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HIXTEMPECO =  SRODOEZEDPECO = ZRCTDOEEZEMDPECO

—EDEZEET, FENDIRCTZ
E£HTLBDDT, PECOICIENELD
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Cochrane Handbook for

BAEDMAFR = CHEFIRIISIRZ UJZSR7Z
FAWTCEREAL TWEET

Khanna. Aripiprazole versus other atypical antipsychotics for schizophrenia, Cochrane Database Syst Rev. 2014
Wijkstra. Pharmacological treatment for psychotic depression, Cochrane Database Syst Rev. 2013

Cipriani 2010 Olanzapine in the long-term treatment of bipolar disorder: A systematic review and meta-analysis,
J Psychopharmacol. 2010
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Cognitive-Behavioral Medicine
Master of Clinical Research
For prospective MPH/DrPH/PhD students
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Research

TOPICS Cognitive-Behavior Therapy

Meta-epidemiology

Systematic Reviews
Randomized Controlled Trials
Research meetings
201845 20145EORHENL 21— QBB TH)IIEEAEH L 2R XA Cochrane Database of Systematic
Reviews (IF=6.3)ic 72 7 k&1 & Ufc. Hoshino N, Takada T, Hida K, Hasegawa S, Furukawa TA & Publications
Sakai Y (2018) Daikenchuto for reducing postoperative ileus in patients undergoing elective abdominal

Publications > Books

surgery.
Workshops & Seminars > EBM Toolbox E B M I O O O X
2018.4.3  &H/IIFROFAF BN Cochrane ler-ry of Systematic Reviews (IF=63)ic77 & Fhah& Ui, HEL

Veronak%?. UImK%&D—ED/(= v 7BEL €2 —0VEDTY, Bighelli|, Castellazzi M, Girlanda F, BEEmyriaE
Guaiana G, Koesters M, Turrini G, Furukawa TA & Barbui C (2018) Antidepressants versus placebo for panic
disorder in adults.

KyotoUni o o2~ — - >
2018.3.14 Cipriani, Furukawa, Salanti et al (2018) Lanceti@XIc 2 \WT New York Timesic BREEA BRI NE L, Health @ © @ < i} = ebmh.med.kyoto-u.ac.jp Y
2018.3.13 &/IIWRHERE, HHAZ ] FRER, MRAXKS XAt Graduat H :

Psychiatric Scandinavica (IF= B8 7T hEnE Lles Eurtikans TA Marto K. NcmaH Tanaka S, Faculty of For journal clubs where you do not start from a patient, you can use the

Imai H, Shinohara K, Ikeda K, Yamawaki S, Levine SZ, Goldoerg Y. Leucht S & Cipriani A (in press) Initial o . o

severity of major depression and efficacy of new generation anti ts: Individual-parti data fO”OWlng worksheets [|n Engllsh].

For articles about treatment [RCT]

For articles about treatment [systematic review and pairwise meta-analysis]

For articles about treatment [systematic review and network meta-analysis]

For articles about diagnosis

For articles about prognosis

Please feel free to download and use the following worksheets [in Japanese].

For articles about treatment

For articles about diagnosis

.

For articles about prognosis [cohort study]

B——_ i G L
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seful spreadsheets

N ~ M
RRIED—0>— MY 2o BLGETES— N
pJ NNT Calculator @l can calculate RR, OR, RD and NNT, from a 2*2 table. Q d\D
g Ij D '\ % i a_ NNT Calculator2 can calculate NNT, from effect size (SMD). [Furukawa (1999) Lancet]
C - You can undersatnd how this works in a vividly visual and interactive way here. Must-see to understand the

logic! (You can change the control event rate by clicking on the symbol after "Slide me". Please experiment with

.




N ZEEFT VD NNTODETE SEVEZEEFT VD

ORRZHME (EEDZEME) Z2FTvIU, HidrEDDMBDS DimX THUL
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e S CIIHTERD

1 Good event[ZE DK SICTER/UIZN.

1. PECO [CREIMESNIZERREFR ZITE L TL\ DD 2 BMUMRBOAESENNT ICLTEDIRED.
T ) A ” 3 NNT 0 9O5%ERX R E 535
b 78 SN ST TT D Worst case scenario ,
Good AV Good 1 Sz
Numbec _ovent ¥ -Dumber__gvent (UFOREBICONT, O, A, XTHfliL, ZORBEBTIESL)
AR AR
2 BRARERET B ENBRNTH 12D ﬂ/;\!f nin 1. HBEOBERJBRRHBROWREBOLBELHTVICRED, ZOBRNEATEZNZED
WE O 2 X ° . Wo O a x
XV 95% TIR LR 95% b 7%
OR= OR=
RR= RR=
NNT= NNT= 2. BERBBROBREHBZOBEICEBRATDE, ENREDEBERNRMBH{TINDID
3. REKARDORREFDICIIHBIREND > 2D BT He) A X
(EFRBBEE non-responder EHE UEEKREITT DHiEiTS. BEENHDIE .
W@ o A X scenario 57) THE
DXV
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WE O A X
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WE O A X
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DXV

ST, MDBESAICRBEDLSICTDDNEKNESSIN?

6. AZTNLCHRDEBRIZIIWD
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1. PECO(CEMENTCEERzE R Z 5 EL TLV\DH

B SROFEN, RBALULERKRRER TS, PECOICEE=
JTERIREERIZERTEL, TNUCEDWVWTRCTZIRZRL TLDN

B Objectivet®IntroductionM&& (CEEEH N TLND Z ENZLY
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2. BRRMRZIRZR T DI BN HEFER T o Ioh

[HhRE=NTZEm(CDUNT)
B ST —INR-X

ENENDDEH TERIRT —HIN—RADIRFNRITTULIRD
@) Cochrane CINAHL
MEDLINE®l Google Scholar

X P3sWeb

Scopus

PublQed ..

US National Library of Medicine
National Institutes of Health

B /\>RY—F
SeiTAFMDReferenceZi&ZR L C, RN TLIBDEDHTRLIDH
B RELNDOSEEDRYIIECETTRERI D ?
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B Registry
EERSN THIREN TUORVLRCTHZRWLDY, EREFRY 1 M ZRR
m) U.S. National Library of Medicine |nternational Clinical Trials
ClinicalTrials.gov RO Reg' S"]y ?,lf,ltvfmm

B FEFERDIWIX

B F{E

B BESH(CIROTVNDT—5
B BAANIO>SYT

B ZOft--

NOSEEEIRR T D E(FRNEN TSRV,
TRRAUETER S (F L, SROMEE LMD
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@

HIXTZ(FREIRT —5 2
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3. BRPREAZTDEIR &5l (C (FBIRMEN o T2

B AESNDIARDODRAOU—Z27T, =5, /1 7XDFF
ffi7e &, BRRHEINBERRRC, EHOATFIVILTL
DN

.
Two review authors independently reviewed all identified publications::-
Any disagreement was resolved by consensus discussion with another review author.

COL\DfE, BHNROXEHEEH N TLBIET
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NN ZIMEFT VD SNEZHIEFT VY

4, FBRFERARPCICHTE D TIRRSNITLDN

B _EZHCTHONUIUR T AW XL, EHRZETHIUEIMD (Mean
Difference) ¥°SMD (Standardized Mean Difference) & &, ZhRY
ADEFECTHREMEREN TV

Study or subgroup Aripiprazole Clozapine Weight Risk Ratio
M M

HRandom95% H,Random95%
N N a a

anxiety (short term, up to |2 weeks)

Han 2005 135 3/35 —T 93% 033[004,305]
Li 2007a 330 0130 T 59% 700038, 12993 ] @ o
~ ill AN [=PAN
Liu 2006 530 030 T 62% 1100 [ 064, 19053 ] / \ —
- =} =] yZz) ==
Wang 2005 531 4129 -+ 197 % 1.17 [035,393]
Wang 20062 3130 0130 T 59% 700038, 12993 ] |:> I ' z /- Itt
Wei 2007 1145 3/45 — T 92% 033[004,308]
Xiao 2007 336 o036 T 59% 700037, 13082]
Yang 2007 430 030 T 61% 900051, 160.17]
Yu 2006 826 022 | 64% 1448 [ 088,23753 ]
Yu ZG 2007 430 130 T 98% 400[047,3373]
Zhou 2007 7/45 247 ™ 155 % 366 [0.80, 1667 ]
Subtotal (95% CI) 368 364 e 100.0 % 2.62[1.21,5.70 ]

Total events: 44 (Arpiprazole), |13 (Clozapine)
Heterogeneity: Tau? = 041; Chi? = 13.34,df = 10 (P = 021); > =25%
Test for overall effect: Z = 244 (P = 0.015)

Studyorsubgrop  Aripiprazole Clozapine Weight Oiferancs
N Mean(SD) N Mean(sD) IVRandom95% CI IVRandom95% CI
| BPRS
Kuang 2006 s6 2942 (7.) 58 2881 (7.1) - 20% 061 [-200,322] _ "
Xu 2007 3151785 (869) I 1591 (64) —— 7% 194 [-164,552] {9“ . qu4ﬁR}§ O) Iﬁ\ 7;&0)17;-,—{:'_\
Yan 2008a 50 2635 (524) 50 2736 (491) = 378% -1.01 [-300,098 ] .
Zhu 2005 0 239(3) 0 25102 - 17.0% 120[-4.16,176] l::> M ea n D |ffe re n Ce
Zou 2006 31 3543 (762) 31 3538692 - 4% 005 [-357,367]
Subtotal (95% CI) 212 214 * 100.0 % -0.22 [ -1.44, 1.00 |

Heterogeneity: Tau> = 00; Chi> =284, df = 4 (P = 0.59);  =0.0%
Test for overall effect: Z = 035 (P = 0.73)
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AR ZIEF TV NNTDETE SNZIMEFT VD

[1BSNEHRT A XDE (FHEH - XDGRADESFT) ]
5. BESNZRTRICHITD/INA 7 AD) XD (F/ NS0V

B SRICEFNDMELZDRCTD/\AFTADI) R T%ZHML, ENHA/NELH

Random sequence generation (selection hias)
£z E 2D FFERER (SITONTLED
£ 8 2 Allocation concealment (selection bias)
8 5 % 2| DR SN TLED
g £11 Blinding (perfarmance hias and detection hias): of participants
Eaifiz BEEITSA>RTHOEh
g8s2:fcz Blinding (performance hias and detection bias): of personnel
EEEEEE SBEBET S RTHO D
B g s s :é g Blinding {(performance bias and detection bias): of outcome assessors
5 2 EEE s £ SHiiE (XTS5 > RTHoTeh
BEEREEE Incomplete outcome data (attrition bias)
£ T 5§55 L35 3 770 MALFHEA TETLVRWT —IBE <IEho T2h
E=8555 85 Selective reporting (reporting bias) (=#ERICFZE T BEEOBUELID D ERNY)
pon1o0|@|@1010/2/102| @ BETNRETY NARETRESN TS H
196|212 1919|992 | @ Other bias (=ZBRDVNEDEIFERE L TLVROHY
Mevers2000 [ @[ 2 @ O D O S| 2 Y o
Muisant2001 (2 |2 | @ | O O S| 2 | @
Rothschild2004a [ 2 (2 (@ (@ |2 |2 |2 | @
Rothschild2004b (2 (2 | @ @ |2 |2 |2 @
spiker1985 |2 | @ | O O O (@2 |2
spiker19s2 | @ |2 | @ (@ |2 (2 |2 | @
vandenBroek2004 (@ |2 @ | O O | D |2 | O
wijkstra2010 | @) | D [ D (O | O (O (D | 2
Zanardi19%6 |2 |2 |2 |2 |2 |@|2 |2
Zanardi2ooo (@ |2 |2 |2 ([ @|@®|2 |2




ARZHEFT SN ZSMEFT VD

. BESNTTHFROFBER(FEFTEN

B SENBRCTOREBOEE M Z, FiztEN - ARENCFIT VY

Study or subgroup Aripiprazole Clozapine Rwskgz‘mo Weight Risk Ra‘bf 14 somnolence (short term, up to 12 weeks)
H,Random,95% H,Random,95% Fan 2005 236 11136 —— 60% 0.18[004,076]
/N N e] ]

10 insomnia (short term, up to 12 weeks) Han 2005 035 3035 25% 002 [000,026]
Han 2005 1735 o135 - 44% 300[0.13,7122] Jiang 2009 1740 8/40 — 40% 0.13[002,095]
Jiang 2009 3/40 1/40 T 89% 300[033,27.63] Li 2007a 030 10130 — 25% 005 [ 000,078]
Li 2007a 330 0/30 T 5.1% 700[038,12993] Li 2009 330 20/30 - 76% 0.15[005,045]
1i 2009 530 130 . 101 % 500 [0.62,4028 ] Liu 2006 030 2030 25% 002[000,039]
Liu 2006 7130 0130 R 559 1500 [089, 25142 ] Liu 2007 34 25/34 — 64% 008002 031]
Ui 2007 a4 134 L o 07% 800 [ 1.06,6053 ] Liu 2008 4731 o3l — 24% 900 [ 051, 16039 ]

W 9/ | 1 , 0.9
Wang 2005 331 22 —— 149 % 140 025,781 ] ang 2006 s 2 0% 022[005,095]
Wang 2006: 4130 430 -+ 67% 1.00 [ 028, 363
Wang 20062 330 030 _— 51% 700 [038, 12993 ] e s L ]
Wang 2009 0/45 3035 — 25% 001 [000,020]
Xiao 2007 336 0136 N 51% 700[037, 13082 ]
Xiao 2007 036 236 2% 020[001,403]
Yang 2007 5/30 0130 T 54% 1100 [ 0.64, 19053 ]
Xu 2007 035 25/35 — 25% 002[000,031]
Yu 2006 7126 02 — 56% 1278 [0.77,211.85]
Yan 2008a 250 12/50 — 60% 0.17[004,071]
Zhang 2010 20/60 0/60 — 57% 41.00 [ 254, 66278 ]
Yang 2007 0/30 19/30 — 25% 003 [000,041]
Zhou 2007 8/45 0147 — 55% 1774 [ 1.05,29861
Yu 2006 026 14122 — 25% 003 [000,047]
J
Zha 2005 zi0 110 9% 200[0.19.21.18] Yu 2007 136 5/38 — 38% 021003, 172]
0/ > 0y
Subtotal (95% CI) 497 493 100.0 % 5.62[2.90,10.91] o200 . 150 . an 0231007073
Total events: 78 (Aripiprazole), 6 (Clozapine)
—]
Heterogeneity: Tau? = 00; Chi? =839, df = I3 (P = 082 Tu2G 2007 330 1220 73% 025[008,080]
Test for overall effect: Z = 5.11 (P < 0.00001) Zhang 2010 4/60 33/60 - 83% 0.12[005,032]
Zhou 2007 4/45 18/47 - 82% 023[009,063]
Subtotal (95% CI) 751 741 - 100.0 % 0.15[0.09, 0.24 ]
3 dry mouth (short term, up to 12 weeks) Total events: 35 (Aripiprazole), 320 (Clozapine)

Liu 2007 634 1134 - 253% 600[076,4721 ] Heterogeneity: Tau? = 051; Chi2 = 35.60, df = 20 (P = 002
Test for overall effect: Z = 7.57 (P < 0.00001)
Yu 2006 16 02 T 201 % 426[022,8428)
Yu 2009 1130 12/30 —a— 258% 008[001,060]
Zhou 2007 245 14/47 —.— 289% 0.15[004,062]
Subtotal (95% CI) 135 133 —— 100.0 % 0.64 [ 0.08,5.38 ]

Total events: | | (Aripiprazole), 27 (Clozapine)
Heterogeneity: Tau® = 356; Chi® = 13.30, df = 3 (P = 0.00
Test for overall effect: Z = 041 (P = 0.68)

16



B RETFRESME 12

0~40%
30~60%
50~90%
/75~100%

B RENESIE .

RN AN AV S
PEEOEBMENHDINE
XD DEBMENHDINE

BERIEBME

BRCTORIR Y A XD =HEEIED

72 [ UV TUVRULD

17



AR ZIEF TV NNTDETE SNZIMEFT VD

7. BSNINRY A X (SEHED

B 5T LEOA RS MDY < TOS%{SIBRRIDIEATE L
158, MBRH A XN KGR TLES

| abdominal discomfort / pain (short term, up to 12 weeks)

Liu 2006 930 0/30 —— 535 % 1900 [ 1.16,312.42 ]
Xiao 2007 236 0136 — 465 % 500 [ 025, 100,63 ]
Subtotal (95% CI) 66 66 ——_— 100.0 % 10.21 [ 1.32, 79.12 ]

Total events: | | (Aripiprazole), O (Clozapine) I —

Heterogeneity: Tau? = 0.0; Chi?2 =043, df = | (P = 0.51); > =0.0%
Test for overall effect: Z = 2.22 (P = 0.026)

18



AR ZIMEF TV NNTDETE SNEZHIEFT VY

8. SONITHERIFERRRERE (CEREUCRE(CH TEFTRDIN

B SROEZFENFEEUZPECOL, ERRICEFR > ZZRCTDPECO

EDHHENASE < RLD
ZDEDDIEIR L
HRIEMPECO = CR@%%G)PECO = %RCT@%%ODPECO\
: o . = Resg,,,,c,,:
b 4 ““ __

SRT(&, ZEETEBEDDPECOICERUIZRCTZ
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9. BEINTHFICEHRS) A 7 X (EFENONDH

B Funnel plot analysis (=t

FTWVISNTLDN
j( 3 SE(00IRRD g
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(&%) GRADE:¥fh

G. Guyatt et al. / Journal of Clinical Epidemiology 64 (2011) 383—394

Study Design Quality of Evidence Lower if Higher if
Randomized trial == High Risk of bias 1555 Large effect
-1 Serious )72 |+l Large

-2 Very serious (D'J X7 |+2 Very large

Moderate Inconsistency JEHe6. Dose response

-1 Serious HEM +1 Evidence of a gradient
-2 Very serious
All plausible confounding

Observational study ===p | Low Indirectness 1gHg. +1 Would reduce a
-1 Serious B demonstrated effect or

-2 Very serious
+1 Would suggest a
Imprecision 1357 spurious effect when
-1 Serious FETEE results show no effect
-2 Very serious

Very low

Publication bias

-1 Likely IHHo.
-2 Very likely uu) 1 VAN @94 78

RCTCHNIE, Quality(FHighmhs5 X5 — KU, CNBSDERICEZELTLWNIE

S5>04577>LTuLL 1



AR ZIMEF TV NNTDETE SNZIMEFT VD

Study Olanzapine Placebo RR (random) Weight RR (random)
or sub-category n/N n/N 95% CI % 95% ClI
01 As monotherapy

Tohen 2006 105/225 109/136 - 67.72 0.58 [0 49, 0.69
Subtotal (95% Cl) 225 136 > 67.72 0.58 [0.49, 0.69

Total events: 105 (Olanzapine), 109 (Placebo)
Test for heterogeneity: not applicab
Test for overall effect: Z =6.51 (p< 000001)

02 As combination therapy with lithium or valproate
Tohen 2004 15/51 15/48 I 32.28 0.94 [0.52. 1‘71]
Subtotal (95% Clz 48 32.28 0.94 [0.52, 1.71
Total events: 15 (Olanzapine), 15 (Placebo)

Test for heterogeneity: not applicable
Test for overall effect: Z = 0.20 (p = 0.84)

Total (95% Cl) 276 184 e 100.00 0.68 [0.43, 1.07]
Total events: 120 (Olanzapzlne) 124 (Placebo) ——
Test for heterogeneity: Chi'=2.43, df = 1 (p= 0.12), I = 58.9%
Test for overall effect: Z = 1. 68 (p=0. 09)

0.2 0.5 1 2 5

Favours olanzapine Favours placebo

FIZIE, COVDTEHEREMNSNNTZETEURVGES

RR=0.68 («XAHF7FUZ X TESNIZRRZEMR)

CER (Control Event Rate) = (109+15)/(136+48)=124/184=0.67
(TEEL, JMROEMESET AZZER)
EER (Experimental Event Rate) =CERXRR=0.67x0.68=0.46

NNT (Number Needed to Treat) =1/(CER-EER)=1/(0.67-0.46)=4.76
NNTDI5%EFEXEC DV TIHFRROTFRO0.43, ER1.07(CDWCEERICETE T D
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EL i 0] A X
OXU R
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i - O A X
XUk

3. RBIY R« Y RTREL, REKNICERZPD RAOLD. SHERIERE

B 1O A X
OXU B

4. HIBFLOEEDMERICOVNTHORIERERB TN, ZNATOEELEH THZSNDD

B i 0] A X
IXV KR

Bdsc A :

ST, MDBESAICIZEDKDICT DD KNES SH7?

MYZEMEFEBEC UM
AN YANAN

BoDRESAZEVFENN
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(FTZ5MED
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O:HTCIEFFED
X : HTIFESRL
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1 Erd\j_d)u\%(j:ﬁuur_gitgﬁ@j %C‘:Td\jj— U\%t@cs
DICERD, ZTOBRMNMERHTETRRWVEEN

B EUHRTEDEFEBESAN, SRICEFNDRCTOI> KJ—
WizlcWizE Ulzs, TOMRICHPI AN SN TLIZH

B 5UCOSROBEEELZTmZLUTCLNEMNSIEELTHE
T DEVIEERMN (CEFE SN DEEFHH

B, SROBEEENISHEHNS70REClEoIEHES,
DIRTCDEBEEN72RIC O EB/R(TH TIEFERLY ?
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