ingredient
of Glycyrrhizae radix, had the most potent activity against the 5-
HT2C receptor binding. Our study indicated that the administra-
tion of HMF, isoliquiritigenin, and hesperidin attenuated the
decrease in plasma ghrelin level, while tangeretin, nobiletin, and
8-shogaol did not. Rikkunshito, hesperidin, and isoliquiritigenin
ameliorated reduced hypothalamic ghrelin secretion and reduction
in GHS-R signal transduction in the hypothalamus via 5-HT2CR
antagonism [8, 37]. This suggested that the ingredients that inhibit
5-HT2B /5-HT2C-receptor binding are likely to be effective
in vivo.

Recently, rikkunshito was shown to alleviate urocortin 1
(UCNI)-induced inhibition of circulating ghrelin levels in rats by
a2 adrenergic receptor (AR) antagonism [38, 39]. It was found
that several components, namely, glycycoumarin, 6- and 8-shogaol,
10-gingerol, and eudesmol, functioned as a2-AR antagonists.
These results suggest that the effects of rikkunshito on decreased
food intake in response to ICV UCNI1 administration may be
induced through the a2-AR antagonist property of some of its
specific components.

The potentiating effects on ghrelin signaling in vitro were also
demonstrated in GHS-R-expressing cells, showing significantly
sustained increase in intracellular Ca®* levels induced by ghrelin,
mediated by the increased binding ability of ghrelin to its receptor
following pretreatment by rikkunshito or its one of the active
components, atractylodin (Atractylodis lanceae rhizoma) [20].
Rikkunshito’s unique action as a ghrelin signaling enhancer was
demonstrated in rat GERD model [40] and mouse restraint stress
model [41].

Finally, an inhibitory effect of rikkunshito on ghrelin metabo-
lizing enzymes, which inactivate ghrelin to deacylated form, was
shown [12]. Several components of rikkunshito, such as glycycou-
marin (Glycyrrhizae radix) and pachymic acid (Hoelen), were
reported to show inhibitory activity against ghrelin-deacylating
enzyme, butyrylcholinesterase [12].

Recently, Kitagawa et al. [42] investigated the pharmacokinetics of
the ingredients of rikkunshito in healthy volunteers. They found
that 18 or 21 of 32 typical ingredients were detected in plasma or
urine after oral treatment with rikkunshito. Specifically, pharmaco-
kinetic parameters of nine ingredients derived from rikkunshito
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Fig. 2 Chemical structures of nine ingredients derived from rikkunshito which were shown to be detected in
human circulation after oral administration (Adopted from Kitagawa H, et al., PLoS One. 2015;10:e0133159)

(atractylodin, atractylodin carboxylic acid, pachymic acid, HMF,
naringenin, nobiletin, liquiritigenin, isoliquiritigenin, and 18p-gly-
cyrrhetinic acid) were determined (Fig. 2). This study clearly shown
that multiple ingredients of rikkunshito were absorbed into the
human body and suggests that the pharmacological effect of rik-
kunshito is likely to be mediated by multiple ingredients acting
successively on a target molecule.

3 Functional Dyspepsia

3.1 Functional
Dyspepsia and Ghrelin

Functional dyspepsia (FD) is a common functional gastrointestinal
disorder. FD is characterized by chronic recurrent epigastric symp-
toms including pain, burning, and postprandial fullness [43]. The
exact cause of FD remains unclear, but several pathophysiological
mechanisms have been indicated as possible etiological factors, such
as delayed gastric emptying, impaired proximal gastric accommo-
dation, and visceral hypersensitivity [43].

Although it remains controversial whether the plasma ghrelin
levels of patients with FD increase or decrease [44-51], plasma
ghrelin levels have been reported to be correlated with the FD
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3.2 Functional
Dyspepsia and
Rikkunshito

symptom score. In addition, ghrelin affects gastric motility and
gastric acid secretion, which are strongly related to the pathogene-
sis of FD [45].

Futagami et al. [52] asked whether single nucleotide poly-
morphisms (SNPs) of preproghrelin gene might contribute to
early phase of gastric emptying in FD patients. They found a correla-
tion between the preproghrelin 3056TT genotype and low acylated-
ghrelin levels in Helicobacter pylori (H. pylori)-negative FD patients
[52]. They also reported that Leu72Met (408C > A), which has
been linked to obesity-related phenotypes, was significantly asso-
ciated with early phase of gastric emptying in FD patients [53].

Akamizu et al. [54] attempted to evaluate the clinical response
to repeated ghrelin administration in patients with anorexia caused
by functional disorders including six FD patients. Ghrelin adminis-
tration tended to increase daily food intake in comparison to levels
before and after completion of treatment, although this difference
did not reach statistical significance. Hunger sensation was signifi-
cantly elevated at the end of drip infusion. No severe adverse effects
were observed.

Several clinical studies have demonstrated the effectiveness of rik-
kunshito in the treatment of functional dyspepsia. In a double-
blinded, randomized, placebo-controlled trial of rikkunshito, gas-
tric emptying and gastrointestinal symptoms were evaluated in 42
patients with FD [14]. Subjects were randomized to receive either
oral treatment with 2.5 g rikkunshito three times daily or placebo.
Gastric emptying was measured by the acetaminophen absorption
method. After 7 days of treatment, gastric emptying was signifi-
cantly accelerated, and gastrointestinal symptoms were significantly
reduced in patients treated with rikkunshito, indicating that rikkun-
shito has a prokinetic action on gastric emptying and may be useful
in treating FD.

A comparative clinical study of 235 patients with dysmotility-
like dyspepsia was conducted [55]. Rikkunshito-treated patients
were given 2.5 g of rikkunshito three times a day for 2 weeks, and
placebo-treated patients were given 2.5 g of placebo, including
2.5 % rikkunshito, as control. As a result, the dysmotility-like dys-
pepsia generalized improvement rate (DDGI) was significantly
higher in the rikkunshito-treated group than in the placebo group.

Arai et al. [56] conducted a randomized controlled study to
compare the effects of rikkunshito and domperidone on upper
gastrointestinal symptoms as well as plasma acylated-ghrelin levels
in patients with FD. Although the changes in dyspeptic symptoms
scores were comparative in both groups, elevation of plasma
acylated-ghrelin level was noted only in rikkunshito-treated
group. Of particular interest, the improvement of dyspeptic symp-
toms by rikkunshito was correlated with an increase of plasma
ghrelin level.
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Recently, a multicenter, randomized, placebo-controlled,
parallel-group trial of rikkunshito in 247 patients with functional
dyspepsia was conducted [57]. The administration of rikkunshito
for 8 weeks reduced dyspepsia; epigastric pain was significantly
improved and postprandial fullness tended to improve compared
to the placebo treatment group. There were no severe adverse
events in either groups. In a post hoc analysis of the same study,
Togawa et al. [58] demonstrated that a low baseline level of plasma
des-acyl-ghrelin was an independently associated factor for the
efficacy of rikkunshito against FD especially in H. pylori-negative
population.

4 Gastroesophageal Reflux Disease (GERD)

4.1 GERD and Ghrelin

4.2 GERD and
Rikkunshito

Gastroesophageal reflux disease (GERD) is defined as a condition
that develops when the reflux of gastric acidic content causes trou-
blesome symptoms such as heartburn or complications like esoph-
ageal mucosal injury [59].

GERD is often associated with decreased upper gastrointestinal
motility [60]. Because ghrelin is an appetite-stimulating hormone
known to increase gastrointestinal motility, changes in ghrelin
kinetics may be related to the pathogenesis of GERD. However,
there have been very few data concerning the relationship between
ghrelin and GERD so far.

Rubenstein et al. [61] conducted a case—control study in 8§22
men undergoing colorectal cancer screening who were recruited to
also undergo upper endoscopy. They found that serum ghrelin was
inversely associated with GERD but positively associated with Bar-
rett’s esophagus. Shindo et al. [62] also showed that acylated-
ghrelin levels were significantly lower in nonerosive reflux disease
(NERD) patients than in healthy volunteers.

Using a rat model, Nahata et al. [63] investigated whether
ghrelin signaling is impaired in rats with GERD and studied its
involvement in upper gastrointestinal motility. They found that
impaired ghrelin signaling is involved in gastrointestinal dysmotility
in GERD rats. Moreover, rikkunshito improves gastrointestinal motil-
ity by enhancing the decreased response to ghrelin. Nahata et al. also
showed that aberrantly increased secretion of peripheral ghrelin and
decreased ghrelin responsiveness may occurin GERD rats [63]. These
results suggest that although GERD rats have higher plasma ghrelin
levels, ghrelin signaling in GERD rats may be suppressed due to
reduced MCH and /or orexin synthesis in the hypothalamus.

The therapeutic effects of rikkunshito were reported in proton
pump inhibitor (PPI)- refractory patients with GERD or NERD.
In children with symptomatic GERD, rikkunshito relieved symp-
toms and reduced distal esophageal acid exposure through
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improved esophageal acid clearance [ 64, 65 ]. Although rikkunshito
did not change the number of acid reflux events, it reduced the
esophageal acid clearance time. The mechanism underlying the
improved esophageal clearance capacity with rikkunshito remains
unknown.

Tominaga et al. [66] compared the efficacies of rikkunshito
combined with rabeprazole (RPZ) and a double dose of RPZ in a
prospective randomized multicenter trial in PPI-refractory GERD
patients. One hundred and four patients with GERD symptoms
remaining after 4-week treatment with RPZ were enrolled. Four-
week treatment with rikkunshito combined with RPZ significantly
decreased FSSG (the frequency scale for the symptoms of GERD)
score similar to that seen on treatment with a double dose of RPZ.
In the subgroup analysis, the improvement rate of male nonerosive
GERD patients in the rikkunshito group was significantly greater
than that of such patients in the other group. From these results, it
was concluded that rikkunshito combined with standard-dose RPZ
therapy may be a useful new strategy for PPI-refractory GERD
patients. In a randomized, placebo-controlled, double-blind clini-
cal trial for 242 patients with PPI-refractory NERD, treatment for
4 or 8 weeks with rikkunshito (7.5 g/day) improved their mental
component summary (MCS) scores in the Short-Form Health
Survey-8 (SF-8), which was especially more effective in patients
with a low body mass index (<22). Moreover, rikkunshito signifi-
cantly improved the acid-related dysmotility symptoms of ESSG in
female and elderly patients (>65 years) [67, 68].

Rikkunshito was also reported to improve globus sensation in
patients with PPI-refractory laryngopharyngeal reflux (LPR). This
was, at least in part, due to the stimulation of gastric emptying
suggesting that rikkunshito is an effective treatment option for PPI-
refractory LPR [69].

5 Stress

5.1 Stress
and Ghrelin

Stress and negative emotions have been associated with both increased
and decreased food intake. The mechanism underlying this opposed
behavioral responses to similar stressors has not been determined, but
high stress levels appear to lead to decreased eating [70].
Conflicting data are available regarding the effect of stress on
ghrelin secretion [71]. In animal studies, elevations in plasma ghre-
lin have been observed in response to various psychological /envi-
ronmental stressors, including a tail pinch stress, a water avoidance
stress, chronic exposure to cold, repeated restraint stress, and
chronic social defeat stress. In contrast, exposure to immune, vis-
ceral, or strenuous physical stressors causes reduction of plasma
ghrelin level. In humans, acute psychosocial stress or cold exposure
increased plasma ghrelin levels. However, there are several reports
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showing that plasma ghrelin level did not change or even decreased
by an exposure to stresses. Collectively, these findings support the
idea that acute or severe stress causes a reduction of circulating
ghrelin level resulting in the suppression of appetite, whereas mild
or chronic repeated stress causes an upregulation of ghrelin secre-
tion as an adaptation to stress [71, 72]. In support of this notion,
Lutter et al. [73] found that increased ghrelin levels produced
anxiolytic and antidepressant responses in mice suggesting that
increased ghrelin in response to stress protects against depressive
reactions to stress and helps them cope with stress.

Corticotropin-releasing factor (CRFCorticotropin-releasing
factor (CRF)) and its family peptides, urocortinl (Ucnl), urocor-
tin2 (Ucn2), and urocortin3 (Ucn3), play an important role in the
control of food intake [74]. Among the CRF family peptides, Ucnl
was shown to have the most potent inhibitory effect on the food
intake in mice. Ucnl has been identified in the brain and has a
higher affinity for CRF2 receptors (CRFR2) than for CRF1 recep-
tors (CRFR1); hence, it is believed that CRFR2 plays the major role
in satiety. Activation of CRFRI1 in the brain can suppress feeding
independently of CRFR2-mediated mechanisms. CRF1 and CRF2
receptor-mediated anorexia appear to exhibit different time
courses; in rats, ICV administration of CRFR1 agonists elicited
rapid-onset anorexia with short duration, while CRFR2 agonists
caused delayed-onset, prolonged anorexia [74].

There are several reports showing that administration of Ucnl
to humans and rodents reduces plasma ghrelin concentrations [75].
In addition, Ucnl-induced reduction of plasma ghrelin and food
intake were restored by CRFR2 but not CRFR1 [75]. However,
much less information is available on the relationship between
ghrelin and CRFRI.

Novelty stress model, where animals are removed from their
home cage and placed somewhere they have never been before, has
been used to estimate the levels of anxiety and depression [76, 77].
Using novelty stress model, we found that 3h after stress loading,
appetite reduction was associated with a decrease in plasma ghrelin
level, reduced levels of neuropeptide Y /agouti-related peptide
mRNA, and increased levels of proopiomelanocortin mRNA in
the hypothalamus [78]. Administering a CRF1R selective antago-
nist, but not a CRF2R antagonist, resolved the reduction in food
intake 3 h after the novelty stress by enhancing circulating ghrelin
concentrations. Interestingly, 5-HT1B/2CR antagonist and
melanocortin-4 receptor (MC4R) antagonist alleviated the novelty
stress-induced hypophagia and the reduction in circulating ghrelin
level [36]. We hypothesized that acute appetite suppression due to
CRFIR activation after a novelty stress is caused by a chain reaction
of appetite control mechanisms mediated by 5-HT1B/2CR in
ARC to MC4R system in paraventricular nucleus (PVN), causing
lowered peripheral ghrelin secretion.
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5.2 Effect
of Rikkunshito
on Stress

We recently reported that restraint stress causes a significant
elevation of plasma des-acyl-ghrelin levels only, whereas plasma
acylated-ghrelin levels remain unaffected [41]. We found that nov-
elty stress causes a decrease in food intake, which is associated with
decreased plasma ghrelin levels after stress [36]. However,
increased plasma ghrelin levels with fasting were not observed in a
young mouse novel stress model [78-80]. Exogenous acylated-
ghrelin ameliorated the decreased food intake by temporarily
increasing plasma acylated-ghrelin levels above the physiological
concentration [36]. Thus, the transmission of ghrelin signals to
the hypothalamic feeding center may be abnormal under novelty
stress. A few studies have investigated a possible relationship
between corticotropin-releasing factor (CRFCorticotropin-releas-
ing factor (CRF)) receptors and plasma ghrelin dynamics.

We reported that novelty stress and CRF administration
reduced plasma ghrelin levels and food intake and that a CRF1
receptor antagonist but not a CRF2 receptor antagonist prevented
these decreases [36]. Interestingly, we also found that a selective 5-
HT2C or 5-HT1B receptor antagonist and a melanocortin-4
(MC4) receptor antagonist prevented the decreased plasma
acylated-ghrelin levels in novelty stressed mice [36]. We hypothe-
sized that the acute appetite loss and the decrease in plasma ghrelin
levels occurred via CRF1 receptors, the effects of which were
mediated through 5-HT2C/1B and MC4 receptor systems.

We showed that, compared with normal mice, intracerebroven-
tricular administration of mCPP induced a significant decrease in
food intake in novelty stressed mice [36]. Administration of 5-
HT2C/1B receptor antagonists ameliorated the decrease in food
intake and plasma acylated-ghrelin levels [36]. Thus, an increase in
5-HT2C /1B receptor activity may occur after novelty stress, result-
ing in anorexia or reduced plasma ghrelin levels.

In addition, we showed that peripheral administration of
S$B215505 and SB204741, selective 5-HT2B receptor antagonists,
prevented the decrease in food intake in novelty stressed mice [79].

Rikkunshito has recently been evaluated for its clinical usefulness in
stress and depression [81]. This medicine has modulatory effects on
the hypothalamo—pituitary—adrenal (HPA) axis and autonomic ner-
vous function. It regulates adrenocorticotropic hormone (ACTH)
and cortisol levels in plasma to normal ranges in FD [81]. Some
abnormalities of gastrointestinal function are presumed to result
from changes in hormone levels. Moreover, the herbal components
of rikkunshito, P. tuber and Zingiberis vhizome, have modulatory
effects on human plasma adrenocorticotropic hormone (ACTH)
and cortisol levels with continual stress exposure [81].

Oral administration of rikkunshito inhibited the reduction of
food intake at 1 and 3 h in mice exposed to the novelty stress, and
coadministration of the ghrelin receptor antagonist [D-Lys3]
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GHRP-6 with rikkunshito abolished this effect [36]. Rikkunshito
also increased plasma acyl-ghrelin concentrations at 1 and 3 h after
the novelty stress, suggesting that blocking the decrease in endog-
enous peripheral ghrelin in mice exposed to the novelty stress also
acts to sustain feeding behavior. We found that the oral administra-
tion of glycycoumarin and isoliquiritigenin inhibited the reduction
in food intake in mice exposed to the novelty stress [36]. We have
previously shown that glycycoumarin and isoliquiritigenin potently
inhibit 5-HT2C receptor ligand binding and that orally adminis-
tering rikkunshito abolishes the decrease in food intake in mCPP-
treated rats [8]. These findings support the notion that rikkunshito
improved hypophagia and decreased plasma ghrelin levels via 5-
HT2C receptor antagonism-like action in mice exposed to the
novelty stress.

Rikkunshito ameliorated the novelty stress-induced decreases
in food intake and plasma ghrelin levels in young mice [36, 79] and
in aged mice [78, 80], and co-administering [D-Lys3]-GHRP-6
abolished the effects of rikkunshito [36]. Rikkunshito completely
ameliorated the decreased food intake in young and aged mice after
mCPP injection [30]. Rikkunshito administration attenuated the
hyperactivation of the HPA axis and the decreased food intake
induced by novelty stress, which was similar to the effects of
S$B242084 [36].

We and others reported that rikkunshito had an antagonistic
effect on 5-HT2C receptors in vivo [8, 13]. In addition, the results
of'in vitro radiobinding assays revealed that components in rikkun-
shito, such as isoliquiritigenin, exhibited 5-HT2B/2C receptor
binding inhibitory activity [8].

6 Aging

6.1 Anorexia
of Aging and Ghrelin

In the elderly subjects, the reduction in energy intake often exceeds
energy expenditure resulting in weight loss and protein energy
malnutrition [82]. Protein energy malnutrition in the elderly is a
frequent and clinically important problem, which leads to increased
morbidity, mortality, disability, and health costs in this growing
population. One of the most important causes of the reduction in
energy intake is anorexia. The causes of the anorexia of aging have
not yet been fully defined, and they are probably multifactorial and
include sensory impairment, social isolation, and psychological and
physiologic factors, in addition to the presence of disease [82, 83].

Although many peripheral anorexigenic hormones including
cholecystokinin, leptin, and insulin have been found to rise with
increased age, findings for ghrelin are controversial [71, 82]. Sev-
eral lines of animal studies also have revealed mixed results. The
reason for these conflicting data seems to be owing to the differ-
ences in their experimental conditions under which the plasma
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6.2 Effect
of Rikkunshito
on Anorexia of Aging

ghrelin concentration was measured. Indeed, our group found that
plasma ghrelin in aged C57BL/6 mice does not increase under
fasted conditions, but is higher than that in young mice under
freely fed conditions [71]. This suggests that regulation of ghrelin
secretion from the stomach may be disturbed in older mice. In
agreement with this, recent clinical studies have suggested that
disturbance of regulation of ghrelin secretion and reduced produc-
tion during hunger and satiety may cause “anorexia of aging” in
elderly people [71].

In a previous study, Ariyasu et al. [84] reported that subcuta-
neous injection of ghrelin (360 pg/kg twice a day) enhanced food
intake in 72-h fasted and aged mice and restored the decrease in
body weight caused by fasting. Contrary to their data, we found
that much lower dose of ghrelin (33 pg/kg) failed to increase food
intake in 75-week-old mice, whereas the same dose of ghrelin had
an orexigenic effect in young mice [85], suggesting that aging is
associated with attenuation of endogenous ghrelin signaling.
Collectively, it seems that dysregulation of ghrelin secretion as
well as ghrelin resistance in the appetite control system is occurring
in aged mice.

Although the detailed mechanisms of disturbed ghrelin dynam-
ics remain unclear, one of the possible causes seems to be leptin. We
have found that plasma leptin and insulin levels in aged mice are
significantly higher compared to those in young ones [85]. Leptin
and insulin are reported to inhibit ghrelin secretion from the stom-
ach into the circulation [86]; hence, elevated leptin and insulin in
the elderly may contribute to inhibition of secretion of ghrelin
during fasting, resulting in prolonged satiety and inhibition of
hunger sensation. Moreover, the activation of phosphoinositide
3-kinase (PI3K)-phosphodiesterase 3 (PDE3) pathway was recently
proposed as a mechanism by which leptin blocks ghrelin signaling
in neuropeptide Y (NPY) neurons, and it may counteract the
adenylate cyclase-cAMP-protein kinase A system implicated in the
effect of ghrelin [87]. Other studies showed that the effect of leptin
was abolished by the administration of either PDE3 inhibitor [88 ]
or PI3K inhibitor [89]. We demonstrated that the plasma leptin
level in aged mice was greatly increased under both feeding and
fasting conditions. Furthermore, we found that administration of
either a PI3K inhibitor LY-294002 or the PDE3 inhibitor cilosta-
mide improved anorexia in aged mice [85]. These results suggest
that plasma leptin, which increases with age, may induce resistance
to ghrelin reactivity via camp downregulation.

Utumi et al. [90] carried out oral administration of rikkunshito to
elderly dementia patients with appetite loss and examined its eftects
on food intake. Food intake, weight, total protein, albumin, and
potassium in plasma were examined before and after the adminis-
tration of rikkunshito for 4 weeks. Food intake was significantly
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improved after the administration of rikkunshito in the six elderly
dementia patients. Other parameters, such as body weight and
albumin in plasma, did not change significantly during the exami-
nation, although they slightly increased in some patients.

We demonstrated that the administration of rikkunshito
improve anorexia of aging [85]. In addition, we found that rikkun-
shito increased the reactivity of ghrelin by inhibiting PDE3 activity.
The components of rikkunshito (nobiletin, isoliquiritigenin, and
HMEF) had inhibitory effects against PDE3 activity. These results
suggest that dysregulation of ghrelin secretion and ghrelin resis-
tance in the appetite control system occurred in aged mice and that
rikkunshito ameliorated aging-associated anorexia via inhibition of
PDE3 [85].

7 Cisplatin-Induced Anorexia

7.1 Cisplatin-
Induced Anorexia
and Ghrelin

Patients with cancer being treated with cytotoxic drugs such as
cisplatin often experience a number of undesirable side effects
which include acute and delayed nausea, vomiting, anorexia, dys-
pepsia, and disrupted gastrointestinal function.

Recent evidence has demonstrated the relationship between
chemotherapy-induced gastrointestinal disorders and ghrelin in
both clinical and animal studies. In human studies, one report has
demonstrated that an increase in plasma ghrelin concentrations was
observed after the start of anticancer chemotherapy [91 ], but more
recent studies revealed that the plasma concentration of acylated
ghrelin was decreased during the treatment with anticancer drugs
[92-96]. In animal studies, we and others reported that circulating
ghrelin concentrations were reduced in cisplatin-treated rats until
6 h during the early stage of anorexia [8, 10].

Intraperitoneal injection of 5-HT decreased 24-h food intake
as well as plasma acylated-ghrelin level in a dose-dependent manner
[8]. This result suggests that the cisplatin-induced reduction in the
plasma level of acylated ghrelin may be mediated via a release of 5-
HT from the gastrointestinal tract mucosa triggered by cisplatin.
Indeed, a 5-HT2B-receptor agonist BW723C86 and a 5-HT2C
agonist m-chlorophenylpiperazine HCI (mCPP) markedly
decreased plasma acylated-ghrelin levels and increased intragastric
ghrelin content suggesting that 5-HT2B /2C-receptor stimulation
inhibits the release of gastric ghrelin into the circulation [8].
In contrast, 5-HT3 and 5-HT4 agonists had no effect on ghrelin
dynamics. 5-HT2B and 5-HT2C antagonists suppressed the
cisplatin- induced decrease of plasma acylated-ghrelin level and
food intake. These results strongly imply that activation of
5-HT2B and 5-HT2C-receptors, but not 5-HT3 and 5-HT4
receptors, play an important role in the decrease in plasma ghrelin
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7.2 Effect

of Rikkunshito

on Cisplatin-Induced
Anorexia

level in cisplatin-induced anorexia. Of note, granisetron used in this
study clearly inhibited delayed gastric emptying after cisplatin treat-
ment, but it failed to improve cisplatin-induced anorexia [8, 10].

Peripheral administration of exogenous ghrelin ameliorates
anorexia [8, 95] and vomiting [96] induced by cisplatin. Adminis-
tration of exogenous ghrelin has been shown to have the potential
to reduce each of these symptoms in relevant animal models treated
with cisplatin as an cytotoxic agent: emesis in the ferret [96] and
anorexia in the rat and mouse [95].

Yakabi et al. [10] examined the changes of hypothalamic ghre-
lin secretion in cisplatin-treated rats to elucidate the mechanism
underlying chemotherapy-induced delayed anorexia. Although
ghrelin secretion in the hypothalamus did not decrease within
24 h of cisplatin administration, it started to decline significantly
after 24 h and continued to decrease at least until 48 h, while their
plasma ghrelin levels were comparable. They also showed that
hypothalamic 5-HT2C receptor gene expression increased signifi-
cantly in cisplatin- treated rats and the administration of mCPP
inhibited hypothalamic ghrelin secretion [10]. Intracerebroventri-
cular (ICV)-administered 5-HT2C antagonist SB242084 pre-
vented a decrease in secretion of hypothalamic ghrelin in
cisplatin-treated rats, but granisetron, a 5-HT3 antagonist did not
[8]. These results indicate that the reduced ghrelin secretion in the
hypothalamus secondary to 5-HT2C receptor activation may be
involved in cisplatin-induced anorexia.

In another study, Yakabi et al. [11] demonstrated that hypo-
thalamic GHS-R1a gene expression was significantly reduced after
cisplatin or mCPP treatment, and this change was reversed by the
treatment with 5-HT2C receptor antagonist, SB242084, but not
with 5-HT3 receptor antagonists. 5-HT2C receptor antagonist
also suppressed cisplatin-induced delayed anorexia. ICV injection
of GHS-Rla antagonist to saline- or cisplatin-treated rats signifi-
cantly reduced food intake compared with those injected with
saline alone, and this inhibitory effect was abolished by the coad-
ministration of 5-HT2C receptor antagonist. From these results, it
was suggested that delayed-onset anorexia induced by cisplatin may
be partly mediated by the activation of the hypothalamic 5-HT2C
receptor and the resultant suppression of hypothalamic GHS-R1a
gene expression as well as decreased ghrelin secretion in the
hypothalamus.

Clinical trials have been conducted to investigate the effect of
rikkunshito on chemotherapy-induced anorexia. Ohno et al. [94]
performed a crossover clinical trial using rikkunshito involving ten
patients with unresectable or recurrent gastric cancer treated with
S-1 and cisplatin. They reported that rikkunshito attenuated the
decrease in plasma acyl-ghrelin levels, increased food intake during
chemotherapy, and reduced the degree of anorexia caused by
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chemotherapy. Seike et al. [97] evaluated the effect of rikkunshito
in 19 patients with advanced esophageal cancer treated with doc-
etaxel, 5- FU, and cisplatin. They reported that rikkunshito ame-
liorated chemotherapy-induced nausea and vomiting and improved
the quality-of-life (QOL) score, particularly for mood and daily
activity.

Rikkunshito ameliorated the decrease in circulating ghrelin
concentration and this effect was abolished by coadministration of
a GHS-Rla antagonist, [D-Lys3]-GHRP-6 [8]. This finding sug-
gests that the mechanism of improvement of anorexia by rikkun-
shito may involve ghrelin receptor activation. Moreover, Yakabi
et al. [10] found that rikkunshito reversed the decrease in hypotha-
lamic ghrelin secretion and the decrease in GHS-R1a gene expres-
sion 24 h after cisplatin treatment. ICV injection of the GHS-Rla
antagonist impedes the rikkunshito-mediated improvement in cis-
platin-induced anorexia [10]. Hence, it seems likely that rikkun-
shito ameliorates cisplatin-induced anorexia by restoring ghrelin
secretion and GHS-Rla expression in the hypothalamus. Collec-
tively, rikkunshito suppressed cisplatin-induced anorexia by
improving ghrelin signal transduction system by both the periph-
eral and the central mechanisms.

The induction of ghrelin secretion by rikkunshito is supposed
to be based on the 5-HT2B/2C-receptor antagonism owing to
multiple active ingredients. We screened 33 compounds contained
in rikkunshito and found that 13 out of 33 compounds showed
antagonistic activity against binding to any of 5-HT 1A, 1B /D, 2A,
2B,2C, 3,4, 6,and 7 receptors [8]. Among them, HMF, nobiletin,
and tangeretin contained in Awrantii nobilis pericarpinm had
potent 5-HT2B-receptor antagonistic activity. The inhibitory
activity of hesperidin against the 5-HT2B receptor was weak, but
the concentration of hesperidin in rikkunshito is the highest among
the ingredients tested. In addition, isoliquiritigenin, which is an
ingredient of Glycyrrbizae radix, had the most potent activity
against the 5-HT2C receptor binding. Our study indicated that
the administration of HMEF, isoliquiritigenin, and hesperidin atte-
nuated the decrease in plasma ghrelin level, while tangeretin, nobi-
letin, and 8-shogaol did not. This suggested that the ingredients
that inhibit 5-HT2B /5-HT2C-receptor binding are likely to be
effective in vivo.

8 Cancer Anorexia—Cachexia Syndrome

8.1 Cancer
Anorexia-Cachexia
Syndrome and Ghrelin

Cancer anorexia—cachexia syndrome is characterized by decreased
food intake, weight loss, muscle tissue wasting, and psychological
distress and a lower quality of life [98, 99]. In advanced-stage
cancer, up to 85 % of patients experience this syndrome which
contributes to at least 20 % of cancer deaths overall [100]. The
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weight loss experienced by patients can be severe and is associated
with a worsened prognosis, poorer response to chemotherapy, and
increased morbidity [101]. In addition to metabolic changes,
cachexia is often associated with anorexia. But the lack of nutrients
alone cannot explain the metabolic changes seen in cachexia. In
clinical trials, nutritional supplementation and dietary counseling
failed to increase body weight [102]. Only limited treatment
options exist for patients with clinical cancer cachexia. Corticoster-
oids improve the sensation of well-being and lead to increased food
intake, but this effect lasts only a few weeks [98]. Progesterone such
as megestrol acetate causes weight gain [100, 103], but this gain is
resulted only from increased body fat and fluid, with no change in
lean body mass [100]. Moreover, therapy with progesterone
increases the frequency of thromboembolic events [99, 104].
Hence a better understanding of the underlying mechanisms of
this syndrome should be very important in the development of
new therapies to improve quality of life and potentially to prolong
survival in patients with cancer-induced anorexia—cachexia.

Accumulating evidence suggests that anorexia—cachexia is
caused predominantly by cytokines that are either produced by
cancer cells or released by the host immune system in response to
the cancer [98-100]. Pro-inflammatory cytokines including IL.-1f,
IL-6, and TNF-a can be produced by tumor cells, as well as from
the host response to tumor [98-100]. Up to 50 % of cancer
patients exhibit evidence of elevated inflammation at diagnosis,
and the associated increase in cytokines is strongly implicated in
producing anorexia, at least partly due to action at the central
melanocortin system [105].

CREF is a mediator of the endocrine, autonomic, and immune
responses to stress, including anorexia and anxiety-related behavior
[106]. The central 5-HT system has been implicated in the pro-
cesses of meal satiation and satiety, and hypothalamic 5-HT and
CREF activities are stimulated by pro-inflammatory cytokines [107].
On the basis of these findings, it is probable that 5-HT and CRF
might have a role in the pathogenesis of cancer anorexia—cachexia
by modulating central and peripheral mechanisms as part of the
stress response.

Although one recent study reported reduced plasma ghrelin
concentrations in cancer patients [ 108 ], cachexia is more frequently
associated with increased circulating ghrelin levels compared to
healthy control subjects or non-cachectic patients with the same
underlying diseases [109, 110]. Increased plasma ghrelin concen-
trations in cachectic patients could be a compensatory response to
tissue wasting. Alternatively, it might reflect a state of ghrelin
resistance.

Recently, Fujitsuka et al. [20] found that plasma acyl-ghrelin
concentrations in tumor-bearing rats were higher than that in free-
fed normal rats, but lower than that in pair-fed normal rats. This
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indicates that the compensatory responses to cachectic state includ-
ing upregulation of ghrelin secretion are attenuated in tumor-
bearing rats.

Use of ghrelin and other GHS-R1a agonists has been tested in
animal models of cancer cachexia [103] and has demonstrated an
increase in food intake, weight gain, and reversal of lean and fat
mass losses [110-112]. Early trials in cancer patients demonstrated
that administering ghrelin increased appetite [112—-114]. Phases I
and II clinical trials with the orally available, synthetic ghrelin
mimetic RC-1291 have demonstrated increases in body weight
and lean body mass in healthy subjects [115] and in cancer patients
[116], without any dose-limiting side effects.

Recent studies have demonstrated that CRF decreased the
plasma level of acyl-ghrelin [20, 70]. Fujituska et al. [20] found
that CRF receptor antagonist, a-helical CRF, improved cancer
anorexia—cachexia syndrome in tumor-bearing rats. They also
found that the administration of 5-HT2C receptor antagonist
SB242084 decreased hypothalamic CRF level and improved
anorexia, gastrointestinal dysmotility, and body weight loss in
tumor-bearing rats with cachexia [20]. In earlier studies, 5-HT
concentration in the hypothalamus was reported to be increased
in humans and animals with cancer [117, 118]. CRF neurons are
involved in 5-HT-regulated ghrelin secretion and this pathway has a
major role in cancer anorexia—cachexia.

Peripheral ghrelin administration stimulates food intake in can-
cer patients [93].

In animal model of cancer cachexia, rikkunshito was found to reduce
hypothalamic CRF levels and improve anorexia, gastrointestinal dys-
motility, muscle wasting, and anxiety-related behavior [13]. It was
also shown that Orikkunshito activated the efferent vagus nerve,
which may be mediated by both the vagal afferent nerve and the
direct central action. Of particular interest, rikkunshito and its active
component, atractylodin, prolonged survival in these animals [13].
In vitro, ghrelin-induced cellular signaling in GHS-R-expressing
cells was enhanced by pretreatment with rikkunshito and atractylodin
which enhance ghrelin/GHS-R binding activity. In contrast to the
effect of rikkunshito, either 5-HT2C receptor antagonist or exoge-
nous ghrelin failed to prolong survival [13]. This suggests that the
sensitizing effect on ghrelin signaling pathway may be essential for
ameliorating anorexia—cachexia and the prolongation of survival.
These findings are compatible with the idea that the physiological
functions of endogenous ghrelin are enhanced by the dual actions of
rikkunshito, which involve the stimulation of ghrelin secretion and
the activation of GHS-R activity [119, 120].

Terawaki et al. recently developed a novel peritoneal
dissemination-derived 85As2 rat cachexia model [121]. Using
that model, they showed that oral administration of rikkunshito
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substantially ameliorated cancer cachexia-related anorexia and body
composition changes. By using bleomycin (BLM)-induced lung
fibrosis-associated cachexia model, Tsubouchi et al. asked whether
rikkunshito administration could ameliorate pulmonary cachexia
[122]. They indicated that rikkunshito administration exerts pro-
tective effects on pulmonary cachexia by ameliorating skeletal mus-
cle wasting and food intake reduction as mediated by the ghrelin
system and, thus, highlights rikkunshito as a potential therapeutic
agent for the management of lung fibrosis. Of interest, rikkunshito
was reported to exert ameliorating effects against acute lung injury
by protecting the alveolar epithelial cells and regulating lung
inflammation in a same model, but this effect was independently
of the ghrelin system [123].

9 Gastrectomy

9.1 Gastrectomy and
Ghrelin

9.2 Gastrectomy and
Rikkunshito

Loss of body weight is a common complication of gastrectomy. It
impairs patient’s quality of life, increases risks of various diseases
including infection, and affects long-term prognosis. Because the
fundic glands of the stomach produce the large proportion of
ghrelin, plasma ghrelin decreases to 10-30 % of the preoperative
level after total gastrectomy and 50-70 % after distal gastrectomy
[124]. Ghrelin concentrations recover relatively soon after surgery,
and the ghrelin concentrations of patients with distal gastrectomy
were 51-88 % of preoperative levels [ 124 ]. Chronic gastritis due to
Helicobacter pylori infection and vagotomy are additional factors
that perturb the ghrelin secretion of gastric cancer patients after
gastrectomy. In the rodent, vagotomy alone has led to the signifi-
cant reduction of the baseline of fasting plasma ghrelin [ 125]. After
radical esophagectomy for esophageal cancers (which includes
truncal vagotomy and reconstruction of the whole gastric tube),
ghrelin secretion in human patients was reduced by one-half com-
pared to preoperative levels and gradually recovered within a few
years [126]. Vagotomy also perturbs the normal ghrelin secretion
response (i.e., significant decline immediately after oral food
intake).

A randomized clinical trial that revealed that recombinant
ghrelin administration successfully increased both food intake and
appetite and ameliorated weight loss after total gastrectomy [127].
Ghrelin administration could thus be a promising strategy to tran-
siently improve the nutritional status of patients who have under-
gone gastrectomy, but its effect in the long term remains unclear.

Yagi et al. [17] evaluated the effect of rikkunshito on symptoms and
gastric myoelectric activity in dyspeptic pediatric patients whose
symptoms persisted for over 1 year after gastrointestinal surgery.
With the administration of rikkunshito, all patients exhibited
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symptomatic relief and a significant decrease in mean symptom
scores that were sustained over a 1-month period. The coordinat-
ing and stimulating effect of rikkunshito on the gastric myoelectric
activity therefore seems to play an important role in the reduction
of dyspeptic symptoms.

Pylorus-preserving gastrectomy (PPQG) is now being applied to
early gastric cancer to avoid the dumping syndrome and to reduce
bile reflux and maintain normal mucosal integrity of the remnant
stomach [128]. The patients with PPG had been reported to have
better QOL than those with distal gastrectomy because of a
decrease in dumping related symptoms. However, some patients
still suffer from dyspeptic symptoms such as epigastric fullness,
nausea, and vomiting due to delayed gastric emptying. Although
prokinetic agents including erythromycin, cisapride, metoclopra-
mide, and domperidone theoretically accelerate gastric emptying
and alleviate symptoms after PPG, these drugs lack supporting
evidence of positive effect. Takahashi et al. [129] examined the
clinical effects of rikkunshito on patients who were to undergo
PPG. The results indicated that rikkunshito accelerated emptying
of solid meals from the remnant stomach and decreased postopera-
tive stasis-related symptoms. Thus, rikkunshito may improve the
postoperative QOL of patients undergoing PPG.

Recently, Takiguchi et al. [130] demonstrated a significant
improvement of GI symptoms after treatment with rikkunshito
for 4 weeks in 25 patients who had undergone gastrectomy. They
reported that the mean ratio of the acyl-ghrelin /total ghrelin
concentration was increased after rikkunshito administration.
Gunji et al. [131] conducted an open-label, prospective, single-
arm study performed to investigate the long-term QOL of 19
patients who underwent proximal gastrectomy (PG) for early-
stage gastric cancer >6 months before the present study and to
determine the pharmacologic effects, efficacy, and safety of rikkun-
shito in those patients. The patients’ body weight increased signifi-
cantly after the administration of rikkunshito. However, neither
their appetite nor plasma acylated and deacylated ghrelin levels
were significantly affected.

10 Critically Il

10.1 Critically Il
Patients and Ghrelin

In the critically ill patients, abnormalities in gastrointestinal motor
function have recently been emerged as one of the most important
cause of food intolerance and aspiration pneumonia [132]. The
tone of the lower esophageal sphincter was markedly reduced in
critically ill patients and is likely to increase the risk of aspiration and
ventilator-associated pneumonia. Feed intolerance occurs in up to
50 % of critically ill patients, predominately due to delayed gastric
emptying, and is considered a risk factor for adverse sequelae, such
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10.2 Critically Il
Patients and
Rikkunshito

as inadequate nutrition [132]. The motor function of both the
proximal and /or distal stomach is disordered in ~50 % of critically
ill patients and underlies the delayed gastric emptying. Usually, the
proximal stomach acts as a reservoir for liquid feed. In critical
illness, however, the usual relaxation that occurs in response to
the presence of nutrient is delayed and reduced [132]. The coordi-
nation, magnitude, and frequency of contractions in the proximal
and distal stomach are reduced, leading to decreased transpyloric
flow of chyme. Furthermore, in the critically ill, inhibitory small
intestinal feedback on gastric emptying appears to be substantially
enhanced [132].

Fasting plasma ghrelin concentrations are markedly reduced in
the early phase of critical illness [133]. The reduction in ghrelin
secretion may play a role in delayed gastric emptying, weight loss,
and decreased appetite that all occur frequently in the critically ill
patients. Up to now, ghrelin administration (either physiological
replacement or pharmacological doses) has not yet been evaluated
as a therapy in critically ill patients.

Hayakawa et al. [134] conducted a randomized prospective study
to compare the effects of rikkunshito with that of metoclopramide
in critically ill patients who were projected to require intragastric
tube feeding for more than 7 days. All patients were undergoing
mechanical ventilation at the time of enrollment. The rikkunshito
group reached 50 % of the target amount of enteral feeding signifi-
cantly earlier than the metoclopramide group. An increase in the
plasma level of active ghrelin in rikkunshito group was greater than
that of metoclopramide treatment group. This suggests that rik-
kunshito treatment may be useful in a critical care setting.

11 Drug Adverse Events: SSRI, Pirfenidone, and Levodopa

11.1 Selective
Serotonin Reuptake
Inhibitors (SSRI)-
Induced Dyspepsia

Selective serotonin reuptake inhibitors (SSRIs) are commonly pre-
scribed to patients with major depression. Upper gastrointestinal
symptoms such as nausea and vomiting are one of the most com-
mon adverse events, and for some patients, dyspeptic symptoms
become critical issues that impair their quality of life and may result
in discontinuation of SSRI therapy [135].

By using a freely moving conscious rat model equipped with
force transducers, Fujitsuka et al. [136] found that intraperitoneal
administration of SSRIs, fenfluramine, or fluvoxamine decreased
plasma level of acyl-ghrelin and changed upper gastrointestinal
motility from a fasted-like pattern to fed-like motor activities similar
to those seen after feeding. These effects on ghrelin and gastroin-
testinal motility were blocked by 5-HT2C receptor antagonist.
Neither melanocortin 4 nor the 3 /4 receptor antagonists blocked
this motor effect, although they restored the anorexia induced by
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SSRIs suggesting that SSRI-induced anorexia is dependent on a
melanocortin system [136]. From these results, it was concluded
that SSRIs have inhibitory effects on acyl-ghrelin and gastrointesti-
nal motor activities via an activation of 5-HT2C receptors.

Upper gastrointestinal symptoms such as nausea and vomiting
are common adverse events associated with selective serotonin
reuptake inhibitors (SSRIs) and may result in discontinuation of
drug therapy in patients with depressive disorders. Oka et al. [137]
conducted a randomized controlled study to determine if rikkun-
shito reduces gastrointestinal symptoms in depressed patients trea-
ted with fluvoxamine. Fifty patients with depressive disorder were
randomly assigned for the treatment with fluvoxamine alone or
fluvoxamine in combination with rikkunshito for 8 weeks. The
number of patients who complained of gastrointestinal adverse
events was significantly lower in the fluvoxamine plus rikkunshito
group than that in the control group. This suggests that rikkun-
shito reduces fluvoxamine-induced adverse events, especially nau-
sea, and improves quality of life (QOL) of the patients.

Concomitant oral administration of rikkunshito with an SSRI
suppressed the decrease in plasma acylated ghrelin, changed the
fed-like motor activity to fasted activity, improved anorexia, and
enhanced gastric emptying [ 136]. These effects of rikkunshito were
abolished by coadministration of a ghrelin receptor antagonist and
were mimicked by its active ingredient hesperidin. Given that hes-
peridin was shown to interact with 5-HT2C and 5-HT2B receptors
[8], it makes sense that appetite-stimulating effect of rikkunshito
may be attributed to its 5-HT2C receptor antagonism.

Pirfenidone is an antifibrotic agent for patients with idiopathic
pulmonary fibrosis (IPF), but this drug has adverse gastrointestinal
(GI) effects. Shimazu et al. [138] performed a randomized con-
trolled trial on 17 IPF patients to evaluate the ameliorating effect of
add-on treatment with rikkunshito compared to pirfenidone
monotherapy. Rikkunshito improved GI symptoms to the level
prior to pirfenidone therapy. Plasma levels of des-acyl-ghrelin and
acyl-ghrelin /des-acyl-ghrelin ratio changed significantly at 8 weeks
compared to 2 weeks, although GI adverse events due to PFD were
most severe in the first 2 weeks of treatment. The authors con-
cluded that rikkunshito contributed to improvement of GI symp-
toms, but plasma ghrelin levels did not reflect the improvement of
GI symptoms.

Oral administration of 1-dopa (levodopa) is the first-line therapy for
Parkinson’s disease (PD). The oral administration of I-dopa/
carbidopa (LD/CD) given in the fasting state or before a low
protein meal inhibits gastric emptying in healthy volunteers or in
PD patients who have already developed delayed solid gastric emp-
tying [139]. Wang et al. [140] showed that the administration of
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LD/CD impaired gastric propulsive motor function in naive rats
and 6-OHDA PD models in rats. Pretreatment with rikkunshito
prevented LD /CD inhibitory effect through an action that in part
medicated through increased ghrelin signaling as well as other
unknown mechanisms.

In a clinical study, effects of rikkunshito on gastroparesis in
Parkinson’s disease patients were reported by Doi et al. [141].
Twenty patients with mild gastrointestinal symptoms were enrolled;
14 of the 20 patients had constipation. Sixteen patients were taking
levodopa/ carbidopa, two were taking dopamine agonists, and the
others were not treated yet. Twelve weeks after rikkunshito adminis-
tration, 67 % of patients reported improvement of their gastrointes-
tinal symptoms, particularly appetite loss and bloating. Rikkunshito
significantly shortened the gastric emptying time in these patients
measured by the 13C-sodium acetate expiration breath test, without
any adverse effects, except for its bitter taste.

12 Summary
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Chapter 11

Daikenchuto and Gl Disorders

Toru Kono, Mitsuo Shimada, Masahiro Yamamoto, and Yoshio Kase

Abstract

This overview of herbal medicine use in Japan was designed to provide a review of the accumulating
scientific evidence of the mechanism and clinical action of daikenchuto (DKT). Use of traditional Japanese
medicines, including DKT, has a relatively “short” history of 500 years of clinical use. Only in the last 30
years has the Japanese government officially recognized herbal medicine as a valid form of treatment
alongside the typical Western medicines.

There has been a recent surge in scientifically robust data from basic and clinical studies for DKT,
including placebo-controlled double-blind studies for various gastrointestinal disorders, and absorption,
distribution, metabolism, and excretion studies have been conducted or are in the process of being
conducted in both Japan and the USA. Clinical studies suggest that DKT is beneficial for postoperative
ileus. Basic studies indicate that the effect of DKT is a composite of numerous actions mediated by multiple
compounds supplied via multiple routes. In addition to known mechanisms of action via enteric/sensory
nerve stimulation, novel mechanisms via the TRPA1 channel and two pore domain potassium channels have
recently been elucidated. DKT compounds target these channels with and without absorption, both before
and after metabolic activation by enteric flora, with different timings and possibly with synergism.

Key words Daikenchuto, Kampo, CGRP, Adrenomedullin, TRPA1, KCNK, Hydroxy-a-sanshool,
6-shogaol, Ginsenoside Rb1, Postoperative ileus, Crohn’s disease

1 Introduction

Kampo, a distinctively unique Japan’s traditional herbal medicine,
is fully integrated into the modern health care system in Japan [1],
it is neither a folk remedy nor alternative therapy in Japan. Kampo
medicines are dispensed at all the university, national, and foundation
hospitals as prescription drugs, frequently in combination with Adre-
nomedullin (ADM)western drugs. Rooted in Chinese medicine, the
knowledge of Kampo formulae have been transmitted for 1500 years,
but due to the difficulty of cultivating and procuring identical species
of some of the herbs in the Chinese formulae and the quandary of
maritime commerce at the time, Kampo followed a decidedly unique
path of development in Japan [2]. Inevitably, there are stark differ-
ences between Japanese and Chinese herbal formulae.
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Until recently, the safety of traditional medicines made from
natural resources being comparable to that of modern drugs has
been unfathomable. This preconceived idea has been overturned by
the establishment of a robust quality control system for Kampo
prescriptions, which ensures that the cultivation and harvest of
botanical raw materials are in accord with WHO good agricultural
and collection practices (GACP) guidelines for medicinal plants and
that the final products are manufactured in accord with both the
Japanese Good Manufacturing Process (GMP) and Kampo GMP
guidelines, the former provided by the law and the latter by the self-
imposed standards by the industrial association. In addition, at least
for the top selling Kampo products, which comprise over 80 % of
the market share, extensive component analysis and quality inspec-
tion for residual agrichemicals, heavy metals, aflatoxin, microbials,
and other contaminants at critical steps in the manufacturing pro-
cess assure the manufacture of safe, high-quality, and standardized
Kampo products [2]. Since 1967 when the Japanese government
initially approved four prescriptions, the number of approved
Kampo prescriptions has been steadily increasing, and at present
148 Kampo prescriptions (Japan Pharmaceutical Information Cen-
ter (JAPIC) Kampo extract granules for ethical use 2014) are
covered by the national health insurance and are officially registered
by the Japanese Ministry of Health as multicomponent remedies
containing extracts derived mainly from plant- and mineral-based
substances. As prescription drugs, Kampo is considered to be in the
same class as western drugs. On the other hand, there are Western-
trained physicians in every country who continue to deprecate
herbal medicines, owing to a lack of understanding about the
fundamental differences between Kampo and western drugs [2].
As described in Table 1, the ideal drug in western medicine is a
magic bullet with a single target, which frequently acts on unin-
tended targets producing unwanted side effects. By contrast,
Kampo contains multiple components which act synergistically
and cooperatively on multiple targets, resulting in a substantially
lowered risk of developing side effects [3]. Another major

Table 1
Differences between western and Kampo medicines

Western Single Single target High selectivity no
(allopathic compound (magic side effects
medicines) bullet)

Unintended Efficacious but with
multiple serious side effects
targets

Kampo Compatible Intended Efficacious with few
medicines compound multiple side effects

groups targets
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difference is that a candidate, novel compound in western medicine
can take anywhere from 10 to 15 years to verify its efficacy in
pharmacokinetic and basic studies and placebo-controlled clinical
trials before it is approved as a pharmaceutical drug for the market.
On the contrary, Kampo has been clinically used in humans and its
content refined empirically for approximately 1500 years [4]. Given
that rigorous scientific investigations of Kampo have only com-
menced in the last few decades, allopathic physicians have necessar-
ily been skeptical about their use. Fortunately, however, several
Kampo products are currently subjected to stringent scientific ana-
lyses commensurate with those employed for conventional new
drug development.

2 What is Daikenchuto?

Since 1986 DKT (Dai-ken-chu-to), a Kampo medicine has been
prescribed for the treatment of two symptoms: abdominal bloating
and cold sensation in the abdomen and Japanese government
insurance started to cover the medical fee of DKT. DKT is the
most frequently prescribed as Kampo medicine in Japan, especially
in the field of gastroenterology. Dai-ken-chu-to translate as, “to
reconstruct strongly the diseased gastrointestinal tract to the
health.” The “Da” implies maximal effect, “(ken)” connotes recon-
struction, “(chu)” denotes gastrointestinal tract, and “(to)” char-
acter of DKT indicates water solubility [2]. Approximately 500
million DKT sachets (2.5 g/sachet) are prescribed annually in
Japan, and major adverse events have not been reported to date.

The formulation of DKT is composed of extract granules of
Japanese pepper, processed ginger, ginsenyg vadix, and maltose powder.
In a typical case of the representative product manufactured by
Tsumura & Co., DKT extract powder is made as an aqueous extract
from the mixture of these medicinal plants at the weight ratio of
2:5:3. 1.25 g of DKT extract powder is mixed with 10 g maltose
and some excipient providing 15 g of the final product. Maltose
confers a sweet taste and improves the palatability of the formula-
tion. Other benefits of high maltose (a disaccharide) content
include low calorie and controlled sweetness to approximately 1/
3 of comparable, sweetened products. The standard dosage of DKT
is 15 g/day, and the water-soluble nature of DKT, due to its high
maltose content, makes this dosage possible.

As shown in Fig. 1, the main ingredients of DKT include
hydroxy-a-sanshool (Japanese pepper), [6]-shogaol (processed gin-
ger), ginsenoside Rby (gimseng radix), and maltose, which have
been identified by three-dimensional high-performance liquid
chromatography. Contamination studies have certified DKT to be
free of unexpected pharmaceutical ingredients, toxins, pesticides,
microbes, and heavy metals.
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Fig. 1 Three-dimensional high-performance liquid chromatography of daikenchuto. Three-dimensional high-

performance liquid chromatography are used as characteristic markers (hydroxy-a-sanshool, [6]-shogaol,
ginsenoside Rb1) for quality control

Recent mechanistic studies are increasingly demonstrating the
prokinetic effect of DKT [5]. However, ingredient analysis and
pharmacokinetic studies, which are considered indispensable in
conventional drug development, have been sparse until now
because of the conundrum of tracking multiple ingredients. None-
theless, scientific breakthrough occurred with the pharmacokinetic
study of DKT [6, 7] made possible by the advent of technologies
such as liquid chromatography—mass spectrometry (LC-MS/MS)
for the identification of ingredients and characterization of their
kinetics with greater accuracy and precision. The use of 3D-HPLC
has helped identify the multiple ingredients in DKT, but the phar-
macokinetic data has revealed for the first time that these ingredi-
ents are absorbed and metabolized at different rates. For instance,
the main active ingredients of Japanese pepper, namely, hydroxy-ao-
sanshool (HASHydroxy-a-sanshool (HAS)) and hydroxy-p-san-
shool (HBS)Hydroxy-f-sanshool (HBS), produce transient peaks,
indicating their rapid absorption at high concentrations (HAS in
the order of pM) as well as their rapid elimination over a few hours.
The main active ingredients of processed ginger ([6]-shogaol and
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[6]-gingerol) are also absorbed, but are rapidly metabolized and
conjugated after absorption, therefore, their plasma concentrations
are less than 1 % compared with that of the Japanese pepper ingre-
dients. By contrast, most of the ginseng ingredients remain virtually
unabsorbed. Moreover, pharmacokinetic analysis of luminal con-
tent after administration revealed that Japanese pepper ingredients
are rapidly absorbed before reaching the colonic lumen; processed
ginger ingredients are transformed into various metabolites in the
upper small intestine and liver with some ingredients returning to
the intestine via bile duct; and ginseng ingredients reach the colon
intact and are absorbed only after they are metabolized by the
enteric microbiota. Among the bacterial metabolites of ginseng
ingredients, some have been found to have antitumor and anti-
inflammatory properties such as compound K [8, 9]. Taken
together, one of the key findings from the pharmacokinetic study
is that the ingredients are absorbed at different rates and act
accordingly on various target cells. The significance of this finding
will be elaborated after the explanation of one of the important
pharmacologic effects of DKT.

3 How to Work: Basic Evidence of Daikenchuto

The objective of this section is to introduce the experimental
evidence-based information of DKT.

As mentioned earlier, DKT is primarily prescribed for the treat-
ment of abdominal bloating and cold sensation in the abdomen,
and the latter has been previously attributed to its effect in improv-
ing intestinal blood flow [5]. The critical players responsible for
vasodilatory effects are the two peptides, calcitonin gene-related
peptide (CGRPCalcitonin gene-related peptide (CGRP)) and adre-
nomedullin (ADM) [10-14]. CGRP is one of the most potent
mediators of microvascular vasodilation in the human body, and
its vasodilatory eftects following stimulated release from the extrin-
sic sensory innervation are considered to serve as an important
protective mechanism for maintaining mucosal integrity [15-18].
Because blood flow has to meet the relatively high metabolic needs
of the gastrointestinal tract as well as provide both valuable buffer-
ing and a pathway for removal of toxins that may have entered
tissue [19]. Therefore, maintaining or increasing blood flow is
thought to be a central element in protecting the gastrointestinal
tract and even in the prevention of intestinal adhesions resulting
from inflammation [20, 21].

Neuropeptides are important for the regulation of gastrointes-
tinal blood flow. A number of neuropeptides such as CGRP, VIP,
and SP have been localized immunohistochemically in sensory
nerves innervating various viscera, including the gastrointestinal
tract [22-24]. Intraduodenal or intracolonic administration of
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DKT to normal rats increased small and large intestinal blood flow
in a dose-dependent manner [13, 25]. The pharmacological study
suggests that DKT-induced hyperemia of the rat intestine is
mediated by CGRP, but neither by VIP nor SP release. Moreover,
the results from the study by RT-PCR revealed that DKT had an
up-regulatory effect on CGRP.

Another important factor for understanding the mechanism of
action of DKT is through study of the receptors involved.

A receptor with seven transmembrane domains [26, 27], the
calcitonin receptor-like receptor (CRLR), can function as either a
CGRP receptor or an ADM receptor. The CRLR is an “immature”
receptor, depending on which members of receptor activity-
modifying proteins (RAMPs) are expressed. RAMPs are required
to transport CRLR to the plasma membrane.

The CRLR can be the CGRP receptor through the binding of
RAMP1 and can be the ADM receptor through the RAMP2 [28].
The RAMP3 can be altered by both CGRP and ADM receptor
(Fig. 2).

Therefore, to confirm the existence of CGRP and/or ADM
receptor, it is necessary to determine the existence of not only
CRLR but also RAMPs. Our RT-PCR study revealed that DKT
had an up-regulatory effect on CRLR and RAMPs [13]. These
lines indicated that when DKT stimulates CGRP and ADM,
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Fig. 2 Association of CRLR with a RAMP dictates the specificity of ligand binding
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simultaneously up-regulates CRLR and RAMPs, and develops up-
regulation of CGRP and ADM receptors. Thus, DKT can be used
as an endogenous CGRP, ADM, and their receptors up-regulator
for intestine.

ADM belongs to the same peptide family as CGRP and has
potent vasodilatory effects in the microvascular system [29]. ADM
is ubiquitous in the GI tract and plays important roles in the
regulation of microcirculation, angiogenesis, antifibrosis, antibio-
sis, and down-regulation of proinflammatory cytokines.

The main difference between the microvascular activities of
ADM and CGRP is their comparative potencies. The potency of
ADM is less than that of CGRP, 1/3- to 1,/10-fold less in rat skin
[30], and approximately 1,/300-fold less in mouse mesentery [31].
CGRP is the primary vasodilator in physiologic conditions and acts
peripherally.

The major difference between the production cells of ADM
and CGRP is that the former is not produced by neuronal cells but
rather by epithelial and smooth muscle cells and other nonneuronal
tissues [32].

One of the characteristics of the small and large intestines is the
production of ADM by the intestinal epithelial cells in human, rat,
and mouse. Like CGRP, ADM has anti-inflammatory and powerful
anticytokine effects, and is especially noted for its ability to inhibit
TNFa [14, 33].

Both ADM and CGRP are key peptides for understanding the
mechanism of vasodilatory actions of DKT. DKT contains TRPV1-
stimulating ingredients such as HAS, shogaols, and gingerols, and
previous studies indicated the involvement of TRPV1 activation in
its prokinetics activity and CGRP release. One of the frequently
asked questions is whether DKT is equivalent to capsaicin. We have
discovered that this is not the case because DKT-induced increase
in blood flow is not abrogated by the inhibitors of transient recep-
tor potential vanilloid receptor 1 (TRPVI1)Transient receptor
potential vanilloid receptor 1 (TRPV1), a capsaicin receptor [12].
Another common point of contention is whether an augmentation
of blood flow will aggravate preexisting inflammation. Our results
from the experimental colitis model have shown that blood flow
increases in areas of poor circulation, while it remains unchanged in
regions of high levels of inflammation. This is likely due to the
mobilization and exhaustion of the two primary targets of DKT,
i.e., CGRP and ADM, in inflamed areas and that DKT remedy itself
is neither CGRP nor ADM. In addition, mechanistic probing of
ADM production has revealed that DKT induces ADM release
from the IECs in a dose- and time-dependent manner largely via
its active ingredient, [6]-shogaol. Furthermore, [6]-shogaol
appears to stimulate a type of Ca?"channel called the transient
receptor potential ankyrin 1 (TRPAI) to promote ADM release
from the IECs as well [12].



172 Toru Kono et al.

Besides CGRP, several important neurally mediated mechan-
isms have been suggested as mediating the increased effective intes-
tinal motility of DKT [34, 35]. First, DKT accelerates acetylcholine
(Ach) release from cholinergic myenteric neurons mediated by
activation of 5-HT receptors (5-HT3 and 5-HT4) [35, 36], and
smooth muscles contract due to the released ACh through stimu-
lation of muscarinic receptors (M2R and M3R). Second, it has
been reported that DKT raises plasma levels of motilin, a gastro-
intestinal polypeptide hormone, and this improves morphine-
induced constipation in patients and canines [37, 38]. Third,
DKT induces the release of substance P from primary sensory
nerves through the TRPVI1 on intramucosal terminal sensory
nerves, and this contracts smooth muscle [34, 39]. Recent report
revealed that the DKT up-regulates the activation of nicotinic
acetylcholine receptors [40].

4 Synergistic Effects with Multitargets

Pharmacokinetics studies have shown that, when TU-100 is admi-
nistered orally, HAS and HBS are rapidly absorbed in the gut and
reaches to the high concentrations in the blood (approximately
1 pM in human and rats) within 15 min [6, 7]. On the other
hand, the plasma concentration of [6]-shogaol is low and does
not correspond with the effective dose observed in in vitro studies,
but such a dose would likely be considered high in the lumen. In
addition, we have confirmed that DKT administered directly using
a long tube is clinically effective in patients. In subsequent studies,
we analyzed the kinetics of Japanese pepper ingredients, HAS and
HBS, which are known agonists of TRPAI and TRPV1 receptors
(actions resembling those of processed ginger ingredients) and
antagonists of two-pore-domain potassium channels, KCNK.
KCNK channels exist in cell membranes of excitatory cells such as
neurons and muscles as highly regulated, K™-selective leak channels
[41,42]. They are fundamental to maintaining the resting potential
and regulating cellular excitability. In the neurons, KCNK channels
regulate the opening of voltage-gated Na* channels which generate
action potentials. Recent studies have shown that HAS and HBS
accelerate colonic motility by inhibiting KCNK3 and KCNK9
channels in the intestinal smooth muscle and neuronal cells. In
light of these findings combined with the pharmacokinetic data,
we postulated as follows [5]: DKT administration causes an initial
blockade of KCNK channels in the intestinal smooth muscle and
neuronal cells by the Japanese pepper ingredients, which leads to
increased membrane sensitivity, i.c., decreased threshold for addi-
tional exogenous stimuli, in this case the subsequent exposure to
ginger and ginseng ingredients (Fig. 3). In short, these results
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TRPV1, TRPAL, ...
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potassium channels
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Fig. 3 Hypotheses. (a) Two-pore-domain potassium channels (i.e., KCNKs family channels) are expressed in
many types of excitable cells throughout the body and have been implicated in various cellular functions,
including the maintenance of the resting potential and regulation of excitability. Low doses of ginger
ingredients cannot evoke action potentials. (b) One of ingredients of daikenchuto, hydroxy-a-sanshool, acts
as a blocker of two-pore-domain potassium leak channels (KCNK3 and KCNK9) and alters the excitability of a
cell via voltage-activated cation channels. Low doses of ginger ingredients can evoke action potentials. From
Kono, T. et al (2015) (ref. 5)

suggest that DKT ingredients could induce a therapeutic effect at
concentrations lower than those required for each ingredient to
exert its effect by itself. Indeed, Japanese pepper and processed
ginger ingredients have no or the least effect on colonic motility
when administered separately, but concomitant administration
generates a significant prokinetic action (Fig. 4). Likewise, at
doses for which Japanese pepper and ginseng ingredients adminis-
tered independently do not affect colonic blood flow, the combina-
tion significantly increases flow (Fig. 5). Unraveling the precise
mechanisms underpinning these synergistic effects would be a her-
culean task, nevertheless, our hypothesis appears robust and credi-
ble enough that is poised on the brink of elucidation.

We believe that systems biology is particularly beneficial for the
elucidation of multicomponent remedies and has the potential of
producing groundbreaking results that could instigate a paradigm
shift in health care.
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Fig. 4 Mixture of hydroxy-a-sanshool and [6]-gingerol increased colonic motility. Isolated segments of the
proximal rat colons were placed in an organ bath containing aerated Kreb’s solution. Motility was evaluated by
monitoring the intestinal tract pressure and videography. (a) Bath application of [6]-gingerol (1 pM),
[6]-shogaol (1 pM), or hydroxy-a-sanshool (HAS) (3 uM), from serosal side did not alter colonic motility.
(b) A simultaneous addition of three ingredients increased colonic motility. Video imaging showed a typical

squeezing

5 How to Work: Clinical Evidence of Daikenchuto

5.1 Postoperative
lleus

The objective of this section is to address the concept of appropriate
use of DKT in the field of gastroenterology. In the digestive surgery
area, DKT has been employed for speeding the recovery from
postoperative ileus after abdominal surgery and its clinical efficacy
has been reported in open label studies [43—46]. In order to clarify
the clinical benefits of DKT, several double blind placebo-
controlled trials on the patients with postoperative ileus (POI),
CD, functional constipation, and irritable bowel syndromes are
currently underway in the U.S. and Japan.

A double-blind, placebo-controlled study on healthy volun-
teers in the U.S., Mayo Clinic, has shown that treatment with
TU-100 significantly accelerates ascending colon emptying [47].
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Fig. 5 Mixture of hydroxy-a-sanshool and ginsenoside Rg1 increased intestinal blood flow. Systemic mean
arterial blood pressure (MAP) and heart rate (HR) were recorded. Red blood cell flux in colonic blood flow, CBF
was measured using noncontact laser tissue blood flowmetry, and colonic vascular conductance (VC) was
calculated as the ratio of flux to MAP. (a) Intracolonal administration of hydroxy-a-sanshool (0.3 mg/kg) or
vehicle did not alter VC. (b) Intracolonal administration of ginsenoside Rg1 (1 mg/kg) or vehicle did not alter
VC. (c) Intracolonal administration of mixture of hydroxy-a-sanshool (0.3 mg/kg) and ginsenoside Rg1 (1 mg/
kg) increased VC from the first 15-min observation period (% of basal, 80 %) and kept the increase during
whole experimental period (90 min, 165 %). Vehicle did not alter VC. Vehicle: Tween 80

In Japan, several multicenter, double-blind, placebo-controlled
studies of DKT involving 80 % of nationwide university hospitals
were launched to explicate the benefits and mechanism of action of
DKT at the clinical level.

Shimada revealed that DKT administration accelerated the time
of first bowel movement after hepatic resection in patients with liver
cancer [48]. This multicenter, phase II trial assesses the efficacy of
DKT on POI after hepatic resection.

A total of 209 patients (DKT: » = 108, placebo: » = 101),
who underwent hepatic resection at 26 Japanese centers, were
included in the statistical analysis. Patients were randomly assigned
to receive either oral doses (15 g/day, three times a day) of DKT or
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5.2 Crohn’s Disease

placebo control from preoperative day 3 to postoperative day 10,
except on the day of surgery. The median of the time from extuba-
tion until the first postoperative bowel movement was 88.2 h (95 %
CI74.0-94.1) in the DKT group and 93.1 h (95 % CI 83.3-99.4)
in the placebo group, demonstrating that DKT accelerated the time
to first bowel movement significantly more than placebo control.
TU-100 is an effective treatment option after hepatic resection in
patients with liver cancer.

Another multicenter, randomized, controlled phase II trial in
patients with total gastrectomy for gastric cancer showed the effi-
cacy of DKT on postoperative bowel motility and for prevention of
POI[49]. A total of 195 patients (DKT, » = 96; placebo, n = 99)
were included in the analysis. Patients received either DKT
(15.0 g/d) or matching placebo from postoperative days 1-12.
Median time to first bowel movement was shorter in the DKT
group than in the placebo group (94.7 hvs. 113.9 h; p = 0.051).
In patients with high medication adherence, median time to first
bowel movement was significantly shorter in the DKT group than
in the placebo group (93.8 hvs. 115.1 h; p = 0.014). Significantly
fewer patients in the DKT group had >two symptoms of gastroin-
testinal dysfunction than those in the placebo group on postopera-
tive day 12 (p = 0.026). A prospective randomized trial (DKT,
n = 41, control, n = 40), but no placebo-controlled, also showed
that DKT improved bowel movements, stool properties, and bowel
gas [50]. These lines strongly suggested that DKT promoted early
postoperative bowel functions after total gastrectomy.

Adrenomedullin, which is a potent Crohn’s diseasevasodilator in
the microvascular system as well as having some immunoregulatory
effects, may be a potential treatment approach in CD. Indeed, the
anticolitis effect of ADM was demonstrated in mouse and rat
models of CD [11, 12, 51] and acetic acid-induced colonic ulcera-
tion in rats [52]. In addition, several investigators have suggested
that the effect of ADM might play an important role in mucosal
defense as an antimicrobial peptide [53, 54]. Invasion of microbes
through the mucosal barrier stimulates the host immune system
and intimately correlates with development of morbidity in experi-
mental and human inflammatory bowel disease (IBD).

Interestingly, immunoreactive ADM was shown to distribute at
the apical surface of the epithelial cells of the intestinal mucosa. This
observation may indicate that epithelial ADM contributes to the
control of intestinal microflora. Invasion of microbes through the
mucosal barrier stimulates the host immune system and intimately
correlates with the development of morbidity in experimental and
human IBD [55].

It has already been also verified that ADM diminishes proin-
flammatory cytokine production (TNFa and IFNy). Thus, ADM
may play a regulatory role in inflammatory gut diseases such as CD.
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Actually, the anticolitis effect of ADM was previously demonstrated
in mouse4 and rat5 models of CD. Combined results of these
studies support the potential treatment of CD with ADM, as exog-
enous ADM administration has proven efficacy in animal models.

Other clinical and experimental studies in the field of gastroin-
testinal pathology support stronger associations between CGRP,
ADM, and CD than previously speculated [51, 56]. Decreases in
colonic flow and augmentation of the inflammation of CD appear
to correlate with decreased CGRP secretion from damaged neuro-
nal cells as a result of recurrent transmural inflammation; indeed
experimental support for this concept derives from studies showing
the successful treatment of CD with exogenous CGRP and ADM in
experimental animal models of intestinal inflammation. Although
the combined results of these studies suggest a novel approach to
the treatment of CD with CGRP and ADM, exogenous adminis-
tration of these peptides is clearly not practical because of the
potential systemic effects of these agents as well as the metabolic
clearance which makes chronic delivery of a small peptide impracti-
cal [20, 57-59]. Nevertheless, endogenous administration of
CGRP and ADM in the experimental setting provides a protective
effect in maintaining colonic mucosal flow and decreasing inflam-
mation; therefore, a potential role for DKT in enhancing the local,
endogenous secretion of CGRP and possibly ADM has led to the
formulation of the following hypothesis: DKT may be effective in
improving blood flow and reducing inflammatory changes via aug-
menting secretion of ADM from the intestinal mucosal epithelium,
which in turn may supplement the decreased production of CGRP
from damaged neuronal tissues in CD.

The inhibitory effect of ADM on TNFa production has also
received considerable attention in the field of CD similar in many
respects to therapeutic use of infliximab (TNFa antibody) and has
advanced our treatment of CD [60]. Infliximab is a murine chime-
ric monoclonal antibody against TNFa, and has been known for
some time to trigger the production of antibodies directed at the
foreign protein in the drug, which limits its widespread use as
therapeutics. Despite the introduction of the anti-TNFa agents,
2040 % of patients fail to respond to initial induction therapy, and
only 60-70 % of the initial responders will maintain a sustained
response at 1 year. Based on these facts, use of DKT in conjunction
with infliximab treatment (which is currently administered once
every 8 weeks) may in theory lead to a decrease in the frequency
and dosage of the antibody treatment.

The rapidly increasing number of patients with CD in Japan has
prompted an upsurge of clinical trials with DKT. A large-scale
retrospective study showed that continuous DKT therapy is a clini-
cally useful and feasible maintenance therapy for the prevention of
postoperative reoperation in patients with CD [61]. A total of 258
patients who underwent surgery for CD were identified for the



study. For the prevention of postoperative recurrence, patients were
stratified to receive 5-aminosalicylic acid (ASA), azathioprine or
DKT, and their effects on preventing reoperation at 3 years were
evaluated. Of the 258 patients, 44 required reoperation with intes-
tinal resection within 3 years due to disease recurrence. The 3-year
reoperation rate was significantly lower in the postoperative DKT
group than in the non-DKT group (11.3 vs. 24.5 %, P = 0.01). A
showed that postoperative DKT
(P = 0.035) was significantly and independently associated with
the rate of reoperation at 3 years in patients with CD. Although
further prospective, randomized, placebo-controlled trials are
needed to confirm these findings, DKT may be a viable option for
the postoperative management of CD.

DKT is a classic example of the harmonization between tradi-
tional herbal medicine and modern medicine. Rigorous scientific
investigations are now beginning to reveal the complex therapeutic
effects mediated by DKT. The ancient adage of maximizing the
temporal differences in pharmacological effects may be similar to
the modern concept of a combination chemotherapy regimen,
except that one Kampo prescription by itself fulfills the role of a
combination regimen. We believe the worldwide availability of
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Kampo medicines.
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Chapter 12

Memory/Learning, Dementia, and Kampo

Kinzo Matsumoto and Hironori Fujiwara

Abstract

Impairment of cognitive function and learning/memory is a core symptom of patients with Alzheimer’s
disease (AD), vascular dementia (VaD), and other forms of dementia. Because the number of dementia
patients is increasing explosively as the world population is growing and aging, a lot of effort have been
made to develop innovative drugs to overcome dementia; however, it has not succeeded yet. On the other
hand, a potential usefulness of Kampo medicines for the treatment of cognitive deficits of patients with
dementia has been suggested by clinical and /or preclinical studies reported during the last two decades.
Those are yokukansan (YKS), chotosan, kihi-to, and kami-kihi-to (KKT), a “kihi-to”-based formula.
Pharmacological and molecular biological evidence or chemical constituents, which may account for the
antidementia effects of those Kampo medicines, have also been provided by lines of studies employing
animal models of dementia or in vitro neurodegeneration models of dementia pathology. In this chapter, we
discuss the clinical and preclinical effects of these Kampo medicines and their putative mechanisms of
actions, which have been demonstrated by our own research and other laboratories.

Key words Dementia, Animal models, Kampo therapy, Yokukansan, Chotosan, Kihi-to (kami-
kihi-to), Molecular mechanism

1 Introduction

Dementia like Alzheimer’s disease (AD) and vascular dementia
(VaD) is one of the most problematic diseases that is characterized
by neurological damages including neurodegeneration as well as
by deterioration of learning/memory, cognitive and emotional
functions, and ability to perform daily activities. This disease not
only provides a huge impact on the person diagnosed and their
family members but also becomes a rapidly increasing threat to
public health because caring for people with AD or dementia
needs a lot of tasks from family members and public healthcare
services. Dementia is also becoming a global public health prob-
lem because the worldwide population is explosively growing and

aging [1].
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Based on these backgrounds, a number of scientists in academic
institutions and pharmaceutical industries have been challenging to
clarification of exact pathophysiology of dementias and explora-
tion/development of innovative drugs effective for prevention
and/or therapy of dementia. In terms of AD, more than 200
chemicals and several monoclonal antibodies targeting a f-amyloid
cascade, a causal mechanism of AD [2, 3], have been developed and
examined by clinical trials; however, none of them has become
available for the treatment of dementia patients yet.

Lines of epidemiological studies indicate that various risk fac-
tors can lead to be AD and VaD, major causes of dementia. Those
includes genetic/inherent factor and aging that cannot be con-
trolled and the controllable and life style-related factors such as
hypertension, hypercholesterolemia, diabetes (higher glucose
levels), obesity, etc. [4-8]. Indeed, AD and/or VaD patients
reportedly suffer from diabetes mellitus or have a higher blood
glucose level and an insulin signaling deficit that may be associated
with accumulation of the neurofibrillary tangles and p-amyloid
plaques in AD [9, 10], suggesting a possible linkage of cerebrovas-
cular disorder and diabetes mellitus to AD and VaD [11]. There-
fore, it is very likely that the pathophysiological /pathogenic
mechanism underlying dementia is more complicated than it was
considered before [12]. Currently, two types of chemical drugs
have been used as anti-AD and anti-VaD drugs [13-15]; one is
acetylcholinesterase inhibitors such as donepezil, galantamine, and
rivastigmine and the other memantine, an N-methyl-p-aspartate-
type (NMDA) glutamate receptor antagonist. However, their clini-
cal effects are very limited and are not curable. In some cases, the
interventions with these chemicals are needed to be terminated
because of their unpleasant side effects.

The limited availability of these antidementia drugs as well as of
etiology and risk factors of dementia, application of traditional
medicines, has been attracting a lot of interest in Kampo medicines
and traditional Chinese medicines as an alternative and effective
strategy for dementia therapy or prevention because of a couple of
reasons. First, they consist of systematic combination of various
crude drugs including multiple chemicals which may be able to
interact with various factors implicated in the etiology of dementia.
Second, they have been believed to exert less side effects compared
to western chemicals drugs. On the basis of such anticipation, a
number of researches have been focusing on exploration of inter-
ventions including traditional medicines like Kampo medicines
(traditional Sino-Japanese medicines) that may be able to prevent
or ameliorate AD and other dementias.
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2 Kampo Medicine TreatmentKampo therapy of Dementia
and Experimental Evidence for the Intervention

2.1 Yokukansan

(YKS)

2.1.1  YKS-Induced
Amelioration of Memory
and Cognitive Dysfunction
in Animal Models of
Dementia

Several lines of clinical studies on dementia therapy with Kampo
medicines (Table 1) have been conducted under protocols which
were designed to provide higher levels of evidence such as rando-
mized, double-blind, placebo-controlled clinical trials. The Kampo
medicines has been shown to be beneficial mainly to behavioral and
psychological symptoms of patients with dementia (BPSD) and
some of them appear to be effective for cognitive function of
dementia patients as well. There are also many preclinical studies
elucidating potentials of Kampo medicines to ameliorate
cognitive dysfunction in animal models of AD, VaD, and other
cognitive /emotional dysfunction. The studies have substantiated
the beneficial effects of Kampo medicines in patients with dementia
and provided the underlying (putative) mechanisms of Kampo
medicines as well. These clinical and preclinical studies allow us to
consider a rational use of some Kampo medicines for the treatment
of patients with dementia including AD and VaD. Here, we review
the potential availabilities of yokukansan (YKS), chotosan (CTS),
kihi-to and its conger formula, kami-kihi-to (KKT) as formulae
with antidementia effects.

YKS is a Kampo medicine consisting of seven different crude herbal
drugs (Table 1). In Kampo medicine or traditional Chinese medi-
cine (TCM), YKS is generally prescribed for patients with weak
physical constitution and “defect of Liver.” In traditional medicine,
“Liver” is believed to represent mood stabilization, autonomic
nerve control, and storing of nutritious substance but is not the
same as the liver meant in Western medicine. The therapeutic
potential of YKS has been extensively investigated by intervention
studies in which patients with AD and other types of dementia were
subjected. Accumulated evidence including a meta-analysis study
[16] indicates that YKS exerts beneficial effects particularly on
BPSD. Readers should refer to the other article [17] and
Chapter 13 in terms of YKS’s alleviation of BPSD.

Compared with evidence for YKS amelioration of BPSD, effects of
this formula on cognitive and learning/memory dysfunction, core
symptoms of patients with dementia, have not been clearly reported
in the clinical intervention studies. However, there are several
preclinical studies demonstrating a potential of YKS to improve
disturbance of learning/memory and cognitive performance in
animal models of AD and other types of dementias. In the studies
in which amyloid precursor protein (APP) transgenic mice expres-
sing human form of APP685SWE were used as an animal model of
AD [18, 19], the administration of YKS, at doses three to ten times
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2.1.2 Putative
Mechanisms Underlying
YKS-Induced Amelioration
of Cognition/Learning and
Memory Deficits
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more than the daily dose used for human therapy, for 5-10 months
not only improved emotional and memory/cognitive deficits but
also prevented p-amyloid accumulation. The ameliorative effects of
YKS have also been observed in other animal models of dementia.
Those include a mouse model of intracerebroventricular (i.c.v.)
injection of B-amyloid [20], a thiamine-deficient model rat [21],
and a mouse model of olfactory bulbectomy (OBX) [22].

A rat model of thiamine deficiency is known to exhibit selective
neuronal loss, cholinergic dysfunction, amyloid precursor protein
accumulation, and memory deficits, etc. [23]. Ikarashi et al. [21]
found that the daily administration of YKS (500-1000 m/kg)
attenuated memory disturbance observed in by thiamine-deficient
rats. Olfactory bulbectomy is also known to cause neurodegenera-
tion of septo-hippocampal cholinergic innervation [24], elevation
of AP level in the brain [25], and increase in spontaneous locomo-
tor activity susceptible to antidepressant treatment, therefore,
providing an animal model of AD with depression-like emotional
deficits [22, 26, 27]. Yamada et al. have demonstrated that the
OBX-induced disruption of spatial (Fig. 1) and nonspatial working
memory but not of the long-term fear memory was attenuated by
YKS given at doses of 375-750 mg,/kg which were in the range of
6-7-fold more than the daily dose for human therapy [22].
Together, these behavioral observations have led to the idea that
YKS is able to exert beneficial effects on core symptoms of patients
with dementia as well as on BPSD.

Yamada et al. [22] have reported that the ameliorative effect of YKS
on OBX-induced deficit in short-term memory can be reversed by
scopolamine, an anticholinergic drug, suggesting possible involve-
ment of central cholinergic mechanism(s) in the action of YKS.
Their hypothesis was supported by the neurochemical findings
that the administration of YKS reversed the expression levels of
central cholinergic marker proteins which were down-regulated
by OBX as well. Moreover, a rat model of thiamine deficiency has
selective neuronal loss, cholinergic dysfunction, amyloid precursor
protein accumulation, memory deficits, etc. [23]. Ikarashi et al.
[21] found that the daily administration of YKS attenuated not
only memory disturbance observed in thiamine-deficient rats but
also degeneration of neuronal and astroglial cells caused by gluta-
mate excitotoxicity resulting from thiamine deficiency. Based on
these findings, they proposed the idea that inhibition of glutamate-
mediated excitotoxicity is one of mechanisms underlying the anti-
dementia effect of YKS.

There are several lines of in vitro studies clarifying the underly-
ing mechanisms involved in the antidementia action of YKS. Fuji-
wara et al. [28] found that the extract from YKS had a potent
antiaggregation effect on p-amyloid proteins and that the effect
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Fig. 1 OBX-induced spatial working memory deficit in the modified Y-maze test and its reversal by test drugs.
(a) Schematic drawings of the Y-maze and the experimental procedure. The maze was surrounded by different
spatial cues. The sample trial and test trials were conducted for 5 min at a 30-min interval as described in the
text. (b) Evaluation of the modified Y-maze test using reference drugs, scopolamine (SCP), MK801 (MK), and
donepezil (DPZ). Surgical operation-naive mice were injected i.p. with vehicle (Veh) or DPZ (1.5 mg/kg) 60 min
before the sample phase trial. Thirty min after DPZ, Veh, SCP (1 mg/kg, i.p.), or MK (0.2 mg/kg, i.p.) was given.
The values in parentheses indicate the dose (mg/kg/day) of test drugs and each data column represents the
mean + S.E.M. (n = 6-8). **P < 0.01 compared with vehicle control group. #P < 0.05 compared with SCP
or MK alone. (¢) The effects of DPZ and YKS on OBX-induced spatial working memory deficit in the modified Y-
maze test. The animals received daily administration of 375-750 mg/kg YKS from 3 days after OBX. Two
weeks after the drug administration period, the modified Y-maze test was conducted as described in a. Each
data column represents the mean + S.E.M. (n = 13-17). **P < 0.01 compared with vehicle-treated sham
group (t-test). #P < 0.01 compared with vehicle-treated OBX group (Student—-Newman—Keuls test). Cited
from Ref. [22] (Journal of Ethnopharmacology 135: 737—-746, 2011)]
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was mainly attributable to Uncariae Uncis cum Ramulus, an impor-
tant component herb of YKS (Table 1). They suggested that YKS
had a therapeutic/preventive potential for AD which might be due
to Uncariae Uncis cum Ramulus.

YKS also appears to have a neuroprotective effect against Ap
oligomer- and glutamate-induced neurotoxicity in primary
cultured rat cortical neurons [29] and PC12 cells [30, 31], respec-
tively. According to Kannno et al. [29, 31], the effect of YKS is
exhibited mainly via suppression of caspase-3 activity by Uncariae
Uncis cum Ramulus and Glycyrrbiza Radix in cultured neurons,
whereas, in PC12 cells, the effect is exhibited via activation of
glutamate transport and cysteine/glutamate antiporter system
Xc™ by Uncaria-derived alkaloids such as geissoschizine methyl
ether and hirsuteine’. An important role of Uncariae Uncis cum
Ramulus in the action of YKS observed in in vivo and in vitro
studies is true of the effects of chotosan (CTS) [32-35], a Kampo
formula including the same plant as an herbal component. The
pharmacological profile of this plant is overviewed in detail in the
following section of this chapter.

CTS is a Kampo formulaChotosan (CTS), the clinical interventions
of which have been conducted in patients with AD or VaD or both.
This formula consists of 11 different crude drugs (Table 1) includ-
ing Uncariae Uncis cum Ramulus. In Kampo medicine, CTS is
mainly prescribed for patients with “Blood stasis,” “Qi deficiency,”
and “defect of Liver.” In the concept of Kampo medicine and
TCM, “Blood” is considered to be nutritious materials composing
human body as well as the blood defined in Western medicine,
while “Qi” is invisible and ever-flowing energy of life [17]. The
concept of “Liver” is stated in the previous section concerning YKS.
In clinic, CTS is generally prescribed for middle-age and/or elderly
patients with weak physical constitution and symptoms related to
hypertension and chronic headache (Table 12.1).

Based on the clinical features of CTS in Kampo medicine or
TCM, Terasawa et al. [36] conducted a double-blind, randomized
placebo-controlled study in 1997 in which patients with VaD were
subjected to daily administration of CTS (7.5 g/day) over 12
weeks. In this intervention study, CTS showed a potential to
improve BPSD and impaired activities of daily living in VaD
patients, suggesting usefulness of CTS in the treatment of patients
with dementia, particularly BPSD.

Two other groups also independently reported the effects of
CTS on the core symptoms in patients with dementia including
VaD, AD, or both. In a clinical study where chronic stroke patients
with mild cognitive impairments were subjected, Yamaguchi et al.
[37] analyzed cognitive function of the patients by recording P3
event-related brain potentials, the mini mental state examination
(MMSE)Mini mental state examination (MMSE), and verbal
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222 CTS-induced
Amelioration of Cognitive
Dysfunction and Its
Mechanism in Animal
Models of Dementia

fluency test. They found that the administration of CTS (7.5 g/kg
per day) over a 12-week period significantly improved both neuro-
psychological test scores and electrophysiological indices related to
attention and decision making. Moreover, in a double-blind, ran-
domized, placebo-controlled study where AD and VaD patients
were subjected to CTS treatment, Suzuki et al. [38] found that
cognitive functions and daily living activities are improved in the
group treated with CTS, whereas no improvement was observed in
the groups treated with placebo or gosya-jinki-gan (Niu-Che-Shen-
Qi-Wan in TCM), a Kampo formula with different clinical indica-
tions and crude drug composition. Taken together, the available
clinical data allow us to consider that CTS is useful for the treatment
of core symptoms of dementia patients as well and that the ameliora-
tive effect of CTS on cognitive function may represent one of dis-
tinctive pharmacological and clinical features of this formula [17].

CTS is one of the Kampo formulae that have been reported to
exhibit ameliorative or preventive effects on learning and memory
deficits in various animal models of cognitive dysfunction. The
reported findings are likely to support the clinical utilities of CTS
in therapy of dementia patients.

The effects of CTS on cognitive function have been first
reported by Yuzurihara et al. [39]. In their study employing mice
with transient cerebral ischemia (T2VO) as a model of VaD, the
postischemic treatment with CTS extract (0.5-2 g/kg per day) for
7 days improved the impaired memory performance in the passive
avoidance test in a manner that was reversed by a serotonin (5-
HT);a receptor antagonist. Their findings suggested the involve-
ment of serotonergic mechanism(s) in the action of CTS. On the
other hand, our group reported that a single administration of CTS
extract, at doses (375-750 mg/kg per day, p.o.) which were equiv-
alent to about 10-30 times more than the daily dose for human
therapy, prevented T2VO-induced spatial cognitive deficits in a
manner that could be reversed by a muscarinic M; receptor antag-
onist but not by a nicotinic receptor antagonist [ 34 ]. Moreover, in
a mouse model of permanent occlusion of common carotid arteries
(P2VO), the daily administration of CTS (750 mg/kg per day, p.
0.) post P2VO also improved spatial and nonspatial cognitive def-
icits (Fig. 2) caused by P2VO and the amelioration of cognitive
performance was abolished by withdrawal of CTS administration as
well as by treatment with a muscarinic M; receptor antagonist [ 35].
These findings suggest that the effect of CTS is reversible and is in
part mediated by central cholinergic systems. Moreover, as in the
case of YKS, Uncariae Uncis cum Ramulus, a major and distinctive
herbal constituent of CTS, is likely to play a key role in the anti-
dementia effect of CTS because the Uncariae extract but not the
Uncaria-free CTS extract could improve cognitive dysfunction in
the T2VO and P2VO animals when given at doses equivalent to
the effective doses of CTS [34, 35].
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Fig. 2 Effects of CTS, SKT, and THA on P2V0-induced object recognition deficit in mice. (a) Experimental
schedule (i) and representation of sample and test phase conditions in the second object recognition test
(ORT-2) (ii). The P2V0 mice were randomly divided into four groups after the ORT-1. They received water, CTS
(750 mg/kg), SKT (750 mg/kg), or THA (2.5 mg/ kg) daily for 5 consecutive days. The sham-operated group
was given water. The second object recognition test (ORT-2) was conducted on day 6. Each datum represents
the mean & S.E.M. (10-12 mice per group). (b1) Object recognition performance in the sample phase trial of
the ORT-2. The animal was placed into the arena where two identical sample objects made of glass were
placed in two adjacent corners of the arena and was allowed to explore for 5 min. The time animals spent
exploring the objects were measured. (b2) Object recognition performance in the test phase trials conducted
10 min after the sample trials. The time animals spent exploring each object was measured during a 5-min
observation period. **P < 0.01 vs. the time spent exploring a familiar object. (b3) Discrimination index (DI) in
the ORT-2. **P < 0.01 vs. vehicle-treated sham-operated group. ##P < 0.01 vs. vehicle-treated P2VO0
group. Cited from Ref. [46] Fig. 2, J Pharmacol Sci 103, 360-373, 2007

The antidementia effects and the underlying mechanism(s) of
CTS have also been elucidated by preclinical studies in which
employed animal models of aging/AD [40] and diabetes mellitus,
risk factors for AD and VaD [9, 11, 41, 42]. Zhao et al. [43, 44]
examined the therapeutic potentials of CTS for aging- and type
2 diabetes-induced decline of cognitive function in senescence accel-
erated prone mouse SAMP8 and C57BLKS /J-db/db mice, respec-
tively. They demonstrated using several types of learning and
memory tasks that daily administration of CTS extract (750 mg/kg
per day, p.o.) for about 6—7 weeks improved spatial and nonspatial
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Fig. 3 Effects of CTS and THA on water maze performance of db/db mice. Learning performance of the
animals was analyzed in the training test by latency (a) and swimming speed (b). Each data point indicates the
mean + S.D. for 6-9 animals in each group. ###P < 0.001 vs. vehicle-treated m/m group, and **P < 0.01 vs.
vehicle-treated db/db group (one-way repeated measures ANOVA). Memory retrieval performance (D) elucidated
in the probe test. Each datum represents the mean of time spent in the target quadrant & S.D. ###P < 0.001
vs. vehicle-treated m/m group (t-test). *P < 0.05 vs. respective vehicle-treated db/db group (one-way repeated
measure ANOVA followed by Tukey test). [Ref. [44], BMC Complement Altern Med 12: 188, 2012]

2.2.3 Molecular
Biological Evidence for
the Antidementia Effects
of CTS

cognitive disturbance caused by aging [43] and diabetes (Fig. 3)
[44]. Interestingly, they excluded the possibility that the ameliorative
eftect of CTS on diabetes-induced cognitive dysfunction is appar-
ently due to the antidiabetic effect of this formula since the adminis-
tration of CTS failed to reduce serum glucose levels or body weights
in an animal model of type 2 diabetes [44]. This idea seemed to be
applicable to a type 1 diabetes since the administration of CTS could
improve cognitive deficits observed in type 1 diabetes model of
streptozotocin-treated rats without affecting their serum glucose
levels [45]. These preclinical studies employing animal models espe-
cially relevant to risk factors of dementia support the clinical data
concerning the beneficial effects exhibited by CTS in the treatment
of patients with AD or VD or both.

Several lines of neurochemical findings have provided evidence for
the ameliorative effects of CTS on impaired cognitive function in
animal models of dementia.

1. Cholinergic systems
The central cholinergic system is a major mechanism responsi-
ble for cognitive function and learning and memory and dete-
rioration of this mechanism is considered to be a major cause of
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the core symptom of patients with dementia. Therefore,
improvement of cholinergic dysfunction has been an effective
strategy for dementia therapy in not only AD but also VaD
patients [15].

In animal models of VaD; i.e., T2VO and P2VO mice [ 34,
35], acetylcholine levels in the cerebral cortex and hippocam-
pus were reduced compared to the sham-operated control
groups and the decreased levels were attenuated in the groups
treated with CTS as well as with tacrine. These neurochemical
results accounted for the behavioral studies in which the anti-
dementia eftects of CTS were abolished by muscarinic acetyl-
choline receptor antagonists and suggested an involvement of
central cholinergic systems in the effect of CTS. Moreover, we
found that the expression levels of genes coding cholinergic
marker proteins (choline acetyltransferase (ChAT) and M3 and
Ms muscarinic receptor subtypes) in the brain were down-
regulated in P2VO model mice and that these changes were
prevented in the groups treated with the daily administration of
CTS and tacrine [46]. These findings allowed us to infer that
enhancement of cholinergic function is likely to prevent or
rescue central cholinergic systems from ischemic damage.
Since, in our ex vivo experiments, the daily administration of
tacrine (2.5 mg/kg, i.p.) but not of CTS (750 mg/kg per day,
p.o.) for 6 days significantly inhibited the activity of cholines-
terase in the brain tissue; CTS may improve dysfunction of
central cholinergic systems in animal models of dementia by a
mechanism(s) differing from that of tacrine [46].

Dysfunction of central cholinergic systems has also been
reported in animal models of diabetes [44, 47-49]. Zhao
et al. found [50] that the expression levels of cholinergic
marker proteins, ChAT and muscarinic receptors, in the hippo-
campus (Fig. 4) and the ChAT-immunopositive neurons in the
medial septum and basal forebrain, nuclei origins of cholinergic
systems, are decreased in 18-week-old 44/db mice than in the
age-matched nondiabetic #/m mice, whereas no difference in
ChAT-immunopositive neurons was found at the age of 7
weeks. Their findings suggested aging-dependent occurrence
of cholinergic dysfunction in the brain which may be acceler-
ated by diabetes [44, 50]. Moreover, the down-regulation of
cholinergic marker proteins expression and decrease of the
septal cholinergic neurons were prevented in the 45/db mice
treated daily with CTS (375-750 mg/kg per day, p.o.) from
the age of 7 weeks [44 ]. Therefore, CTS-induced amelioration
of cognitive deficits in diabetic animals may be in part attribut-
able to suppression of neurodegeneration of central cholinergic
systems which was accelerated by diabetes.
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Fig. 4 Effects of CTS and THA on ChAT, M1, M3, and M5 receptor protein expression in the hippocampus of db/
db mouse. (a)Typical photos indicating the expression levels of each factor in the hippocampus of vehicle-
treated m/m (/ane a), and vehicle (/ane b)-, CTS (325 mg/kg per day: /ane c¢; 750 mg/kg per day: /ane a)-, and
THA (2.5 mg/kg per day; lane e)-treated db/db mice. (b) Quantitative comparisons of each factor among
different animal groups were conducted as described in the text. The data are expressed as the percentage of
the value obtained from naive control m/m mice. Each data column represents the mean + S.D. obtained
from 5 to 6 brain samples. ##P < 0.01, ###P < 0.01 vs. vehicle treated m/m group (Student’s t-test).
**P < 0.01, **P < 0.001 vs. respective vehicle-treated db/db group (one-way ANOVA followed by Tukey
test). [Ref. [44], BMC Complement Altern Med 12: 188, 2012]

2. Neuroplasticity-related neuronal signaling
A glutamatergic system including N-methyl-D-aspartate recep-
tor (NMDAR) function is one of the neuronal bases of learning
and memory [51]. Stimulation of this system triggers neuro-
signaling process linked to phosphorylation of some key pro-
teins such as NMDAR, calmodulin-dependent protein kinase
II (CAMKII), and cAMP response element-binding protein
(CREB) and production of brain-derived neurotrophic factor
(BDNF) and thereby plays a role in neuronal plasticity, an
important molecular mechanism underlying learning and
memory [52-54]. Improvement of neuroplasticity-related
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Fig. 5 Effects of CTS on expression levels of p-NMDAR1, NMDAR1, p-CaMKIl, CaMKlla, p-CREB, CREB, and
GAPDH in the cerebral cortex of SAMP8 with and without ischemic insult. (@) Typical photos indicating the
expression levels of each factor in the cerebral cortex of vehicle-treated SAMR1 control (/ane 1), vehicle-treated
sham-SAMP8 (/ane 2), CTS (750 mg/kg/day)-treated sham-SAMPS (/ane 3), vehicle-treated T2V0-SAMPS8 (/ane
4), and CTS-treated T2VO-SAMP8 group (/ane 5). After completing the behavioral studies, the animals were
decapitated and proteins were extracted from the cerebral cortices in each animal group. (b) Quantitative
comparisons of CTS-induced changes in expression levels of each parker proteins in the cerebral cortex of
SAMP8 with and without are chemic insult. The data are expressed as the percentage of the value obtained from
naive control SAMR1 mice. Each data column represents the mean & SD obtained from 4 to 5 brain samples.
#P < 0.05 or ##P < 0.01 vs. compared with vehicle-treated SAMR1 group (£test). ***P < 0.001, **P < 0.01
vs. respective vehicle-treated sham- or T2V0-SAMP8 group (two-way ANOVA). Cited from Ref. [43]

signaling systems by CTS has been proposed to be evidence for
the ameliorative effects of this formula on cognitive dystunction
in animal models of dementia (Fig. 5). Indeed, the SAMPS at
the age of 22 weeks or older had reduced levels of p-NMDARI,
p-CaMKII, p-CREB, and BDNF in the cortex compared to the
age-matched control strain SAMRI1 or 8-week-old young
SAMPS, suggesting that these changes contribute to aging-
induced cognitive dysfunction [43, 48]. Importantly, the daily
administration of CTS (750 mg/kg per day, p.o.) and tacrine
reversed the reduced expression levels of these neuroplasticity-
related signaling proteins in the SAMP8 group [43], providing
molecular biological evidence for the potential of CTS to
improve cognitive function in an animal model of dementia.
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3. Vascular endothelial growth factor (VEGF)/platelet-derived

growth factor (PDGF) systems

VEGF and PDGF systems are likely to be one of targets for
antidementia effects of CTS [43, 44, 48]. VEGEF is a hypoxia-
inducible secreted signaling molecule which activates receptor
tyrosine kinases such as VEGFR2 expressed on endothelial cells
to promote angiogenesis, proliferation, and migration of endo-
thelial cells [55]. The VEGF/VEGFR2 systems are expressed
in neurons, astrocytes, and neural progenitor cells [56] as well
and are involved in reducing neurological deficits during stroke
recovery [57, 58]. VEGF reportedly elevates intracellular Ca®*,
activates CaMKII, and potentiates long-term potentiation [59]
in the hippocampal neurons and also protects hippocampal
neurons against hypoxic damage via activating the phosphati-
dylinositol 3-kinase (PI3-K) signaling pathway [60]. Similarly,
PDGEF-A and -B and their receptors (PDGFRa and PDGERB)
play a variety of roles in the brain such as proliferation, migra-
tion, and differentiation of oligodendrocytes, neurite out-
growth [61], and neuroprotection [62]. On the basis of a
beneficial effect of CTS reported in dementia patients as well
as of the CTS-applicable pattern in Kampo medicine (Table 1),
Zhao et al. [43, 48] clucidated the effects of CTS on the
VEGF/PDGEF systems in the brain. They found that the
expression levels of VEGF and VEGFR2 and PDGF and
PDGFRa in the brain were decreased in an aging mouse
model of SAMPS8 with and without transient cerebral ischemia,
and that the daily administration of CTS reversed the down-
regulated expression of these factors at the same doses which
improved the cognitive performance of this model [43].
Susceptibility of the hippocampal VEGF/PDGEF systems to
CTS is also found in 4b/db mice, a type 2 diabetes model
[44]. Indeed, 4b/db mice with impaired cognitive function
showed down-regulated expression levels of VEGF, VEGFR2,
PDGF, PDGFRa, and phosphorylated-Akt in the hippocam-
pus compared with a nondiabetic control and these neuro-
chemical alterations were attenuated Dby the daily
administrations of CT'S and tacrine [44]. The molecular mecha-
nism underlying the effects of CTS and tacrine modulate is
unclear. However, in an in vitro study using the organotypic
hippocampal slice culture systems, we suggested that the musca-
rinic receptor function was partly linked to VEGF-VEGFR2
signaling involved in protection of hippocampal cells from
excitotoxicity-induced damage [63, 64]. Therefore, the facilita-
tory effects of CTS on central cholinergic systems allow us to
speculate that the linkage between cholinergic and VEGF systems
in the brain may be at least responsible for the behavioral and
neurochemical actions of CTS in animal models of dementia.
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4. Herbal components and chemical constituents which may
account for antidementia effect of CTS
Uncaria rbynchophylla (Miq.) Jacks is one of the major herbal
components of CTS that characterize the clinical effects of this
formula in Kampo medicine and TCM. Indeed, CTS is termed
originally from the Chinese name of this plant. Lines of phar-
macological studies have demonstrated an important role of
this plant in the pharmacological action of CTS including an
antidementia effect. For instance, the Uncaria extract but not
the Uncaria-free CTS mimicked apparently the effect of CTS
on spatial cognitive dysfunction observed in animal models of
VaD [34, 35]. Moreover, in vitro electrophysiological studies
conducted in our laboratory [ 32, 33] demonstrated that rhynch-
ophylline and isorhynchophylline, alkaloid components of
Uncaria, can act as noncompetitive NMDA receptor antago-
nists and exert neuroprotective actions against oxygen and glu-
cose deprivation-induced neuronal damage in the hippocampus.
It has been confirmed by a recent metabonomic study [65] that
major Uncaria alkaloid components including rhynchophylline
and isorhynchophylline can be transported to the central ner-
vous system after the systemic administration of CTS.

This crude drug is also likely to play an important role in the
antidementia effect of CTS in AD patients as well as in an
animal model of AD. Fujiwara et al. [28] demonstrated that
the Uncarin extract had a potent antiaggregation effect on -
amyloid protein in in vitro, suggesting that Uncaria rhyncho-
phylla has inhibitory effects on the regulation of Ap and is able
to prevent and /or cure AD. Since this crude drug is an impor-
tant herbal component in CTS and YKS, these in vitro studies
suggest at least significance of this plant in the beneficial action
of CTS (and probably YKS) in amelioration of cognitive and
emotional dysfunction in dementia patients.

Citrus Unshin Peel is also an herbal component of CTS
which is likely to have a potential antidementia effect in an
animal model of AD. A chemical feature of this plant is to
contain methoxy-flavone compounds such as nobiletin. Evi-
dence indicates that the systemic administration of nobiletin
can ameliorate deficits in learning and cognitive performance
caused in a transgenic mouse model of AD [66] as well as in
other AD models such as an acute intracerebroventricular (i.c.
v.) injection model of AP [67]. In these models, nobiletin
suppressed amyloidosis and reversing Af-induced inhibition
of CREB phosphorylation and CRE-mediated transcription.
Interestingly, the extract from a nobiletin-rich Citrus Unshin
Peel (designated N-Chinpi) reportedly facilitates CRE-
mediated transcription in culture hippocampal neurons more
potently than the standard Citrus Unshiu Peel extract [68].
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2.3 Kihi-to and
Kami-kihi-to

2.3.1 Effects on Aging-
and Cholinergic
Dysfunction-induced
Deficits in Cognitive
Function and Learning/
Memory

5. Biomolecules susceptible to CTS treatment
To clarity biomolecules susceptible to CTS, in in vivo, we have
conducted a metabonomic analysis of CTS in db/db type 2 dia-
betic mice and m/m nondiabetic control mice [65]. In this
study, blood and brain tissue samples were obtained from the
animals which had previously received the administration of
either vehicle water or the CTS extract for 20 days, and then,
subjected to high performance liquid chromatography
equipped with an orbitrap hybrid Fourier transform mass spec-
trometer. The levels of 59 chemicals in the plasma and 13
chemicals in the brain were found to be affected in only the
db/db group treated with CTS. Their analysis revealed that
CTS aftfected four major metabolic pathways in in vivo: purine,
tryptophan, cysteine, and methionine, and glycerophospholi-
pids in 44/db mice and that glycerophosphocholine (GPC)
Glycerophosphocholine (GPC) levels in the plasma and brain
were significantly elevated in the CTS-treated 44/db mice
(Fig. 6) [65]. They suggested GPC as a putative biomolecule
responsible for the tacrine-like antidementia effect of CTS in
diabetic mice, since GPC exhibited a neuroprotective action
against excitotoxicity-induced hippocampal cell damage in a
manner that was reversed by a muscarinic receptor antagonist

(Fig. 7) [65].

Kihi-to and kami-kihi-to (KKT) are Kampo formulae consisting of
12 and 14 crude drugs, respectively, with a constant ratio of each
herbal component (Table 1). A major difference between these two
formulae is that kami-kihito contains two crude drugs, Bupleurum
falcarum and Gardenia jasminoides, more than kihi-to. Based on
TCM- and Kampo-based diagnosis, these formulae are generally
prescribed for patients with weak constitution, deficiency of visible
and ever-flowing energy of life (Qi deficiency), and insufficient
nutritious material composing human body and the blood (Blood
deficiency), expecting improvement of symptoms such as insomnia,
anemia, amnesia, depression, and neurosis. On the basis of such
clinical features in TCM and Kampo medicine, the antidementia
effects of kihi-to and KKT have been investigated using several
animal models of dementia.

The ameliorative effects of KKT on cognitive /learning dysfunction
were first reported by Nishizawa et al. [69], although the effects
have not yet been confirmed by clinical intervention studies with a
high evidence level. They employed SAMPS8 mice as animal models
of aging and SAMRI as control normal animals and demonstrated
that the repeated administration of 8 % KKT extract as diet
improved learning performance of SAMPS8 but not SAMRI in the
passive and conditioned avoidance tests. The ameliorative effect has
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Fig. 6 Differential expression analysis of endogenous chemicals responsive to the CTS treatment in the
plasma and brain tissues of m/m and db/db mice. (@) Summary of CTS-induced changes in the levels
of endogenous chemicals in the plasma and brain tissue samples of m/m and db/db mice. In the plasma,
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levels after the administration of CTS, and 64 chemicals were detected in both groups. In brain tissues, 1 and
13 chemicals showed significant changes in their or its level after the CTS treatment. (b) Extent of
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samples of db/db mice. Each data column represents percentage changes from the levels detected in the
vehicle-treated group. Asterisks: *, #, §, and A, represent metabolic pathways for purine, tryptophan, cysteine/
methionine, and glycerophospholipids, respectively. Each data column represents the mean + S.D. (n = 6).
Cited from Ref. [65]
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Fig. 7 Possible involvement of endogenous acetylcholine in the protective effects of glycerophosphocholine
(GPC) on NMDA-induced hippocampal cell damage. (a) Experimental schedule. (b) Typical propidium iodide
(PI) staining images of NMDA-induced hippocampal cell damage in OHSCs treated with the test drugs. (c)
The effects of scopolamine and mecamylamine on the GPC-mediated suppression of 5 uM NMDA-induced
cell damage. Either scopolamine (SCP: 30 uM) or mecamylamine (MCM: 30 uM) was added together with
30 pM GPC 30 min before the 5 uM NMDA treatment. Each data column represents the mean + S.E.M.
(n = 4). *P < 0.05 compared with normal slice preparations. #P < 0.05 compared with NMDA alone. Cited

from Ref. [65]

2.3.2 Animal Models
of AD

been confirmed by other studies in which aged rats or a
scopolamine model of memory deficits was employed as an
animal model of dementia [70, 71]. In these studies, KKT amelio-
rated not only cognitive /learning performance impaired by scopol-
amine but also the dysfunction of central cholinergic systems
caused by aging, suggesting that KKT is useful for the treatment
of senile dementia.

The antidementia effects of KKT and kihi-to, a basic formula of
KKT (Table 1), have also been elucidated using an acute Ap toxicity
model mouse or a transgenic mouse model of AD mouse. In the
study where reported by Tohda C and her colleagues [72], mice
were subjected to the i.c.v. injection of AP, 35 and then adminis-
tered kihi-to extract daily at a dose of 100 mg/kg (p.o.) for
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Fig. 8 Effects of Kihi-to on AB(25—-35)-induced spatial memory deficits. Ap(25—35) (25 nmol) was injected into
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The control mice (Cont, n = 8; circles) were injected with a reverse peptide, Ap(35—25), and then adminis-
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