Brief History
of
the Japan-Korea Workshop
on
Acupuncture and EBM

HED—92 397 DEIRE

The 1st J-K Workshop on Acupuncture and EBM at Chiba, 2004

Takahashi Norihito (JSAM)  Results obtained from | |
and issues to be solved.

Seo Jung-Chul (KAMS) Is it possible to apply placebo auricular acupuncture to Korean ? -
the effect of through single-blind method and randomized
controlled trial

Nabeta Tomoyuki (JSAM) Results obtained from on the shoulder stiffness
and issued to be solved.

Lee Sang-Hoon (KAMS) of bee-venom therapy on
rheumatoid arthritis

Hiroshi Tsukayama (JSAM) Results obtained from on the low back
pain and issues to be solved

Moon Sang-Kwan (KOMS) Antispastic effect of
stroke patients




Workshop on Acupuncture and EBM
in the JSAM Annual Meeting at Fukuoka, 2005

Lee Sang—Hoon (KAMS)

Review of pragmatic clinical trials of acupuncture.

2. Takahashi Norihito

Comments on the clinical trials based on the n—of-1 RCT research design

3. Sumiya Eiji (JSAM)
Pilot study of multi-center N—of—1 RCTs acupuncture on hay fever

4. Kim Sung—-chul (KOMS)

Effects of Acupuncture Treatment on the PMS: Controlled Clinical Trial

The 2nd Korea-Japan Workshop on Acupunctue and EBM
at Daegu, Oct 22, 2005

1.Lee Seung-deok (KAMS)

C parison of s
D acupuncture i the treatment Sy
IEIHRENNEU

of ankle sprain: RCT

2. Kim Sung-Chul (KOMS)
A pilot study of acupuncture
treatment for the 2g
nee on the

EBM

3. Kawakita Kenji (JSAM)
Effect of indirect moxibustion on
elderly patients of
varthritis of the knee-sham

controlled clinical trial-

4. |toh Kazunori (JSAM)
Irigger point acupuncture
treatment of chronic low back pain

in elderly patients.
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Date: June 16, 2006, 13:30-17:30
Place: Kanazawa Cyuo-koumin-kan (¥ £ 4 BfR)
Topics: Development of a protocol of clinical
trial of acupuncture on the knee OA.
Organizer : JSAM (Japan Society of Acupuncture and Moxibustion)
Co-organizer : KAMS (Korean Acupuncture and Moxibustion Society)
KOMS (Korean Oriental Medicine Society)

The 3rd Japan- Korea Workshop

on Acupuncture and EBM
Kanazawa, July 16, 2006

(H8Y9)

To develop a protocol of clinical trial of
acupuncture on knee OA to collaborate

in Japan and Korea.
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Themes (7—7%)

Korean Team present four papers related to the
development of protocol.

BEF—LANSTOI—ILICEET A4EDHE

A protocol of clinical trials of acupuncture is proposed by
the Korean team.

BEF— LN CHOERKRRRICETSTO0M—ILDIRE

Based on the proposed protocol, questions and
comments in each item are performed by the Japanese
team, then discuss for the development of more valid
protocol.

RESNI-TARI—)LISESNT, KIEEHLICHATF—
LAGEBAOIA TN, ZO%TOI—ILDE L4
EROD-ODEB/EITI,

Proposed Protocol from Korean Team
(BEF—LMBIRESIhI-TOLI—)L)

Multi-center, a randomized, single blind, two arms,
parallel-group study to compare the effectiveness of
“individualized acupuncture” with one of “standardized
minimal acupuncture “ in Korean and Japanese patients
with Knee Osteoarthritis (Phase V)

BHMEERICED, SUF LIELT -, B E(ITABEIRILI, 28D
PR LB ER-E AL L=t 8 R EZLE L LR/ ERHDER
EHARDZEREREHEDEE I T HE IVIEEER A,




The 3rd Japan- Korea Workshop
Contents of presentation and comments

Hahn S-K: Acupuncture for tinnitus:

Park, H-J: Are sh: ( proper placebos for acupuncture research?”
Lee S-D: Selection criteria of local ane tal acupuncture points

Kim Y-S: Survey of prescription of

Kim Y-S: Introduction of the of acupuncture RCT of knee OA

Questions and comments from Japanese team

Takahashi N: for the on the knee pain
Sumiya E: Survey of choice of acupuncture points for the

Itoh K: Point selection in the research
Furuya E: on the shoulder stiffness
Shichidou T:  Choice of [

Yamashita H: of acupuncture on knee OA

Tsukayama H: in clinical trials

The 34 Japan-Korea Workshop on Acupuncture and EBM
at Kanazawa, June 16, 2006

Topics of presentation Speaker WE A

remerks (JSAM, KAMS presidents) o s RO LU USAM, KAMSEE) %3f . Chal Do-young

Kawakita Kenj D= 0L 3 TD T ADRAT NI ERE

1 Presentation of papers from Korean team I, REF— ADBTRR

L0 3T SUAR 1ol THridsT M1 Hatn Seor
0 |Acupuncture for tirritus: analysis of N-of-1 trials Hahn Seo-kyung i it sl N

5 |WOBRO TSt b LT S v L A& 7 Park, Hi-Joon
Are sham nesdles proper placebos for acupuncture research? | Park, Hi-Joon WORA § & £

2507 W E - AROERASEIZ LT e Seung-dec
Selection criteria of local and dstal acupuncture points Lee Seung-deck - 5L BRI fih L e

BOMHNT IMEO YAORR For— ) Kim Yong-suk

4:45 |Survey of prescription of acupuncture poirts for knee OA in KorealKim Yong-suk

2 Proposal of a protocol from Korean team 2 MEF— aOBRET IXRABAROLHO S M- L

L e s
Proposal of a protocl from Korean team Kim Yong-suk BE7— 070 b3 Lol Kim Yarg-suk

A8 (109

0 |Coffee treak (10 min}

2 . 1 EF-TIEORBAGUICHNR
3 Comments on items of the protocol and discussion

AL OBE rob-tids A
1-1(N-ol-1 trials and Al statistics) Takahashi Novihito RY 7Y 1 -ORE rrol-1trid s

7 o ACT vs n-of-ltrids B2
Resarch design-2 (RCT by real and sham superlicial neede) Shichidou Toshiyuki RATY A DlE. RCT vs mof-1trid e

Onz st 52 5h B iR
Point selection -1 (iteralure survey by Medine database) \toh Kazunori BOACHT s TMicmas oh & E1R PR

Point selection -1 [questionnaire survey using Korean rrototype) |Sumiva Eiji BAMARIZHT 2MEHLARD 0O T o7 — HAE RmEEE

Intervention-1 (real and sham superficial acuguncture) Furuya Eiji AARE2OT PRI S SH S I0EMACT) HMAE

5 (iiterature survey, WOMAG, SF-26) Shichidou Toshiyuki 30 [BOADEEA AT CRH 2

of acupuncture to the knee OA 'Yamashita Hitoshi BOA~DREEBMOEEICOLT WF £

Ethical issues to be considered Tsukayama Hiroshi BRER IR T EORIERIMIC DL T ARLE

4. Other issues o ba dscussed in the next meeting 4 ZEOEMTEET ~2WE

Surrmary and Closing Remerks Jang Jun-Hyouk 1710 | 2 2o LEAZORE JangJun-Hyak




Design (EB&TH 1)

Multi-center RCT with two arms (Phase V)
ZERRCT T2 LLER | B4 HHER R ER

Phase |V trial is adequate?

N-of-1 trial is also applicable.
BH—HEBRKELERANFIEETH S

Fit with the individualized acupuncture

Stratification (2 All1t)

Severity of the knee OA strongly affect
acupuncture efficacy,

Stratification according to their severity is
important.

Kellgren - Lawrence Grade Classification

BROADEEICI - THOMRIXRELELTS,
BEDOEROEEICEC-BIMENABETIE?




Sample size calculation
(FZAHDETH)

Sixty three in each group (63x2 groups=
(18%13634 ., 28¥ TH511264)

Estimated dropout rate of 20%
(FREEZ20%EREDY)

Intervention (K" AA:%)

Individualized acupuncture
(ZHrIcHED<AERE L= a &)

Standardized minimal acupuncture
(BElLSNT-F/NFEIEE)

B/ MERIBIE SRR EL TEY D ?




Outcome measures (GEffi%)

Primary outcome (FZLT7ORAL)
(AR 7 TR RE)

Secondary outcome
IAC (Popular in knee OA research)

Other outcomes
(QOL measurement)
EEI
HAQ

Data analysis (7—4%f##r)

Statistical analysis by

GLM (JSAM working group recommended)

Application of Baysian statistics to n-of-1 trials




Safety (Z&4)

* Reporting the severe adverse event (SAE)

Ethical issues (f@EENDERE)

How to be approved by the IRB in Korea?

Informed consent form




Research Fund (#izz&£)

JSAM project covers until 2006 program.

We need to get continuation of the support
by JSAM project in 2007-2008.

Estimation of the cost is required.
(MARBOEHEINDE)
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Acupuncture for tinnitus:

analysis of N—of—1 trials

Seokyung Hahn

Seoul National University/Seoul National University Hospital

The review evidence so far...

it “Efficacy of acupuncture as a
treatment for tinnitus: a systematic
review” Park et al 2000

m“inconclusive”

&t Effectiveness Bulletin, Centre for
Reviews & Dissemination, 2001

m“ineffective”

—B-




Single case designs: N—of-1

# Single case designs....have the advantage
of
m “...patient acts as their own control”

m “...adaptable to the clinical needs of the patient
and ... approach of the practitioner”

= “...do not mask individual change”
m “...feasible”, «...cheap”

Aldridge D. “Single case research designs” 1993

—B

In conventional medical
research:

# N—-of-1designs are usually....
= Multiple cross—over
= Randomised
= Blinded

# To find out whether a particular treatment
is of benefit to a particular patient in order
to make a clinical decision

—B-




Conventional requirements
of the N—of—1 design

# Stable baseline

® Effect of treatment should be
temporary and

# Outcome measures revert to their
baseline levels

—i.e. no “carry—over effect”

—

ABAB Design
c i
Phase A " PhaseB | PhascA _ Phase B
; . Time e : l




ABA Design

0O=-NBGMODONOD
| g

AB Design

GAhAOOND

Baseline
Phase A




An alternative A—B Design

NeaAanmo NGO

. o B J

Hierarchical Bayesian meta—
analysis

# Combines results from individual patients
# Obtains population and individual effects

# Incorporates random variations at both
levels
s Within patients
m Between patients

Zucker DR, Schmid CH, Mcintosh RB, Agostino HP, Lau
J. 1997 Combining single patient (N-of-1) trials to
estimate population treatment effects and to evaluate
individual patient responses to treatment. J Clin

Epidemiol. 50(4): 401-410.




Hierarchical Bayesian Model

D@ 00 ® @ @

R ok =
jY,"l? s; Yz,Sz ------- Yn, Sn
observed .
model ) 2 2
aul’ o-l /uZ" 02 ....... Jufr’ O'“
My adid additional .
level/patient Hy, T
variables

Model

# Observed responses y; from the i
patient at the j assessment

Ry, =0;+g g~ N(0,0’Q

BO; = poi + X,

' X= O pre—treatment,1 post—treatment

® L, - pre—test mean score

® 1, - treatment effect in i patient

~ N(po. 2
/HO ‘L“L Between patient variation (0 — «
Overall effect

Within patient variation




Procedure

® Prior distributions are defined for p,,6:2 and
2
T

® Posterior distributions of p, and p; are
obtained by averaging the conditional
posterior distributions of p, and y; across

the marginal posterior distributions of 12
=
1y~ N(0,10%) Non-informative

o2, ~ IG(0.001, 0.001) priors

Comparing RCTs to N—of-1

RCT N-of-1 Series of
N-of-1in
Bayesian

model

Population

estimate ¢
Individual

estimate \/

v
7
—i-




Methods in this study

# N-of—1 case series

® Six volunteer patients with tinnitus

# 10 sessions of acupuncture provided
m 5 days a week for 2 weeks

# Diaghosed according to TCM and
treated individually

—m

Primary outcomes measure

# Comparing 14 days before treatment
(baseline) to 14 days after
wt Daily Diary:
m Loudness
m Pitch
m Waking hours affected
m Sleep




The patients

Patient Age M/F Duration of
tinnitus
A 35 M 2 years
B 79 M Over 20 yrs
C 69 M Over 20 yrs
D 59 M 15 years
E 32 I 12 months
F 36 M 9 years
Daily Diary:

Loudness of tinnitus

Reduction in loudness

—a—
o
—a—
——
——
T
- = ¢ BT
6 -4 2 0 2




Daily Diary:
Pitch of tinnitus

Number of waking hours affected

Reduction in level of pitch
——
—a—
—a—
[ I I} | ’ - | |
8 6 4 -2 0 2 4
Daily Diary:

Number of waking hours affected

10



Daily Diary: Quality of sleep

Reduction in impact of tinnnitus on sleep

Potential advantages of this
approach

# Population benefits:
m Data can be accumulated as part of everyday
practice
m May better represent “effectiveness”

m Generalisable to clinical setting
# Patient benefits:

m Better understanding of patient variability
s More able to predict individual responses

—i-
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Discussion

# Yet, consideration for auto-

correlation (the data within each
phase should be independent) need

to be resolved

# May include additional level/patient

variables

—i-
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Sham needles:
proper placebos for
acupuncture research?

Hi-Joon Park, KMD, PhD

Department of Meridian & Acupunture
College of Korean Medicine
Kyung Hee University

Hierarchy of evidence

More “causal” research methods

1. Meta-analyses & systematic reviews

3. Randomized controled trials
with non-definitive results
— 4. Cohort studies

— 5. Case-control studies

6. Case-series & case-reports

7. Expert opinions, In vitro
& animal studies
Less “causal” research methods

www.cebm.net/levels_of _evidence.asp
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A spectrum of treatment factors

Characteristic effects (specific effects of
the intervention)

_|_

Incidental effects (placebo, non—specific,
context effects)

Application of randomized controlled

design to trial of non-pharmaceutical
intervention such as acupuncture

Tregtment factors Effects in each group Measured characteristic | |Tofal characteristic
y N therapeutic effect || therapeutic effect

ntervention group Control group (difference between

the two groups)

ilental e s o ; i |
inciden tal elements therzpetic effzc |
the inte ns. ——|

Characteristic elements eq needling ‘-»- I [
i X Characteristc ([ — Undelected ||/
Indivisible ct‘.a:acterlshnanr‘iﬁ‘”‘ % fspecific) efect { [ ;} characteristic |

talking (placebo) effect
Nature s 0f Effects not related
towards the mean. ete B to treatment

Paterson & Dieppe. BMJ 2005;330:1202-5.
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Sham needle vs. inert pill?

e A validated sham acupuncture device has a
greater placebo effect on subjective outcomes
than oral placebo pills.

Kaptchuk et al. BMJ 2006;332:391-7.

Types of placebo techniques
used in acupuncture RCTs

e Needling of true acupoints that are
inappropriate for the condition being studied

e Needling of non-acupoints
e Noninsertion of needles

e Sham acupressure

e Sham electrical stimulation
e Minimal acupuncture

e Sham needles

Vickers. Eval Health Prof 2002;25:421-35.
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Appropriateness of controls ?

e |t depends on
“What is your research question?”

e Then, choose the type of controls that has;
- No physiologic effect
- Identical appearance
- No different credibility between groups

Streitberger’s placebo needle

1, needle handle; 2, needle;3, plastic ring; 4, adhesive plaster;
5, blunt tip of the placebo needle; 6, sharp tip of acupuncture needle;
7, skin; 8, dermis; 9, muscle.

Streitberger & Kleinhenz. Lancet 1998;352:364-5.
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Streitberger’s placebo needle;
validation study

e 60 acupuncture naive healthy volunteers
(F:M=29:31)

e In a cross-over design, 90% of volunteers felt
penetration with real needle and 79% did so with
placebo needle.

e 22% of volunteers felt a dull sensation with
placebo, while 57% did so with real needle.

e VAS score for pain was not significantly different
between real and placebo acupunctures.

Streitberger & Kleinhenz. Lancet 1998;352:364-5.

Streitberger’s placebo needle;
RCTs

Kleinhenz Rotator Cuff Tendonitis |52 | A superior to S in Constant-
(1999) Murley score (p = 0.014)
Streitberger | Chemotherapy-Related NS, 61% failure in A, 64% in S
(2003) Nausea & Vomiting (p=0.82)

Streitberger | PONV (gynaecolo-gical | 220 | NS, 43.4% failure in A, 50.9% in
(2004) or breast surgery) S (p=0.27)
NS between application before
(p = 0.56) and after (p = 0.44)
induction of anaesthesia
A superior to S in vomiting
within 24 hr (p = 0.03)

Linde (2005) | Menstrually
Related Migraine

Lee H, Kor J Meridian & Acupoint, 2006: 23, 95-110




Park Sham Device

L T e ——
DS (€ Sizectd copaan  Wndictont by oo,

Park et al. Acupunct Med 1999;17:110-2.

Park sham needle vs. real needle

fInsertion

2013-08-23



Park Sham Needle; Credibility study 1;

-Is sham needle indistinguishable from real one?
“Did you receive real or sham acupuncture?”

e

Park et al. Acupunct Med 2002;20:168-74.

Park Sham Needle; Credibility study 2

“does sham needle elicit de-qi sensation?”

—_Judgment No de-gi Total
Needle

Park et al. Acupunct Med 2002;20:168-74.

2013-08-23
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Park Sham Needle; Credibility study 3

“Which factors influence the applicability of sham
needle?”

e 2 randomised, assessor-blind, cross-over trials in
acupuncture experienced subjects.

e LI4 trial; significant difference between real and
sham needles in terms of perceiving penetration and
de-qi sensation

e BL23 trial; sham indistinguishable from real

e Potential factors that influence the applicability of
placebo needling include patient’s knowledge and
experience of acupuncture, acupuncture point
selection, the visual impact of needling.

Tsukayama et al. Clin J Pain 2006;22:346-349

Park Sham Needle; Credibility study 4

“|s Park sham needle good enough to blind
acupuncture naive and experienced Chinese
subjects?”

e Randomized, subject and data collector blind
controlled trial

e Sham needle seems to be capable of blinding both
acupuncture naive and experienced subjects.

e Subjects’ experience and even indirect knowledge of

acupuncture sensation may reduce the degree of
blinding of the sham needle.

Zhang et al. from the 11t Annual symposium on complementary health care 2004 Nov.
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Park Sham Needle; RCTs

Acute Stroke 116 NS
More severely disabled had more
significant benefit from real
acupuncture
(p = 0.034)
41

Yin Hypertension A superior to S in both systolic (p
(in press) = 0.013) and diastolic (p = 0.049)
blood pressure at 8 weeks

Lee H, Kor J Meridian & Acupoint, 2006: 23: 95-110

Fink’s sham needle
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Fink’s sham needle; validation study

e 68 patients with tension-type headache

e Patients unable to discriminate sham from real
acupuncture

e 84% of patients felt de-gi while 34% of sham
group did (p <0.001).

Fink et al. Forsch Komplementarmed Klass Naturheilkd 2001;8:368-72.

Fink’s sham needle; RCTs
Author (yr) - Results

Chronic tension-type NS at any measurement
headache
Karst Chronic or episodic NS at any measurement
(2001) tension-type headache

Karst Alcohol withdrawal NS

(2002) Fewer withdrawal
symptoms on day 14 in A

(p = 0.045)
Chronic post-stroke leg |25
spasticity

Lee H, Kor J Meridian & Acupoint, 2006: 23, 95-110
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Conclusion

e Streitberger, Park and Fink sham needles have
been adequately validated and usually
successful in achieving patient-blinding.

e The results from the RCTs so far support to
sceptics who believe that the clinical effects of
acupuncture are not more than a placebo
response.

Sham needles,
what are they controlling for?

e They control for needling (insertion) per se
but nothing else.

e Several disadvantages to sham needles include;
e needling technique is significantly interfered.
e accurate point location is difficult or almost impossible
and the device is not applicable to all acupoints.

e attaching the device to keep the needle in place is time
consuming and may lessen the effect of verum
treatment.

11
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Appropriateness of controls ?

e |t depends on
“What is your research question?”

e Then, choose the type of controls that has;
- No physiologic effect
- Identical appearance
- No different credibility between groups

Other considerations

e The use of placebo or sham controlled trial
design will not therefore detect the whole
characteristic effect and may generate false
negative results.

e Other approches such as randomized pragmatic
designs may be more appropriate and rigorous.

Paterson & Dieppe. BMJ 2005;330:1202-5.
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Similarities and differences in
selection criteria and technique
between of local and distal
acupuncture points

§ . 4

Lee Seung-deok, KMD, PhD,
Assistant Professor of Acupuncture
%.. Moxibusition, Department of
Acupuncture & Moxibustion, Division
of Neuromuscular Diseases, Dongguk
University School of Korean Medicine;
Gangnam Korea-medicine Hospital

Background




Acupuncture

—
i

Clinical trial

THAT'S ODD... Y NECK SUDDENLY %
YEELS BETTER.-

.
(Z ig
( 'l:
Ry .

Xy

WHAT YOU SHOULD KNOW ABOUT..

GLINICAL TRIALS




Factors influencing effectiveness
of acupuncture

Acupuncture points or sites

Characteristics and dimensions of the needles used
Type of needling technique

1) Direction

20 Depth

3) Type of stimulation

4 Degi sensation

5 Duration needle left in place

Frequency of acupuncture treatments

Total number of treatments over what time span

Acupuncture points

Three categories

— Meridian acupuncture points
— Extraordinary points

— Ashi points




Function of acupuncture points

Three categories

— Proximal curative effect
— Distal curative effect

— Special curative effect

Selection of acupuncture points

Three categories

— Local points selection

— Distal points selection

— Symptomatic points selection




Objective

Investigate and characterize
perceptions
— Selection of acupuncture points

— Among expert of KMD(Korean Medical
Doctor)
— Similarities and differences
» Distal points
» Local points




Questionnaire

Background of experts
Type of acupuncture practice

Local points vs Distal points

1) Effective conditions

Ineffective conditions

Criteria of selection

Effective acupuncture points

Effective acupuncture technique

Depth of needle insertion

Confirmation of Degi sensation

Method of Confirmation of Degqi sensation

]
2
( 3_'
a
5
@
8

Design & Setting

Design
— Self-administered questionnaire

Setting

— Annual acupuncture conference of Korea
Acupuncture and Moxibustion Society (KAMS)

Participants

— 114 Members of KAMS

Korean Medical Doctors
— KMDs with a acupuncture practice in Korea
— Residents and specialists in acupuncture
— Residents in other practice specialties




Response Rate & Analysis

114 Questionnaires

— Response Rate
91(79.8%)

— Analysis
88 (77.2%)

Results




Background of respondents

Type of acupuncture practice




Effective conditions
-Local points-

Regional disease 26.0
Disease of locomotor system 20l
Neuralgia or Palsy 11.1
Chronic . non-inflammatory disease 1.3
Acute inflammation disease 6.0
Aponeurotic channel or meridian disease 3.8
Disease of ear, nose and throat 17
Disease of digestive system 1.3
Sprain, contusion, trauma

Uncured by treatments of basic cause 2.6
All kinds of disease -7
Local acupuncture points not used 33
Total

Effective conditions
-Distal points-

Non-regional disease
Non-locomotor system disease
Locomotor system disease

Painful disease

Meridian disorder

Zang-fu viscera disease

Central nervous system disease
Uncurable disorder using local points
All kinds of disease

Total




Ineffective conditions
-Local points-

Other disease except for locomotor disorders
Severe injury or inflammation

Symptom of indeterminate origin
Chronic disorders

Fearfulness

None

Don't know

Etc

Total

Ineffective conditions
-Distal points-

Contusion, Sprain or Trauma

Severe deformity or injury

Chronic regional inflammation

Static blood

Symptoms of Insensitivity or paralysis
Erroneous syndrome differentiation
Lack of explanation

Non-immediate effect

All cases of disorder
Total

10



Criteria of selection
-Local points-

& Response points such as Pressure pain, tension
& Diagnosis of western medicine
[ Traditional theory of meridian

! Nerve pathway of the affected area

Criteria of selection
-Distal points-

mote body's natural healing abilities
I Especially effective acupuncture points
= Other theory
¥ No response




Effective acupuncture points
-Local vs Distal points-

i WS PRI T 0k R

# Local points = Distal points

Effective acupuncture technique
-Local vs Distal points-

According to case analysis | —

Special needling technique [Tt w Local points lﬁDﬁistaI poin

12



Depth of needle insertion
-Local vs Distal points-

[y, =1 I IS
{ ™ Local points  m Distal points

Confirmation of degi sensation
-Local vs Distal points-

W 28] S0

= Local points u Distal points

13



Method of Confirmation of Deqi
-Local vs Distal points-

4 Local points @ Distal points

Other consideration

Local points vs distal points

— The greatest differences
» Effective conditions
« Ineffective conditions
» Criteria of point selection
Use-technique
Depth of needling
— Some difference
Frequency of Degi sensation
- No difference
Method of detection of Degi sensation

14



Conclusion

Effective conditions
Points selection
Techniques

Acknowledgment
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from Japan Society of Acupuncture and
Moxibustion (JSAM).
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An Face-to-face Survey of Korean

Oriental Medical Doctors:
“How do they prescribe the acupuncture

points for knee osteoarthritis patients?”

Yong-Suk Kim, Sang-Hoon Lee,
Jung-Chul Seo, Seung-Deok Lee,
Sun-Woong Kim and Sun-Mi Choi

This study was supported by the Korea Institute of Oriental Medicine, 2005.

Acupuncture is
the Art of Healing

4 &

) oftae s.
( o
\ 5

RCT's are about 50 years old, while
acupuncture is 5000 years old.




The development of
new clinical research design
suitable for
the individualized procedures

How do treatments reflect
common practice?

» Literature reviews
 Reviews of clinical records

« Surveys of practitioners




Surveys are best at telling us
what is there rather than
how or why it got there

E-mail survey
(self-completion questionnaires)




Telephone
interviews

Face-to-face
interviews

Methods

* The questionnaires development

— 4 professors and 10 resident doctors
— 28 items

* Subjects

— 72 KMDs, who answered to prefer remote acupuncture prescription

at previous telephone survey

* Face-to-face survey

— Responses were used only for the purpose of completing this

research, and were completely anonymous and confidential

— The entire questionnaire took ten to fifteen minutes to complete.




Questionnaires

1. How many years have you been treating patients for
osteoarthritis of knee?

2.  When diagnosing OA of knee, which standard symptom(s)
do you look for?

3.  When you treat patients with knee pain or osteoarthritis of
knee, by what criterion do you select the needle insertion
points?

4. When you use local point selection pattern, by what
criterion do you select the needle insertion points?

[ Check no more than two.]

5.  When you use distant point selection pattern, what
examination procedures do you follow?

6. When using distant point selection method, what
differential symptom characteristics do you look for?

7. In distant point selection, Which Five Zang Organs and Six
Fu Organs symptom differentiations do you look for?

8. In distant point selection, which side of the body do you
prefer?

9. In distant point selection, which needle insertion points do
you prefer to use?

10. In distant point selection, which of the five-shu points do
you prefer?

11. In distant point selection, what is your preferred standard
for choosing among five-shu points?

12. In distant point selection which are the specific preferred

points other than five-shu points?




Questionnaires

13. Of the available methods for reinforcing and reduction of
manipulation, which do you most prefer to use with five-
shu point and Sa-am acupuncture methods?

14. In five-shu point or Sa-am acupuncture method, what is
your preferred standard channel or meridian?

15. In Sa-am acupuncture method, which meridian do you
mainly prefer?

16. In Sa-am acupuncture method*, what is your preferred
standard for choosing among reinforcing and reducing
manipulations?

17. Approximately how many needles do you use with local
point selection method?

18. Approximately how many needles do you use with distant
point selection method?

Questionnaires

19. When inserting needles, how do you determine the arrival
of qi?

20. When inserting needles, which method of confirming
arrival of qi do you prefer?

21. How do you determine the duration of needle retention?

22. When treating OA patient, how many treatments weekly do
you consider optimal?

23. How much time usually elapses between treatment onset
and appearance of observable change in osteoarthritis of
knee condition?

24. How long is it expected to accomplish a cure of

osteoarthritis of knee condition?




25.

26.

27

28.

Questionnaires

Which evaluation criterion do you prefer in making a
determination whether a patient’s osteoarthritis of knee
condition is improved?

When treating osteoarthritis of knee with acupuncture,
which other therapy(ies) might you sometimes use?
Which treatment or therapy other than acupuncture/
moxibustion do you prefer for osteoarthritis of knee?
From your experience treating osteoarthritis of knee,

describe the representative case where your treatment
was considered most effective.

Result




Subject

Response Ratio Sex Ratio
7"“ 1%

93% 89%

[1Response B NonrespohseJ (I Male M Female

Experience Duration

29

18

Less than 5 to 10 10to 15 15to 20 more than
5 years years years years 2Qyears

Average duration : 13.5 years




Diagnostic Symptoms of Knee
Osteoarthritis

Pain of
Knee joint

27%

Palpable
Tenderness 12%
at Knee joint

Swelling &
Deformity

Pain while
using Stairs

Needle Insertion Points

Both local point selection
& distant point selection

Distant point

68%




Principle for Local Acupuncture
Points Selection

Other

Ashi point
Mordern style
anatomy

1%

Traditional
palpation
& Pulse theory

Diagnostic Method for Remote

Acupuncture Points Selection

Listening & Radioactive &
Smelling Physical exam

Abdominal
Inspection

Interview

14% ' Tongue 3%

29%
Other 8%

Papation &
pulse-taking




Principle for Distant Acupuncture
Points Selection
Other

Both methods

KM

Channel Theory

Five Zang Organs
& Six Fu Organs

Taget Organ

O Liver

B kidney

m Spleen

O Stomach

B Heart

H Gall Bladder

B Bladder
OLung

Small Intestine
O Large Intestine
@ Tripple energizer
= Vital gate

W Pericardium




Side Selection for
Distant Acupuncture

Other

Affected Side

Healthy Side

Both Side

Needle Insertion Points

.

J Five-Shu point
W Sa—-am
acupuncture

B Dongzhi
acupuncture

O Select specific
points

@ Other

12



Preference of Five-Shu points

O Ying (spring)

B Shu (stream)

H Jing (well)

OHe (sea)

H other

Basic Theory for Five Shu Point
Selection

The Ling Shu

in chapter 44

The Nan Jing

The Ling Shu
in chapter 2

26%

Other




9%

9%

el e
s i =

Selection of Acupuncture Points
except Five Shu Points

B Other

B Back-shu

® Lower—he (sea)
OXi (cleft)

B Eight influential
B Yuan—primary

Direction of the needle
tip orientation

Other
1%

rapid and slow insertion
& withdrawal of the needle

271% | O Luo—connecting
0 2 4 Total N = 11
Needling Technique

Keeping the needled acupoint
open or closed

Number of manipulations

Twirling and rotating
the needle

| Lifting and thrusting
the needle

Means of respiration




Method of Selection for Five-Shu
point or Sa-am Acupunture

O Location of the lesion

29%
43%

B Zang & Fu organs

M pisoase cause d by Disordar of This
Channel & Disease of Viscara Connecting
with This Channal

O Lesion and Zang & Fu
organs
(] Zang & Fu organs & Disease caused by
7? Disordar of this Channal & Diseasa of
(=] Viscara Connacting with this Channel
B Losion and Zang & Fu organs and Disease
caused by Disorder of this Channel &
() Disease of Viscera Connaecting with this
5%

Channel
m Other

12% 09, \ o9

Main Meridian for Sa-am

Acupuncture
15%

10% O Liver
B Stomach
1 4% 5% HE Spleen
N 39% |OKidney
/ 3% |E Gall Bladder

=== | 3% |MHeart

\ 3% |HLung
39% |0 Small Intestine
@ Large Intestine
17% O Bladder
@ Triple energizer

24%

15



Standard for Choosing in Sa-am
Acupuncture Method

Reducing Manipulation

Reinforcing Manipulation

Chronic or Weak Feature
of Symptom & Pulse

7

Acute or Strong Feature
of Symptom & Pulse

Constitution

—

Constitution

Weak Feature of Kidney
at Bone

Tenderness & Painful Site 1

Dongibogam &
Sa-am-chim-gu-jungjun

Sa-am-chim-gu-jungjun 1

Tenderness & Painful Site

No answer

57

Degree of Disease

Eight principle pattern
identification

No answer

52

Number of Needle

Local point selection

Distant point selection

4 6 (9.1%) 4 20 (30.3%)
5 6 (9.1%) 2 10 (15.2%)
8 6 (9.1%) Other(1~10) 35
Other(1~15) 25 Mean Number 4.1
Mean Number 5.4




Confirming Arrival of Qi

[0 Both Local &
Distant

45% _
H Only Distant

B Neither Local nor
Distant

O Only Local

E No answer

2%

6%

Method of Confirming
Arrival of Qi

32% O Heaviness & Tension felt
at the Needle by

Acupuncturist
H Vebal Indication by

Patient

| Visible facial Indication by
Patient

O Hand Pressure applied by
Acupuncturist

More than One Method

10%

B Other

2%

10%




30 r

25

20

15

10

Duration of Needle Retension

%
* m

52%

Y

i

Total N = 66

O without Retension

B Less than 5 Min

B Between 5 & 10 Min

O Between 10 & 15 Min
@ Between 15 & 20 Min
B Between 20& 25 Min
H Between 25 & 30 Min

O Longer than 30 Min

@ other

Frequency of Treatment in a Week

60
50
40
30
20
10

0

1-2 times

3-4 times

5-6 times
Total N = 66

18



40

35

30
25
20

15 |
10 [t

Duration expected for
observable Change in OA

.
[— ]

[J Less than a
week

B 1 to 3 weeks

B 3 to 5 weeks

[05 to 7 weeks

B no answer

Total N = 66

Duration expected for Cure of OA

30
2h
20

15 ¢

10

1to3
weeks

3tobh
weeks

5to7 7to9 more than
weeks weeks 9 weeks
Total N = 66




70

37.2% Patient response to questions

60 |
50 |
40 |

Improvement Criteria

about pain experience

2 6% Practitioner’s empirical
observation-based opinion

24, 4%
Measurement of ROM
Application of other
practitioner-preferred scale
m - Application of VAS scale
6"/ : |
- m Other Approved standard scale

Total N = 164

Co-intervention with Acupuncture

27%

Treatment
%1%

O(Direct / Local) Moxa
90/ m(Direct / Distant) Moxa

9 B (Indirect / Local) Moxa

1 % o(Indirect / Distant) Moxa

| (pricking & Local) Cupping
®m (pricking & Distant) Cupping
m(Local) Cupping

O(Distant) Cupping

20°A @ External Therapy

OHerbal Medicine

@ Herbal extract medicine
mother medicine

mBee venom acupeint injection

@ Acupoint injection of other
type

o mother treatment type
64% Total N = 163

20



19%

Co-intervention with Acupuncture
Treatment

OIcT

22%

H Ice Pack
o
6 A’ H Exercise
B Ordinary Life
1% 24 % Total N = 162 Behavior

9%
B TENS
M Ultrasound,
Ultrashort wave,
o microwave, etc.
9 A O Hot Pack

Korean medical doctors preferred to use five transport
points, especially 'spring point' or 'stream point’, on the
contra-lateral side of lesion and that the main affected
viscera was liver.

Five transport points theory was mainly based on
'Nanjing' and 'Hwangdi Neijing'.

De-qi sensation was identified by doctor and patient’s
feeling.

This study showed that Koran medical doctors prefer to
follow the Korean traditional acupuncture methods
respecting the old classic principles.

And these results can guide us to develop advanced
clinical trial protocols more close to acupuncture
practice; individualized acupuncture treatment protocol.

21
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Multi-center, A Randomized, Single-Blind, Two amm,
Parallel-Group Study to Compare the Effectiveness of

‘Individualized acupuncture’ with one of ‘standardized

minimal acupuncture’ in Korean and Japanese patients with

Knee Osteoarthritis (Phase V)

Objectives

Primay Objective:

To deternune whether individualized acupuncture provides greater
pam relief compared with standardized minimal acupuncture in
patients with osteoarthritis of the knee.

Seconday Objective:

To determine if mdividualized acupuncture has more change in
pain. stiffness. physical fimction of knee (WOMAC). compared to
standardized nunimal acupuncture at 6 weeks and 6 months.

To determune if individualized acupuncture increases average
Quality  of Life (SF-36) compared to standardized minimal
acupuncture at 6 weeks and 6 months.

To determune if mdividualized acupuncture increases average joint
function (LFI score) compared to standardized minimal acupuncture at
6 weeks and 6 months.

To deternune 1if individualized acupuncture increases average
physical  function (HAQ) compared to standardized nunumal
acupuncture at 6 weeks and 6 months.

2013-08-23



— Eligible

Washout

| ’ Screening
Period

Randomization

v = T

I |

L Individualized acupuncture Prescription by diagnosis acupuncturist

i' Individualized |

—
i | Grol |
i ; ‘ Acupunciure Treatment acco fo the
randormuzation resuds by trea ! acupun crunst
3 Weeks E

Assessment &

Acypuncturs Tre gt
1anaomization resuts

raing to the
tment acupun dtunst

| Individualized acupuncture Prescription by diagnosis acupunciurist

dard
Group

— Assessment
Svems |4 3 B
1l . Follow up

D Orthopedist
Vital Signs
Medical History
VAS
Physical Examination
N-rav
Laboratory test

Inclusion and Exclusion

(@ Evaluation: Korean Medical Doctors or Japanese acupuncturists
Vital Signs
VAS
WONAC
SF-36
LFI
HAQ
(@ Diagnosis: Korean Medical Doctors o1 Japanese acupunctunists

Diagnosis will be based on traditional Korean and Japanese medicine

Selection of acupoints and manipulations

@ Intervention: Korean Medical Doctor or Japanese acupunctunist

Intervention according to the diagnosis in the randonuzed group

2013-08-23



Criteria

e Inclusion Criteria

e Exclusion Criteria

e Withdrawal Criteria

Randomization and
Stratification ?

2013-08-23



Intervention

Descripaon

Acupuncrars
monale

Stvle of acupwnciure

Indviduniized acupuncmure

Rationale for teatment amd isdividualizagon f wed

Tradmonz! Koraan Medicne mendian theory to wex kosse
Jout pan. known 25 the "Bi” syndrome

Literature sowves to qustifv ratomale

S TUGUd

racen Beling

Neadimg detils

v

Foints used

Selecuon ¢ local pomts ameng 13 lec
ACEPOIT Podls:

Xrvamggzuen [GB33). Yemginquen [GB34] Yilisquen [599]
Nigum/LIVT]. Qugnan/LIVE]. Xuehm[SP10. Limngg
Dubi  [ST35].  Zusanb[ST3¢]. Wembong[BL40], Es
[EX-LEY], X EX-LE5]. and Ashi pomnt i collatena]
hgwnent wexs on mendemns that maverse the arex of pam

If both kness wers affacted 5 needler ware muemted in ench
leg

cupamts pool

Selection < disal poms among 8 dnl scupoints pools
Ganshu[BLIS]. Shensku{3123] Ewmiun (3L60] Xwarbane
{GB39]. Smyimmo [SPS]. Xmgzpan(Livl), 41] and Tax

[®

If both knees were affacted < neecles were msemed m the
[esa-affecred sids

All panents have o be meatsd with @ selecton of pemmtred
local md &l points. winch must be selacted accerding to fae
pancpies of mdvoce! Eorem and Japmese medicme by
expenenced KMD or acupumeransss

Izservention

liem

Deicrption

Nesdimgz derads
(Contimmed)

Needle bpe

Pre-packed, stenle. diposable 50w -035m nesdlas
Depéir. of msernon

Imervention  EMD  or Jepmm  mupmenmust  accomphsh
supuzcnze according to the acpumcrwe  dewrpnon By
dexgnosts EMD or Japm 2cupimesmst
Revpomses elicited

All pricpenss in the Tesmmem gowp achieved te "DeQi
senanon, & kel wensanon of aness, Dumbness, sorensss
o paresthesa fam accompenmies the insemion and mmaspulaton
of needles dunng cupICTTE 3 MCUPOIS
Needle somulation

Dugoows KMD or Jopmn scupumcnmst ordess @ needing
tectuque on the hesis of “On Goveung the Nesdles, m

Mellow Emmperers Canon bwemal Madicme)

Interversion KMD or Jopen poupumcnzst sccomplily the
needime teckmaue sccordng to the scummcnme descmption By
diagross EMD or Japmn acupmcnimst
Electre acupuncrare
The nsadles m Jocal pomts are summinad accordmz w0
method, Mix. fequency. Low 1 High 30, ad ourrmge. L %y
PG-306 pulse generztor (Suzuk: Ivoki Japen)

Needle retection tune

20 cumstes

Treatment regoren

Number of treatment seusiom
12 sessioms
Frequency of treatment
Twace @ week: Tuesdsy = 1 dev. Thursdey = | day

Co-mrervenions

Other interventions
Notzmzng 15 dome

Pracntoner
rarkgound

Duntioz of mlevant trummg

More tham 1 yeers m Feoreen medical hospatel
Length of clisical experience

More than 1 years m Korenn medicel hospiral
Expertice in specific condizon

Complanon of the fistver readents coun
and mombustion of 3 years expenence of aupumnTe f
osteenihnts i cknse

2013-08-23



Inservennan [tem Dascrptien
Intended effect of control interventon and i appropristeness fo
retearch question wmd, f appropriate, blinding of pardcipants
[ seems that sundardized mimmal acupumchore as conmol
intervencon alse may have pouinve owcomss although less than
doss indnidualized acupuncnze
sundexdized mmimal aCupunchite i
Explamations given o patient of teatment amd comtol
intervenson:
Panents are anformad m fhe smdv as follows: Tn thy 5
defferemt types of acupwmcrure will be compered AL ty
the actpumcnos Taumens usad in knee 0A  E ope has
5 been associated with positve outcome in chrucal stadies
Coamol .
mtervemon(s) - 2
Details of control intervenson
- Points med
5 local powns
Yarzbinquan [GB34] Ymbnquaz [SPP]. Zhasaal [
Dubt [ST35). Xiyan
If both knses wame . 5 neadles wara inserted m each
lez
4 dstal pomts
Embz [BL6Y). Xumsbonz [GB3S]. Sacymjmo [SPS) emd
Tam (K
The same pornss ave memed for each affecred lag
If btz knees were zaffected <+ peadles were miemed m the
lesser-afacted wide
Insnvention Trem Descrprien
- Neadle tpe
Pre-packed, stenle, disposable 40wy -0.35m nasdles
- Depth: of imerton
Intervertion FMD of Japan acupuncnumst. imserts aeadies into
e subcutansous laver with the Aoz
The resdles should be placed sbowmnecusly
- Respomes elicited
Da qU and mamual stmmixion of the meedles should be
avoided  All acupimcnmrists werz mamed to apply minmmal
Conrol scupurcnme and recaved 2 videotape snd a broclure showmg

IntRIVentions)

{Coatimmed)

detziled mformauon oo minimal acupuncume

- Needle retemtion nme
20 ummes

Soure: fhat justfv choice of commol

Beman  bas  idennfiad the effecuveness of swndardized
minimal acupunchura for kese OA with the 2% acupolnts in
"Btfectivencss of Acupuncture »s Adjuoctive Theroy in
Osteosrthritls of the Enee: A Rundomised, Cortrolled
Triel’ Anomls of Frteros] Mefcon, 3004 141 501-10
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&5.1.1. Primary outccrme measure

The primary outcome measure is participant pain rating based con a 100 mn VAS,

6.1.2. Secondary cutcome measures

3. Physical function was evaluated by the Health Assessment Questionnaire
(HAQ)

Sample size and Power?

Statistical analysis ?

2013-08-23
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paiod Screening . ening
Period Active Tres Peria crive Treatmes
‘e Washt ont Acny Teatment niod et o Active Treatment
6 3 N
Week 2 | 2] s 4 s Week .2 O I S T 5 5 !
End l i
4|6 1] 13 1|6 0| |
Visit I . 2 i 8|9 12 1% i |3 & 3 [z
s |7 i I i ! E e I T N
| |
phone S | 1070z VAS X - —
screcinng . | —
z o _ ! WOMAC pain | X — = -
Informed Consent | X | = Toag [ |
= L | | | X X | % | &
Panent Edneation X — - | 1
el | x X x|
Past Hivony % 1 | = T
— iR | X X X|X)|
Injection or Drg | _, | ! i {
X SF-36 X X X|x
Histary 3 Sas | 1
= adverse  events
x X X ™ 5 X EE
— o Documenmation
Xeray X o
Maskng X
Labosarory tesr” | X x| %
— = Acupracnue .
X
X
Order
NSATD: Hold
x oo SIS
TInchision % x
Exchision =
Randonuzation X
Traduional
Korean and |
Japi X X
syndhome
diagnosis
Vil S X —
T.Z.1. adverse svenis
Event Yes | Mo Comment

Neacle lost oz forgorten

Admmismation
Panant forgotten o trentment ToDM

problems

Broken reedle

Skin nfacnon

Blissar following mowbuston
Appleruon

Neadle allerzy
MNesdle-si pam

izte problems

Hematomma

Caztiovascular | Fammag
Froblems Dazzness

Gavmomtestnal | Neuwe
problems Vamnting

Aznety and pamc
Rage
Relessed emononal stas{suphona)

Neural

and Deprassad emotional
Psychuame newrovegeacve dystonsz
Peohiens Headoche for 3 dovs

Hypemesthesiy wnh mmbness or 3 days

Setzure shomly ofter muernon of nesdles

Drowsiness
Disariennnan
Ganenl Letluergy
Froblems Slesp disnshance

Paent fell asleep dunng meatment

Agpmenon of exsong almens




Others

e Blinding

e Acupuncture beliefs

e Data Management/CRF
o Statistics

e Monitoring

o Informed Consent

e Insurance

e Remuneration
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The 55th Congress of the Japan Society of Acupuncture and Moxibustion in KANAZAWA Jun.16.2006.
The 3rd Japan-Korea Workshop on Acupuncture and EBM

Proposal of clinical trial- design
N-of-1 trials for the individualized

therapy on the knee pain

Meiji University of Oriental Medicine
TAKAHASHI, Norihito.

The 55th Congress of the Japan Society of Acupuncture and Moxibustion in KANAZAWA Jun.16.2006.
The 3rd Japan-Korea Workshop on Acupuncture and EBM

Proposal

We propose to use the n-of-1 design
for the Japan-Korea cooperated clinical
trial for acupuncture and moxibustion
treatment of knee pain.
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The 55th Congress of the Japan Society of Acupuncture and Moxibustion in KANAZAWA Jun.16.2006.
The 3rd Japan-Korea Workshop on Acupuncture and EBM

Reasons
RCT is ---

Difficult to recruit many subjects
in the same time.

Difficult to manage many subjects
with many institutions.

The 55th Congress of the Japan Society of Acupuncture and Moxibustion in KANAZAWA Jun.16.2006.
The 3rd Japan-Korea Workshop on Acupuncture and EBM

RCT and integrate N-of-1

| RGT Same treatment, same period

jects Randomly e d  Result".. “rom
| i control ©
Generalization
Population
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The 55th Congress of the Japan Society of Acupuncture and Moxibustion in KANAZAWA Jun.16.2006.
The 3rd Japan-Korea Workshop on Acupuncture and EBM

s it possible?

Various N-of-1 trials

(same disease such as knee pain)
Various patients

Various treatments

Various trial periods

Various the trial season

Meta—analysis? === Generalization?

The 55th Congress of the Japan Society of Acupuncture and Moxibustion in KANAZAWA Jun.16.2006.
The 3rd Japan-Korea Workshop on Acupuncture and EBM

Problems

It may incline toward the patient
who is likely to be effective.
(selection bias)

We have to recruit a patient so that there may be no deviation.
(It’ s at random ?)
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The 55th Congress of the Japan Society of Acupuncture and Moxibustion in KANAZAWA Jun.16.2006.
The 3rd Japan-Korea Workshop on Acupuncture and EBM

Problems

Methods to integrating the result of the trials
for an individual and to generalization.

Can the statistics technique for a group divert as it is?

The 55th Congress of the Japan Society of Acupuncture and Moxibustion in KANAZAWA Jun.16.2006.
The 3rd Japan-Korea Workshop on Acupuncture and EBM

If problems were solved ...

It may be released from the difficulty
which manages many patients simultaneously.

Furthermore, more clearly curative effect of
acupuncture and moxibustion may be able to be
discovered.




FROAIZX T HERCT

—ZDTHAVDAREDER —
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Randomized Clinical Trials of
Acupuncture in Patients with
Osteoarthritis of the Knee

—Its Designing and planning order—
Korea~Japan Joint Research
Adviser: Toshiyuki SHICHIDO
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TFHAUDIER

. Bl sk DA
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2. AHBOEZEAH
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(EdEtE (ERM) - Z SR
3. ErE A REME
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QEFZD? ;T INHY A XDEKE
A ZFOH(BREBUHNSEEER BITOERELE)

Procedure

1. Designing Questionnaires and Scales
Pretest: Validity (Face Validity), Reliability
(reproducibility)
2.Control: Mplacebo acupuncture; lacting cause
always placebo effect],
@sham control (minimal acupuncture., except
acupuncture points,..),
@others (Standard Treatment, no treatment...).
Reliability/Validity Test
3.Feasibility (number of subject, technical
expertise,..)
4.Warning against points (allocation concealment..)
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1. =R DFRET

DIEEM - Z A1 ER

Q@QREDE#E (Lk. MibE. |EF. 72%8) S
REOQIERZEHERIIT 2R DEIZLY.

HEEFDHLDHEELIZ12 D,

QBN DEERLS. FIZRLTZEOE DXL

DBEETHLDONEINNLT FEND THBE

A9 5,

1.Examination in Questionnaires

= Reliability (reproducibility), Validity
Test

= Scale (ratio, interval, ordinal,
nominal): accurate choosing & using.

= Example ;percentage change from
baseline should not be used in
statistical analysis. Very risky
variable!

= Translated Oversea Questionnaire ;
need the reliability/validity test.
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1.1 REE D FE (FHiE =)

s SE{TRCTTCO{EAEELEHEME - ZLEHABRNEF
ATWLBEHIDIE.

s REMEROFAERER . DWOMAC (JEHA; izt
Tl ? - #ERERE ; [IBE T 5 EEIT 5 1D,
LIE2RE) . #NEDHATIEIQVAS, --QSF—
36, "

5) FRJOA (B ARERNAF FEH | EEREE) (FRJIO
ARIFk. (SEM - Z U4 MRBRLTLTHEZLL, JOA
[FWOMAC B AR EERR D IRIED Sl - O IE 1B
%ﬁsqi_%%%%l:bﬂﬁg DL ETRIKOMZE

1-1.Examination in Questionnaires

» If foregoing papers, must confirm its
frequency and reliability /validity test.

Selection; WOMAC (Western Ontario and
McMaster Universities Osteoarthritis
Index;only pain/function scale),VAS,..SF-
36

Example; Gonarthritis by Japan
Orthopedic Association (JOA) score; no
reliability /validity test. JOA give up
copyright of WOMAC Japan Edition, new
score JKOM making out.




2. MEBOBEZA

@. FS5+t8; Streitbergerdli. Parki ?
EHE (EBK) - RUMSBRVE, reliability (BH1E)
#credibility ({5 ®&%)
Credibility: HBOO Y [#OAN (A EZESIBLET M 2?2 XY
DOWEBNETH? | =HEBRE - W EMEEME.
@. ShamLEB (B, - ) ; MBI EBEWEEERNHIOTTS AR
HTIEGEL, RORPITHAT 550, RCTIEWIRAMGEEMED H
WERELOT, BREHBEO LB THAMLZDTEDKRELVAR
Do
- JapnImn R G  m e,
DU AR - RS2 ERBRE (Non— pragmatic) L s, o
« SARTABRK. IS5 ERBRELED?
®. TDOM(ATENS, HERR. #MF <) RBRREOESDENICR
725 % 8 (unfair control) D23 : BMICIHECTHELVG T !
» O:HBIHEREOEADRTEMEEI—ETEL,

2.Plannig Control Group

1. Streitberger needle. Park needle. --

Park; credibility & Validity. reliability#
credibility=inter- rater reliability.

Necessary condition; reliability< validity.

2. Sham Control; minimal acupuncture,
missing acupuncture points, waiting list
control,..

3. Placebo: psychological impact to the
experimental treatment+ physiologic
inactivity. ®Non-Insert control? @Acting
causes placebo. @Non-pragmatic
experimental group.
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Treatment factors Effects in each group Measured characteristic  Total characteristic
/ \ therapeutic effect  herapeutic effect

Intervention group Control group  (ference beteen
the two groups)

Characteristic elements e neecling = I

Undetected
characteristic

Indivisible characteristc and }
therapeutic effect |

incidental elements eq credibility of

[ncidental
(placebo) effect

context factors, making meaning,
{alking 2nd listening

he intervention, patient expectations, ~» } e

el Paterson, C. et al. BMJ 2005;330:1202-1205

Streitbergeri(1998)

Eanceti Vol352 .. 364 —5

Needle handle Skin

Needle Dermis

Blunt tip of the placebo needle Muscle

Plastic ring Sharp tip of

Plastic cover acupuncture needle

Figure 1: Placebo needle
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Streitberger needle

Subjects: None had acupuncture
experience, volunteers. :External Validity?

Streitberger needle causes a pricking
sensation.:not inert?

Nearly 40% were able to detect a
difference in treatment type between
needles.(Pain,109,2004)

Underpowered study (Pain, Valid
study ;White et al.2003)

Inter-practitioner reliability is needed.

Streitberger D

= ?ﬁ%ﬁ%liﬂiﬁﬁﬁﬁd)%bﬂ{f?)?fr? :—fi%
e

s StreitbergerMiFITHLY ERIFTREREZEFET
¥, CHITIEB/E T,

s 40%EL D ADHE DBEIATDENE
WM arEE, ( Pain,109,2004)

s Underpower(Valid study; White et
al.2003)

= Inter-practitioner reliability is needed.
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ParkiR (2002)

Acupuncture Med 20(4).168—74

SRR

3. Guide O-Ring, 4. Fark (ube, 5. Flunge, 6. Double sided tape, 7.5kin, 8 Dermis, 9.Muscle,
10. Dull tip of sham needie, 11, Sharp tip of real needle

Park needle (2002)

s Jongbae Park

= Telescopic device

= Validating device by inter-rater
reliability.

= Indistinguishable Real acupuncture

and inactive, for use in Sham-
controlled trials.

s Acupuncture Med 20(4).168—74
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M (A RH)

 BIGERBERICKDNE
i & R - PR ER B FE S RE
HAEBORER. AR
0. BmmUTOAE
HWTIEAARBLEDRE
R DMLY,
ZFCIOBARBE
RCTOTStRiFEL
TEAD

Round skin needle

a needle stuck to
the skin, made in
Japan ( Seirin
Company).

By Our Inter-rater
reliability test,
0.6mm round skin
needle can use
placebo needle.




Real pressed studs(#z )

Lewith and

colleagues(2004

) =S
Chest/125/5/17
83-90.

For Disabling il et el

beneath plaster

breathlessness e e

4 mm square plaster

Witt and Colleagues(2005)

Lancet, 366, 136—43

NNT (Number-needed-
to-treat)

Waiting List vs.
Acupuncture = 2
[95%CI;1.7-2.5].
Waiting List vs.
Sham acupuncture
= 4 [95%CI;2.8-
7.0]

Sham acupuncture
vs. Acupuncture =
4.2 [95%CI2.7-9.3]

2013-08-25

10



2013-08-23

Witt and Colleagues(2005)

Lancet, 866, 136—43

= NNT(Number-
needed-to-treat)

n 5 EANEDO—)L
TIFHADNNTIE2

s #:Shama>ra—)L
(f4de) ZES & DN
NTIZ4. 2

s OAMA—)LRETH
BREDODMENENSD !

BEICEZ B S TOX R

» HROHE: TAREEEDN? |

o M35 vs. TAREIOLETIE. DENEENE
mAHTEEE

= BIZ(SE2EO 1 EEMEH. HHLEE2EED
AR iEHEMASEHE,

« AFAREIZ0. 6mmUTALHEBELMIEL R
Ny,

« (3P e

s (354 RSD) xR

11
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Our Group RCT ‘s Control

= Research Question: round skin
needle effectiveness?

= Acupuncture versus round skin
needle: psychological difference?
And so ..

Experiment group: acupuncture +
real round skin needle

Control group: acupuncture + sham
round skin needle

/‘E‘Jﬁf’fﬁg 3 ,Hﬂ FEﬁ

ROADIRCTIRELEER -
SBERMEE2E 8,

AR (X 8B/,

248—7v7 ;. x7rALLE, $lEShamigd
SHEMRELCIZAE S HIR (Witts, 2005) ,
AERR TR, -+ KEEUEFORILESZE
EE, THEMRESWLUEERLLAL ) 3t
xR,

12



BT I AR

ROAICH T M EH DR ERT—2 (3CHk) a2l o

T T. PilotitB&Z =ML THER.,

ST AR TETETRES,

— B E - #BYRLAIEANOVA:a=0. 05, =4
a9 5&, power=0. 8, R5ItERE=0. 4TI
Em#=16). 3%, (RFEES;0. 5 &3 5L$540
B BREIRIELTHS506], bHAITIREES;
0.\30Ed 5L n=130/5.
BER)REDBRE L HXOERSIE. <70 &
ZL), BEHLELIREES<O0. 5&#TLVD,

Sample size

No literature of acupuncture efficacy for
OA of the knee.

Pilot study for exploratory.

One-way Repeated measurement ANOVA :
a=0. 05, B=4a; power=0. 8. correlation
among the repeated observations =0. 4
(number of reReated points per person=1
6). 3 Groups, hypothesis effect size=0. 5;
about 40/Group,dropout rate
30%=50/G(2 arm)

Recently higﬂ_lh quality (RCT) Acupuncture
literatures: Hypothesis Effect size=0. 5

2013-08-23
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3. EhalgE % (Feasibility)

@D. ZOHEIFREICHESLD ?
mE-BRE-BER-ZOMDTSUEE,

Pragmatic/aals®; B2 RICELL-GRBRT (T B
FHRAMHERTIEALY,

Q. FAKIZEFEZD?: HoTILHALXD

BEHE, MUAHEEE R, REARNE
HERE, THAUEER.

Q. BRELESNDHEMME - AEAE. T 5L
HOFEMME,

Feasibility

= Adequate number of subjects
= Adequate technical expertise

The investigation must have the
skills ,..,measuring the variables, and
managing analyzing the data.

= Affordable in time and money
= Manageable in scope
Problem often arise!

14
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4. fRTAE

= WOMAC (VAS, SF—36) TEEAEIE, TR |
ETB{R#aE | D 218 B 788K,
RERSETIV:ZIERHERARTHLIN L. HER
(BE)PLIUVHER < ABRABDODXBEERZEEMN
R EL TR (EraBo-H0OMRAEY) o ;
AERABENR DT — M DIEERE (R F—0E8R)
KAMEN Z L\ THREMT AT RE, ZHEEREIC(TE Y],
[El)FET ILGEE (Generalized Estimating
Equations): —{E. I[EFT—2M@EZE,

4. Data analysis Methods

Score for WOMAC(VAS, SF-36):
longitudinal analysis.

Multi-centre trials: centre/patients:
random—effect (model).

Mixed effect model suitable for unbalanced
data. number of multi—centre trials,
exploratory imbalance of center.

GEE (Generalized Estimating Equations):
suitable for binary & ordinal data.

15



4_1. ZO4h: Randomization

s BT R LEIELIZ): ZNIXEHTE
HE?ERRFLHREDHERDFERIT?

s EREERFORTEZLTCEEELLTHME
HLEERLTEH. CORERGRIZIE|ITH

s HEEREIREME : S LE|fTLTULVEL 2% (X
LEER (X | TEREIE?

4 —1. others:; Randomization

Do you believe the entry ‘do randomized’
without background factor analysing?

Do you mean significance test in
Background factor?

Even before test, null hypothesis is ture.
Insignificant!

Comparable Possibility?—baseline analysis
-- failure in randomization?—significance
test meaningless?

2013-06-23

16
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4 _,. D1t Allocation
Concealment

s SRR TIMICT ADRERI4
0%1B KEHiE I % (Schulz,1995) ,

» HADREBRMNS FEMRD, B BUED
RERTIE. REICBIYLETONZEEEN
HEREESLTERRBEL., FTIRKDF
+ 4 EchHawthorne _?)J%(,H»ﬂ"f#ﬁl%)jéi
A AERETEDD, (FERNATREND)
hITEEDEEFEESLTELEIYEFS,
SN TSR\ THELIVNEYRIYSS,

4 —2. Others: Allocation
Concealment

» Trials with inadequate allocation
concealment can exaggerate the effects of
interventions by as much as 40% on
average (Schulz et al.JAMA,1995).

We experience the failure of Hawthorne
effect (acupuncture versus no
treatment).: Ascertainment bias

Expectation effect necessarily happen
except using perfect placebo needle.

17
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Treatment Term & Frequency

= By Acupuncture RCT on OA of the
knee,

= Treatment term:8 Weeks
s Treatment frequency:2 times/week

= Follow-up:6 months=. When the
acupuncture a similar efficacy to
sham acupuncture.
Practical & clinically methods, On
acupuncture add in exercise.

= American College of RA.DFZ#iE#E 5
OB Ll L. 30U EDEOIHIEY . 3V
YO EIE,

53 : Streitberger et al. (2004), BMC,
study protocol.

YAAELE  FRT—ICSASHLLESE

BRobEEE IR R RICSSHLIEWNERRS
EhERIAEEZEE B

18
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Eligibility Criteria

= The criteria of diagnosis of OA of the knee
&Age>50, Morning stiffness<30 min.,
repitus on motion).; Definition from
American College of RA.

m Reference: Streitberger et
al.(2004),BMC,study protocol.

= (DInclusion criteria
s <40 years, Signed IC, .=
= QExclusion criteria

= Bone tumor, Acute infection, Acupuncture
treatment of gonarthritis,..

19



Point selection in the
references of Knee OA
research

Department of Clinical Acupuncture’,
Physiology?

Meiji University of Oriental Medicine,
Hiyoshi, Funai, Kyoto, 629-0392, JAPAN

ITOH K., Hirota S*, Kitakoji H,
Okada K?, Kawakita K2

Background

In the evaluation of the efficacy of acupuncture,
important parameters are the stimulation site, intensity
and the modality of stimulation of the needle. For the
assessment of the stimulation site, one can indicate
certain variable, numbers of stimulation sites, and the
location of the stimulation site.

On the other hand, in most previous studies, the
location of the stimulation site in knee osteoarthritis
patients is a traditional acupuncture point around the
knee .




Aim of Investigation

Our main aim in this study was to
examine the widely-used and effective
stimulation sites on osteoarthritis of
the knee.

Methods 1

1. Database search
Medline (from 1966 to 2005)
2. Search terms (@ and @)

@ ‘acupuncture’ or ‘moxibustion’
@ ‘osteoarthritis of knee’, ‘knee osteoarthritis’,
or ‘knee pain’

The search was also limited to ‘humans’ and ‘English’.

* On the other hand, we also searched the references of each
papers. These papers with knee osteoarthritis were included

in this review.




Frequency of use on outcome measure

18
-I 6 PE: physical Examination

HSS: Hospital Special Surgery knee score
14 PPT: pressure pain threshold
LAl Lequesne Algofunctional Index
NRS: Numerical Rating Scale

)]
=
Q
(1]
Y
(@]
o
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£
=
=

18
16
14

Number of papers




Methods 2

3. Effect size

- Effect size is change in endpoint divided by
standard deviation (SD).

Effect size= HE___'WM@EM)

SD

* However, it was not possible to calculate formal effect size
because too few authors reported standard deviation.
Therefore, we analyzed only the written papers of standard
deviation.

Effect size of outcome measure

(number of papers)

HSS: Hospital Special Surgery knee score
LAL Lequesne Algofunctional Index

effect size

WOMAC VAS




Effect size of treatment points

(mean=SD)
(number of papers)

o
o B

effect size
==l N
—< 1 N O W

o
o O,

EX-
ST34 ST35 GB34 SP9 LR3 LI4 g4 ST36 SP6 KI3

GRE) () (BEER)(EER) (KM (848) (MR (E=2)(ZE32) (K5H)

effect size: more than 1.0

controls outcome measure | effect size

CCSERTRn M o3 a1 placebo (EA) | walking times (50 m)
Am J Acupunct; 1999
Tukmachi E et al WOMAC
-t
Berman BM et al
-treat t
Rheumatology; 1999 | 7> WOMAC
Vas J et al
BMJ; 2004

Sangdee C et al
BMC Complement placebo (EA)
Altern Med; 2002




Number of papers

effect size: more than 0.5

controls outcome measure effect size

Takeda W et al
Arthritis Care Res;
1994

Berman BM et al

Ann Intern Med; non-treatment

2004

Tillu A et al : 5

Acupunct Med; 25 | nontkrestmenty NG mE(S0mm)
2001 Climb 20 step

Distribution of effective points
on knee osteoarthritis

SP9' GB34"ST36. EX= EX- SP6 KI3 - LI4  other

(EER) (BER) (B=2) LE4 LE2 (=) (K#) (58)
(MEEIR) (BBTA)




Conclusion

The SP9-GB34-EX-LE4-ST35:5T36
is more useful and effective than the
other points on osteoarthritis of the
knee.

SPO ([&fE R ), GB34 (5% R ), EX-LE4(RRER)
ST35(4EL), ST36(R=E)

Supplement explanation




How large is that effect of VAS?

- v.s. Control (non-treatment): 2 papers
effect size: 1.12+0.49 (0.77~1.4)

- v.s sham: 3 papers
effect size: 0.66+1.03 (0.5~1.3)

- v.s. other treatment: 1 paper (drug)
effect size: 0.68 ST36, EX-LE4, LR8

How large is that effect of WOMAC?

« v.s. Control (non-treatment): 3 papers
effect size: 1.19+0.45 (0.68~1.5)

- v.s. sham: 3 papers
effect size: 0.33+0.72 (0.35~1.1)

- v.s. other acupuncture: 2 papers
effect size: 0.28=+0.01 (0.27~0.28)




Conclusion 2

The standard acupuncture
treatment (GB34,SP6, ST36, ST35,
EX-LE5S) is not more effective than
the other acupuncture treatment
on knee osteoarthritis.




The problems in carrying out the
questionnaire in Japan, that had
carried out in Korea

Meiji University of Oriental Medicine
SUMIYA Eiji

@ The questionnaire survey on the
osteoarthritis of knee that had already
carried out in Korea would be carried out

even in Japan.

@ The content of this questionnaire is almost
same as that carried out in Korea, but it is
changed in order to be suitable for present
acupuncture treatment style of Japan.

@ In this presentation, I will discuss about
the problems in carrying out this
questionnaire in Japan.




1. In present Japan, there are 4 main
acupuncture and moxibustion treatment

styles.

1) based on Western Medicine

2) based on Traditional Chinese Medicine
3) meridian treatment style

4) eclectic style

2. Japanese acupuncturists can infer but
not determine osteoarthritis of knee.

3. Not a few acupuncturist who don’ t know
about the theory of meridian and
collateral or the theory of Yin and Yang
organs well.

4. Many acupuncturist who treat using the
style based on Western Medicine don’ t
understand reinforcing and reducing
manipulations.




5. Many acupuncturist who treat using the
style based on Western Medicine don’ t
understand arrival of qi well.

6. The treatment effect on osteoarthritis is
influenced by the degree of seriousness
of symptoms.

7. And now In Japan, all acupuncturists
can’ t treat using Pricking and cupping
therapy for the purpose of hemorrhage
on the law.

@ The problems in carrying out the
questionnaire in Japan is the above.

@ It will send to and received answers from
1,000 members chosen randomly from
6,000 registration members of The Japan
Acupuncture and Moxibustion Association

by computer.

@ It is thought that the result of this
questionnaire survey will be report in next
opportunity.

@ Thank you very much for your attention.




Effect of press tack needle(PTN)
treatment on shoulder stiffness

Tokyo Therapeutic Institute

Eiji Furuya ph.D

Out line

1. What is shoulder stiffness?
2. Characteristic of PTN

3. Examination design
4. Effect on shoulder stiffness by PTN




Shoulder stiffness

) Shoulder Stiffness is frequently treated with
physical factor gcupuncture moxibustion treatment.

social factor ‘

psychological factor

It is caused by a psychological factor, a physical factor
and a social factor.

We also think that shoulder stiffness occurs by a
reduce of pain threshold and is concerned with
autonomous nerve.

A definition of shoulder stiffness.
Unpleasantness and a strain of trapezius
-These symptoms is improved by a rub or a slight

pressure.

the cause of shoulder stiffness In additional, there are patients with "a stiffness
feeling" without strain.

Medical examination

I do a physical examination to investigate a cause of shoulder stiffness.
for example ;
herniated nucleous pulposus — radiculopathy
Jackson test
Spurling test
biceps reflex
brachioradial reflex
triceps reflex
thoracic outlet syndrom — Adson test
Morley test
Allen test
Right test
Eden test, etc.
When I can find a cause, we must give priority to a decision of diagnosis
of modern western medicine before acupuncture and moxibustion
treatment.




PTN treatment

PTN is used for the purpose of a pain reduce or a to prolong the
effect of regular acupuncture moxibustion treatment.

For example, PTN is used for relaxation of shoulder stiffness in
chronic symptoms.

However, there are few reports that inspected the effectiveness

of PTN itself.
Therefore this study was planned to inspect curative effect of
PTN.

A change of subjective symptoms after treatment was
compared with PTN or sham needle for a shoulder stiffness
volunteer.

This study investigated a clinical significance of PTN
treatment by a randomised control trial (RCT).

PTN and sham needle

0.6 millimeters

sham needle

2005. 06. 05

The length of PTN is 0.6 millimeters. The needle is fixed to plastic. And these
are attached to an adhesive plaster. We can treat to putting an adhesive
plaster with PTN on skin.

The sham needle removed a part of needle from PTN.

This photograph was offered by Dr. Ito of an indication committee.




Method

Subject; volunteers for awareness of shoulder stiffness.
56 men and women totals
the staff and a student of Tokyo Therapeutic Institute.
Screening of shoulder stiffness; a subjective symptoms of fatigue test
(Japanese Society of Occupational Health
fatigue meeting)

Investigation period; from October 10th to November 27th, 2000.
Stimulation method; maximum of 4 tender points
leave PTN or sham for three days

PTN (pyonex) ; Length is 0.6mm.
PTN and sham ; made by Seirin Co., Ltd.

Flow diagram

The recruitment of a volunteer (n=56)

Il
screening of awareness of shoulder stiffness

a subjective symptoms of fatigue test
. 3 people were excluded
Examination object(n=53) visual analog scale (VAS)

i)
randomly divided into 2groups

T

sham group (n=25) PTN group (n=28)
! !
An intervention period 3 days An intervention period 3 days
i} !
The consciousness of shoulder stiffness The consciousness of shoulder stiffness
& VAS (n=25) & VAS (n=28)
l l

An analyzed 25 peaple An analyzed 28 peaple




Results

A subject Sham group  PTN groupe
male 7 8
female 18 20
age (years old) 31.8+9.0 35.1%+11.9
height(cm) 161.0+6.9 162.0%+ 9.5
body weight(kg) 57.1+10.4 57.4*+11.3
duration of

shoulder stiffness (year) 7.7+5.3 9.7+17.8

Physical examination

positive sign

sham group PTN group

6 out of 25 people 9 out of 28 people
Morley test 4 5
Right test 3 5
Allen test 3 2
Eden test 1 3
Biceps reflex 0 1(reduce)
Triceps reflex 0 1(reduce)
diagnosis
thoracic outlet syndrom 1 0
cervical spondylosis 1 1
shoulder stiffness 0 1
muscle pain 0 1




Shoulder stiffness

numbers

50 1
40 -

30 1
o e

20

O PTNgroup n=28 O
@ Sham group n=25 %3 VS. PTN group p<0.01

0
PreTreatment 3 days later

The number of the voluntree reporting awareness of shoulder stiffness after 3 days
decreased from 28 to 12 people in the PTN group,and from 25 to 23 in the sham
group. There was a significant difference between the 2 groups (p<0.01).

The degree of shoulder stiffness
7()““!l in VAS

60
50 -
40 A
#
30 - %
20 A
10 A
O PTNgroup n=28 % PTNgroup VS .Pretreatment p<0.05
0 @ sham group n=25 %% :PTN group VS.Pretreatment p<0.01
Pre treatment imediatly 3 days later

The VAS value decreased in the PTN group from 52.5=20.7mm to 40.5=+22.4mm,and to 34.24£19.7
mm. While in the Sham group from 55.2+17.5mm to 46.5+19.7mm to 45.9+=21.7mm. PTN group were
significant difference between pretreatment and treatment imediatly(p<0.05),and between
pretreatment and 3days later(p<0.01).




701
60
907
401
30
207
107

A classification
by physical examination

positive sign

A PTN group n=9
Asham group n=6

mm
707
60
50
407
307
207
10°

no positive sign

L 3 3

O PTN group n=19
B shamgroupn=19 4 4 .yg pIN pretreatment (p<0.01)

pretreatment imediatly

0
3 days later

pretreatment imediatly 3 days later

The right slide did not have positive sign. The degree of shoulder stiffness decreased by

PTN in 3 days later.

Adverse event

An incidence of advers event; 16.9% (3.8% by PTN group)
PTN group - -+ Feel of sticking 1 person, An itch 4 people

Sham group- -+ Sense of incongruity 1 person, an itch 3 people

% Feel of sticking disappeared by removing PTN.

A cause of itch:; Affixed an adhesive plaster for 3 days.
— If only for one day, it will not occur.




Conclusion

1. “Shoulder stiffness” was decreased with PTN (p<0.01).

2. VAS value of shoulder stiffness decreased PTN treatment
immediately (p<0.05), and 3 days later (p<0.01), too.

PTN stimulated skin area which was controlled by the
nervous system as same as muscle tissue of shoulder
stiffness.

I thought that this stimulation changed the pain threshold
and adjusted autonomous nerve system.

It was suggested that PTN treatment on the tender points
improved shoulder stiffness.
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Safety of Acupuncture
for Knee OA

YAMASHITA, Hitoshi
Committee for Safe Acupuncture
= JSAM

n" o0
S

Published Case Reports on
Acupuncture Adverse Events
in Treating Knee OA

» Woo PC, et al. Acupuncture mycobacteriosis. N Engl J
Med 2001; 345(11): 842-843.

« Kao CL, et al. Pseudoaneurysm of the popliteal artery.
Tex Heart Inst J 2002; 29(2): 126-129.

« Saw A, et al. Necrotising fasciitis: a life-threatening
complication of acupuncture in a patient with diabetes
mellitus. Singapore Med J 2004; 45(4): 180-182.

« QdaT, et al. Experience of treatment for candida arthritis
of the knee. Kansai Kansetsu-kyo Hiza Kenkyu Kai Shi
1997; 8(1): 28-29.

How often? Causal relationship established?




Problems in Safety Assessment
of Acupuncture

1a. Systematic Review of RCTs
1b. Randomized Controlled Trial
2b. Cohort Study (Prospective)
3b. Case-Control Study (Retrospective)
4. Case Series Study
5. Experts’ Opinion, Case Report

iarar £ nieal Fyvidaenca
Hierarchy of Clinical Evidence

1 ol P | - S\
(Level of Evidence)

A Review of Safety Information from
Acupuncture RCTs on Knee OA

» Data Source
— PubMed
— Igaku Chuo Zasshi (Japana Centra Revuo
Medicina)
« Keywords

— acupuncture, electroacupuncture,
osteoarthritis, knee, gonalgia, gonarthrosis

e “Limits” (PubMed)
— randomized controlled trial
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525.

Located RCT Papers

« 11 papers (1992-2005)
1) Christensen BV, et al. Acta Anaesthesiol Scand 1992; 36: 519-

2) Takeda W, et al. Arthritis Care Res 1994; 7(3): 118-122.

3) Yurtkuran M, et al. Am J Acupunct 1999; 27(3-4): 133-140.

4) Berman BM, et al. Rheumatology 1999; 38(4): 346-354.

5) gangdee C, et al. BMC Complement Altern Med 2002; Mar 21;
e A

6) INEFE T, et al. HLHOSAKA 2002; 18(4): 393-396.
7) Ng MM, et al. J Altern Complement Med 2003; 9(5): 641-649.
8) Tukmachi E, et al. Acupunct Med 2004; 22(1): 14-22. 1)

9) Vas J,et al. BMJ 2004; 329: 1216-1219 (BMJ, doi: 10.1136/bmj.
38238.601447.3A).

10) Berman BM, et al. Ann Intern Med 2004; 141: 901-910.
11) Witt C, et al. Lancet 2005; 366: 136-143.

Reported AEs in acupuncture RCTs

First author
(Year) Acupuncture group Sham or no treatment group
Christensen | 3 patients: worsening of pain, nausea, or dizziness.
(1992) 1 patient: a large hematoma (no sequela).
1 patient: vaso-vagal attack (of 32 treated: cross-over)
Sangdee 1: joint swelling 2: joint swelling (dummy EA:
(2002) 21 (46x45%): local contusion | patch electrodes and sound)
(of 46 patients treated) (of 45 patients treated)
Tukmachi “No side effects...were noted” | “No side effects...were noted”
(2004) (of 9 patients treated) (of 10 patients treated)
Vas 3: bruising at acupoint No events
(2004) (of 48 patients treated) (of 49 patients treated)
Berman “subjective symptoms...(dizziness, nausea, and
(2004) numbness)...did not statistically significantly differ..., and
incidence...was quite low” (no specific description)
(of 190 patients treated) (of 189 patients treated)
Witt 18 events: small hematoma/ 9: small hematoma/bleeding
(2005) bleeding 1: local inflammation {minimal
6 events: others (ex. needling | acupuncture)
pain) (of 150 patients treated) | 6: others (of 74 treated)

2013-08-23



Reported AEs in acupuncture RCTs

First author

Acupuncture group

(Year)
Christensen | 3 patients: worsening of pain, ng
(1992) 1 patient: a large hematoma (no
1 patient: vaso-vagal attack
Sangdee 1: joint swelling
(2002) 21 (46x45%): local contusion
(of 46 patients treated)
Tukmachi “No side effects...were noted”
(2004) (of 9 patients treated)
Vas 3: bruising at acupoint
(2004) (of 48 patients treated)
Berman “subjective symptoms...(dizzines
(2004) numbness)...did not statistically
incidence...was quite low” (no s
(of 190 patients treated)
Witt 18 events: small hematoma/
(2005) bleeding

6 events: others (ex. needling

pain) (of 150 patients treated)

Papers Which Reported AEs

First author

Acupuncture group

Sham or no treatment group

(Year)
Christensen | 3 patients: worsening of pain, nausea, or dizziness.
(1992) 1 patient: a large hematoma (no sequela).
1 patient: vaso-vagal attack (of 32 treated: cross-over)
Sangdee 1: joint swelling 2: joint swelling (dummy EA:
(2002) 21 (46x45%): local contusion | patch electrodes and sound)
(of 46 patients treated) (of 45 patients treated)
Tukmachi “No side effects...were noted” |“No side effects...were noted”
(2004) (of 9 patients treated) (of 10 patients treated)
Vas 3: bruising at acupoint No events
(2004) (of 48 patients treated) (of 49 patients treated)
Berman “subjective symptoms...(dizziness, nausea, and
(2004) numbness)...did not statistically significantly differ..., and
incidence...was quite low” (no specific description)
(of 190 patients treated) (of 189 patients treated)
Witt 18 events: small hematoma/ 9: small hematoma/bleeding
(2005) bleeding 1: local inflammation (minimal
6 events: others (ex. needling | acupuncture)
pain) (of 150 patients treated) | 6: others (of 74 treated)
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Recommendations for Establishing
Safety Information on
Adverse Events in Acupuncture RCTs

1. Calculate each event'’s incidence (frequency)
— Number of each adverse reaction
— the number of patients/treatment sessions

2. Classify the events caused by acupuncture

— Avoidability (Inherent reaction or human error?)
Fainting, bruise etc...true “side effects”
Pneumothorax, infection.. .therapist’s negligence

— Severity (NCI CTC?)
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Ethical Consideration on
Conducting and Publishing
Randomized Controlled Trial

Hiroshi TSUKAYAMA

Center for Integrative Medicine,
Faculty of Health Science,

Tsukuba University of Technology

The 55th Congress of the JSAM, Kanazawa, 16-18 Jun. 2006

" Center for Integrative Medicine, Tsukuba University of Technology

Ethical standards in biomedical field

e The Nuremberg Code (1947)
— Nuremberg Trials (1945-46)

e Helsinki declaration (1964)

— World Medical Association Declaration of
Helsinki

e The Belmont Report (U.S.A)
- National Research Act (1974)

- Ethical Principles and Guidelines for the Protection of
Human Subjects of Research

- National Commission for the Protection of Human
Subjects of Biomedical and Behavioral Research.
(April 18, 1979)

The 55th Congress of the JSAM, Kanazawa, 16-18 Jun. 2006
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International Guideline for Ethics in
biomedical field

e Good Clinical Practice Guidelines (ICH-GCP)
(1996)
- International Committee on Harmonization (ICH)

e International Ethical Guidelines for Biomedical
Research Involving Human Subjects
- Council for International Organizations of Medical

Sciences (CIOMS)

¢ Uniform Requirements for Manuscripts Submitted
to Biomedical Journals: Writing and Editing for
Biomedical Publication (Updated February
2006)
- International Committee of Medical Journal Editors

The 55th Congress of the JSAM, Kanazawa, 16-18 Jun. 2006

'\0 Center for Integrative Medicine, Tsukuba University of Technology

Principle of Micro-Ethics

1.Respect for the Autonomy of Persons
2.Non-maleficence
3.Beneficence

4.Justice

The 55th Congress of the JSAM, Kanazawa, 16-18 Jun. 2006
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Potential Conflict between
Micro-Ethics and Macro-Ethics

e Macro-Ethics
—-Maximized benefit for the people

—Permit limitation on benefit for
persons.

e Micro-Ethics

-Maximized benefit for each person
*8.(.

~Use placebo in clinical trial

The 55th Congress of the JSAM, Kanazawa, 16-18 Jun. 2006

\’ Center for Integrative Medicine, Tsukuba University of Technology

ICH/GCP

3. INSTITUTIONAL REVIEW BOARD / INDEPENDENT
ETHICS COMMITTEE (IRB/IEC)

e 3.1 Responsibilities

e 3.1.1 An IRB/IEC should safeguard
the rights, safety, and well-being of
all trial subjects. Special attention
should be paid to trials that may
include vulnerable subjects.

The 55th Congress of the JSAM, Kanazawa, 16-18 Jun. 2006
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ICH/GCP

3. INSTITUTIONAL REVIEW BOARD / INDEPENDENT
ETHICS COMMITTEE (IRB/IEC)

e trial protocol(s)/amendment(s), written informed
consent form(s) and consent form updates that
the investigator proposes for use in the trial,
subject recruitment procedures
(e.g.advertisements), written information to be
provided to subjects, Investigator's Brochure (IB),
available safety information, information about
payments and compensation available to subjects,
the investigator’s current curriculum vitae and/or
other documentation evidencing qualifications,
and any other documents that the IRB/IEC may
need to fulfil its responsibilities.

The 55th Congress of the JSAM, Kanazawa, 16-18 Jun. 2006

\‘ Center for Integrative Medicine, Tsukuba University of Technology

ICH/GCP

3. INSTITUTIONAL REVIEW BOARD / INDEPENDENT
ETHICS COMMITTEE (IRB/IEC)

e The IRB/IEC should review a proposed
clinical trial within a reasonable time and
document its views in writing, clearly
identifying the trial, the documents
reviewed and the dates for the following:
- approval/favourable opinion;

- modifications required prior to its
approval/favourable opinion;

- disapproval / negative opinion; and
- termination/suspension of any prior
approval/favourable opinion.

The 55th Congress of the JSAM, Kanazawa, 16-18 Jun. 2006
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ICH/GCP

3. INSTITUTIONAL REVIEW BOARD / INDEPENDENT
ETHICS COMMITTEE (IRB/IEC)

e 3.1.3 The IRB
C '-":"'j .;?.: , aé 'd'ocu mentedby ,.a
current curriculum vitae and/or by any
other relevant documentation the IRB/IEC
requests.

° 3.1.'4 The IRB/ IEC should

intervals appropriate to the degree of risk
to human subjects, but at least once per
year.

The 55th Congress of the JSAM, Kanazawa, 16-18 Jun. 2006

\’ Center for Integrative Medicine, Tsukuba University of Technology

ICH/GCP

4.4 Communication with IRB/IEC

e 4.4.1 Before initiating a trial, the investigator/institution
should have written and dated approval/favourable opinion
from the IRB/IEC for the & col, written informed

nsent rorm, consen

information to be proviaed U«

e 4.4.2 As part of the investigator's/institution’s written
application to the IRB/IEC, the investigator/institution
should provide the IRB/IEC with a current copy of the
Investigator's Brochure. If the Investigator's Brochure is
updated during the trial, the investigator/institution should
sgg/pl (? copy of the updated Investigator’s Brochure to the
IRB/IEC.

e 4.4.3 Durin% the trial the investigator/institution should
provide to the IRB/IEC all documents subject to review.

o subjects

The 55th Congress of the JSAM, Kanazawa, 16-18 Jun. 2006
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ICH/GCP
4.8 Informed Consent of Trial Subjects

4.8.1

e In obtaining and documenting informed consent,
the investigator should comply with the
applicable regulatory requirement(s), and should
adhere to GCP and to the ethical principles that
have their origin in the Declaration of Helsinki.

Prior to the peginning or the trial, the Inv

The 55th Congress of the JSAM, Kanazawa, 16-18 Jun. 2006

" Center for Integrative Medicine, Tsukuba University of Technology

ICH/GCP

4.8 Informed Consent of Trial Subjects
4.8.2

4

The written informed consent form and any other written
information to be provided to subjects should be revised
whenever important new information becomes available
that may be relevant to the subject’s consent. Any revise

written ned consent form, and written Ini

15C\

should rt e the IRB/II C's approval/ favourable opiniol
in advance of use. The subject or the subject’s legally
acceptable representative should be informed in a timely
manner if new information becomes available that may be
relevant to the subject’s willingness to continue
participation in the trial. The communication of this
information should be documented.

.8.3
Neither the investigator, nor the trial staff, should coerce or

unduly influence a subject to participate or to continue to
participate in a trial.

The 55th Congress of the JSAM, Kanazawa, 16-18 Jun. 2006
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M J
Ethical Considerations in the Conduct
and Reporting of Research

) I1.A Authorship and Contributorship
= II.A.1. Byline Authors
° Byline Authors
= Contributors Listed in Acknowledgements
° Editorship
- The Role of the Editor
- Editorial Freedom
Peer Review
Conflicts of Interest

- Potential Conflicts of Interest Related to Individual Authors'
Commitments

Potential Conflicts of Interest Related to Project Support

- Potential Conflicts of Interest Related to Commitments of Editors,
Journal Staff, or Reviewers

e Privacy and Confidentiality
Patients and Study Participants
- Authors and Reviewers
Protection of Human Subjects and Animals in Research

The 55th Congress of the JSAM, Kanazawa, 16-18 Jun. 2006

Center for Integrative Medicine, Tsukuba University of Technology

\Everybody should agree important
role of IRB/IEC on conducting
clinical study........: But!

e Members of IRB/IEC
- Management of IRB/IEC require special
discipline.
- A few person were trained on Bio-medical
ethics.
- Central IRB can regard as a solution?
e Role of IRB/IEC not finish by acceptance
of protocol and other forms.

- In reality, IRB/IEC can support continuously
until end of study?

The 55th Congress of the JSAM, Kanazawa, 16-18 Jun. 2006
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Conflicts of Interest

— Potential Conflicts of Interest Related to
Individual Authors' Commitments

- Potential Conflicts of Interest Related to
Project Support

— Potential Conflicts of Interest Related to
Commitments of Editors, Journal Staff,
or Reviewers

— Acupuncturist research acupuncture, it
regard Conflicts of Interest, or not?

The 55th Congress of the JSAM, Kanazawa, 16-18 Jun. 2006

\’ Center for Integrative Medicine, Tsukuba University of Technology

Problem on insurance

e Insurance companies in Japan do not
cover clinical trial initiated by
researchers.

- It is probable that IRB in University are
regarded as lack of ability!

e Korean insurance companies will
cover clinical trial initiated by
researchers?

The 55th Congress of the JSAM, Kanazawa, 16-18 Jun. 2006
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1.Why primary and secondary
outcome?

WOMAC include in the pain scale and physical
function scale. Why VAS?

HAQ include in physical function items, Why
overlap with both in secondary outcome?
LFI score (joint function), Why need it?

How many measurements, its frequency?
Masked evaluator?

How about consideration of subject writing load,
spending time?

2 .Where Randomization?

When randomization by Individual clinic ;
Selection Bias?

Central register system on site by trials
operation unrelated staff.

Coordinating center on site.
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3.Analysis and sample size

Baseline analysis; qualitative data — x2 test,
quantitative data —t test. But VAS data is non-
normal distribution?

Main data is serial correlation data, so
necessarily Analysis of longitudinal or repeated
measurement, but not univariate , also
multiple-endpoints = multivariate . —mixed
model?; General Linear mixed model?

\3,%[’)]2‘[ is ‘a multiple imputation analysis’( page
Samﬁle size calculation; Why does it estimate by
another race? Asian mean weight( confounding
factor?) are different from westerner.

4.0thers

Which ‘Intention-to-treat’ or ‘per protocol
analysis’?

Methods of follow-up?

Cost-effectiveness analysis conduct?

Specify the computer software used. [The
International Committee of Medical
Journal Editors (ICMJE) ]




