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Classical classification of abstract

» Informative abstract (ZRENBSH £%)
- describe contents

- aim to understand contents without
reading main text

- Indicative abstract ($g§RAIDER)
- describe theme and scope

- aim to help to decide to read main text
or not



Abstract as Published Structured Abstract

Twelve patients with refractory rheumatoid arthritis were treated 1 _EM Objective: To determine the efficacy of weekly pulse
with weekly pulse methotrexate in a double-blind, placebo- methotrexate in refractory rheumatoid arthritis.
controlled, crossover study. After 13 weeks of therapy, patients 7  Design: Randomized, double-blind, placebo-controlled,
receiving methotrexate showed greater improvement, judged by crossover trial with 13-week treatment periods.
degree of joint swelling and tenderness, duration of morning 3 :3‘”1"‘ Referral-based rheumatology clinics at two army

stiffness, and subjective assessments of clinical condition, ical centers. 3 ;
compared with those receiving placebo (p < 0.002). This 4 Patients: Sequential sample of 15 patients with active defi-
sedimentation rate and decreases in levels of IgG, IgM, and failure. Twelve patients (80%) completed the study; 1 pa-
IgA; no changes were seen in serum rheumatoid factor titer tient removed becnuse of drug toxicity (pancytopenia).

or't':omgxlc;lnt:: ::rotein mn. I:r:'p:)rtio:u otf mot:onuclear 5 W%Mfc :::::im::’da&.:::’izllfgnmsat;g ; :trr:ﬁu :::
cell subsets were abnormal before treatmen sone ¢ .

(decreased percentage of total T cells, increased percentage '3 test dose was given at week 1, increased in 5-mg steps to
of m:onocytes) improved toward normal after therapy with :" '!‘“‘3""‘ :': l.-"e'“;"{ ":; ': :'l“:::i":l :“d"’ Intramuscular
methotrexate. However, no changes were seen in elevated ine piacevo given in contr 0

pretreatment Leu-3/Leu-2 ratios, in in-vitro proliferative 6 Measurements and Main Results: The following results

responses of lymphocytes to mitogens, or in immunoglobulin (statistically significant findings, p < 0.05) were in favor of

secretory responses to pokeweed mitogen. Weekly pulse methotrexate compared with placebo: number of swollen
methotrexate is effective in the short-term treatment of joints 6.9 (5.2, SD) with methotrexate and 19.4 (12.1) with
refractory rheumatoid arthritis. Little evidence for cellular placebo; number of tender joints 12.6 (14.2) and 26.2

immune suppression was associated with this clinical benefit. (17.0); minutes of morning stiffness 78 (117.8) and 242
(131.6); joint pain (scale 0-10) 1.1 (2.1) and 4.8 (3.1); 50-

foot walk (seconds) 16.1 (10.0) and 23.1 (16.3). Laborato-
ry tests showing differences (p < 0.05) favoring methotrex-
ate included erythrocyte sedimentation rate and IgG. Other
tests of physical and laboratory function, including immuno-
logic tests, did not show important differences.
Conclusions: Weekly pulse methotrexate results in im-
7 provement of multiple measures of disease activity in refrac-
tory rheumatoid arthritis. The mechanism of methotrexate
action is uncertain with littlie evidence of short-term cellular
immune suppression. Larger and longer trials are needed to
assess the safety of methotrexate for refractory rheumatoid
arthritis.

Figure 1. Published and structured abstracts for an article by Andersen and colleagues (24).

Ad hoc working group on for critical appraisal of the medical literatures
Ann Int Med 1987; 106: 598-604



Table 1. Key Information Needed by Clinicians for Se-
lecting Articles of High Relevance and Quality

Original Articles
1. Objective: the exact question(s) addressed by the article
Design: the basic design of the study
Setting: the location and level of clinical care
Patients or participants: the manner of selection and
number of patients or participants who entered and
completed the study
. Interventions: the exact treatment or intervention, if any
. Main outcome measures: the primary study outcome
measure as planned before data collection began
. Results: the key findings
. Conclusions: key conclusions including direct clinical
applications
Review Articles
. Purpose: the primary objective of the review article
2. Data sources: a succinct summary of data sources
3. Study selection: the number of studies selected for
review and how they were selected
4. Data extraction: rules for abstracting data and how they
were applied
5. Results of data synthesis: the methods of data synthesis
and key results
6. Conclusions: key conclusions, including potential appli-
cations and research needs
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Hayes RH, Mulrow CD, Huth EJ, Altman DG, Gardner MJ.
More informative abstract revisited. Ann Int Med 1990; 113: 69-76



CONSORT Extensions for Abstracts

items to include when reporting a randomized trial in a journal or conference abstract -

[tem . Description . Reported on
line number .
Title . Identification of the study as randomized. a
Authars *. Contact details forthe corresponding author. "
Trial design .. Description of the trial design (e.g. parallel, cluster, nan-| .
inferiarity)..
MMethods - N a
Farticipants - Eligibility criteria for partidpants and the settings where | .

Interventions..

the data were collected..
Interventions intended for each group..

Objective . Specific objective or hypothesis .. e

Cutcome . Clearly defined primary outcome for this report . a

Randomization. | How paricipants were allocated to interventions . e

Blinding Whether or not paridpants, care givers, and those! .
(masking).. assessing the outcomes were blinded to group

assignment.
Results.. ., a

rMumbers Mumber of paricipants randomized to each group - a
randomized.

Recruitment . Trial status . a

Mumbers Mumber of participants analysedin each group.. P
analysed.

Cutcome.. For the primary outcome, a result for each group and the @

estimated effect size andits precision ..

Harms . Important adverse events or side effects . "
Conclusions.. General interpretation of the results . a
Trial registration . Registration number and name of trial register.. "
Funding.. Source of funding .- a

*this item is specific to conference abstracts.,

Lancet 2008,

http://www.consort-statement.org/



Eiffectiveness of early switch from intravenous to oral
antibiotics in severe community acquired pneumonia:
multicentre randomised trial

Jan Jelrik Oasterheert, Mare ] M Bonten, Margriet M E Schnewder, Erik Buskens,
Jon-Willem | Lammers, Willem M Hustoee, Mark H H Eramer, Jan M Prins, Peter H Th | Slee,

Farin Raasjager, Andy T M Hoepe hnan

Text highlighted in blue signifies where items are reported
Objectives To compare the effectiveness of an early switch to oral from the CONSORT for Abstracts checklist
antibiotics with the standard 7 day course of intravenous antibiotics in
severe community acquired pneumaonia.

Design Multicentre randomised controlled trial. ltem Reported
Setting Five teaching hospitals and 2 university medical centres in the Title: e
Netherlands. Authors contact details

Participants 302 patients in non-intensive care wards with severe Tnal design

community acquired pneumonia. 265 patients fulfilled the study Methods

requirements. Participants v
Intervention Three days of treatment with intravenous antibiotics followed, Interventions v
when clinically stable, by oral antibiotics or by 7 days of intravenous Objective v
antibiotics. Outcomes v

Randomization
Blinding (masking)

Main outcome measures Clinical cure and length of hospital stay.
Results 302 patients were randomised (mean age 69.5 (standard deviation

14.0), mean pneumonia severity score 112.7 (26.0)). 37 pafients were Results

excluded from analysis because of early dropout before day 3, leaving 265 Mumber randomized

patients for intention to treat analysis. Mortality at day 28 was 4% in the Recruitment

intervention group and 6% in the control group (mean difference 2%, 95% MNumber analysed

confidence interval -3% fo 8%). Clinical cure was 83% in the intervention Outcome v
group and 85% in the control group (2%,-7% to 10%). Duration of Hams

intravenous treatment and length of hospital stay were reduced in the Conclusions W
intervention group, with mean differences of 3.4 days (3.6 (1.5) v 7.0 (2.0) Trial registration v
days; 2.8 to 3.9) and 1.9 days (9.6 (5.0) v 11.5 (4.9) days; 0.6 to 3.2), Funding

respectively.

Conclusions Early switch from intravenous to oral antibiotics in patients

with severe community acquired pneumaonia is safe and decreases length

of hospital stay by 2 days.

Trial registration Clinical Trials NCTO0273676. Oostedheert JJ, Bonten MJ, Schaeider MM, Buskens E, T JW, Hustinx WAL,
Famer MH, Prins JA, Slee PH, Kaaspapger F_, Hoepelman Al Effectiveness of early
switch from intravenons to oral antibiotics i severe community acouired

Word count: 248

poenmonia; multicentre mndomised trial BM]J. 2006;333(7580):1193.



Effectiveness ol earlv switch from intravenous to oral
antibiotics in severe community acquired pneumonia:
multicentre randomised trial

Jan Jelrik Orasterheert, Mare | M Bonten, Margriet M E Schneider, Evik Buskens,
Jem-Willemn | Lammers, Willem M M Hustoe, Mark T H Eramer, Jan M Prins, Peter H Th [ Slee,

Earin Kaasjager, Andy T M Hoepehnan

Correspondence to;

Objectives Effectiveness of early switching to oral antibiotics Text highlighted in red signifies where items have been
compared with standard 7 day course of intravenous antibiotics in added from the CONSORT for Abstracts checklist
severs community acquired pneumaonia.

Design Multicentre parallel randomised controlled, open label, trial. A

central randomisation centre used computer generated tables to allocats ltem Reported
treatments Title v
:z::zg;:: teaching hospitals and 2 university medical centres in the Authors contact details vz
Participants 302 patients in non-intensive care wards with severe Trial design v
community acquired pneumonia. 265 patients fulfilled the study Methods

requirements. Participants v
Intervention Three days of treatment with intravenous antibiotics followed, Interventions v
when clinically stable, by oral antibiotics or by 7 days of intravenous Chjective v
antibiotics. Follow-up 28 days. Cutcomes v
Main outcome measures Clinical cure and length of hospital stay. Randomization y
Results 302 patients (early switch n=152; standard care n=150) were randomised Blinding {masking) ¥
{mean age 69.5 (standard deviation 14.0), mean pneumonia severity scoe 112.7 Results

(26.0)). 37 patients were excluded from analysis because of early dropout before Number randomized e
day 3, leaving 265 (n=132; n=133) patients for intention to treat analysis. Clinical Recruitment v
cure was 83% in the intervention group and 85% in the control group (2%, -7% to Number analysed 7
10%). Duration of intravenous treatment and length of hospital stay were reduced in

the intervention group, with mean differences of 3.4 days (3.6 (1.5) v 7.0 (2.0) Outcome v
days; 2.8 to 3.9) and 1.9 days (9.6 (5.0) v 11.5 (4.9) days; 0.6 to 3.2), Harms v
respectively. Mobility and other side effects were comparable across groups. Conclusions v
Conclusions Early switch from intravenous to oral antibiotics in patients Trial registration "
with severe community acquired pneumonia is safe and decreases length Funding v

of hospital stay by 2 days.
Trial registration Clinical Trials NCTOD273676.
Funding Dutch Health Insurance Council, OG 99-64,

Word count: 260




Who writes abstract ?

Author
—> Third party



Systematic review

« Quantitative systematic review
- with synthesis / meta-analysis

« Qualitative systematic review
- without synthesis
- outcome Is evidence table

or structured abstracts with third party
comments



Part 1

« Kampo medicine

* traditional east Asian medicine (TEAM)

* As a chair of the Committee of EBM, the
Japanese Society for Oriental Medicine
(JSOM) since 2005
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Type B: Crude herbal product 43§
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Type C: Finished herbal product
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Herbal “drug” products in Japan
(2006, US$ mil )

Type Ethical OTC/others Total
A: Kampo drug 895 181 1,076
B: Crude herbal product 21 10 31
C:Finished herbal product 15 47 62
Total 932 237 1,169

1961: Universal health insurance
1967: Separation between ethical and OTC (US $1=JPY100)

“Production of Herbal drug products” (19 Mar 2009)
by Japan Kampo Medicines Manufactures Association (J KMlQ\)
(From *“ Annual Report of Pharmaceutical Production in Japan 20



1) The Cochrane Library (C)

Kampo RCTs were searched using the Cochrane Central Register of Controlled Trials
(CENTRAL), a worldwide RCT database organized by the Cochrane Collaboration. Since the
CENTRAL covers all RCTs in the Medline, searches using the Medline were not performed.

On 26 November 2012, searches were performed by the following search formula, limited to
publications in and after 1986:

#1 MeSH descriptor Medicine, East Asian Traditional explode all trees
#2 MeSH descriptor Medicine, Kampo explode all trees

#3 MeSH descriptor Medicine, Chinese Traditional explode all trees
#4 MeSH descriptor Drugs, Chinese Herbal explode all trees

#5 MeSH descriptor Herb-Drug Interactions explode all trees

#6 MeSH descriptor Herbal Medicine explode all trees

#7 MeSH descriptor Plants, Medicinal explode all trees

#8 MeSH descriptor Plant Structures explode all trees

#09 MeSH descriptor Plant Extracts explode all trees

#10 MeSH descriptor Materia Medica explode all trees

#11 MeSH descriptor Phytotherapy explode all trees

#12 (Kampo):ti,ab,kw

#13 (Kanpo):ti,ab, kw

#14 (Japanese):ti,ab,kw

#15 (Oriental):ti,ab,kw

#16 (Traditional):ti,ab, kw

#17 (East Asia):ti,ab kw

#18 (East-Asia):ti,ab kw

#19 (Herb*):ti,ab, kw

#20 (Chinese):ti,ab,lkw

#21 (#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR
#13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20), from 1986 to 2012
#22 (HS-EKAT)

#23 (#21 AND NOT #22)



2) Igaku Chuo Zasshi (1) E$¢ *ﬁ%

COn 19 NMovember 2012, randomized controlled trials of Kampo medicines were searched by the
following search formula using Igaku Chuo Zasshi (Japana Centra Revuo Medicana [JCRM],
Ichushi} Web (in Japanese). Words in square blackets indicate equivalent English words.

Search formula:

(EFH¥E [Kampo medicine]/TH oriEF [Kampo]/AL) and (#4577 F+1)i 32 [meta-analysis]/RD or S0
A L AL IEEER 5T [randomized controlled triall/RD or S o4 LAk SR [quasi-randomized
controlled trial]/RD) and (DT=1986: 2012)

Since the Ichushi Web tags meta-analyses, randomized controlled trials, and gquasi-randomized
controlled trials, the present search targeted references that were tagged (A5FF+ )2 [meta-
analysis]/RD or >4 LAEEEEB ST [randomized controlled triall/RD or $#ES 4 Lk HEET3E
[quasi-randomized controlled trial]/RD), had "JEF ¥ [Kampo medicine]” (2R E [Kampo
medicine]/TH) as a keyword (control term]}, or a title or abstract including the term "Kampo [#
FHI1" (iZFH [Kampol/aL), and were published between 1986 and 2012 (DT=1986:2012).

3) Database offered by the Japan Kampo Medicines Manufacturers Association [(N)

The database offered by the Japan Kampo Medicines Manufacturers Association (JKMA)
{unpublished) is the second database on Kampo and crude drugs, constructed by exhaustively
searching existing databases including JST, JAPIC, Igaku Chuo Zasshi, Medline, and EMBASE
with the keywords “ZX [Kampo]l," "§:F¥[EZ [Oriental medicine],” "§0;E [Wakan]," "$£% [crude
drugl,” "Kampo" and "Chinese Medicine," and hand-searching several tens of Kampo-related
journals. At present, the database includes approx. 100,000 references.

ARFH) 3 (meta-anarisisu, meta-analysis); # 28§ { meta-kaiseki, meta-analysis); #4
F1#T (meta-bunseki, meta-analysis); RCT; 54 L (randamu, random); E{ES, B{EE
{musakui, random); @& (futo, envelope); FRZNE (raiinjun, order of presentation); =528
{jushinjun, order of presentation); 53Rl (shindanjun, order of diagnosis); E|4t, 2wt
I+ (;waritsuke, allocation); 75+ .t (buraindo, blind); §#%, 5§88 (mouken, blind), &,
Ly, Lw~Ly (shahei, mask), w22 (masuku, mask); ¥2+ % (masukingu, masking);
S0O2 7 —1i— (kurosuoba, crossover), 37 %, 3% &£ (kosa, crossover), HEERA (hikaku
rinsho, contrelled clinical); random; cross over; meta analysis; envelope

16



v —HEE A Kampo Medicine since 1950
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Related information The Special Committee for EBM Evidence Reports of Kampo Treatment 2013 7.Lists of exclu

references

7. Lists of Excluded References (159 references)

Evidence Reports of
Kampo Treatment 2013 :

402 RCT
(EKAT 2013)

 Motes on the current

VErsion

* History of version
upgrades

+ Excecutive summary

v 1, Lists of structured
abstracts

+ 2. Background
» 3. Purpose

4. Steps for development

of structured abstracts

b 5. Included and excuded

references

r 6. Relation to other
projects

¥ 7. Lists of excluded

references

R i g PrUuy = N I < S I

1.Infections (including Viral Hepatitis) (4 references)

2.Cancer {Condition after Cancer Surgery and Unspecified Adverse Drug Reactions of Anti-cancer
Drugs) (15 references)

3.Blood diseases including anaemia (2 references)

4.Metabolism and Endocrine Diseases (12 references)

5.Psychiatric/Behavioral Disorders {21 references)

6.Mervous System Diseases (including Alzheimer's Disease) (8 references)

8.Ear Diseases (1 reference)

9.Cardiovascular Diseases (6 references)

10.Respiratory Diseases (including Influenza and Rhinitis) (8 references)
11.Gastrointestinal, Hepato-Biliary-Pancreatic Diseases (16 references)

12.5kin Diseases (6 references)

13.Diseases of the Musculoskeletal System and Connective Tissue (4 references)

14.Genitourinary Tract Disorders (including Climacteric Disorders) (11 references)



Reasons for exclusion were classified as follows:

1} Clinical studies that were not RCTs or meta-analyses.

2} Studies using medicines that were not approved as Kampo preparations in Japan (Kampo

tozai [decoctions], Chinese preparations, and others).

3) Studies using Kampo preparations manufactured before 1985 (their quality being different

from that currently available).

4} Studies citing existing RCT papers.

5} Studies with unclear content.

6) Others (reasons are described in the list).

* 1.Infections (including Viral Hepatitis) (4 references)

ICD10

AD9

Research Kampo
Question Formula References
Okumi H. An EBM
evaluation of Kampo
prescriptions related to
inflammatory bowel
Effects of Kampo disease (IBD). Nihon
prescriptions on Various Toyo Shinshin Igaku
inflammatory bowel prescriptions Keknkyu (Journal of
disease (IBD) Japanese Association of

Orfental Psychosomatic
Medicing). 2010; 25:
95-9 (in Japanese with
English abstract).

Clinical research group

for coix seed (yokuinin)

———hm e L — .o

Reason
for Source
exclusion
4) RCT ;
review

+8



Evidence Reports of Kampo Treamment
Task Foree for Evidence Feports / Clinical Practice Guideline Committee for EBM, the Japan Society for Onental Medicine

1. Infections (including Viral Hepatitis)

References

=

(]

-

=

th

Yoshiva K, Nakazawa S. A controlled study of TSUMURA Saireito (5245%%) for rotavirus infection®.
Nilion Shonika Rinsho (Japanese Journal ﬂf Pediarics). 1992; 45: 1889-9]1 (in J apanese}

Yoslu},ra K. Nakazawa 5. A controlled study of TSUMURA baumm (2845 for rotavirus infection . Dai

O-kai Nihon Shoni Tove Igaku Kenkyukai Koen Kiroku Nihon Shoni Tove Igakkaishi (Proceedings of the

Oth meeting of the Japan Pediatric Society for Oriental Medicine) 1993; 9: 20-3 (1n Japanese).

. Dbjectives

To evaluate the efficacy of saireito (5255 55) for rotavirus infection.

. Design

Quasi-randomized controlled trial (quasi-B.CT).
Setting
No mention of participating centers (the authors are from the Department of Pediatrics, Kobe Teishin
Hospital). Japan.
Participants
Forty infants diagnosed with rotavirus infection using Rotalex.

. Intervention

Patients were allocated alternately to the two treatment groups 1n the order of consultation.

Arm 1: one intestinal infusion of powdered TSUMUEA Saireito Extract Granules (0.3 g/kg body weight)
dissolved 1 20 mL of warmed saline solution admimistered by soft catheter immediately after
rotavirus diagnosis (n=20).

Arm 2: no treatment (n=20).

. Main outcome measures

Number of days with diarrhea and total number of vomuting episodes compared before and after
adminmistration and between groups; number of transfusion cases and number of hospitalized cases
compared between groups.

. Main results

The mean number of davs with diarthea (1.3-3.4 in arm 1 and 1.1-3.6 m arm 2) was not significantly
different between groups. The mean number of vomiting episodes decreased significantly from 3.6 before
administration to 0.6 after admunistration i arm 1 (P<0.01), but not i arm 2 (the numbers being 3.3 and
2.8, respectively). There was no sigmficant between-group difference m the number of transfusion cases (8
inarm 1 and 14 in arm 2) and number of hospitalized cases (2 in arm 1 and 6 in arm 2).

. Conclusions

Satretto admunistered by imntestinal infusion for rotavirus infection effectively decreases the number of
vonuting episodes.

19



9. From Kampo medicine perspective
Saireito was used because it is a combination of shosaikoto (/IN42#5). which is effective for
inflammation. and goreisan (.55 #%). which is effective for vomiting.

10. Safety assessment in the article
No adverse effects from saireito intestinal infusion were observed.

11. Abstractor's comments
This clinical study investigated the efficacy of saireito for vomiting and diarrhea due to rotavirus infection.
Given the difficulties of following up acute infection after examination. it 1s a valuable study because 1t
does follow up 40 participants with no dropouts. However. the authors do not mention whether the blood
sample taken at initial consultation or the blood sample taken after drug administration was tested. making
it unclear whether the presented test results were included to compare severity between groups. or to
indicate there 1s no safety 1ssue with saireito. It 1s also unclear whether the mntestinal infusion itself had any
effect on vomifing because the authors did not carry out intestinal infusion using saline solution alone in
arm 2. although this is pointed out in the paper. Yet. the authors have devised a possibly groundbreaking
therapy. which appears to have relatively few adverse effects. for a disease that has lacked a good therapy.
even though i1t affects many infants each year n winter. A future clinical study with a better defined
control group 1s anticipated.

12. Abstractor and date
Goto H. 31 December 2013.

20



Kampo concept in inclusion criteria

Reference

« Furue M, Tanaka Y, Kobayashi H, et al. Efflcacy of Kanebo Hochuekkito

In_patients with atopic dermatitis with « qi Y — a multicenter, double-
blind trial®. Arerugi (Japanese Journal of AI ergology). 2005; 54: 1020 (in
Japanese).

*Objectives

« To assess the efficacy of hochuekkito (fiH#8%) for the treatment of
atopic dermatitis.

Participants = Inclusion criteria

- Patients with atopic dermatitis and “gikyo ” (&%, qi deficiency) n=77
Intervention

« Arm 1: hochuekkito (i #585) n=37

« Arm 2: placebo n=40

*Results:

« Reduction of skin lesion scores : not significantly different between two
arms

« Changes in “gikyo” scores . not significantly different between two
arms




OPEN (@ ACCESS Freely available online @PLOS | one

Use of Kampo Diagnosis in Randomized Controlled Trials
of Kampo Products in Japan: A Systematic Review CrossMark

Yoshiharu Motoo'*, Ichiro Arai?, Kiichiro Tsutani®

1 Department of Medical Oncology, Kanazawa Medical University, Ishikawa, lapan, 2 Departrment of Kampo Medidne, Mihon Pharmaceutical University, Saitama, lapan,
3 Department of Drug Policy and Managernent, Graduate School of Pharmaceutical Sclences, The University of Tokyo, Tokyo, lapan

Abstract

Background: The Committee for Evidence-based Medicine (EBM) of the Japan Society for Oriental Medicine started
compiling Evidence Reports of Kampo Treatment (EKAT) in 2007. EKAT is a compilation of structured abstracts of
randomized controlled trials (RCTs), along with comments by a third party reviewer. As of 31 December, 2012, there were
378 RCTs of Kampo medicines in Japan. The primary research question of this study is “How frequently is Kampo diagnosis
used in RCTs of Kampo medicines? The secondary research guestion is “When is Kampo diagnosis used in RCTs?

Materials and Methods: The structured abstract (SA) of each RCT article was reviewed to examine how Kampo diagnosis
was used in RCTs, especially how Kampeo diagnosis was used in the randomization process.

Results: Kampo diagnosis was used before randomization in 27 RCTs (7.1%), after randomization in 31 RCTs (8.2%), and not
used in 320 RCTs (84.7%). Before randomization, Kampo diagnosis was used as a criterion for inclusion in 10 RCTs, criterion
for exclusion in 9 RCTs, and criteria for both inclusion and exclusion in 2 RCTs. Kampo formulas were determined according
to Kampo diagnosis in 7 RCTs. After rand omization, subgroup analyses according to Kampo diagnosis were done in 27 RCTs,
and grade of disease severity at Kampo diagnosis was used for analysis as an endpoint in 4 RCTs.

Conclusions: Kampo diagnosis was used before randomization only in approximately 15% of RCTs, and the number of RCT
articles using Kampo diagnosis after randomization was almost the same as that before randomization. Further studies to
determine the good RCTs conforming to CONSORT requirements and good systematic reviews conforming to PRISMA
requirements are needed to clarify the significance of Kampo diagnosis.

Citation: Motoo ¥, Aral |, Tsutani K (2014) Use of Karmpo Diagnosis in Randomized Controlled Trials of Kampo Products in Japan: A Systematic Resiew. PLoS
ONE 9(8): e104422. dot10.1 371 journalpone 0104422

Editor: Matalie Walker, The Mational Institute for Health Inmovation, Mew Zealand
Received February 25, 2014; Accepted July 9. 2014; Published August 13, 2014

Copyright: © 2014 Motoo et al. This i an open-access article distributed under the terms of the Creative Commons Attribution Licenss, which permits.
unrestricted use, distribution, and reproduction in any medium, provided the original author and source are credited.

Funding: The authors have no support or funding to report.
Competing Interests: The authors have declared that no competing interests exist
* Emall: motoo#tkanarawa-med.ac jp

PLOS ONE 14 August 2014; 9(3): e104422
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Quality of Kampo RCT Papers (1/3) m EKAT 2009

] Japanese RCT 2004

1. TITLE & ABSTRACT —

2. INTRODUCTION / Background *

3a.METHODS / Participant #
Eligibility criteria

3b.METHODS / Participants #
Settings and locations

4, METHODS / Interventions ﬁ

5. METHODS / Objectives %

6a.METHODS / Outcomes |

Primary and secondary outcome |
6b.METHODS / Outcomes 1

Enhancement the quality of measurements
7a.METHODS / Sample size |

How sample size was determined. il
7b.METHODS / Sample size 5

Interim analyses and stopping rules

0 20 40 60 80 100(0/23



INTERNAL @ MEDICINE

O ORIGINAL ARTICLE O

Quality of Reports on Randomized Controlled Trials
Conducted in Japan: Evaluation of Adherence to
the CONSORT Statement

Kae Uetani’, Takeo Nakayama', Hiroshi Ikai®, Naohiro Yonemoto® and David Moher*

Abstract

Objective The Consolidated Standards for Reporting of Trals (CONSORT) statement was developed o im-
prove the quality of randomized controlled tnal {RCT) reports. We assessed the quality of current Japanese
RCT reports by conducting a cross-sectional study o examine the extent t© which they adhere w the CON-
SORT statement.

Methods Reports of RCTs conducted in Japan that were published in medical joumals between January
and March 2004 were sampled from MEDLINE. The proportion of adherence to each item in the CONSORT
checklist was evaluated for each report Additionally, information on ethics reporting and funding sources
was collected.

Results A total of 98 RCT reports from Japan were evaluated, and adherence to the CONSORT statement
was found to be suboptimal. Only 6 of 29 items in the checklist were described in more than 80% of reports.
Adherence to key methodological items of the CONSORT statement was as follows: 23% for sample size de-
termination, 39% for random sequence generation, 17% for allocation concealment. 29% for blinding, 53%
for mumbers analyzed, and 6% for inclusion of a flow diagram. Adherence to addibonal tems was 82% for
ethics committee approval, 92% for receiving informed consent, and 20% for disclosing funding sources.
Conclusion  Our study on adherence of recent RCT reports from Japan to the CONSORT statement reveals
that there is a significant need for improvement. Further investigation on the quality of RCT reports and
wiys to improve reporting quality is required.

Uetani K, Moher D. et.al. Quality of reports on randomized controlled trials conducted in Japan:
evaluation of adherence to the CONSORT statement. Intern Med. 2009;48(5):307-13 24



Quality of Kampo RCT Papers (2/3) B Japancss RCT 2004

8a. METHODS/Randomization --Sequence generation
Method of random allocation sequence

8b. METHODS/Randomization --Sequence generation
Details of any restriction

[
|
9. METHODS/Randomization --Allocation concealment r

10. METHODS/Randomization --Implementation

Blinded to group assignment

]

11a. METHODS/Blinding (masking) I
[

11b. METHODS/BIlinding (masking)
Success of blinding

12a. METHODS/Statistical methods -

For primary outcome

12b. METHODS/Statistical methods
Additional analyses
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Quality of Kampo RCT Papers (3/3) m EKAT 2009

[] Japanese RCT 2004
13a. RESULTS/Participant flow ‘
Flow diagram P E
13b. RESULT S/Participant flow
protocol deviations ]
14. RESULTS/Recruitment

15. RESULTS/Baseline data

16. RESULTS/Numbers analyzed #

17. RESULTS/Outcomes and estimation

18. RESULTS/Ancillary analyses

19. RESULTS/Adverse events

[ 1
I
20. DISCUSSION/Interpretation *

21. DISCUSSION/Generalizability

22. DISCUSSION/Overall evidence # |
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“PNP” methods was used in
abstractors comment

Developed for simulated patients in medical
education

Positive =Negative=Positive

“PNP” workshop to develop abstractor’s
comments

The Cochrane Review
- Implication for Practice
- Implication for Research
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Evidence Report of Kampo Treatment (EKAT)

Evidence Reports of Kampo Treatment 2010:
345 Randomized Controlled Trials
(EKAT 2010)

Task Force for Evidence Reports / Clinical Practice Guidelines
(ER/CPG-TF)
for Evid b:

v

Special C; d Medicine (EBM)
The Japan Society for Oriental Medicine (JSOM)

Edited by

Tetsuro OKABE, Kiichiro TSUTANI

1 June 2010

In Japanese In English

http://www.jsom.or.jp/medical/ebm/
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EKAT Website

OEBMZEESL  Committee for EBM, The Japan Society for Oriental Medicine (JSOM)
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(EKAT 2013)

O Evidence Reports of Kampo Treatment 2013 -403 Randomized Controlled Trials
(EKAT 2013)

http://www.jsom.or.jp/medical/ebm/index.html
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Independent high-quality evidence for health care decision making

| Title, Abstract or Keywords
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from The Cochrane Collaboration

Advanced Search> MeSH Search >
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The Cochrane Central Register of Controlled Trials (CENTRAL) 2011 Issue 4
Copyright © 2011 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

Title

[Efficacy of keishibukuryogan for hysteromyoma/uterine adenomyosis] Links
Export Central Citation

Author(s)

Yamamoto K., Hirano F., I[koma N.

Source

Sanfujinka Kampo Kenkyu no Ayumi (Recent Progress of Kampo Medicine in
Obstetrics and Gynecology)

Date of
Publication

2003

Evidence Reports of Kampo Treatment 2010
Task Force for Evidence Reports/ Clinical Practice Guideiins Special Committes for EBM, the Japan Saciety for Oriertal Medicine

Cancer (Condition after Cancer Surgery and Unspecified Adverse Drug Reactions of Anti-cancer Drugs)

Reference
Yamamoto K, Hirano F, Ikoma N, et al. Efficacy of keishibukuryogen for hy teri
. Sanfujinka Kampo Kenkyu no Ayumi (Recent Progress of Kampo Medicine in Obstetrics

\olume

20

Pages

135-7

and Gynecology) 2003; 20: 135-7 (in Japanese). Ichushi Web ID: 2004068783

1. Objectives
To evaluate the enti-tumor effect of keishibukuryogan (42 H{ % ¥ 3L ) in petients with
hysteromyoma/utering adenomyosis.

2. Design

Review Group
keywords

Kampo

Study Design

RCT

Cochrane Group
Code

HS-EKAT; SR-COMPMED; HS-HANDSRCH

Language

jpn

Full Text URL

http://www jsom.or.jp/medical/ebm/ere/pdf/030002e.pdf

ID

CN-00793495 Jhm
-

controlled trial (RCT).
3. Setting
Single hospital (Department of Obstetrics and Gynecology, Sakai Hospital, Kinki University School of
Medicine).
4. Participants
The 24 patients seen at the above institution and diagnosed with hysteromyoma or uterine adenomyosis
were randomized into two amms: 1) the gonadotropin-releasing hormone (GnRH) analogue =
keishibukuryogan arm (mean age, 45.9 years; mean tumor diameter, 35.7 mm) and 2) the GnRH analogue
arm (mean age, 463 years; mean tumor diameter, 34.1 mm).
5. Intervention
Ann 1:subcutaneous injection of & GriRH analogue (1.8 mg) once monthly for 4 consecutive months +
oral administration of a sachet of TSUMURA Keishibukuryogan (£2#Z/£3% #1) Extract Granules
(2.5 g) Li.d (before meals) for 12 months (n=14) .
Arm 2:subcutaneous injection of a GnRH analogue (1.88 mg) once monthly for 4 consecutive months
(n=10}.

6. Main outcome measures

Tumor response was evaluated on & 3-point scale: tumor diameter reduction: remarkably effective, 250%;
effective, >0 - 50%; not effective, 0%. Evaluation was performed at baseline, 4, 8, and 12 months afier
intervention.

7. Main results

Four months after treatment, complete response was achieved in 42.9% (6/14) of arm 1 and 10% (1/10) of

arm 2, showing that GnRH + keishibukuryogan tended to have & higher anti-tumor effect although there

were no between-group differences in tumor size reduction 8 or 12 months after treatment. Analysis
limited to hysteromyoma revealed that 4-month treatment produced complete response in a significantly
higher percentage of arm 1 (50%) than am 2 (0%) (P=0.012). When the analysis was limited to the GnRH
analogue leuprorelin, 4-month treatment produced e significantly higher complete response rate in amm |

%) than in arm 2 (0%) (P=0.016). GnRH + keishibukuryogan exerted clinical efficacy in the

but not j long-term (8 or 12 months afier treatment).

¢ efficacy of standard GnRH therapy for tumor size reduction in 4-month,

also been described in several previous case reports and clinical studies,
lditional supportive evidence. Nevertheless, the present results are not
effeet can be generalized beyond the study sample because of the small
¢ o5 a helpful reference in determining the future direction of research.
jor response (use of a 3-point scale) wes rather erude, further accumulation of
lizble determination — for clinical practice — of mean tumor reduction and
uction with time after administration.

pril 2008, | June 2010.

030002e




Scope was expanded in 2010 using health ministry fund

Acupuncture Anma-Massage-Shiatsu
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Part 2: health food

@BERM (Japan)
REEM (China)
EBEMERMR (Korea)
Dietary supplement (US)
Food supplement (EU)



3.5 JKMDAERI ?

EHE - 31,100 M (3%)

24
ye

% %
5,000 &M (14%)
A BBy H—JIHEE
¥1.4 JkM 3,200 18 (9%)
(40%)
T
3,900 18 (11%)
l EEflTEm 1,500 12 (4%)

Japanese spent US$ 35 bil for TCAM (2002)

Breakdown of US$35bil.

"products"”
US$21bil.
(60%)

Kampo & herbal medicine US$1.1bil. (3%)

Acupuncture
US$5.0bil. (14%)

LML a Manual therapy (Japanese traditional massage,

US$14bil. Massage and Finger pressure)
(40%) US$3.2bil. (9%)
Judotherapy
US$3.9bil. (11%)
l Quasi therapy  US$1.5bil. (4%)

*http://www.f.u-tokyo.ac.jp/~pecout/cij/ISCPTCAM.pdf



Health Technology Assessment Report of

Glucosamine

2010 NEC/
|NECA - FAiZ2A7

SUEY SN0IA S FAAL
2201919 g1l

2009. 12,81

R

National Evidence=based Healthcare Collaborating Agency (NECA), Seoul,

By systematic review, that
there was lack of data to
reach conclusions that
glucosamine 1s effective for
treatment and prevention of
osteoarthritis.

Be SC. Glucosamine and chondroitin products: Are they being used appropriately?: NECA Newsgs

letter EVIDENCE & VALUE 29. Sep. 2010; 20-1

http://neca.re.kr/ebook/vol4/eng/vol4d_eng_all/EBook.htm
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Glucosamine: same evidence, different policies

Drug
ethical OTC Food
Reimburse | No Japan U.S.A. (food supplement)
-ment Germany Canada (nutritional product)
Scotland Austria (complementary medicine)
Sweden Malaysia (health supplement)
Ireland Singapore (health supplement)
Korea
Yes Korea
Taiwan
Thailand

Dr. Dae Seog HEO, SNU
2010




Same brand name Flexpower in both as OTC
drug and “so-called” health food

IR
K-35

[ momERs |

K07 800

EIEUB FAIGEAKME

OTC drug
(No information of glucos-
amine in the label. It is
used as additive)

-
-
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E
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(EFEHEEE M
(“health supplementary food”)
A kind of “so—called” health
food
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*Glucosamine: same evidence, different policies

Drug
ethical OTC Food
Reimb | No Italia Germany Japan (health food)
ursem England Scotland U.S.A. (dietary supplement)
ent Sweden Canada (nutritional product)
Ireland Austria (complementary medicine)
Korea Malaysia (health supplement)
Singapore (health supplement)
Korea (health supplement)
Yes Korea Korea
Taiwan
Thailand

Dr. Dae Seog HEO, SNU, 2010
K, 2011

and revised by TSUTANI




«Confusing category of heath food in Japan - “gray area”

Health Foods:Category
Foods

Health Foods

So-called
“Health Foods”

® Dietary supplements
@ Other health related products etc

= Prohibited to indicate Health Claims
or Function Claims

Food With
utrient Function Claims

®Vitamins & Minerals

- Allowed to indicate
Claims for Mutrient Funciion

Food for

Specified Healtf

Food for
Special Dietary
Uses (FOSDU)

Uses (FOSHU)

Dietary Uses

@ Dietary fibers
@ Oligosaccharides
@ Isoflavones etc

- Allowed to indicate
Claims for Specified

®

For patients
For pregnant and
lactating women
Forinfants

For dysphagia patients

@ Low protein food
@ Lactose-free food
@ Infant formula etc

- Allowed to indicats
Claims for Special
Dietary Uses

@

Pharma-
ceuticals

@ Frescribed
drugs

@ Over-the
-Counter drugs
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2009 (CREE 21)YE3 B

MHLW funded project
“Evidence of Food for
Special Dietary Uses”
(FOSDU)

Report in Mar 2009

First sysl:ematic revigw
used in "health food™ in
Japan

Low protein food
Allergen removed food
Non lactose food

Thick liquid food
Modified food for infant
Food for dysphagia

Germinated Barley Foodstuff (GBF)
Low protein milk (L.P.K)

Fine Rice
0OS1
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1-E5-4 i AR HEMH " BEEFRE (CN-00089432)

X
Wingen AM, Fabian-Bach C, Mehls O, Multicentre randomized study on the effect of a

low-protein diet on the progression of renal failure in childhood: one-year resulis. Miner
Electrolyie Metab. 1992; 15: 303-8, CN-0008%432, PMID: 14635080

1. E®
1) BHEEF2EETHARIBTLEEORAECEL: e V—HEEB. ) FAHCHE
FIPR O R EETE T A8, 3) SAECHBMEEORE - BEICHT LE
2. 4) FHRAOERE AL W AROEIT M & FrEE O

2. IRTVI 2 _
T A LA EEGEER (RCT)

3. B TFa Y
European Study Group for Nufritional Treatment of Chronic Renal Failure in Childhood

4. #hX
EW 218 M. F LT FS N F TR 15 -60mLST T3Im’., STERIFEIRIC Lo T
BESHEHIATHADERESES 2848 (2848, 7 -4 0k 226 4) . BIffiE
1 4E#ET 165 4 (BiEO®4 68%, FH 103143 5, BTAT0 6 » A M OEsE Mz
BT HAEERE SR (GFR) MIETH 1.5 mL £ O IEEITES 96 4, GFR MIE T A5 1.5
mL E_E DT i 79 48]

5.t
Arm 1: EFALFECEE (BN ERO WHO safe level @ AT < H 08-1.1 gke BIEFE

/B BE 814 (FEEITHE 404, MITHRAE 4 4R

Arm2: T AE < WHERIPREE 84 40 (FEMEIT/ABF 46 £, HITHE 318 4)

6. LT FALRENRB
REENGERE (GFR), SFEEREREZ =T (8DS). &K
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7. zmm
s AR AT HE RO A < EE AT WHO safe level 00 126% T, 7= Auid < EHIEH
FREEAS 187% L DA IDIEA 2T, oV —F RS sAd < HAl (WHO iR
@ 85%) & AT < EIEHIBREE (WHO #4230 90%) TRETE -,

- B SDS FAEECT A HERGIBIZEE L 2o,

- FEEITHRETIL, GFRITES AT < BT 405 £153mL/%/1.73 m™, TAdd < W3k
FIPERE 40.6£16.1 mL/4r/1.73 m', 1 490 GFR OFLZERAETEH
13260, AT < EIERI MR- 11243 T o,

- MITHEFTIL, GFR f:t{&f:ﬁu::f{ RIErEE 22,7 £13.7TmLM31.73 m, T AAE < B3y
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