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Kampo concept in inclusion criteria

Reference
Furue M, Tanaka Y, Kobayashi H, et al. Efficacy of Kanebo Hochuekkito in
patients with atopic dermatitis with “qikyo” — a multicenter, double-blind trial".
Arerugi (Japanese Journal of Allergology). 2005; 54: 1020 (in Japanese).
Objectives
To assess the efficacy of hochuekkito (¥§*'25X¥%3) for the treatment of atopic
dermatitis.
Participants = Inclusion criteria
Patients with atopic dermatitis and “qikyo ” (&, qi deficiency) n=77

Intervention
Arm 1: hochuekkito (Fi P& KH) n=37
Arm 2: placebo n=40
Results:
Reduction of skin lesion scores : not significantly different between two arms
Changes in “qikyo” scores : not significantly different between two arms

Kampo concepts in exclusion criteria

Reference
Nakajima O, Sone M, Kurokawa K, et al. The Complemental treatment for
chronic hepatitis C. Kagaku Ryoho Kenkyusho Kiyo (Bulletin of the Institute
of Chemotherapy) 2003; 34: 40-51

Objectives
To assess the efficacy of shosaikoto (/NEF#ASS) for interferon-resistant
chronic hepatitis C.

Participants
One hundred patients with chronic active hepatitis C who completed
interferon therapy. Patients with “in-sho” (F&FE, yin pattern) and
“kyo-sho” (HZFLE, deficiency pattern) was excluded.
Intervention

Arm 1: squalene 1500 mg/day n=33

Arm 2: cepharanthine (1 mg/kg body weight per day) n=33

Arm 3: shosaikoto (/INEBA) 6.0 g/day n=34
Results:

Equivalent efficacy
Only one patient was excluded. But neither analysis nor discussion of safety. 9

EHEFNDORCTTODESHIZE

* 378 RCTs as of 31 Dec 2012

 Randomization ATIZEAMEZE: 27 (7.1%)
entry criteria : 10
exclusion criteria: 9
both entry and exclusion criteria: 2

FEEEIC & DEARFIDENDT:7
» Randomizationt2[ZEHFBIZHE : 31 (8.2%)

Motoo Y, Arai I, Tsutani K. 2014 (PLoS One #fam) 10

‘ Randomized Controlled Trial (RCT) ‘

population sample
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Randomized controlled trial (RCT)
1.randomization M FRIL ?

AAZER S <
T|IEAEE
134
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2. ControlDERIE ?
EeB, R, il (FRER), B (FRER).,

Introduction of randomization to Japan
{EBE R —BR(1891-1992) #1LTT=8R(1912-)

(1925 Fisher RA. “Statistical methods

for research workers”)

RAXPEFBHEERER 033 wuAsmsanELHE
1935.7 University of London &% *, thh gAML IR

Karl Pearson, Egon Pearson 1939.3 HEKXZEZESYERATH
(1935 “The design of experiments”) = IR

1936 FisherMIHEEHAHEEM 1, 1942.10 BEEFEFREEFRE
TR KRR 1 250 HRIET
1937 mE 1943.7.30 [OBBOBDHAIFT
1941.2 HHHERERRT 1943.12 EEEERRHRE
GENBB, AAREX, BILT=MELE) 1944.2.1 F1ABRHRE
1943.5 TEIBHEHRIFIT
D%, HEBEHER

random : $H¢E

1970-80 FEERKE

Random : &%
randomized block : EL.Y9%

14

ILFTT=ER (

1912.10.3 - 2005.7.3)

i

FENEEHEFPEKRHERRRE T —LERDK, 1996.9.12
WAEE, REE— N —RAEER L EHEOBKE 7S48V TR, 2000 16
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Rain dance ROT1TEERR

“A rain dance does not bring rain but it does
relieve anxiety during the wait.... A witch doctor’s

role, therefore, is not cure disease but to minimize
anxiety in times of uncertainty” .

TREVOFUANMEL0T DT TG, B
EROMOFREMSITHLIZTES, - - HiHEHID
BEILIX, BAEART ETREL RETEDFRER
INRICHISIFAHZETH S, |

Muir Gray JA. Evidence-based Healthcare: How to make health policy and
| 2"d ed. Edinburgh: Churchill Livingstone, 2001. p.364-5
[ REE—28, WRIE (ER). TEFVRIZEIALRT T - AVRRYS—ETx—
T AVPDOBRBREEESTIN—. TILEET-Tr/8Y, 2005, p.368
Epilogue: Evidence-based healthcare in the post modern era. p. 371-9
[ ditto. TEA—4  RRAFEZVRRICE T BIE TV RIZETANRYT P, p.373-81]

“Double blinding”

* 91 physicians in 3 Canadian universities
* 17 different interpretations
* 6 group 1) participant
2) health care provider
3) data collector
4) data analyst
5) judicial assessors of the outcome
6) personnel writing the paper

¢ Devereaux PJ, et. al. JAMA. 2001; 285(15): 2000-3

19 20
B W EKAT 2009
. . . Quality of Kampo RCT Papers (1/3) O Japancse RCT 2004
“Principles” of ethics
1. TITLE & ABSTRACT
.. 2. INTRODUCTION / Background
Benefits : Maximize good
— i 3a.METHODS / Participant
(BeneficenceZ{T) Benefits Risks Eligibility criteria P
N . . 3b.METHODS / Participants
Risks : Avoid doing harm Subject Settings and locations
(Non-maleficence EfEE) 4. METHODS / Tnterventions
P . Sociel
Subject : Respect for persons ty 5. METHODS / Objectives
(Autonomy B {#) 6a.METHODS / Outcomes ]
. ) Primary and secondary outcome —— 1
Society : Fairness to all 6b.METHODS / Outcomes
. Enhancement the quality of measurements -:I
(JHStlce IEﬁ) 7a.METHODS / S: q] i
a.] ample size
How sample size whs determined. —
7b.METHODS / Sample size
[Belmont Rep()rt 1979] Interim analyses and stopping rules | | | |
0 20 40 60 80
21 2
INTERNAL @ MEDICINI . W EKAT 2009
Quality of Kampo RCT Papers (2/3) [] Japanese RCT 2004
L ORIGINAL ARTI
Qu:.tl]ll\ of Ivh?)url.\ on H.'.m(lml '.111 tlirlllnllll‘ll Trials 8. METHODS/Randomization —-Sequence gencration -
Conducted in Japan: Evaluation of Adherence to Method of random allocation sequence
the CONSORT Statement
[8b. METHODS/Randomization --Sequence generation 1
Details of any restriction
Kae Uctani!, Tukeo Nakuyussa', Hiroshi Thal’, Naohirs Yosemen® snd David Mober [ 71
9. METHODS/Randomization --Allocation concealment
Abstract
10. METHODS,
11a. METHODS/Blinding (masking)
Blinded to group assignment
11b. METHODS/Blinding (masking)
Success of blinding
12a. METHODS/Statistical methods
For primary outcome
12b. METHODS/Statistical methods
Additional analyses E
Uetani K, Moher D. et.al. Quality of reports on randomized controlled trials conducted in . . . .
Japan: evaluation of adherence to the CONSORT Intern Med. 307-133
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Quality of Kampo RCT Papers (3/3) W EKAT 2009

[0 Japanese RCT 2004

Why KCONSORT?

13a. RFFSIHLTS/Pamclpam flow -

ow diagram B
13b. RESULTS/Participant flow I

protocol deviations
14. RESULTS/Recruitment —
15. RESULTS/Baseline data * Growing awareness of CONSORT statement
16. RESULTS/Numbers analyzed — indJ apan
17. RESULTS/Outcomes and estimation
18, RESULTS/Ancillary analyses — * Software of Kampo medicine - diagnosis
19. RESULTS/Ad —— ..
verse cvents » Hardware of Kampo medicine - product
20. DISCUSSION/Interpretation i
21. DISCUSSION/Generalizability — )
22. DISCUSSION/Overall evidence I
0 20 40 60 80 100 (%) 2
25
. .
Three survey conducted Needs for characterization of

1. Quality assessment of Kampo RCT articles Kampo medicines

2. Use of Sho (FF) in Kampo RCT articles  Domestic users

3. Description of substance aspect of Kampo * International users
drugs in journals in the world
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Task Force for Evidence Reports / Clinical Practice Guidelines (ER-TF)
Committee for EBM
The Japan Society for Oriental Medicine (JSOM)
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1. DPCT—ER—R DB
2. DPCT—RERAWN-XEHGDOMELERDOHE

1. DPCT—RAR—ZXD#BA

Randomized Clinical Trial

o BHIDARER, FABRBRMOMEHIERLRE.
RCTIZEEREZDEFETHY. TIETUR L
NILDBH TEVLAE S E

s ITICERLTWSEEEMICITERINIC
<Ly

« RIBMEE. AXMINDS, LETERICIE
ZLOFINH D,

2DFY . RCTTTELMET— IEFEDLHT
BESNhTLS

Large healthcare database& &

REERITHDDIEADBEHO-HITEEHIZYL
£-BERSN.HE-BRR-RE K&t 2L AR
BTTO2EENAVE 2 —RITEE &S h T
BEZMBDEF ERT —SDEEHR

ZHEERTITIICIE

SHBEDTA—T Y ZELSN=ADI—F ER
BE, X)) Ta—  BEDT—EIRT AV W
=

ChETOEEARISEH 5T —FREDT LR

BRI BEEILT. HFREMITBF=T 5%,
prospectivel 2L AretrospectivelZL 5
single centerlZLAmulti-center[ZLA.

HBETNETHE0NST7T0—F,

1D Dproject THAXE 1 ~HAEWNLZNTHELEL,
BERXIMROENAE,
LE-AIEREVD ANNIEHARED LA,
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Large database® Ff{t

T—HESERNOEFERICINEL., BHEL.

large databaseZH& &,

Large database M o {E < DEAF B #IIZin-o1=
T—AEHEL. TIETUREEELETS,

Large healthcare database

1.Registry database
BEZFRT—HEAR—X
2.Administrative claims database
SEBENER T —2R—X
3.Electronic medical records
BFHILT

4. FDMLALAS

BHRUT —AN—X
(Registry Database)

s BEDKRBCSEBEEOEERET—4%
HBEOT—H-T4+—IVrEAIT,

%ﬁﬁé&b\aﬁﬁw:ﬁﬁbt%%ﬁito

(1)

BARDONAZEERST AJHDSEER

BARDIFEZEENCD ©7 AJHDNSQIP

BARDKER SN FFEELIACVSDE 7 AJHDSTS
RERE

DERBMNERT —2~N—2X
(Administrative Claims Database)

s DEEMERICALLNST —2%ERKE
F-BEFEHARICBCRALI-T—E~R—X,

s XIDRATLIZEMT SERmRICT—51E
BARBHToN TS0, [FEAEDK
BEMELTRY. EHBUI SN,

« FEMGRRERT —2EEENLEL,

(5) BARDDPCE T A1) HDNIS

EBFHILT

(Electronic Medical Records)

FEIHRRT —FDEE, ChERRITHALGVF AL,
LML,

BRIET—HBE. hDOT—EDT+—IYrDERICE-TE
7Y, SR TOT S IR DS,

HRICBELT — S ENRIKBELGHE T IERER
BRITORFEGE  IRFAICEFLFLBADNEN—F LN
QAN

MRT AU,
BRAISEHEME

retrospective observational study

RCTD XS7%RTRIE T ABZ
(prospective interventional study)& X%
ERRTHAUTIESS

LHL. I DEFIB0ETATT T
RAZH/NN—F %,
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DPC(Diagnosis Procedure Combination)7—%4

HHETIXERERK15005 AHFI8000D &M 1< ABE

DPCHRRE (KFEREE S K- HREDFR) (X 10005 2% 42
SINEDOFERETAREEDHS0%EN/ —

DPCT—4%=DPCHIR TEEENEFHIEEHIN-ARZ
ROFET—3

DPCT—AR—R =& [{%MNS5DPCT —2RAMRRUIER
THERM#ESNDIDPCT—4ET—IXN—RELE2 D,

DPCT—A~R—X

DPCIFEBEENFL AT LRREABEDHAELEIZELD
#2500 HFT31—)

DPCIFBIERIL AT LEY I (ZBHTI—IZDUVTI
BLU-YEBEOEERENREINTLS)

DPCYRTLZERAL. DPCEEXILEZ T TS FERE
DPCHREEELS (2 KR FEIRIEE S L1000 ED R EH]
mkR)

DPCIEIEMBIRESN =T —2HDPCT—4

DPCT—4

#=1 ¥—4EE
1. FERITHE
MERRa—F ., BHRREa—F
2. FTAmHH
T—AHAES. M5, b, BEEFMEOBESES
3. ABBEtWsE
FE-RBABE, MBHEICK D%, BEREFERIR. kB
4. BIRtRR
EGAA . ARDZE AT GRA . ERERERLIRALLGHEE.
ARBHFIESR . ABRRRIERER
5. FHTiRR
FilTR . Ka—F, By
6. MRiNW
BR-AE, EIEEH. AR -BREFJCS, ARk -RREADL X7,
HMAUICC FHEHASI4E - Stage 73 48, ARTEF - BBEFFmodified Rankin Scale,
b 25 h ) FEAEBF . Hugh-Jones 5248, NYHA iDVHSEES 4B,
BLECCS 7. BMEDEFIEEKilip 748, iR DEERE .,
FFREZEChild-Pugh 558, RMEMERDERERE.
R BIBALAICE 1T B ABR T - Rl B 4 SRR B . ABRFGAF RE
15

DPCT—32DfEHIE

E3 Bk Zho 21RfT
FE SHEH EAR jsasy | masy
2002%RE  |THA—10H |4 A g2 260
2o03FEE  |[7H—0R |amAH 185 4F
conaEE  |[7H—10R |4 A 174 5Hh
c005EE  |THA—0H |4 A 245 130
co06ERE  |THA—12H |6 A 262 1068°H
2007ERE  |TA—2H |6 A go5 265°H
2005%ERE  |FTRA—12H |6 A 855 281 R
sonaEE  |[7H—12R |aéH 501 2R
colofFEE [7H—3H o A 880 495 7
o1 EE |4A—35H 124 A 1075 714H
snzEE  |4A—5H 124 B 1057 GBS R

2011 FELIEIEEZEDO2EHAREZEDHS50%EH/N— 11

DPCT—4ZRAL-EEREZHE

LUTOHPESHR
http://www.dpcsg.jp/

| DPCT—SEEHE
2099
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T2

2007 —2008F (ER125-8)T7—4 #I585F A
1
HEEREFN 3B A

!
RCARRRISHi#% AL R EBMEN
ALHREEBASNI-BE
N=603
/ \.

KiErhis KEghhinz
e ALORENERE
N=453 N=150

19

% AREEHRIFZE (Retrospective observational study)
EEATYHTERHDLEL
XHREF. BIERORNEN

Patient characteristics
Hospital factors

Treatment A
or Outcome
Treatment B

R AE= R RIERD -6 DIEET R
{BmR27 -2 yF ¥ (propensity score matching)
R Z $0% (instrumental variable method)%: & 20

Propensity score matching

BEAEHICEFENSET—ZAN, BEECEYLTONHHEER

(propensity score)%#3E .

- fEYYF 4 (Nearest neighbor matching)l=kY .
MBS TEEEHE

SRYFUT DSRNIFEB T D OR RN

21

MatchinglZ&k Y,
MEOCDEEEEMNYEL
}
H=NH 77 LALLLERER

(pseudo-randomization)

REghi5 REHBZE
JEfEA ALORENERE
N=453 N=150

Propensity Score
1:1 Matching

N=144 N=144

23

Dai-kenchu-to Dai-kenchu-to
non-users (N=144)  users (N=144) p

Age (average+SD) 68.4+10.1 67.949.1 0.677
Sex (male) (n, %) 110 76.4 103 715 0.347
Comorbidities (n, %)

Hypertension 28 19.4 25 17.4 0.648

Diabetes 24 16.7 24 16.7 1.000

Cardiovascular diseases 8 5.6 8 5.6 1.000

Chronic lung diseases 3 2.1 3 2.1 1.000

Cerebrovascular diseases 1 0.7 1 0.7 1.000
Type of surgery (n, %)

Colectomy 71 493 73 50.7

High anterior resection 12 8.3 12 8.3 0.962

Low anterior resection 35 243 35 243 :

Abdominoperineal resection 26 18.1 24 16.7
Approach

Laparoscopic 11 7.6 10 6.9 0.821

Open 133 924 134 93.1 :
Hospital volume for colorectal 8045.8 8346.1 0.879
surgery (per month; average+SD)
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+
Endpoint RS
KEghH KEDH p
s A\
(1) ZEREFEL: vl S P
(2) B 17 (BB - 8RB D RS wEwE | 4 > 0.684
=S>EDODEEIVRRAUMELT, (2.8%) (1.4%)
ALY REREDRHEY EEXT 28 20 0.206
— R RUBFHOEE (94%) | (13.9%
)Ly REE AR LIAE [61;)7] [5815] 0.012
. BAHME (/) - -
-5 \ (=] ~Hi
@A l/r:bx EfE AN D EBE M LS RERADE > 3 0018
G ARERE BEETHE(B) | 119-36] [18-31]
AL RE R EFETOHIM (Kaplan Meieri) SEEMIT
§1c] Odds | 95%CI P
? ratio
- Logistic regression 1.60 | 0.86-2.95 | 0.137
Egr“__ for Successful LTD*
é Hazard| 95%CI P
E i It ratio
g P T et Cox regression for 1.41 | 1.08-1.84 0.011
3 ] termination of LTD
& oo T LTD: long-tube decompression
ﬁay‘s after long-tube -|\ILHI1|;1.1’I . 27 SuCCGSSful LTD:yEtjs‘J:Uﬁq:_ﬁﬁa)@ﬁ 28
ABEES '
?,f?n A
KERH KERH P

EER | (LIREDLDS
N=144 #’5 N=144

APBREES | 269170 | 231+94 0.018
7 )
(CE#)£SD)

29

RBHERERRALIRIIHNT S
ALIRENCDREHSEDERE L.

(WREECRUVBEFMERETIHRIIEETEND
QML REEALRZI0OEANSSBICEEICEE
GAREREE269FAMNS23 I FAICEEICER
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Kampo Medicine

] > ®RUDA9 [HALEBMOBRKLOD -TEFYRLT— b~

RAFEZICHT S EBM & NBM

R (HAR S PRERERERRL~ % ¥ A ¥ MIFgER

1990 -SRI, FlE=AY BRI 2ED & (Evidence-Based Medicine : EBM) DBHHZ L D, BRI
KEBRNRFIFALL T IHBI o7, BEOBIY T, SO L TEBMAWXEZHT. Ly
L 19904EfA & 2 A & EBM O EERFED S, EBM AT TIIBY 0 2 ik TE 2w I LA S vt
Cice BHEICZEF Y AZMMPE LAV ERIDTTHLTH, BEOMfIRE GBL 2T, B)HTE
BWIL rRIKio 7 BENRFFELVIE VY, EBLZBHOE T, WHIHE»IT B2
Ey Tl kv, 19984, EBM 24 2L ED T 54 <) « & 7EIHLE LD, Piiicdo { EHE
(Narrative-based Medicine: NBM) 259 Fit/ze ANZENTRAZOWEZLEETED., it TOWED
—BFEEXTHD, NBMIREBFEOHOMEZGEL, COTKRENPEL, 770—-F 352, TH5.
EBM £ NBMIZEWIZHIWED HDOT, HILT 550 TId AR, WoOWiEzM# L EBM2HEETH L, 2
7 71DPECOD %D Y, MoNDHIEF ALY, KRNI EEEL RIZT, WiEtEET52
ECHBALEHERICTESZHOMVEBM ZWHEIS T 5. EBMOMHA2 6 Rivid, Wi+ 77 14 7,
Sackett @ 5€ # D patient value (ZHI 243 5, 20064E, NBMIWillE#4: (narrative medicine: NM) ~&
BT 5, BREICIE, B o SN hofiil i — N0 & 5 Wi o+ 5 252G,
SN Z2PWakiE)) (narrative competence) &9, ZOERIE, REOWEOZHMEZ BANY 2236 5
M L 2T 5. NMIZIEGE N 200 U CHEB S NS EMREEFXK SN, EBM S NBM % b @HE§
DR OAF N EVE B,

BRE

1993 4% MR ANFERLDER, HBEEREIREN RS AR BE 221G

19965 S FULEIMEERAT R FRNE BRTI4=Y « rTMGEERILE SHESHY M
20019 =Rz A Yy - W= T EFREREIRE ZHARR HAMGEEESEBM EHSE

20045F BEEARFRESEANE SRER HAZGER:ZEESEN. Hx

20079 250N e
20134 OARMESUERRERERERE AT A L MR #2
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BEEZRIZHE T AEBMENBM
FSEIBAREEFREMBRURIILY
IRAREBMOBRIEEE-ON—IETURETFT—F—
2014%6A298 REREREMEIA—FL

e 5 1t
HAHRERRPRER
BURARDAVHATR

EBMEEEDIL VT

« 19904 X #¥EE. SRRIMDARREZEL TEBMELS
« 1990 % ¥ . EBMfZITTIL

RIS ORBEIH G TEL L EHERE

EEHM T8
TRIZFEVSEMDE/ ] vs TREDE/HV)

WEITEBENTBIZIEESThIELLA?

Narrative = 35747
EBY.BLHL. Y

NBM®D &

AFENENTBDOMEIZEETEY
MR IEZEDYEEO—INEEZSD

19984F : Narrative- Based Medicine (NBM) D g4

NBME (. BEDHEDOYIEEETEL .

ZTOEKRETEMRL,. 7IO—FI5IE
(BBREEH . ERHE 2007)

RIGDRRTYEE

36m K, REIBEHA 8OR% B1E. BIERE VT F

MR FHEIES ATARAREEIERA S LMD
LZRBEFHFTRRLIZLY SBFUETALEL

EBM D3EXHR

clinical
expertise $5545
-7
reseaient
evidence ' value

EBMIEZREDIETUR%E,
BRRDRELEZDMERLHEELIZLD

(Sackett DL. Evidence-based medicine. Churchill Livingstone, 2000)
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EBM DX : SEf D fiF iR %
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2Ty EREOERE
AT ERINE
y SRIWARE: £:]: 5]
ATvT4: BEADERA
RATYT 5 TADHE

Patient: EATBRBEIC
Exposure: {ilZz945&
(Intervention)
Comparison: fAJ&EEART
Outcome: ES%EHM

PECO

& DPECO F5T47&EELI-PECO

P: PRANE/RERER P: PRANE/RERER
(MFERHREDRIERDER)

E: JRARYRY E: HMAFAER
(YRIE—)L®)
C: F7FIK C: JRARJRY
(J5<1)—IL®) (YRIRF—L®)
O: FEREEFD O: FEREEFD
ZeH
NEEOFH DR

NBMIZEBMZ# 5T %

o FS5T4TIEZEBMODRTYF1%EZD

o ATFVTIDEDLBZEFRTY2~48E DD

o FST4TIEEERYIMELE RS

s F5T47%ZEELIZEBMIZ
BEO=—XITEERZS

+ NBMZEBMZ#5%Ed %

* NBMAODEYSBETHIEIEERR

FRER BB (< (LHE 2 HMEEN KT D
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