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Frequent Formulae of current Kampo Medicine in Japan

MR —

Jichi Medical University

Abstract

We surveyed the current state of use of Kampo products in community health care, using postal
questionnaires to the clinicians who are Jichi Medical University graduates and were working in
hospitals or clinics with 300 beds or less. There were 679 effective responders (44%) across Japan. Of
them, 30% were positive users of Kampo products in daily clinical care; 45%, occasional users (for a
few patients weekly); 22%, rare users (for special reasons); and the remaining 3% prescribed no Kampo
formulations. Frequent formulae were shakuyakukanzoto (" H L), daikenchuto (A,
kakkonto, rikkunshito (7<% 7-%), and hochuekkito (ffi %5 4015), most being extract products and a
few being decoctions. The five frequent formulae mentioned above are included in the top ten formulae
in production and import values of Kampo products announced by the Japan Kampo Medicines
Manufacturers Association on the basis of the “Pharmaceutical Industry Productions Annual Statistics
Report™ in 2009. In another questionnaire survey involving 101 Kampo specialists about “my favorite
formulae,” conducted by the magazine Journal of Kampo Medicine, the top ten formulae were
hochuekkito, hachimijiogan (/\ Bt #), keishibukuryogan (k% 2 %5 H1), saikokeishito (R FEAL
1), saikokeishikankyoto (4l FERS M 2 15), rikkunshito, shimbuto (FLiX#5), kamishoyosan,
tokisyakuyakusan, and hangekobokuto (*f- & £ k}%). The frequent formula hochuekkito that Kampo
specialists and non-specialists prefer in common is effective for restoration of both physical and mental
fatigue so that it is supposed to be popularly used in today’s stressful society. Shakuyakukanzoto is
prescribed as an analgesic for neuralgia or arthralgia by non-specialists in communities. Daikenchuto
seems to be promoted through public relation activities by pharmaceutical companies. The further
spread of Kampo medicine in community health care will require appropriate education and research.

Note: The questionnaire survey by Jichi Medical University was supported by a Health and Labour
Sciences Research Grant (Research on Region Medical) from the Ministry of Health, Labour and

Welfare.
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» [he, word “Kampo” is a composat
“Kan ‘and “po”. Kan (Han) ref mgt_anCIent
China (or ancient Chinese) \(7ho) to
medicine 0 way o:f-frg_eat ent.

. 1n 2010, to obtain underlying data for future education,
we surveyed the current state of use of Kampo products

in community health care.

Using postal questionnaires to the clinicians who are
Jichi Medical University graduates and working in

hospitals and clinics with 300 beds or less.

679 effective responders (44%) across Japan.
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Frequent Formulae of current Kampo Medicine in Jop(i-

BiRERAE

Jichi Medical University

Established in 1972.
To secure and improve the medical treatment and the welfare to the

habitants in the area not to fill it with sufficiently.
Managed by the educational foundation which was co-founded by
47 prefectural governments.

How often do you use Kampo products ?
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 Reasons for usefulness of Kampo |

Easy to use for common diseases

Indications for unidentified complaints
and psychosomatic diseases

Easy to use for elderly patients
Indications for lifestyle-related diseases
Less adverse effects

Others
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Frequent Formulae of current Kampo Medicine in Jcpc:L-

Unclear usage
Difficult to stock of many kinds

Insufficient evidence

No previous experience

Sétis_factory to Western
Medicine

Doubtful efficacy

Practice in
their own clinic
4%

Refer to
acupuncturist
4%

Neutral
75%

7 |



* Low back pain
* Shoulder stiffness

+ Neck-Shoulder pain

+ Sciatic neuralgia
* Knee arthralgia
* Dizziness

* Headache

* Tinnitus

(n=128)

Annals of Internal Medicine

Acupuncture and Knee Osteoarthritis

A Three-Armed Randomized Trial

Hanns-Peter Scharf, MD: Ulrich Mansmann. PhD; Konrad Streitberger. MD; Staften Witta, PhD; Jorgen Krimer, MD: Christoph Maler, MD;

Hans-Joachim Trampisch, PhD: and Norbert Victor, PhD

uncture, evidence of its

Objective: T and safety of traditional Chinese
acupuncture Coe| uncture (needing at
defined nonacupuncture points) and co
tients with chronic pain due to osteoarth

Design: Randomized, controbed trial

Setting: 315 pimary care practices statied by 320 practitioners
with at least 2 years' experience in acupundlure.

Patients: 1007 patients who had had chronic pan for at least 6
months due to osteoarthritis of the knee (American Coliege of
Rheurnatology SACR] criteria and Kellgren-Lawrence score of 2 of
3

Intereentions: Up to & physiothesapy sessions and as-needed anti-
inflammatory drugs pius 10 sessions of TCA, 10 sessions of sham
acupuncture, or 10 physician visits within € weeks. Patients could
request up to 5 additional sessions or visits if the initial treatment
was viewed 2 being partially successful

Measurements: Success rate, as defined by at least 36% improve-
ment in Western Ontasio and McMaster Universities Osteoarthritis
index (WOMAQ) score at 26 weeks. Additional end points were
WOMAC score and global patient assessment

Results: Suctess rates w
puncture, and 2
had higher success rates
we risk for TCA compar
43 to 213} relative risk for sham acupuncture com-

was o difference betas
risk, 1.01 [C], 087 to 1

Limitations: There was na blinding between acupuncture and tra-
ditional therapy and no monitoring of acupuncture compliance with
study protocol. In genenal, pracitiol ser-patient contacts ware less
intense in the co tive therapy group than in the TCA and
sham acupundiure groups

Conclusions: Compared with physiotherapy and as-needed anti-
addition of either TCA or sham acupuncture
in WOMAC score at 26 weeks. No

sham acupul

be due to pi

tact, or a physiologic #es

done according to TCA prindples.

Ann intem Med. 2006:145.12-20
For muthor affilabons, sce end of feet
Cenird Regrbrabon Mo, ISRCTNI7450856
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Frequent Formulae of current Kampo Medicine in Japan

Effective for prophylaxis of migraine.

2 @ Efficacy of acupuncture for the prophylaxis of migraine:
amulticentre randomised controlled clinical trial

Har-Chstoph a Cheistoph aies Albreche Molsberger Mar

Summary
Background Our aim w: the efficacy of 2 p d: d verum acupuncture procedure, in sccordance with
the rules of traditiona] Chinese medicine, compared with that of parestandardised sham acupuncrure and standard
tmigraine prophytaxis with beta blockers, calchum-channel biockers, or antiepileptic drugs in the reductlon of migraine
days 26 weeks afier the starr of peatment,

Cepertmant of Newrmiogy
Univerity Eseem, s,

Methods This study was a prospective. randomised. mulhicentre, double-blind, paraliel group, controlied, dinical sial
underaken between April 2002 and July 2005, Patiems who hud two w0 six migralne atacks pet month were rasdomly
assigned verum supuncure (=313}, sham acupunciisre (n-339), or standanl therapy {n-308). Patients received nen
Fessions of acupunciure matment in & weeks or continuous prophylaxis with drugs. Primary eutcome was the difference
in migraine dars between 4 weoks before randamisation and weeks 21-26 afier mndomisation This study is regristered
as an Intermational Svandard Randomised Conrolled Trial. number ISRCTN5 2683557,

i o Tindings OF 1295 patients screcned, 960 were randomly assigned 1 group. | after rand ]

Atucget 3, Drpariment

vl Panbbaraganers g6 13 patients (106 from the stndand group) withdre their consent to study participation. 794 patients were amabysed in
the intemi A43in the perp population. The priniary outconse showed a mean reduction
of 2-Jdars {95% C11.9-2.7) in the verum acupuncture group, 1.5 days (1. 1-2.0) in the sham acupuncture group, and
2:1davs {1.5-2.7) in the standard theraps group. These diffezences sere statistically significant compared with baseline
(p<0-0001), bun 5o acsoss the trearment groups (pa0-09). The proponion of responders, defined as patients swith a
reduction of migraine days by at keast S0%. 26 weeks afrer randontisation was 47% in the verum group, 39% in the sham
acupinciure group, and 4% in the siandand group (p-8-133)

Ierpreta: Treamment owcomes for migraine do ot differ berwoen patients meated with sham acupunciure, verum

St St Uveniy - acupunCture, or sandard therapy
Bachun. Comry

TO THE EDITOR: The impressive finding in the recent study by
Scharf and colleagues (1) is that treatment outcomes do not statisti-
aally significanty differ between patients treared with sham acupunc-
ture and those treated with real acupunciure. A similar result was
reported in a previous study for prophylaxis of migraine (2). Inherent
difficulties in the use of sham acupuncure procedures make inter-
preting the resules difficult. What is verum or real

does it differ from sham acupuncure? Although the study protocol
carefully avoided deep insertion and manual stimulation of needles
in sham acupunctures, these technical modifications alone do not
exclude the possibility thar typical acupuncrure sensation of deqi can
occur. In addition, patients do not have to feel anything on needling
for treatment to succeed in some Japanese acupuncture techniques
(3). More important. the choice of real and sham acupuncrure points
is controversial. Diagnosis procedure of traditional Chinese medicine
does not depend on blood tests or biomedical techniques but on
observable signs and symproms that are hardly quantified. Even
granting pattern recognition is capable of consistent repeatability at
least among acupuncrurists of similar wraining, and theoretical variery
for selection of points is considerable among international experts. In
addition, exact anatomical locations of many acupuncture points are

contentious and international standardization is siill under way.

Building consensus among experts is_necessary for more accurate

se ham acupuncrure.

Shin-ichi Muramatsu, MD, PhD
Jichi Medical Universiry
Tochigi 329-0498, Japan

9 |
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Basic concept and
Standard formulae

Knowledge of ingredient

Acupuncture

Bed-side learning

Legal issue

\What s necessary

Clinical trials

Integration with
Western medicine

Accumulation of
effective cases

Elucidate mechanisms
of action (Basic research)

Internationalization
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Frequent Formulae of current Kampo Medicine in Japan

In community care

« 97% of clinicians use Kampo products.
30% of them prescribe Kampo daily.

However, 1/3 of the doctors are unclear on usage.
Formula selection is not always based on
pathological recognition from the Oriental medicine
perspective.

4
Appropriate education is necessary

Hr

Bin |
NEFE |
APERG -
MRS p—
FFELH —
HERE, [—
s
Ank;EE Y f—
T e

250
(n=1433)
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REFE
52w

1 SE 4
FHEMF
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NETE

Pharmaceutical Industry Productions Annual Statistios Report (2004)
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Frequent Formulae of current Kampo Medicine in Japan

L # 1‘-2- émpb prouts in Japan

O 0 R oo Bt N e

—_
o

NEHES
BRS
HERRF AL
ALS E-
TE&XEH
W EEE #
e
BEE
HIBRER
mAE

 Specialist

mhans
S\ EA
ERBEL
s

SRS
REFE
ERS
R

IBREE AL
FEENE

o

20 25 30 (&M

Pharmaceutical Industry Productions Annual Statistios Report (2004)

~ Community care ~ Manufacture
(20100 a - (2009

EEHES

KEghs

BRE

REFE
MR TR S ANRRIEIE B
NEES ZML5
EApE S FEERA
FEERA NEHES
AT AL INEER

ELISE S BiRE
InRRIEERY
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iz | weise W masss l Jsxss B rexis

(FEESE)  (RMERER®R) (E¥AE) (HIFRH) (FHFIBH)
AS 4 |AS 4 AE 35 AZ 3 AZ 3
*E 4 BE 4 HE 3 EE 15| |BE 3
Bift 4 |EM 4 it 35 Bit 4 Bl 3
#®E 4 Hiw 3 g 3 Lim 4 =l
MR 2 |EER 2 R 3 ME 2| EE 3
‘a‘% 1 |HE 15 ] [HE 1 H& 1| HE 15
2 5# 2 iF%ss ##E 4 0 E 3
_i 15 K& 2 RBEF 1 REF 1 JIlg 3
£E 15 &R 1 FH 25 H# 3

FrEE 1 HE 2 HE 3

mE 2

Eight indications of fifF i &5 by ;ZHEZX

- FRER Malaise in limb

- EREN Weak phonation

- IRIE#E D Vacant look in eyes

- A4 H%K  White froth in the mouth

» RKIK Hypogeusia

. TR Preference for warm drink

- BB Palpitations besides the umbilicus
- k8 ATM& D Dissipated pulse

(FRABERER, 1793




Frequent Formulae of current Kampo Medicine in Japan

LEERKRE
Hange byaku jyutsu Temma To
FRE:RBW (HEM)
Hypofunctional constitution B BB 5S,
Regurgitation of gastric fluid B FIk# ki
Dizziness, Headache, Vomiting

8 (1)

HE(15) _ .
AZ (15) .ﬁ(-“_M('?-)
#H (1.0)  ER(4) AR(2)

%2 (15) CBEB(4) HE(1)
££(05) - ¥H(4) ££(05)

FERMKRSE )

1. Hypofunctional constitution ~ EZ&E

2 . Dizziness, Dull headache E HE
3. Deficiency of digestive function f£EE

4 . Hypotension

Dullness after meal

 Get offended easily

15 |
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o B —

BEH YBRNKF/E EHAHS
Go rei san Hange byakujyutsu | Ryou kei jyutsu
temma to kan to

Oligouria
NMETH

Cold state

(FHaEE, R TR REAAM)

REZH

HEERSE. MNEKE. BHEWE. EANEHS
KEH iz

SEERINE B4 S R RS

INSERR S, AR

SeERER S

SRR 05 . MIREERL

R R 3

ERB. ASH

P35, RE WS
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Frequent Formulae of current Kampo Medicine in Japan

Formulae containing jit

- BEH
- RIS

- ME&RES

- HERK

- SRR
© mEREERL
- RS
- HEB

- ABB

- EHENHE
- fPERB
- NEBFE
- TEXHE

- BECH

- BRENE

- i

- JAERE—A

- BIEEE R

- BRE

- fRiR S

- R

- REM

- BEFS

- FHE

- BEASE

- FEERRRRR*
- HIFFEUMBRR B
- BERELEEHS

Il ek

- BEEERH
- HIEREAE
- KBRS

- ABERFH
- B8

- BERe

- HEEEER
- BEHH S
- EIRE

- ERERE
- DNERIRER S

* Bif
*x ¥ [t & &t

Formulae containing 87kt

- FERARKXME
- [EEER
- |RIES

T i

- HIEEEH
- NBEXG
; ﬁ-n:ﬁ*

SR

* Contain both &It and Hift
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B E

Glycyrrhiza uralensis Fischer
Glycyrrhiza glabra

Shoulder stiffness, Headache, Abdominal Pain, = -+ -

Formulae containing 2.5g< HE

- BB
- HEXEE
TKER
 NEEE
M+ ASE
HE5
EES
ZHES
AS B

ZFi5

=SRBXE
NEHER
HFRARE

HER
ERASB
SEEELED.
LERDE




Frequent Formulae of current Kampo Medicine in Japan

0

aldosterone

COCH20H
OHC

inactivate
{5p-reductase)

0
/ inhibition

glycyrrhizin

Pseudoaldosteronism

+ Hypertension
Muscle weakness
Edema _
Low blood potassium level

19 |



Cantrol
11
AB
BE
i

Change in IMBF (% of basal)

0-30 30-60 60-90 90-120

Time afler administration (min)
* p<0.05, ** p<0.01 compared with control.

(Prof. Atsushi Ishige)

O OH
(CHz)n = CH3

n=4 ; 6-gingerol
n=6; 8-gingerol
Content(%) n=8 ; 10-gingerol

6-gingerol O
@A)V‘(cm)n - CHg
HO

n=4 ; 6-shogaol
n=6; 8-shogaol
n=8 ; 10-shogaol

1.0 1

6-shogael

Steam (hour)

(Prof. Atsushi Ishige)




Frequent Formulae of current Kampo Medicine in Jcpan-

6-shogaol increase intestinal blood flow

Change in IMBF (% of basal)

—0— Control (1% tween 80)

im% é —m— B-shogaol 0.5 mglkg
rd "

/ i

V4

wfd— B-shogaol 2 mglkg
- B-gingerol 4 mglkg

0-30 30-60 60-90 90-120

Time after the administration (min)

** p<0.01 cempared with control.

(Prof. Atsushi Ishige)

Formulae containing §22

 EERENEES
« FEEIDS
cINEEH

- NS5

- FEAMKHS
- EBAS S

- XGRS

- KEFS

- HIgi5
 ZENRES

c EHEREE(LCS
- EES
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ﬁﬁé‘mlﬁll
REHHEEA

- B (5) - R (4 N (2) L4 (3)

- B @) - BE ) - HAR(4) : m% (&)

- K& @@ - HEE@W - B @ - 5% (6)

- =W (2 - BE @ - EW @) - BE @)
- HE05 - S (4 - Z[F(6) k)

- R (4)

BE (4) _ Muscletonus | — dull headache

®E @
Bt @ “Water” balance - Migraine
KRB @)

[ 22



Frequent Formulae of current Kampo Medicine in Japan

=5 HIE Dementia

- ERES(EFRR)
T EL (MERER)

- B (GERFR)

- R (HEME)

buﬂﬂiﬂﬁﬂiiﬁ'ﬁi_ﬁﬁ%;% - QIRATERL
P Ris - /\BRE A - i 5
FIRRAR - i]ﬂﬂ*,mﬁ_ﬂ,,aﬁ AT RRANPR R+ 2

‘Behavioral and psychological symptoms of dement:a -
_ (BPSD) _

Hallucinations

Paranoid delusions
Delusional misinterpretation
Aggressivity

Depression

* If left untreated, the most troublesome problems handled by
caregivers of demented patients.

+ Provide the greatest deterioration in quality of life.

+ Portend both a faster cognitive decline as well as decreased survival
for patients

23 |



Stress - muscle tonust

Get tired easily, Shoulder stiffness, Palpitation, Insomnia, Tremor, Anxiety,
Depression

mFs mkHE B

B (4) #9%e 3) BL @ #/F O
BE @ %8 @ BE @ M O
4R 3 HE (5 LE 3 HE (15
ns @ HEQ £E ()

HAR? WEF Q@)

Degeneration or Stroke ?

1/3 Degeneration
1/3 Stroke
1/3 Mixed

20% of degeneration is
Diffuse Lewy Body Disease (DLB)




=
-

=]

2N (3) mA(2) + Middlsage <

Bl (3) #Hit@ Hypofunctional constitution
2H (3) FEG~7) + Morning headache

EM (3) £#(1) b ot

=E (3) HE(O) +  Stuck feeling in pit of stomach
AE (2)

COnjun.ctiv'at congestion

tHRT &

Shichi motsu kouka to

B (IR H) :

Get tired easily, Diastolic hypertension, Proteinuria

Uncaria Hook

+ O IV

. 38 (1.5)

®HAU5)

% (3) "OBETH
EF (2

(RIEZ)

Astragalus Root

25 |



Qiﬁi;,2m1mgmﬂmmgémm

EEEEHO
R, D TR, EE AR, EER 0. TES
SEWES: KR, . WS G5, FIER

LUES
ARL (FTE)

HERESR AR

(HERE) (HHmE)

LfF 4.0
#E 4.0
A% 3.0
nE 3.0

BN

(BFRK)

A#R K&

(AEBE)
HiE
7N ]
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Freguent Formulae of current Kampo Medicine in Japan

Professor
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Abstract

Stress theory is a notion which is unavoidable when considering of the autonomic nervous
system-related pathophysiology. Since there are various stressors all around us in a modern society, our
healthy well-being s are often jeopardized in many ways. Even proper stress for us sometimes does
harm to mind and body once it goes above tolerance against the stress. Also, living without any stress in
daily life is dull, idle and not so healthy.

The presenter recognizes, in daily clinical practice, the common problems of the distressed people,
i.e. exhaustion of their mind and body secondly to the imbalanced autonomic nervous system. In this
lecture the presenter shortly reviews the autonomic nervous systems and stress theory.

On the other hand, even though stress theory has not been systemized in ancient times, certain number
of people must had felt stress like modern people had everywhere in Western and Eastern countries as
well, and physicians in those days dedicated to treat people with the ill. It goes without saying that we can
see such a description from various historical classic medical textbooks in the world. In this modern highly
information society, verifying bibliographical history in both Eastern and Western medicine is
important for the future perspective. In the lecture, the presenter also reviews the classics briefly from
the Oriental medicine, which hopefully, will set off to reconsider pathophysiology of autonomic
nervous system-related pathology. Other verification from clinical cases shows Kampo/ Harbal medicine
is effective for the treatment and alleviation of autonomic nervous system-stress related illness.

For practitioners like us in a small country around the Far East region, it will be desirable to regard
our medical community as one ‘small Asia’ unit in that, harmonized coexistence of the Eastern and
Western medicine encounters around the region. It is preferable that healthcare professionals recognize
the differences among cultures and cooperate with respect when considering an appropriate future form
of medical practice. So-called Glocalization is crucial in the practice of the Oriental medicine both in
daily practice and partnership among healthcare professionals.

The presenter discusses Hwa-byung, which is considered as a Korean culture-bound syndrome and
will lead to further niche study between medicine and anthropology as well as traditional / integrated

acupuncture, especially in related with the autonomic nervous system.
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Acupuncture for vasomotor menopausal symptoms :
A systematic review
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This article was published in Menopause 16:50 pp.1065-1073
Abstract

Objective: To critically assess whether acupuncture therapy reduces vasomotor menopausal
symptoms and to evaluate the adverse effects of acupuncture therapy on the basis of the results of
randomized controlled trials(RCTs).

Design: Nineteen ,electronic databases, including English, Korean, Japanese and Chinese databases,
were systematically searched for RCTs in which acupuncture was used to reduce vasomotor
menopausal symptoms before July 2008, with no language restrictions. The methodological quality of
the eligible studies was assessed using the categories provided by the Menstrual Disorders and
Subfertility Review Group.

Results: Eleven studies, which included a total of 764 individual cases, were systematically
reviewed. The methodological quality of the trials varied substantially. Six trials compared acupuncture
treatment to sham or placebo acupuncture. Only one study using a non-penetrating placebo needle
found a significant difference in the severity outcomes of hot flashes between groups(mean difference =
0.48, 95% confidence interval, CI = 0.05 to 0.91). Five studies reported a reduced frequency of hot
flashes within groups; however, none found a significant difference between groups. An analysis of the
outcomes of the trials that compared acupuncture with hormone therapy or oryzanol for reducing
vasomotor symptoms showed that acupuncture was superior. Three RCTs reported minimal
acupuncture-related adverse events.

Conclusions: There is no evidence from RCTs that acupuncture is an effective treatment in
comparison to sham acupuncture for reducing menopausal hot flashes. Some studies have shown that
acupuncture therapies are better than hormone therapy at reducing vasomotor symptoms. However, the
number of RCTs compared with a non-penetrating placebo control needle, or hormone therapy was too
small, and the methodological quality of some of the RCTs was poor. Further evaluation of the effects
of acupuncture on vasomotor menopausal symptoms based on a well-controlled placebo trial is
therefore warranted.

Keywonds: acupuncture- menopause- vasomotor symptoms- hot flashes- systematic review
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INTRODUCTION
Menopause is a significant event in most women's lives, as it marks the end of a woman's natural

reproductive life. The perimenopausal and early postmenopausal periods are typically characterized by
falling levels of endogenous estrogen, which can give rise to vasomotor symptoms that are severe and
disruptive. Hot flashes and night sweats are the most common vasomotor menopausal symptoms'.
Vasomotor symptoms are very common in the peri-menopausal and early post-menopausal phases of
life, since up to 75% of women experience differing degrees of these symptoms”. Vasomotorsymptoms
vary in frequency, duration, and severity, and are sometimes recurrent, usually lasting less than 5 min.
The symptoms can be triggered by warm environments, hot food, drinks, and/or stress. Flashes and
night sweats can also disrupt sleep patterns and alter daily activities, which can lead to fatigue and a
decreased quality of life’. For some women, these episodes interfere with activities or sleep to such a
degree that medical advice is needed”.

Most therapies designed to combat menopausal vasomotor symptoms aim to supplement levels of
circulating cstrogenS with hormone replacement therapy(HRT). Current evidence supports HRT as the
standard therapy for hot flashes. The adverse consequences of falling levels of estrogen can be
alleviated by HRT, and a Cochrane review of HRT versus placebo showed that HRT is more effective,
although a large placebo effect was also noted’. However, data from the Women’s Health Initiative
(WHI) and the Heart and Estrogen/progestin Replacement Study(HERS) link HRT to an increased risk
of breast cancer, cardiovascular risk, thromboembolism, stroke, and dementia”". Despite its effectiveness
for symptom reduction, there has been a marked and global decline in the prescription and use of HRT
due to concerns over its long-term use.12-14 The potential health risks of HRT and the further
uncertainty surrounding actual benefits to be gained from it have caused many women to seek
alternative approaches to treat menopausal symptoms and the long-term effects of menopause'j‘”"”.
The Women's Health Initiative has influenced many women to discontinue estrogen therapy ', leading
more health care professional sand their patients to consider alternatives to estrogen treatment'”. Recent
surveys into the use of complementary and alternative medicine(CAM) in a conventional menopause
clinic showed that of 93% of women taking HRT, 45% were also regularly using CAM™. Another
study reported that 21% of menopausal women used CAM alone, and 25% used a combination of CAM
and HRT'. CAM has become popular for the treatment of menopausal symptoms, and many women
continue to use it despite limited evidence in support of its efficacy and safety.

Among current CAM modalities, the effectiveness of acupuncture has been controversial. To date,
there has not been a systematic review of acupuncture for vasomotor menopausal symptoms(only a
Cochrane protocol for hot flashes™) without language and database restrictions. Thus, we conducted
this systematic review to summarize and critically assess the evidence from RCTs showing that

acupuncture is effective at reducing vasomotor menopausal symptoms.
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METHODS

Data sources

The following sources were searched until July 2008: The Cochrane Library, including the Cochrane
Central Register of Controlled Trials(CENTRAL, 2008), MEDLINE, EMBASE, Allied and
Complementary Medicine Database(AMED), CINAHL, PsycInfo, Korean medical databases(which
include the National Assembly Library, KoreaMed, Korean Studies Information Service System,
DBpia and Korea Institute of Science Technology Information and Research Information Service
System), the Japanese database(Japan Science and Technology Information Aggregator Electronic)
and Chinese databases(which include the China Academic Journal, Century Journal Project, China
Doctor/Master Dissertation Full Text DB and China Proceedings Conference Full Text DB). We also
searched clinical trials databases, including Current Controlled Trials(http://www.controlled-trial.com),
the National Centre for Complementary and Alternative Medicine(NCCAM) at the National Institutes
of Health(NIH) (http://nccam.nih.gov/) and the Complementary and Alternative Medicine Specialist
Library at the NHS National Library for Health(http://www.library.nhs.uk/cam/). An additional manual
search was conducted in relevant journals, symposia and conference proceedings were conducted, and
relevant trials were retrieved by cross-referencing all identified publications. The authors of the
published studies were contacted personally, if necessary, to request additional data.

The keywords used to search RCTs were("acupuncture" OR "electroacupuncture” OR "acupressure"
OR "meridian" OR "acupoint") AND("hot flashes” OR "hot flushes" OR "vasomotor symptom" OR
"vasomotor disorder” OR "vasomotor reflex" OR "flushing" OR "vasomotor system" OR "night sweat"
OR "nocturnal sweat") AND ("menopause” OR "perimenopause” OR "postmenopause” OR "climacterium”
OR "early menopause"). Because the various databases in this study had their own subject headings,
each database was searched independently.

Study selection

Types of studies: This review was restricted to RCTs that compared acupuncture or its variants with
a control group that included no treatment, placebo treatment, pharmacological, or non-pharmacological
treatment for the alleviation of vasomotor menopausal symptoms. No restriction was imposed on
studies with respect to blinding or the type of design, such as parallel or crossover.

Types of participants: This study included women with spontaneous or surgical menopause(bilateral
oophorectomy), in the perimenopausal or postmenopausal period, who were suffering from severe
menopausal symptoms and sought treatment. This study excluded women with breast cancer or a
history of breast cancer.

Types of intervention: Clinical trials evaluating all forms of acupuncture treatments, specifically

classical acupuncture, electroacupuncture, laser acupuncture, acupressure, and acupoint were included.
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Both traditional acupuncture(classical meridian points) and contemporary acupuncture(non-meridian
or trigger points) were included if the points of stimulation were acupuncture-related(for example,
hand, needle, laser, or electrical stimulation excluding moxibustion). Studies that assessed the combined
effect of acupuncture with other therapies(for example, acupuncture and massage therapy or
acupuncture and moxibustion therapy) were excluded because the purpose of our review was to assess
the effects of acupuncture alone on vasomotor symptoms. Trials that compared different forms of
acupuncture to each other were also excluded, and trials that compared different acupoints were also
excluded. The types of control interventions considered in this review included no treatment(wait-listed
or treatment as usual), placebo-controlled(sham acupuncture, minimal acupuncture, or non-invasively
controlled), pharmacological treatment(standard medication to treat vasomotor symptoms) or
non-pharmacological interventions(e.g., applied relaxation).

Types of outcome measures: The primary outcome was the frequency or severity(intensity and
sustainability of relief over time) of vasomotor symptoms(self-reported or assessed with a validated
instrument). Studies were included if they measured vasomotor symptoms on a subscale of a
compendium score, for example the Greene Score, Kupperman Index, or any other general menopausal
symptom score that derives numerical results from a combination of vasomotor menopausal symptoms.
Studies were also included that measured individual symptoms, for example, the severity, frequency, or
both, of hot flushes and night sweats(evaluated subjectively by participants, usually in daily diaries).
Studies were excluded if they did not report vasomotor symptoms on a subscale of the Kupperman
Index, Green Score, or any other general menopausal symptom score. Secondary outcomes included a

sleep assessment, a quality of life score, and adverse events.

Data extraction and assessment of methodological quality

Each study identified by the search strategy was assessed according to the inclusion criteria by one of
the reviewers. Where there was uncertainty regarding eligibility, a second reviewer assessed the study,
and a decision was reached through discussion. The quality assessment of all studies was undertaken by
two reviewers according to a detailed description of categories provided by the Menstrual Disorders
and Subfertility Review Group™ . Data extraction was conducted according to predefined criteria using
standard data extraction forms. Further information was sought from authors when reports contained
insufficient information for making a decision about eligibility. We disregarded the criteria provided by
the Menstrual Disorders and Subfertility Review Group of 'were the treatment providers blind to
assignment status' for acupuncture interventions and omitted these terms. However, data regarding

whether a reviewer was blind to the outcome assessment was included as a quality criterion.

Quantitative data synthesis

The mean difference(MD) for changes in vasomotor symptoms scores or risk ratio(RR) for
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improvement in vasomotor symptoms, with 95% confidence intervals(Cl), respectively, were
calculated using Review Manager(RevMan) software(version 5.8 for Windows; The Nordic Cochrane
Centre, Copenhagen, Denmark).

For duplicated publications and companion papers of a primary study, the yield of information was
maximized by simultancously evaluating all available data. Whenever it was difficult to determine
whether two papers represent duplicate publications of one study or two separate studies(for example,
clinical trials done in the same hospital during the same period), the original publication(usually the
oldest version) was given priority, while all others were excluded. For studies that reported sequential
trials on the same participants, one trial was selected for inclusion.

Effect sizes were not pooled because of the small number of studies and the clinical heterogeneity of
the trials. Because of the limited number of trials, assessment of publication bias, subgroup and
sensitivity analysis to examine the pooled results could not be performed.

RESULTS

Study description

An initial search identified 68 potentially relevant articles, of which 11 studies met our inclusion
criteria and were thus subjected to our systematic review. A total of 764 subjects were evaluated.
Fifty-five articles were initially excluded because they did not meet our inclusion criteria. Among them,
four studies compared different forms of acupuncture to each other™?’, and one trial lacked appropriate
data because the study analyzed the acupuncture group and superficial acupuncture groups togetherm.
The remaining 13 studies were further evaluated by considering randomization and duplication; two
articles™ Figure 1. summarizes the search results based on the Quality of Reporting of Meta-analyses
(QUOROM) flow diagram’ .

The key data are summarized in Table 1. The intervention varied considerably across trials. Various
acupoints of acupuncture treatments were used in the included RCTs, including individualized(9%),
standardized(64%), and semistandardized(27%) acupuncture. Semistandardized acupuncture is defined
as a set formula of points, supplemented by some additional points individually chosen for each patient.
The SP6 acupoint was commonly selected in all 10 trials of classic acupuncture treatment. The periods
of treatment ranged from 1- 3 months. In general, acupuncture treatment detail, i.e., the chosen points,
the number of points needled, needle sensation, needle retention time, treatment frequency, and
treatment sessions, were generally consistent with the guidelines of textbooks™>> and reviews’ . Five
trials originated in China, three in the USA, two in Sweden and one in Korea. Three RCTs™ "
employed shallowly penetrating sham acupuncture on non-acupoints, two RCTs39,40 used sham
acupuncture on the same acupoints as those of the experimental group, and one RCT41lemployed

38,42-44

non-penetrating acupuncture on non-acupoints. Four RCTs employed conventional pharmaco-
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logical drugs, and two RCTs ™ used a supplement, such as oryzanol. Gamma-oryzanol extracted from
rice bran or embryo bud oil has been applied as the autonomic agent in various fields, including for
patients complaining of climacteric disturbances’’. Two of the trials adopted a three-armed parallel
group design. A range of outcomes was considered. The most common were hot flash frequency,

severity score, and vasomotor symptom scores based on the Kupperman Index.

Methodological quality

The methodological quality of the trials varied substantially(Table 2). Four studies ensured that

R Eight studies did not describe the method of allocation concealment.

allocations were concealed.
The study by Zhou et al.(2006), which showed significant effects compared with HT, did not report the
withdrawals or dropouts of participants and did not mention any attempts of intent-to-treat(ITT)

P @ . 36. 38, 40, 42
analysis. Four trials ensured that the outcome measurement was blinded

. Studies that compared
acupuncture with sham or placebo acupuncture were able to ensure single-blinding of the participants,
and this was reported in six studies. In general, acupuncture treatments were generally consistent with
treatments described in textbooks™™ and reviews.”** Six studies reported the statistics and reasons for
dropout and withdrawal. In one study, selection bias could not be excluded because of insufficient
information about the sequence generation process and a significant difference between the number of
subjects in the intervention group(n=54) and the number of subjects in the control group(n=1 5", The
inclusion and exclusion criteria for entry were unclearly defined in one study45. The outcome measures
for the duration of vasomotor symptoms were not clearly defined in one study®. In two trials, the
accuracy of the outcome measures was not clearly acceptable because they only reported dichotomous

45,46

data™". All studies used scales of hot flash frequency, severity scores, or vasomotor symptom scores

based on the Kupperman Index. The timing of the outcome measures was appropriate.

Acupuncture versus placebo acupuncture (n=1)

With respect to the severity of hot flashes, only one study used a placebo nonpenetrating needle as a
control treatment and found a significant difference(mean difference = 0.48, 95% CI = 0.05 to 0.91).
However, there were no significant differences between the two groups in the frequency of hot flashes
or quality of life*'.

Acupuncture versus sham acupuncture (n=5)

Five trials compared acupuncture treatment versus sham penetrating acupuncture. Among them, four
studies™™ reported the severity of hot flashes. These studies reported a reduction in severity scores

from baseline within both groups. When comparing the groups, there were no significant differences.

36,38-40

Four trials reported the frequency of hot flashes. All of these studies reported a reduction in the
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frequency of hot flashes within both groups; however, no study found a significant difference in
outcome between acupuncture and sham acupuncture. With respect to sleep, as measured according to
the Women’s Health Initiative Insomnia Rating Scale, one trial reported no significant difference
between the groups™. With respect to quality of life, another study found no significant difference

between the groups‘“’.

Acupuncture versus hormone therapy (n=3)

As for reduction in the severity of vasomotor symptoms based on the Kupperman Index, three trials
compared acupuncture treatment with hormone therapy. Two trials reported a significant reduction in
the severity of vasomotor symptoms(MD = 1.80, 95% CI = 1.31 to 2.295", (MD = 1.40, 95% C1=0.44
to 2.36)". Meanwhile, Chen(2005) reported no significant difference between the groups(MD = 0.48,
95% CI = -0.83 to 1.79)". In addition, after comparing acupuncture with oral estradiol with respect to
hot flash severity scores and hot flash frequency, Wyon et al. reported no significant difference between
the two groups, although there was a significant reduction in severity and frequency within the
groups(p<0.001 ¥, One study reported no significant difference between groups with regard to sleepless

’ T " y Ly 42
scores and quality of life; however, there was a reduction in sleepless scores within both groups™.

Acupuncture versus oryzanol (n=2)

Two trials compared acupuncture treatment versus oryzano]“‘“'. They reported a significant difference
in terms of improvement in symptoms for acupuncture treatment compared to oryzanol(RR = 1.83, 95%
Cl=1.14102.95)", (RR=1.74,95%Cl=1.23 to 2.47)4('. Improvement in symptoms was measured as
the number of women with a Kupperman index rate less than 0.8, compared with the total number of
women in the treatment or control group in the two studies. The Kupperman index rate was defined as
the Kupperman index score after treatment over the Kupperman index score at baseline. With respect to
sleepless scores, both studies reported significant differences(RR = 3.58, 95% Cl=1.34 to 9.59)", (RR =
3.38,95% Cl1 = 1.66 to 6.90).46

Acupuncture versus wait-list control(n=1)
Avis et al. showed a significant reduction in both the hot flash frequency(p<0.05) and hot flash
severity index(p=0.02) in the acupuncture treatment group compared to those of the non-treatment

36
group™.
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Adverse events

Among six studies observing adverse events, three RCTs reported minimal adverse events, while
three RCTs reported no serious adverse events. Kim et al’’. reported no major adverse events; however,
one subject in the control group complained of a temporary skin rash and pruritus, which disappeared
within a day. Nir et al'l. reported bleeding and discomfort, insomnia, pain, itchiness, twitching,
irritability or restlessness, low energy, resentment, and gas in the active and placebo acupuncture
groups. Chen* mentioned one case of swelling at the acupoint in the acupoint catgut embedding group,
in addition to eight cases of nausea and sleepiness and seven cases of breast tenderness in the hormone

therapy group.

DISCUSSION

In this comprehensive review, we specifically focused on RCTs that investigated the efficacy of
acupuncture in the treatment of menopausal vasomotor symptoms. Our review followed the standards
and guidelines of the Quality of Reporting of Meta-analyses(QUOROM) recommendations for the
reporting of systematic reviews and meta-analyses with no restrictions on language or the number of
literature databases.

The results of this review do not provide any evidence that acupuncture is effective at reducing
vasomotor symptoms, such as the frequency and severity of hot flashes, when compared with sham
acupuncture. These results need to be interpreted with an understanding of the implications and
limitations of the controls. We observed a decline in vasomotor symptoms from baseline in both the
acupuncture and sham acupuncture groups. Consequently, important aspects of the acupuncture and
placebo control need to be considered to properly interpret this finding. First, although a superficial
insertion method was used in the control group, this is not a straightforward placebo method because it
elicits peripheral sensory stimulation. It does not seem possible to insert needles without any sensory

. . 49.50
stimulation

. In fact, even a very gentle form of placebo referred to as minimal or microacupuncture, in
which the needle is superficially inserted and lefi in the skin for a very short time with no further
stimulation, seems to exert an effect’ . Second, although nonacupoints were used in the control group,
they may not be inert. A current ongoing discussion in the acupuncture field is whether the acupuncture
points should be referred to as acupuncture areas or zones, because needling in the areas around the
traditional acupuncture points may be equally efficient’’. Currently, some papers have suggested that
sham acupuncture may not be inert” . Superficial needling was found to be superior to placebo
diazepam™. It is necessary to re-examine trials of acupuncture in which the sham was assumed to be
inert but was not inert’”. Likewise, a re-interpretation of meta-analyses, including those within
Cochrane reviews, should be considered. The recently developed non-penetrating placebo needles have
been advocated as more appropriate controls™ ™. Although five studies using superficial needling

included in this review showed no significant difference between the two groups, one study using a
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non-penetrating placebo needle reported significant differences in the severity of hot flashes. Finally, it
appears that the effect induced from the superficial insertion was strong enough to induce a significant
reduction in hot flashes in the responders, and therefore no difference was found between the two
methods. It could not be determined whether the results were due to the effectiveness of non-inert sham
needling or to a placebo effect. Therefore, further trials using non-penetrating placebo needles are
needed.

Analysis of the outcomes of the trials that compared acupuncture with hormone therapy or oryzanol
for reducing vasomotor symptoms showed that acupuncture was superior. These results are limited,
however, because the number of trials was small and the studies had some methodological flaws; thus,
they should be interpreted with caution. In addition, the studies by Liu and Yang(2007) and Zhou et
al.(2006), which showed significant effects compared with HT, had the methodological flaws regarding
an intent-to-treat(ITT) analysis of outcomes, blinding, and the reporting of withdrawals. A review
found more exaggerated effect estimates from ‘per-protocol” analyses compared with ITT analyses of
the same trials™, and Schulz observed that a lack of exclusions was associated with more beneficial
effect sizes as well as a lower likelihood of adequate allocation concealment™. Nevertheless, the findings
of our review and analyses are clinically important because the results support the possibility that
acupuncture may help to reduce vasomotor symptoms. We would like to note that although
acupuncture is used to treat a variety of important health problems, its clinical usefulness in treating
vasomotor menopausal symptoms has not yet been fully evaluated. Further rescarch should be
conducted to determine how much more effective acupuncture is than an inert placebo control.
Obviously, it is necessary to find a safe and effective alternative to hormone therapy for the relief of
vasomotor menopausal symptoms, and investigators are encouraged to research acupuncture therapy as
a potential treatment. Further evaluation of the effects of acupuncture interventions on vasomotor
symptoms in high-quality RCTs is warranted on the basis of the results reported in this review.

Acupuncture therapy is a relatively safe treatment modality™*’. From the six RCTs that reported
adverse events, none reported symptoms that were serious enough to warrant concern. This finding
supports the contention that acupuncture is as safe for treating vasomotor symptoms as has been found
for other conditions. Though acupuncture therapy is not risk-free, it is relatively safe when performed
by a qualified practitioner’'. Indeed, it should also be noted that, in a prospective survey with 34,407
acupuncture treatments, no serious adverse events were reported”’.

This systematic review has several limitations. The trials satisfying the inclusion criteria were
clinically as well as methodologically heterogeneous with respect to different acupoints, the type of
acupuncture variants, and the control groups used. Our study demonstrates that acupuncture is a viable
option for treating menopausal symptoms. The types of acupuncture used in the trials included
auricular acupuncture, body acupuncture, and acupoint catgut embedding. Different modes of
acupuncture could not be explored through pre-specified subgroup analysis because of the small

61 |



T
f.g___ﬂ_s, 2011 CHgrIo|etY] SEthe]

number of trials. We could not glean any information about which types of acupuncture are appropriate
for treating which particular symptoms, because the number of trials was too small, and the results were
inconclusive. Future research should be conducted to determine which particular type of acupuncture
should be offered for which particular condition. Many of the reviewed studies were of low quality and
had methodological shortcomings, such as an inadequate level of blinding and an analysis of
intent-to-treatment. Although blinding the therapist who applies acupuncture would be difficult,
blinding patients and other care providers, as well as outcome assessors, should be attempted to
minimize the performance and assessment bias of trials. We also emphasize that trials with acupuncture
should be randomized, blinded(including assessor blinding), and well-controlled for placebo effects.
They should also have adequately concealed allocations and utilize an appropriate level of power
through sample size determination. Future research might focus on using placebo needling that does not
penetrate the skin. One reported trial using placebo needles that did not penetrate the skin at sham
acupoints showed a significant difference in the severity of hot flashes between both groups''. Because
placebo effects were usually observed in short trials of 3 months, a longer follow-up period with serial
measurements of outcomes is suggested to determine the unique effects of acupuncture versus placebo
acupuncture. Since acupuncture in conjunction with herbal medicine has been used for balancing the
‘yin’ and ‘yang’ and coordinating ‘qi’ and ‘blood” as a treatment for menopausal symptoms in
Traditional Chinese medicine, it should be determined whether acupuncture is valuable it acupuncture
alone is not effective at mitigating symploms“. Further studies of combining acupuncture and herbal

medicine to treat menopausal symptoms are also warranted.

CONCLUSIONS

There is no evidence from RCTs that acupuncture is an effective treatment for menopausal hot
flashes when compared with sham acupuncture. While some studies have shown that acupuncture
reduced vasomotor symptoms compared with hormone therapy, this result was not consistent throughout
the literature. However, the number of RCTs compared with a non-penetrating placebo needle control
or hormone therapy is too small, and some studies had flawed methodology, making it difficult for us to
generate reliable conclusions about the efficacy of acupuncture. Further evaluation of the effects of
acupuncture on vasomotor menopausal symptoms in a well-controlled placebo trial is warranted on the

basis of the results reported in this review.
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Tabel 1. Characteristics of RCTs of acupuncture for vasomotor menopausal symptoms

Fist Author Sub,}ecfs' meanj Ll tlnf;efven;‘f‘c:n hoe, : - . b
agelrange years| No. of | ireafment frequency Voe o : verse Evenls
(p’,”b' y_eaf} Inclusion  |Subjects| (frealment period); | confrol group Main Outcomes ( Resull reported (n)
location e ;
criferia Trealed acupoints
Avis et al. [51.3y 56 AT, 2 per wk (8wks): |(A) Sham Reduced HF frequency (p=.01) [NR
(2008)*  |[42-55y]=4 CV4, KI3, 5P&, BL23, |acupuncture  |within all groups from baseline: NS
USA HF per d. Hé, KI7 and (needling differences between groups in HF
adjunctive points shallowly on frequency and HF index scores
nonacupoints) |(p=.15, p=.07); greater reduction
(B) Usual care |in HF frequency(40%) and HF
index scores(40-50%) with two
acupuncture groups than usual
care group(p<.05, p=.02); NS
difference in sleep,
health—related quality of life.
Kim et al. |52.73y 52 AT, 2 per wk (Bwks); |(A) Superficial [NS difference in HF severity VAS |One complaint
(2007)"  |[40-60y]>14 PC6, HT8, HI7, L4, |acupuncture |[scores, HF frequency, HR duration |of a femporary
Korea moderate HF SPé, ST36, CV4 (minimal and sweating severity VAS scores [skin  rash and
per wk needling on  |between groups. Reduced HF pruritus in the
the same severity VAS scores, swealing control group,
acupoints) severity VAS scores within -~ both  |which
groups. disappeared
within a day.
Nir et al.  |56.92y 29 AT, @ se. (7wks): Placebo Reduced HF severity with AT vs.  |Active group:
(2007)" [45—-65y] =7 Adjunctive points needle placebo  (25% vs. 4%, p=.042); |Bleeding(8),
USA HF per d (No penetration|NS difference in HF frequency discomfor(7),
of skin on between groups; reduced HF  |insomnia(2),
nonacupoints) [frequency from baseline within  |pain(1),
both groups (p<.001): NS difference [itchiness(1),
in menopausal specific quality of |witching(1)
life from baseline.
Vincent ef al. |52y 103 AT, 2 per wk (5wks). [Sham AT Reduced HF scores from baseline [None
(2007)  |[45-5%y]= 5 SP4. SP6, HEZ, LT, |(needling on  |within both groups (40% vs 27%);
USA HF per d [R2, KI6, LU7, PC6, |nonacupoints) [NS difference in HF scores
GB34, LR3, CV4, between groups
GB20
Wyon ef al. |54y 24 EA, 10 se. (Bwks): Superficial Reduced HF frequency from NR
(1995)°  |[47-62y] BL15, BL 23, BL32, |needle inserfion|baseline(>50%) within both
Sweden Vasomotor GV20, HT7, PC6, LR3, |(minimal needling|groups(p=.013, p=.005); NS
symptoms SP6, SP9 on the same |difference in any measures
acupoints) between groups. NS changes in
sleep dysfunclion scale, Psycho—
logical General Well-Being index
Wyon ef al. [54.5y 45 EA, 14 se. (A) Superficial |Reduced HF frequency and No serious
(2004)  |[48-63y] (12wks); BL15, BL23 |neede insertion|severity from baseline within all jadverse
Sweden |Vasomotor BL32, HT7, SP6, |(minimal groups(p<.001, p<.001); NS events
sympioms SP9, LR3, PC6, neediing on |difference in HF  frequency
GV20 nonacupoints)jand severity between groups
(B) Oral
estradiol 2mg
daily
Chen 53.93y 65 ACE, 1 per 2 wks |Fufuchun Reduced vasomotor symptom |ACE group:
(2006)*  |[50-60y] (3mo); CVA4, SP6,  |2capsules per dlscores and sleepless scores  |swelling (1).
China Menopausal BL23 and (Hormone with KI within groups (p<.001, |Confrol group;
symptoms adjunctive points  [Replacement [p<.001); NS difference nausea and
Diagnosis Therapy) between groups. sleeplessness
(8), breast
tenderness (7)
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location Inclusion Treated acupoints
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Liu and Yang |46.16y 166 ACE, 1 per wk Ethinyl estradiol [Reduced vasomotor symptom |None
(2007)*  |[45-55y] (3mo); Gv4, CVv4, |3—cycloentyl |scores with KI between the
China Menopausal BL23, BL15, BL18, [Ether 25mg  |groups (p<.05)
symptoms SPé twice per d
Diagnosis and Oryzanol
25mg 3 times
per d
Zhou et al.  |49.9y Q0 EA, 3 per wk Nylestriol 2mg |Reduced vasomotor symptom |NR
(2006)*  |[45-55y] (3mo); P& twice per mo |scores with K| within all groups
China HF, Menopcusal (p<.01), between both groups
sympioms (p<.05)
Diagnosis.
Sun et al. 49.56y 69 AAP, placed Oryzanol Reduced vasomotor symptom |NR
(2003)*  |[41-59y] (1mo); Endocrine, |10mg 3 times |scores and sleepless scores
China Menopausal Kidney, Subcortex, |per d with KI between groups (p<.01)
sympltoms Internal genitals,
Diagnosis Shenmen,
Sympathetic, Apex
and adjunctive
points
Zhang 50.2y 65 AT, 6 per wk Oryzanol 20mg |Reduced vasomotor symptom |NR
(2006)*°  |[NR] (4wks); BL23, ST36, |3 times per d|scores and sleepless scores
China Menopausal SP6, PC6, HT7, LR3, with KI between the groups
symptoms GV20, CV17 and (p=.01)
Diagnosis adjunctive points
Abbreviation: se., sessions: NR, not reported: NS, not significant; AT, acupuncture: EA) electroccupunciure: AAP, auricular

acupuncture pressure: AAP, Auricular acupressure; ACE,

Table 2, Quality of RCTs of acupuncture treatment of vasomotor menopausal symptoms'

Acupoint catgut embedding: HF, Hot flash; KI. Kupperman Index

First Author

(pub. year)

Ax

O
%

B Dx*

m
*

-
*

Gxrx

I
*

~
*

Avis et al.(2008)
Kim et al.(2007)

Nir et al.(2007)
Vincent et al.(2007)
Wyon et al.(1995)
Wyon et al.(2004)
Chen(2006)

Liu and Yang(2007)
Zhou et al.(2006)
Sun et al.(2003)
Zhang(2006) +

I A) Was the assigned treatment adequately concealed prior to allocation? B) Were the outcomes of patients who withdrew or
were excluded after cllocation described and included in an 'intention to tfreat’ analysis? C) Were the outcome assessors
blind to assignment status? D) Were the subjects blind to assignment status following allocation? E) Were the care programs,
other than the trial options, identical? F) Does the number of, and reasons for, withdrawals give cause for concemn? G) Were
there any other features, specific to this study that posed a risk of bias? H) Were the inclusion and exclusion criteria for entry
clearly defined? 1) Were the outcome measures that were used clearly defined? J) Were the accuracy, precision, and
observer variation of the outcome measures adequate? K) Was the timing of the outcome measures appropriate?

*Key: + indicates clearly ves: - indicates clearly no'; ? indicates ‘not sure'.

*=Key: + indicates 'no, there are not any other features that pose a risk."; —, "ves, there are’; 7 ,

+
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‘not sure’.
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‘ Potentially relevant arficles reviewed and ‘
‘ retrieved for more detailed evaluation (n=68) \

‘ Excluded (n =55} ‘
‘ - Case studies. not a clinical trial (n =4) ‘

- No vasomotor symptoms
outcomes (n=33) ‘
| - Review articles (n=13)
\ Comparing different forms of ‘

acupuncture to each other (n =)
| Lacked appropriate data (n=1) ‘

‘ Further evaluation regarding ‘
‘ randomization and duphication (n=13)

| Excluded (n=2)
Duplicated studies (n=12) |

‘. RCTs included in the svstematic review \
‘ m=11) |

| _ | |

Fig. 1. Flow diagram showing the number of studies included in and excluded from the systematic review.(RCT, randomized
controlled trial.)
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Part 1.

Evaluation of Autonomic Nervous Function in Patients
with Functional Dyspepsia using Ryodoraku, HRV, EGG,
and Bowel Sound Parameters
A

paojsta delsha ek
So-yeon Kim, Sang-hyub Yoon, Yoon-bum Kim', Sung-ki Jung™

3rd Dept. of Internal Medicine, ‘I)cpl. of Opthalmology, Otolaryngology and Dermatology,
"Division of Allergy, Immune & Respiratory System, College of Oriental Medicine, Kyung-Hee University

Abstract

Objectives : The aim of this study was to investigate the characteristics of Ryodoraku and association
of Ryodoraku with gastric dysmotility in functional dyspepsia(FD).

Methods : Subjects were 154 patients with FD and 18 patients with asthma. We calculated the
average Ryodoraku score(RS, £A.) and each variation from physiologic range of 12 Ryodoraku points,
and investigated the incidence when left and right points were simultaneously below(bilateral
deficiency) or above(bilateral excess) physiologic range. Postprandial regularity of normal slow waves,
power ratio, and postprandial % of bowel sound were obtained by electrogastrography and

enterotachography, and were used as gastric dysmotility index.

Results : 1. Bilateral excess of H4, H5, F1, and F4 and bilateral deficiency of H4, H5, and H6 were
characteristic in FD compared with asthma patients. 2. Incidence of gastric dysmotility in bilateral
deficiency of H4, H5, and H6 was 100%, and was higher than in total FD patients(88.3%). 3. There was
a positive correlation between the variation of H6 and % postprandial bowel sound. 4. Deficient

tendency of H4, H5, and H6 was more evident when RS was above 40uA. in FD.

Conclusions : These findings suggest that gastric dysmotility in FD can be diagnosed when a pattern
of H4, H5, H6 bilateral deficiency and F1, F4 bilateral excess is shown at the same time. We think this
phenomenon is related to low activity of the vagus nerve rather than meridian pathway with result

based on positive correlation between variation of H6 and postprandial % of bowel sound.




Part 2.

Correlation between HRV and Bowel Sound Parameters in
the Evaluation of Gastrointestinal Parasympathetic Nerve
Activity from Patients with Functional Dyspepsia.

So-yeon Kim, Sang-hyub Yoon

3rd Dept. of Internal Medicine, Oriental Medicine, Kyung-hee University

Abstract

Objectives : The aim of this study was to investigate the evaluation of gastrointestinal parasympathetic
nerve activity by comparing between HRV and bowel sound parameters in patients with functional

dyspepsia.

Methods : 62 patients (male 22, female 40) were enrolled. HRV was measured in all patients, and TP
(total power), LF (low frequency density: 0.04~0.15Hz), HF (high frequency density: 0.15~0.4Hz),
and LE/HF ratio were analyzed. HF band is a reflection of parasympathetic activity, and the LF-to-HF
ratio is considered a marker of sympathovagal balance. Bowel sounds were recorded at the day after,
and postprandial %BS was used to indicate the gastric vagal activity after eating. HRV and bowel

sound parameters were compared, and correlation between them was analyzed.

Results : There was no difference in LF/HF ratio between patient group and healthy group of other
report. According to values of %BS, each patient was classified into a normal (>6 %BS) or hypoactivity
(<6 %BS) of gastric vagus nerve group. HF component of the hypoactivity group was not significantly
higher than that of the normal group. There was no correlation between HRV and bowel sound

parameters.

Coneclusions : Because no correlation was found between HRV and bowel sound parameters in

patients with functional dyspepsia, we concluded that it is not proper.
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Evaluation of Autonomic Nervous Funciion in Patients with Functioncl Dyspepsia using Ryodorcku, HRY, EGG, and Bowel Sound Parameters i :

Contents

Autonomic Nervous Function & Functional Dyspepsia
Evaluating Methods of Autonomic Nervous Function
EGG(Electro Gastrography)

Bowel Sounds

Ryodoraku

HRV(Heart Rate Variability)

Conclusion
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1. Functional Dyspepsia &
Autonomic Nervous Function

1. Functional Dyspepsia

1. Functional syndrome, which is diagnosed in the absence of
underlying organic disease that readily explains the
symptoms

2. Defined by Rome Il to comprise the presence of one or
more of the following symptoms

post-prandial fullness

early satiety

epigastric burning or epigastric pain.

w M
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1. Functional Dyspepsia &
Autonomic Nervous Function

2. Autonomic nervous function in patients with functional
dyspepsia

1. Vagus nerve

2. Disturbed state of autonomic nervous function

2. Evaluating Methods of
Autonomic Nervous Function

1. General function

1. Blood pressure / Pulse : Head up/Tilting, Valsalva, Oral Glucose
Tolerance Test

2. ECG:HRV RR, QT interval

3. Skin Test : Sweat Tempearture, Blood Flow, Electric resistance

4. Pharmacological Test : Noradrenaline, Atropine injection

2. Gastrointestinal function
Swallowing Function Test
Esophageal Function Test
Gastric Emptying Test
Electrogastrography

Gastric Juice Test

Exocrine Pancreatic Function Test
Test related with Defecation

Non B W e
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Evaluafion of Aufonomic Nervous Function in Patients with Functional Dyspepsia using Ryodoraku, HRY, EGG, and Bowe! Sound Pcrometeg

1. EGG

1. Evaluate myoelectrical activity
Noninvasively with use of
surface electrodes

2. Recording of the electrical signals

are typically made before and after a meal

2. Parameters

1. Frequency

1 Deominant Frequency

2 % of Normal, Bradygastria. Tachygastria, Arrhythmia
2. Power

1. Dominant Power

2 Power Ratio = postprandial/fasting

4. Bowel Sounds

1. Bowel Sounds

1. Analogue signals of electric stethoscope attached to right
lower quadrant abdomen is transferred to digital recorder,
and recording data were delivered to computer via converter.

2. Parameters is calculated by bowel sound analysis software.

2. Parameters

1. Frequency
1. Dominant Frequency
2. Dominant Frequency Ratic : postprandial/fasting

2. 9% of Bowel Sounds
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5. Ryodoraku

1. Ryodoraku

1. Yoshino Nakatani who studied acupuncture electrophysically
and discovered that most of the meridian points of the
traditional acupuncture theory corresponded to points which
have lower electrical resistance than the normal body surface.

2. Nakatani named these points "Ryodoten” which means
hyperelectroconductive points and the systematic range of
Ryodoten he called "Ryodoraku”

2. What is Ryodoraku related with Function Dyspepsia?
1. Ryodoraku parameters for Diagnosing gastric dysmotility

2. Sympathetic nerve function to electrical response of
Ryodoraku point and disarrangement of its meridian location
on the anatomical viscera

5. Ryodoraku

Ryodoraku Parameters for Diagnosing Gastric Dysmotility
+ Referenced by Korean J. Orient. Int. Med. 2008;29(2):401-12

Study of Ryodoraku Parameters for Diagnosing Gastric Dysmotility in Functional
Dyspepsia.

So-veon Kimy, Sang hyvub Yaon, Yoon tum Kime#, Suog K Jung#s

3rd Dept o intemal Mediane, Dept. of Opthalmology, Oldanngelogy and Dermatology,
~Divson o Alergy, immune & Respralory System, College of Onertal Medcne, Kwung-Hee Unwersity

ABSTRACT
Objectives § this study wis (o ivestigate the clameenstics of Ryodormko mnd assocition of Ryodoraku with
e dyvsme ] dvigepsdalFDh

i mtients with FI snd 18 potients with asthmae We caloulited the average Ryadoraku
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Evaluation of Autonomic Nervous Funclion in Patients with Funclional Dyspepsia using Ryocoraku, HRY, EGG, and Bowel Sound Parameters

5. Ryodoraku

Ryodoraku Parameters for Diagnosing Gastric Dysmotility

1. Purpose

1. Investigate the characterisitic of Ryodoraku and association
of Ryodoraku with gastric dysmotility in functional
dyspepsia(FD).

2. Find typical Ryodoraku index to diagnose gastric dysmotility
in FD

5. Ryodoraku

Ryodoraku Parameters for Diagnosing Gastric Dysmotility

» Yoshio Nakatani & Kumio Yamashita
* Ryodoraku Acupuncture” p.68

It may be almost impossible to diagnose some disease by the
Ryodoraku chart. However, we can estimate the patient’ s
complaints from certain combinations of abnormal Ryodoraku.

For instance, gastroptosisis indicated in the case of excitation of
both F1(SP) and F2(LV) and constipation may be shown in the
case of the excitation of H3(HT) and the inhibition of HG(LD.

By the combination of two meridian abnormalities, we can

estimate more easily the symptoms or complaints of the patient
than by the single meridian abnormality.

77 |



‘) -
@& 201 CHotoro|oiy| il Y]

5. Ryodoraku

Ryodoraku Parameters for Diagnosing Gastric Dysmotility
2. Method

1. Compared 154 FD patients and 18 anthma patients.

Calculated the average Ryodoraku score and each variation
from physiologic range of 12 Ryodoraku points

3. Investigated the incidence when left and right points
simultaneously below(bilateral deficiency) or above(bilateral
excess) physiclogic range.

4. Postprandial regularity of normal slow waves, power

ratio(EGG), and postprandial % of bowel sound were
obtained

5. Ryodoraku

Ryodoraku Parameters for Diagnosing Gastric Dysmotility
2. Method
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Evaludtion of Autonomic Nervous Function in Patients with Funclional Dyspepsia using Ryodoraku, HRY, EGG, and Bowel Sound Parameters -

5. Ryodoraku

Ryodoraku Parameters for Diagnosing Gastric Dysmotility

—FD —= Asthma

Figure 1. Varation from Physiologic Range of 12 Ryodoraku Points in
Functional Dyspepsia(FD) and Asthma Groups.
= p<0.05: by Student t-test

5. Ryodoraku

Ryodoraku Parameters for Diagnosing Gastric Dysmotility

« Yoshio Nakatani & Kumio Yamashita
" Ryodoraku Acupuncture” p.64
When there are rather marked differences between the right and
the left sides on the Ryodoraku chart, they may not be caused
by visceral diseases but by such superficial autonomic nerve
disturbances as neuralgia or numbness of the same side.
The illness of one part of an organ which has parts located on

both the left and the right sides of the body seldom causes a
one-side disturbance of the Ryodoraku.

There is no meaning in taking the average value of both sides of
the Ryodoraku chart.
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5. Ryodoraku

Ryodoraku Parameters for Diagnosing Gastric Dysmotility

& °.FD, Bilateral Excess: & 25 Asthma, Bilateral Excess)

HL  HZ HI M4 WS He FL 2 F3 R4 F5  F

Figure 2. Incidence of Bilateral Excess(BE) of 12 Ryodoraku Points in
Functional Dyspepsia(FD) and Asthma Groups.

% Indicates the incidence is 5% higher in FD group than in Asthma group.

5. Ryodoraku

Ryodoraku Parameters for Diagnosing Gastric Dysmotility

¥ °.FD, Bilateral deficiency: & oniAsthma, Bilateral deficiency)

5o iﬁi I i
HZ2  H3 HS Hé

4

L F2 F3 F4 FS F6
Figure 3. Incidence of Bilateral Deficiency(BD) of 12 Ryodoraku Points in
Functional Dyspepsia(FD) and Asthma Groups.

H1

* Indicates the incidence is 5% higher in FD group than in Asthma group.
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Evgludtion of Autonomic Nervous Funciion in Pafients with Functional Dyspepsia using Ryodoraku, HRV, EGG, and Bowel Sound Parameters

5. Ryodoraku

Ryodoraku Parameters for Diagnosing Gastric Dysmotility

Index for Number of patients (%)

gastric- Total Bilateral excess Bilateral deficiency
P-Reg<80 89(57.8) 5(5655) 11(50.0) 22(68.7) 12(60.0) 9(84.3) 18(78.3) 9(B4.3)
PR <12 124(80.5) 8(66.7) 17(77.3) 28(87.5) 17(85.0) 10(71.4) 21(91.3) 12(85.7)
P-% of BS<8 A 444.4) 6(27.3) 12(37.5) B(30.0) 10(71.4) 13(56.5) &(57.1)
Total incidence 7(77.8) 20(80.9) 29(30.6) 18(30.0) 14(100}  23(100)  14(100)

Table3. Gastric Dysmotility Incidence in Characteristic
Ryodoraku Points in Functional Dyspepsia(FD)

+ EGG(Electrogastrography)
P-Reg : Postprandial regularity of normal slow waves
PR : Power ratio

+ Bowel Sound
P-% of BS : Postprandial % of bowel sound

5. Ryodoraku

Ryodoraku Parameters for Diagnosing Gastric Dysmotility

Eilateral deficiency

H4 H5 HG
' I'-Reg ~0.240(0.400)  0.309(0.151)  -0.342(0.23 D)
'R 040701490 00190932 =0.5407(0.046D
P-% of BS  -0.442(00114)  0.195(0.37D  0.5957(0.0257)

Table4. Correlation between Gastric Motility Index and Variation
from Physiologic Range(Spearman test).

. Degree of H6's bilateral deficiency and P-% of Bowel Sound
— P-% of Bowel Sound is influenced by vagal nerve function

— H6's bilateral deficiency may be correlated with vagal nerve
function.




5. Ryodoraku

Ryodoraku Parameters for Diagnosing Gastric Dysmotility

« Effect of skin sympathetic tone
— Ryodoraku Score(average current of all Ryodoraku point score)

a2 3 w4 Hs HB F1 F2 F3 F4 F5 F6

N

5. Ryodoraku

Ryodoraku Parameters for Diagnosing Gastric Dysmotility

1

O < T =

(=]

[

-8
-10

==—RS <40pA =B RS - 40pA

Fig 4. Variation from Physiologic Range of 12 Ryodoraku Points in
Functional Dyspepsia(FD) Patients Classified by Level of Ryodoraku Score
AQuA.

= p<0.05: by Student t-test
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Typical Recording of Ryodoraku
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5. Ryodoraku

Sympathetic nerve function to electrical response of Ryodoraku point
and disarrangement of its meridian location on the anatomical viscera

« Referenced by Korean J. Orent. Int. Med. 2011:32(2);259-277

Sympathetic Nerve Function to Electrical Response of ARyodoraku Point
and Disarrangement of its Meridian Location on the Anatomical Viscera Exclude
the Association between Ryodoraku Theory and Meridian Principle

Sang-hyub Yoon
The 3rd Dept. of Internal Medicine, Coliege of Criental Medicne. Kyung-Hee University

 The purpose of this study was to investigzate two subjects. the disgnestic value of bilatersl lawering of
i int K455 of Ryodorsky and the mechsmism for Ryedoraku phenomena.
vities of Ryadorziu tost end electzogssteogrephy recorded simuliancously el ma

{ dyspeptic patients wre cobiered and ther variatists wete grouped by the opics
:hility, lagging, alierability, and snemaly. Rvodorsiu weordings ohtained from 6 pa
pastrointestingl discases and 1 normal healiby peron were wsed as controd. The rosal‘s are discussed with Nakatont's suggestion.
theors of wynpathetic neeve and Meridian Principle, rospectivedy. Finely, coineidonce of stomach betweeni nnatomy
and menidior system I Rvoderaiu was also evaluated

* Thmo-course verinion showed a regular relationship between the typieal pattern of Ryodbrata 6t point H
and gasinic myoekcirical ariivity. Howevee, an ireguiar relationship snd aiypical patt of Rvedoraku occasionally o3
A litorature scarch suggested that electriesl response at the Ryedomke point HESE m
thelic sginal reflex transmitied frome the stomach, Hawever. there was po evidence
tow: f cloctrics] astivity ot this peint was inducod by hypofunction of local sympathetic nerve in the eiin iusel
“ranemitted fram the gasinz sympathoiic serve oF aot. The coincidence of 19% could not provide o visceral arrangement
stomach beiweon snatomy snd menidisn systoms

L : Bilsteral lowering of elecricnl setivity ai Rvodoraky point HAG has value as o cisgnostie indes for
gasiric dysmotility of fnctional dyspepsia, This phenomence is wsoviated with spinal reflex tramsmitied from the afferon.
sympachelic nerve in the stomach bt nel that of eridien funtion.

r of signals
| the

Key words ! sympathetic nerve, Ryedoraku meridian, funrcional dyspepsia
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5. Ryodoraku

Sympathetic nerve function to electrical response of Ryodoraku point
and disarrangement of its meridian location on the anatomical viscera

1. Purpose

1. The diagnostic value of bilateral lowering of electrial activity
at point H4, 5, 6.

2. The mechanism for this Ryodoraku phenomena.

2. Method

1. Analysis variation of Rydoraku phenomena
1. Regular relationship : peculiarity, stability, lagging

2. lrregularity . alterability, anomaly
2 Coincidence of Anatomical stomach and meridian location of
stomach

5. Ryodoraku :

Sympathetic nerve function to electrical response of Ryodoraku point
and disarrangement of its meridian location on the anatomical viscera
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Evaluation of Autonomic Nervous Funciion in Pafients with Functional Dyspepsia using Ryodoraku, HRV, EGG, and Bowel Sound Parameters

Sympathetic nerve function to electrical response of Ryodoraku point
and disarrangement of its meridian location on the anatomical viscera

5. Ryodoraku
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Case6-3

Sympathetic nerve function to electrical response of Ryodoraku point
and disarrangement of its meridian location on the anatomical viscera

5. Ryodoraku

+ Time-course variation showed a regular relationship
between the typical pattern of Ryodoraku at point H4,
5, 6 and gastric myoelectrical activity

1. Electrical response at the Ryodoraku point H4, 5, 6 may be
depent on an afferent sympathetic spinal reflex transmitted
from the stomach.

2. There was no evidence for making clear whether bilateral
lowering of electrical activity at this point was induced by
hypofunction of local sympathetic nerve in the skin itself or
of signals transmitted from the gastric sympathetic nerve or

not.
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5. Ryodoraku

Sympathetic nerve function to electrical response of Ryodoraku point
and disarrangement of its meridian location on the anatomical viscera
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5. Ryodoraku

Sympathetic nerve function to electrical response of ryodoraku point
and disarrangement of its meridian location on the anatomical viscera
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Evaluation of Autonomic Nervous Function in Pafients with Functional Dyspepsia using Ryodoraku, HRY, EGG, and Bowel Sound Parameters

5. Ryodoraku

Sympathetic nerve function to electrical response of Ryodoraku point
and disarrangement of its meridian location on the anatomical viscera

« Alterability

1. Range of Normal sympathetic tone is 40 ~ 80 pA.

2. Ryodoraku phenomena was disappeared when skin
sympathetic tone is below 17 pA or above 80 pA

3. Data processing of Ryodoraku

1 A norm was set for the size of the gradation of the physiological range
and this was determined by taking the median of the physiological
range when the average value of the electric current was 50 pA.

Thus 1.4cm became the standard size of the gradation.

3 The ranges of the lower part of the scale had to be lengthened and

those of the upper part shortened

5. Ryodoraku

Sympathetic nerve function to electrical response of ryodoraku point
and disarrangement of its meridian location on the anatomical viscera

Case 21

Case 22
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5. Ryodoraku

Sympathetic nerve function to electrical response of Ryodoraku point |
and disarrangement of its meridian location on the anatomical viscera

«  Anomaly

1. The unprecedented normal range of average current in
Ryodoraku test in spite of the decreased gastric myoelectrical
activity.

2. This may be caused by interference effect of drugs that
suppress the pepipheral sympathetic nerve.

3. To check right Ryodoraku

1 Exclude the interference effect
2 Refer other measurement, ex. EGG

5. Ryodoraku

Sympathetic nerve function to electrical response of Ryodoraku point
and disarrangement of its meridian location on the anatomical viscera

+  Coincidence of Anatomical stomach and meridian
location of stomach

1. F6 Ryodoraku was thought related with The Stomach
Meridian(ST).

But the percentage was just 16% which abnormal current of
F6 was showed up.

3. The coincidence of 16% could not provide a visceral
arrangement of the stomach between anatomy and meridian

systems.

[




Evaluation of Autonomic Nervous Funcfion in Patients with Functional Dyspepsia using Ryodorcku, HRY, EGG, and Bowel Sound Parameters

6. HRV

1. HRV

1. HRV tests are non-invasive methods of evaluating the
integrity and functional state of the ANS and may be carried
out using the short-term ECG recordings or long-term
measurement (Holter's ECG).

2. Time domain or frequency domain analyses are the methods
of HRV assessment

2. HRV and FD

1. Correlation between HRY and Bowel Sounds Parameters

|
Correlation between HRV and Bowel Sounds Parameters
« Referenced by Korean J. Orent. Int. Med. 2009:30(1);173-180
Correlation betwee
Gastroint
]
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6. HRV

Correlation between HRV and Bowel Sounds Parameters

1. Purpose

To investigate the evaluation of gastrointestinal parasympathetic
nerve activity by comparing between HRV and bowel sound
parameters in patients with FD.

2. Method

1. HRV was measured in 62 patients, and TP(total power),
LF(low frequency density), HF(high frequency density), and
LF/HF ratio were analyzed .

2. Bowel sound was recorded at the day after, and
postprandial %BS was used to indicate the gastric vagal
activity.

3. HRV and bowel sound parameters were compared.

6. HRV

Correlation between HRV and Bowel Sounds Parameters

Table 3. Comparison of parasympathetic activity between normal and
hypoactivity of gastric vagus nerve group in FO patients.

- Normal value of postprandial %BS is 6%.
Postprandial %BS < 6% is regarded as hypoactivity of gastric
vagus nerve.

+ There was no difference of HRV parameters
statistically between normal and hypoactivity of
gastric vagus nerve group in FD patients.
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Evaluation of Autonomic Nervous Function in Pafients with Functional Dyspepsia using Ryodoraku, HRY, EGG, and Bowel Sound Parameters -

6. HRV

Correlation between HRV and Bowel Sounds Parameters

Correlaton Coet?meﬂtzp‘“vame)*
; InEF HFnorm - LF/HF ratio
%BS 0.037(0.773) 0.096(0.453}) 0.174(0.176)

«, Pearson Correlation

Table 4. Correlation analysis between HRV and Bowel sound
parameters.

« No correlation could be found between HRV and
Bowel sound parameters

« HRVis mostly effected by autonomic nerve function
related to heart, so it need to be careful which HRV
parameters is used for understanding gastric nerve
function.
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Methyl Gallate Exhibits Potent Antitumor Activities by
Inhibiting Tumor Infiltration of CD4+CD25+ Regulatory T Cells

Heekyung Lee', Hyojung Lee', Youngjoo Kwon', Jun-Ho Lee',
Jinju Kim?, Min-Kyu Shin', Sung-Hoon Kim®, Hyunsu Bae'
'Department of Physiology, College of Oriental Medicine,

“Department of Oriental Physiology, College of Pharmacy,
*Department of Pathology, College of Oriental Medicine, Kyung-Hee Univeresity

Abstract

CD4+CD25++ regulatory T (Treg) cells play crucial roles in the host response
to tumors. Increasing evidence supports the existence of elevated numbers of
Treg cells in solid tumors and hematologic malignancies. In this study, the

effects of methyl gallate on Treg cells were examined. Methyl gallate inhibited

Treg cell suppressive effects on effecter CD4+T cells and Treg migration
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lte - gme) toward tumor environment. The expression of Treg surface markers including

CTLA-4, CCR4, CXCR4 and GITR were significantly suppressed upon
methyl gallate treatment. Furthermore, Foxp3 expression was also significantly decreased by methyl
gallate, suggesting that the suppressive effects of methyl gallate on Treg were medicated by decrease of
Treg specific transcription factor Foxp3. In tumor bearing hosts, methyl gallate treatment substantially
reduced tumor growth and prolonged the survival rate. On the other hand, nu/nu mice did not show
decreased tumor progression in response to methyl gallate. In addition, in tumor-bearing Treg depleted
mice, tumor growth and the survival rates were not changed by methyl gallate treatment, strongly
suggesting that the main therapeutic target of methyl gallate in tumor suppression was related to
modulation of the CD4+CD25+ Treg cell functions. In the spleen of tumor bearing mice, methyl gallate
treatment induced a significant decrease in the CD4+CD25+Foxp3highTreg cell population. Especially,
the number of tumor-infiltrating CD25+Foxp3highTreg cells was significantly lower in methyl gallate
treated mice. These results suggest that methyl gallate can be used to reverse immune suppression and

as a potentially useful adjunct for enhancing the efficacy of immune-based cancer therapy.
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A randomized pilot study of acupuncture as
an adjunct therapy in adult asthmatic patients

Jun-Yong Choi'?, Hee-Jae Jung? Jong-In Kim®, Myeong Soo Lee',
Kyung-Won Kang', Young-Lae Roh?, Sun-Mi Choi', Sung-Ki Jung®

'Acupunclure, Moxibustion & Meridian Research Center, Division of standard Research, Korea Institute
of Oriental Medicine
"Division of Allergy, Immune and Respiratory System, Department of Internal Medicine, College of
Oriental Medicine, Kyung Hee University
‘Department of Acupuncture & Moxibustion, College of Oriental Medicine, Kyung Hee University

Abstract

Objectives: This trial aimed to evaluate the feasibility of estimating the
effectiveness of acupuncture on asthmatic patients under conventional
medical management. PARTICIPATIONS AND METHODS: A prospective
randomized, patient/assessor-blinded, sham acupuncture-, and waiting

list-controlled pilot trial was conducted. Forty-five eligible asthmatic

participants underwent & 1-week run-in period and were then randomized into
one of three groups: an active acupuncture group, a sham acupuncture group,
and a waiting list group. They were instructed to maintain the use of antiasthmatic medications.
Needling was administered three times per week for 4 weeks with a 2-week follow-up in the active and
sham acupuncture groups. The primary outcome was daily morning peak expiratory flow (PEF) and the
secondary outcomes included forced expiratory volume one second (FEV(1)), quality of life
questionnaire for adult Korean asthmatics (QLQAKA), transition dyspnea index (TDI), serum
eosinophil count, and total serum immunoglobulin E (IgE).

Results: No significant differences in the between- or within-group values of weekly average PEF
(recorded daily in the morning) and FEV(1) were found. For QLQAKA and TDI, the active
acupuncture group showed a significant improvement over the waiting list group at 2, 4, and 6 weeks

after randomization.

Discussion: Acupuncture as an adjunct therapy to conventional medical care does not seem to affect
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pulmonary function in asthmatic patients. However, 12 sessions of acupuncture treatment during 4

weeks showed a favorable effect on the quality of life in adult asthmatic patients. Further large trials
assessing the effectiveness of acupuncture on the quality of life and symptoms in asthmatic patients are
needed.
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Susceptibility for ischemic stroke in Four Constitution medicine
is associated with polymorphisms of FCGR2A and ILIRN genes

Byung-Cheol Lee', Hyejung Lee’, Hun-Kuk Park’,
Jong-Soo Yang® Joo-Ho Chung*

"Department of Internal Medicine, College of Korean Medicine, Kyung Hee University
:Acupuncture and Meridian Science Research Center, Kyung Hee University
‘Department of Biomedical Engineering and Healthcare Industry Research Institute, School of
Medicine,Kyung Hee University
4](()hwang Medical Research Institute, Kyung Hee University

Abstract

Objectives: In order to determine the association of four constitutional
classification and Fecy receptor ITA (FeyRIIA), interleukin-1 receptor

antagonist (IL-iRa) in genetic susceptibility to ischemic stroke,

Methods: we classified the four constitutional types in ischemic stroke patients

(n = 162) and the healthy control subjects (n = 135), and genotyped for
FCGR2A and IL-1Ra polymorphism using direct DNA sequencing and
polymerase chain reaction (PCR) methods.

Results: In the 1L-1Ra polymorphism, ILTRN* I/IL1RN*2 genotype (OR = 5.80; p=0.0142), and in the
FCGR2A polymorphisms, rs7535475 (OR = 0.58; p = 0.0218), rs7512140 (OR = 0.09; p = 0.0335)
were significantly associated with ischemic stroke. The prevalence of ILIRN*I/ILTIRN*2 genotype of
[L-1Ra and rs7535475 of FCGR2A in greater yin person ischemic stroke patients were different from
greater yin person healthy controls (OR = 18.97; p = 0.0063, OR = 0.38; p = 0.0045).

Discussion: These results suggest that ILIRN*1/ILIRN*2 genotype in greater yin person might be
associated with the increasing risk, and rs7535475 of FCGR2A might be associated with the decrease
risk for ischemic stroke. Furthermore, this relationship could provide the basis for a new approach in

the investigation of the etiology of ischemic stroke.
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2.2 Susceptivilty for ischemic stroke in Four Constitution mediicine is associated with polymorphisms of FCGR2A and ILTRN genes

Key words: Acupuncture; Interleukin-1 receptor antagonist; Fcy receptor ITA; Ischemic stroke;

Polymorphism; four constitution medicine
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The vasoprotective effect of JPO3 through the activation of PI3K/Akt-
dependent eNOS and MEK/ERK pathways in brain endothelial cells

Hye-Young Son', Hyo-Won Jung', Won-Ki Kim?, Yong-Ki Park'"

'Oriental Medicine R&D Center, College of Oriental Medicine, Dongguk University
“Department of Neuroscience, College of Medicine, Korea University

Abstract

Aim of the study: Endothelial dysfunction is involved in stroke. Recent therapeutic
options for stroke have focused on the combination therapy with a polyherbal
mixture. This study was designed to provide insight into the effects of JPOS5, a
water extract of 12 herbs, on the levels of regulators in bEnd.3 mouse brain

endothelial cells.

Materials and methods: Production of endothelial nitric oxide synthase (eNOS)-
mediated nitric oxide (NO), the expression of vascular endothelial growth factor (VEGF) and the
phosphorylations of eNOS, phosphatidylinositol 3-kinase (PI3K)/Akt, extracellular signal-regulated
protein kinase (ERK) and cAMP response element binding protein (CREB) in JPOS were assayed in

bEnd.3 cells, a mouse brain endothelial line.

Results: JPOS led to increase the levels of eNOS-mediated NO generation and VEGF expression in
bEnd.3 cells. JPO5 induced the phosphorylation of eNOS, Akt and ERK in bEnd.3 cells. As well, JPOS
blocked the inhibition of PI3K/Akt and ERK activities by LY294002 (PI3K/Akt inhibitor) and
PD98059(mitogenactivated protein kinase inhibitor), respectively. JPO5 also induced the phosphorylation
of CREB, which plays an important role in endothelial cell function and blood vessel development.

Conclusion: Taken together, these results indicate that JPOS can upregulate eNOS- mediated NO
generation and VEGF expression through the ERK and/or PI3K/Akt activation, an upstream event of
angiogenesis. JPOS with vasoprotective properties has a potential therapy for human brain discascs

including stroke.
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Contralateral acupuncture versus ipsilateral acupuncture in the
rehabilitation of post-stroke hemiplegic patients: a systematic review

Mi-kyung Kim'?, Tae-Young Choi’, Myeong-Soo Lee’,
Hyang-sook Lee®, Chang-ho Han'?'

'Department of Korean Internal Medicine, Dongguk University Ilsan Hospital,
“Department of Oriental Medicine, Dongguk University Graduate School
‘Division of Standard Research, Korea Institute of Oriental Medicine, Daejeon
J'Acupun::ture and Meridian Science Research Center, College of Oriental Medicine, Kyung Hee University

Abstract

Background: Contralateral acupuncture (CAT) involves inserting needles in the

meridian on the side opposite the disease location and is often used in

-@ m post-stroke rehabilitation. The aim of this systematic review is to summarize and
- ‘“’\? | = critically evaluate the evidence for and against the effectiveness of CAT for
ooy post-stroke rehabilitation as compared to ipsilateral acupuncture (IAT).
o

o ok
1o

T

(30424 Bl

1

Methods: Seventeen databases were searched from their inceptions through June
2010. Prospective clinical trials were included if CAT was tested as the sole treatment or as an adjunct

to other treatments for post-stroke rehabilitation and compared to [AT.

Results: Eight randomized clinical trials (RCTs) met our inclusion criteria. Four of them reported
favorable effects of CAT compared to IAT for at least one outcome. A meta-analysis showed superior
effects of CAT compared to IAT on recovery rate (n = 361; risk ratio (RR), 1.12; 95% confidence
intervals (Cls), 1.04 to 1.22, P=0.003). Subgroup analysis also showed favorable effects of using CAT
on patients with cerebral infarction (n = 261; RR. 1.15; 95% Cls, 1.04 to 1.27, P = 0.006). Further
analysis including patients with cerebral infarction and intracranial hemorrhage, however, failed to
show these advantages (n = 100; RR, 1.11; 95% Cls, 0.85 to 1.46, P =0.43).

Conclusion: The results of our systematic review and meta-analysis suggest that there is limited
evidence for CAT being superior to IAT in the treatment of cerebral infarction. The total number of
RCTs included in our analysis was low, however, and the RCTs included had a high risk of bias. Future

RCTs appear to be warranted.
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