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(1)38IR/\1 7 Z(selection bias)
g DIIEF(Random sequence generation) : 5 V5 ABENTDIER (Y —T > DD EDKD
[CITONIEDNCDNTBEECSN TN D C EETER T D,
29 DI=# (Allocation concealment) @ EfY DY —T Y RICDU\T, #ESOHRBICTHH
SIENKDICTDCEENDIEENDNDSIZNKDICTDE).

(2)f81T/\1 7 X (preference bias)
WEREDOIARBICXT U CTERRIEDTHNIZD\(Blinding of participants and personnel)(CES9
DINAT PR,

(3)IRB/ N1 77 X (detection bias)
P = ALATHIHICEE I D511 (Blinding of outcome assessment)(CBEET B/ P, 5T
BIFRT, P RALFTHEA T —TNMESNTNDINA =TV SN)LERER CTIEEH@IC DU
TINA PADADUREMED D DICHOER).

(4)FE B/ N f 77 R (attribution bias)
A5TET —4 (Incomplete outcome data)lCBS&ET D/ \1 7 A, NEIEDIEOICETND SR
RENDIEBEDDNEFFIMEBND P VNS Y ATHOEBEICIE, RENICHKEREER!
MIHONTNDENDDIDCOTENNE

(5)#RE/\1 7 A(reporting bias)
BIRBVZERE (Selective reporting)ICBSET D/N1 2R, TJ0O ~JJUICEE SNCERE, £#2
BV ICETSNTNDNDENRE, BRIBRBROMAZIRE U TCUVVRNDDFHESND.
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Study
(intervention/
control) Date Methods Participants Type of surgeries Interventions Follow-up
Mangano (99/ 1996 Randomised Inclusion: previous myocardial infarction (MI), typical angina or atypical ~ Major vascular, intra-abdominal, 5-10 mg intravenous (IV) or 50-100 mg G-month, 1-year
101) double-blind angina with a positive stress test, or at risk of coronary artery disease orthopaedic, neurosurgical or oral atenolol 30 min pre surgery and and 2-year
placebo-controlled trial (CAD) as indicated by two of: age 65, hypertension, current smoking,  other surgery continued until discharge, or a maximum outcomes
cholesterol concentration =6.2 mmol/L and diabetes of 7 days post surgery
Bayliff (49/50) 1999 Randomised Inclusion: age =18. Exdusion: asthma, congestive heart failure (CHF), Lobectomies, pneumonectomies, Propanolol 10 mg four times 1 day pre Outcomes at
double-blind second or third degree heart block, history of supraventricular oesophagectomies. surgery, and continued for 5 days post hospital discharge
placeba-controlled trial tacchyarrnsthmias, on a p-blacker, diltiazem, digoxin, quinidine, surgery
procainamide, amiodarone, verapamil, or sensitivity to B-blockers
DECREASE | (59/ 1999 Randomised controlled Inclusion: at least ane cardiac risk factor (age =70 years, prior MI, CHF,  Elective vascular surgery 5-10 mg oral hisoprolol from an average 30 les
53) study ventricular arrhythmia, diabetes, limited exerdse capacity), who had a of 37 (at least 7) days pre surgery and
positive dobutamine echocardiogram (DSE). Exdusion: already on continued for 30 days post surgery o
ﬁblackers extensive wall motion abnormalrtlm asthma c
POBBLE (55/48) 2005 Inclusios \ hefore 30-q F,I- les
Exclusio brtic e lol
Method | oo Part|c1pants Intervention o
unstabldsng 3
DIPOM (462/459) 2006 Randomised Inclusion: age =39 years, with d|abetes. Exclusion: on or allergic to Orthopedic, intra-abdominal, 50100 mg oral metoprolol 1 day before Med - @p o jup
double-blind B-blockers, NYHA class IV, third degree atrioventricular block, pregnant,  neumlogical, vascular, surgery and continued until hospital of 1f e
placebo-controlled trial breast feeding or in previous DIPOM trial gynaecological or other surgery discharge, or a maximum of 8 days post (ran
surgery 30n
MaVs (246/250) 2006 Randomised Inclusion: ASA class <3. Exdusion: current or recent p-blocker use, Vascular surgery 25-100 mg oral metoprolol within 2h pre  30-g
double-blind amiodarone, airflow obstruction requiring treatment, history of CHF or surgery, then oral or IV metopralol until 6-my mes
placebo-controlled trial atrioventricular (AV) block, previous adverse reaction, previous hospital discharge or 5 days post surgery
participation in MaVs study
Meary (18/20) 2006 Randomised Inclusion: one of previous MI or ischaemia on ECG, history of angina, Emergency general or orthopaedic  1.25 mg IV atenolol in the anaesthetic Mortality to
placebo-controlled trial history of stroke or transient ischaemic attack; or two of age surgery room, then every 30 min during surgery, hospital discharge
=65 years, hypertension, current smoking, cholesterol = 6.2 mmol/L, then oral or IV atenolol daily for 7 days and at 1 year

diabetes. Exclusion: already on or intolerant to p-blockers, bradycardia,
COPD or asthma, second or third degree heart block, cardiovascular
collapse or hypovolaemia, anaesthetist feels patient not fit for
B-blockers

post surgery



Cochrane®Risk of biasE#J5—"TJU ¢ Risk of biasZ7 52

SR, IBEC EIClow risk of bias(/N1 272D ) ZD(3ELY), unclear risk
bias (/N1 7?7 2D ZDIFARBR), High risk of bias(/\-1 )2 Z2D'J) ZD1350))
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Risk of biasZ#157—7)U
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Randorm sequence generation (selection bias)

Allocation concealment (zelection hias)

Blinding of paicipants and personnel (performance bias)

Blinding of outcorme assessment (detection hias): Selfreported outcomes
Blinding of outcome assessment {detection bias): Ohjective measures
Incomplete outcome data (attrition hias)

Selective reporing (reporting hias)

Other bias

%, 28% 50% 78%  100%
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[l Hiuh risk of bias
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PRISMA Flow diagram@5ll3~
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Records identified through Additional records identified
Pubmed through other sources
(n=265) (n = 83)
| |
Records after duplicates removed
(n = 300)
Records screened Records excluded
(n =300) (n=282)
Full-text articles Full-text articles
assessed for eligibility excluded (n=7)
(n=18) 2 Duplicates
1 Not intention to treat
1 Postoperative only
Studies included in 3 Did not meet time
guantitative synthesis point criteria
(meta-analysis)
in=11

Bouri, S. et al.: Meta-analysis of secure randomized controlled trials of B-blocaker to prevent perioperative death in non-cardiac surgery, Herat, 100, 456-464, 2014.
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EZARYA4 X BHHHFIH (% EZARYA4 X BHHFIH o
0) (%)
R PR ELERA 20 15 75.0 24 6 25.0
ER R ERB 240 50 20.8 230 100 435
B R ERERC 120 32 26.7 130 40 30.8
Z19(E = 40.8 I9(E = 33.1
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HRFSREETEHTIRD CEDEBIRME
M SimpsonD/\3 v D Z(31%,2016)

SIS IREER
ey O I e
ALER 1 25(83.3) 30 44(78.6) 56
EL FRER 2 31(57.4) 54 17(54.8) 31 |
AHBR1+2 56 (66.7) 84 61 (70.1) 87

BRIDERTIL, FEDEZDMMEERID CBEWIIEHSVNICTENST,
FEHTHMDHO>TLED L, HBROEICE>TULED.

m) Bk, BUBERECTHOTE, ZNBNORDOBERY, &
MBI DI, DEBENRED,

FRERGIERE NI CERD IR D INED' H D

FHERER : XTI (F2hR), ABEIS, 2016.



XS PFTIIRACHITDF—T—F : WRE (effect size)

SimpsonD/\S R OXDH : BIUNR, BIUEBELECHD>TH, €N<
NOBEDOEEYFE, EEMEIDYE, Z2EIRIENERSD.

N

ZAlBRODEEE TDEW (B : FrFEEBIFETORRIRDEWN) (&, ERDTE
MRICBENWTE, AU THDIEEZDDONBEARTHD.

FIUERIE ERA — —
FIUERIE RERB — =
FIUERIEE sBRC — —

TDfe, AF7FHFI XTI, &HERICDULNT, ENENDEIDEERN
BTERL, BENEDEVNVZEDIRD C c‘:b\%??b\ C DiaENRDED
&, ShER=(effect size) ELYD.




SIREDIERE

2{E “w Xtk (odds ratio)
L) XL (risk ratio)
e aredlisd | ) \'H — Rt (hazard ratio)

28 | ) X D% (risk difference)
i SEISEDZE (mean difference)

SEL SN EIIBEDZ (standardized mean difference) ™

1 BELSNTZEBSEBEOEIIRINTEHETED.
BEE{ESNEEBDEDZ =(EBEDE)/ (BRFDREREZEDEIDE)
I8, Cohen’'sd & EIEINB.

Cohen’sdld, AT+ IDINSVFEISERGHIDICZDYEEMEDN D DT,

BHE CTBE UICHedges g &b D.



MEREDT ST + NIVERIR : Forest plot

FRIMIE TR IC BRI R ZFRIE LIS BAF RICLLEGIRZEME UIC XY P T Y ADKBRTH D.

Patient : INEMADFME2ITDIMNIEA NV D) RIOHDSNEBICKTLT,

Intervention : BERETERDIRSH,

Control : BEMIEEIRS UEVEEBICLENT

Outcome : ffi% 30 B D)\ [LERIFEITR(BIROIGIMIES : IERFEHINEHIEE, WEd, (EME)D

2D ZER=ED.
B-Blockers Control .
Events, Total, Total, RR Favors | Favors

Source No. No. Events, No.  No. (95% ClI) B-Blockers Control
Low risk of bias :

BBSA 1 110 0 109 2.97(0.12-72.19)
Bayliff 2 49 1 50  2.04(0.19-21.79) .. ﬂE/Q @Eﬂ:j‘b@ B%E&O
DIPOM 20 462 15 459 1.32(0.69-2.55) | 95%15 ?El:laaﬁ

MaVs 0 246 4 250 0.11(0.01-2.09) =
ot b ae s a4 133000173 = c BRDEEDEART 1 X
g N .| EHTULENRERD
w0 imioiieo T 95%{SFEX &

High risk of bias

Poldermans 2 59 g 53 0.20(0.05-0.88) —-— OS5 EEICERULCED

Dunkelgrun 10 533 16 533  0.63(0.29-1.36) _.'i_ Ry

Subtotal (12=44%; P=.18) 0.42(0.15-1.23) - NDForest plot THD.
Overall 0.94 (0.63-1.40) <>

{}zgog/n;P=.16 T T T T T III'I T TTTTTTT T T TTTTIT

Interaction test between groups, P=.04 0_61 0!1 1?0 1'0 150

Risk Ratio (95% Cl)

Bouri, S. et al.: Meta-analysis of secure randomized controlled trials of B-blocakade to prevent perioperative death in non-cardiac surgery, Herat, 100, 456-464, 2014.



Forest plotdDZJ 5 2 5%88

—— | FEJ5%EEXE, BOAREIFEARY 1 XITXT
- BRISEHMIITSNTRE, HEIBIL95% IS FEX R I XT i

B-Blockers Control \

Events, Total, Total, RR Favors Favors
Source No. No. Events, No. No. (95% CI) B-Blockers : Control
Low risk of bias I
BBSA 1 110 0 109 ' 2.97(0.12-72.19) : .
Bayliff 2 49 1 50 2.04(0.19-21.79) : u
DIPOM 20 462 15 459 ' 1.32(0.69-2.55) I
MaVs 0 246 4 250 0.11(0.01-2.09) = :
Neary 3 18 5 20 0.67(0.19-2.40) —.J:—
POISE 129 4174 97 4177 1.33(1.03-1.73) =
Mangano 4 99 5 101 = 0.82(0.23-2.95) +
POBBLE 3 55 1 48 2.62(0.28-24.34) : u
Yang 0 51 1 51 0.33(0.01-8.00) = :
Subtotal (/2=0%; P=.68) 1.27 (1.01-1.60) i
High risk of hias i
Poldermans 2 59 9 531 0.20(0.05-0.88) —.—i
Dunkelgrun 10 533 16 533 0.63(0.29-1.36) —-
Subtotal (12=44%; P=.18) 0.42 (0.15-1.23) <>+-
Overall 0.94 (0.63-1.40) <>
12=30%; P=.16
Interaction test between groups, P=.04 / 0_61 - ””(']"_1 - '””1'_'0 - '””1"0 - Imllltl)o
%%E(Relative Risk) Risk Ratio (95% CI)

RNEDIEEHMIITSNIENRE




ARBEHRETHNET IV

B BEFEZRET IV (Fixed-effect model)

BMROBRE F— o QUSRS

MREL, HEITDIHRICHUSITE—THDEMELIZETILTHD, B
BRICKDINRDEWNIUBR)REDHNRATH D EERD.

m ZEMEREF L (Random-effect model)

ammonms B suonmm BY amsomo B @ s

sRE=DEFD

BEER (C K DHRDEVVE (BER)EREITIT TR, SMBRICK > TEULD/INS
VFCERRAN DD EERD.

BRTORD (F, HFKDIEWNCKDINSYFEIFD. Cn
%z BB 1% (heterogeneity) £ LY D.
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EFRETIOEDE) | BROVBOVRBOBEREEM N TEMITETS

2B(7Zw Xk, J DL, U R2DZE) . Mantel-Haenszeli, PetolE/S ENVH D.
Peto)i(d, RCTOIBRICE D IKSEETMUINCRINDNE TR\,

KEUDNFEAERBRNBELCE, MESNCNREBOEEXEIINSL<BD. —
70T, EEENZBULNRSEICE, BEDRET/ILOMAIIHEESNZL).

B ZSVR

DerSimonian-Laird} AV —ARBYIC AN SN DD, =IO TIE, BayesinimdATIER
LD,

EEEDBENTV\DRETE, MEETOTE. 2L, ERXBIIEEMNRE
TILKDBILLTSD.

ZEMZRCUCNIDEDNEHBELCDAT, BEMNRZ

JNBIDEENRZANDIDZERUBREONEZRSIRN.
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BEMNRETIV BENRETI
(Fixed effect model) (Random effect model)

b

& BROEEIHDN, BEDE BROFEL, BEMNERD
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AR ZBRE DCEME

ToeRD/INDYF (BARRE [BRRE + HRBORD
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MET —o SRR DELD > A + B3R E D EY

mREOEEE BEULHNIST HEMNDDHBGICEF L)

(EREXE INSLEDDT) IBA<IEDDT)

DS - XYY RAERMBL E 1 —(ICRIT DRAODFERE+a, ICR Web
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RE YOI

B CochranDQIEIE
Q=| (Ed) < {HBRTONRD) - RELLHED) |0&FH

QZANALUTIRET D. BERIBZBGICIE, EBEMNDHDIEHMIL, 0.1Kim CEE
R/ OVENLHD.

CochranDQIRE LFRERE C L G SN DD TN EERERMMNMEZ DT EBR
[CTZDDT L MERICH D).

HESHRELOFIA
_ (GHEREl
2 _Q (FRERZR 1)X100(%)

0(%)D'5100(%)E THEEZ D, QICXT LT, AR THREBEITOITY, iR
HCHEBSNIZLN.
Cochran Handbookl_ X &R

0~A0%(EE TV \EREBM), 30~60%(PIZEDEREM)
50~90% (N =/ 2B ), 75~100%(2EDEE )



BERTEED BT

B-Blockers Control ‘
Events, Total, Total, RR Favors Favors
Source No. No. Events, No. No. (95% CI) B-Blockers : Control
Low risk of bias :
BBSA 1 110 0 109 2.97(0.12-72.19) : =
Bayliff 2 49 1 50 2.04(0.19-21.79) : u
DIPOM 20 462 15 459  1.32(0.69-2.55) I
MaVvs 0 246 4 250 0.11(0.01-2.09) = ,
Neary 3 18 5 20 0.67(0.19-2.40) —.J:—
POISE 129 4174 97 4177 1.33(1.03-1.73) =
Mangano 4 99 5 101  0.82(0.23-2.95) +
POBBLE 3 55 1 48  2.62(0.28-24.34) : i
Yang 0 51 e ees—aaes ”
Subtotal (I2=0%; P=.68) « ECTROCENSEBMHIIRDHSNS
High risk of bias r
Poldermans 2 59 9 53 0.20(0.05-0. 88) —.—i
Dunkelgrun 10 533 16 o aesa—a—ae _—
Subtotal (7=44%, P=15) « BRT ocb\*ﬁd)@matmb\(% CRVDIEL, FREREDDIRNCEIC

fikiz g DIc)

Overall T - —

[2=30%; P=.16 . o N
Interaction test between groups, P=.04 £1$—C(ar£’§~'rét'-b\ﬁ’“‘t%é'

Risk Ratio (95% ClI)

EEBMDROSNLEBSICIE, YI7Y FCHDDICETRRZRERIDCE
NEZGN, BEEIEDH CHHET D EARDESND.
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MO ABRBEDONMEBEI DIV IOV =ILOFBESHESHEBEREDT
BICENDDEDDDXI P ADT—45 (#$H8,2015)

K58 RSB
i ks =14 B ks P24 B
Goodman 5 174 179 28 149 177
Winston 5 118 123 10 122 132
Chandrasekar 2 21 23 1 22 23
Schaffner 6 69 75 7 69 76
Slavin 10 142 152 26 122 148
Egger 1 42 43 2 44 46
Kern 2 34 36 2 30 32
Rotstein 4 137 141 22 111 133
Akiyama 1 70 71 2 57 59
Ellis 2 40 42 10 38 48
Meunier 4 26 30 6 23 29
Menichetti 11 409 420 10 390 400
Ninane 2 234 236 5 244 249
Groll 1 24 25 0 25 25
Philpott-Howard 6 250 256 9 246 255
Rozenberg-Arska 1 24 25 0 25 25




Forest plot

Experimental Control Odds Ratio

Study EventJotal EventﬁE}fQj%Bettgr ]‘}I~I]-Jl:Bettei OR 95%-Cl W(fixed) W
Goodman 5 179 28 177 —'—i 0.15 [0.06; 0.42D.2% 1C
Winston 5 123 10 132 _,'__ 0.52 [0.17; 1.563.8% 8
Chandrasekar 2 23 1 23 i ‘ 2.10 [0.18; 24.80]7% 2
Schaffner 6 75 7 76 T 0.86 [0.27; 2.681.7% 8
Slavin 10 152 26 148 — 0.33 [0.15; 0.71B.2% 1:
Egger 1 43 2 46 0.52 [0.05; 5.99].4% 2
Kern 2 36 2 32 s 0.88 [0.12; 6.65].5% 3
Rotstein 4 141 22 133 —H+—% 0.15 [0.05; 0.44p.3% 8
Akiyama 1 71 2 59 ; 0.41 [0.04; 4.611.6% 2
Ellis 2 42 10 48 —+—— 0.19 [0.04; 0.94.6% 5
Meunier 4 30 6 29 — 0.59 [0.15; 2.353.9% 6
Menichetti 11 420 10 400 e — 1.05 [0.44; 2.500.4% 11
Ninane 2 236 5 249 —'.—— 0.42 [0.08; 2.173.6% 4
Groll 1 25 0 25 i ' 3.12 [0.12; 80.30]3% 1
Philpott-Howard 6 256 9 255 — 0.66 [0.23; 1.88.5% 9
Rozenberg-Arska 1 25 0 25 i: = 3.12 [0.12; 80.30]3% 1
Fixed effect model 1877 1857 < 0.42 [0.31; 0.5700% --
Random effects model <> 0.47 [0.31; 0.79] 1(
Heterogeneity: I-squared=28.1%, tau-squared=0.1762, p=0.141 f
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Comparative efficacy and acceptability of 12 new-generation
antidepressants: a multiple-treatments meta-analysis

Andrea Cipriani, Toshiaki A Furukawa, Georgia Salanti, John R Geddes, Julian P T Higgins, Rachel Churchill, Norio Watanabe, Atsuo Nakagawa,

Ichiro M Omori, Hugh McGuire, Michele Tansella, Corrado Barbui

‘ 345 potentially relevant studies identified for retrieval from literature search

|
L 4

98 articles excluded after initial screening 27 additional references
of titles and abstracts

v v

274 potentially eligible articles retrieved with full text for more detailed analysis

|
: "

172 articles excluded after detailed screening 15 unpublished studies (from
68 duplicate pharmaceutical industry websites)

11 meeting abstracts (unable to extract
any data)
39 non-randomised design
4 not including active comparator arm
5 full text unavailable
18 unable to extract any data
27 reviews or pooled analyses

’ ,

117 randomised controlled trials eligible for multiple treatment meta-analysis™
14 comparing bupropion with other second-generation antidepressants
16 comparing citalopram with other second-generation antidepressants

8 comparing duloxetine with other second-generation antidepressants
19 comparing escitalopram with other second-generation antidepressants
54 comparing fluoxetinewith other second-generation antidepressants
11 comparing fluvexamine with other second-generation antidepressants

6 comparing milnacipran with other second-generation antidepressants
13 comparing mirtazapine with other second-generation antidepressants
32 comparing paroxetine with other second-generation antidepressants

8 comparing reboxetine with other second-generation antidepressants
27 comparing sertraline with other second-generation antidepressants
28 comparing venlafaxine with other second-generation antidepressants

The Lacet, 373, 746-758, 2009

1991 N 52007FICERSINIC 127848

DOHFHERIND DBICHIT DS VS AL
LB ER (1175858 ICE D < NMADFEER

D DEIDIELE
bupropion
citalopram
duloxetine
escitalopram (1951ER)
fluoxetine 54515%)

(145105%)
(
(8
(
(
fluvoxamine (1151\5%)
(6
(
(
(8
(
(

165115%)
851L5%)

milnacipran  (651§%)
mirtazapine  (13:118%)
paroxetine  (32515%)
reboxetine  (8515%)
sertraline 27515%)
venlafaxine  (2851§&)
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XYLEBDFER

Reboxetineld, 4%IEDBEELLE UHVEUDY,
BBLLERICEDUINTC, INTOERIEDIEST

Zi1DCENTED.

Milnacipran

Paraxetine

Mirtazapine

Juloxetine

* Fluvexamine

Escitalopram @ /

| Citalopram
[ Efficacy (response rate) (95% Cl) Il Comparison [ Acceptability (dropout rate) (95% Cl) Lol e
1.00 075 1.06 089 073 087 087 081 0-62 1.01 084
(078-1-28) (0-55-1-01) (0-86-1:32) (074-1.08) (0-53-1-00) (0-58-124) (0-66-1-14) (0-65-1:00)  (0-45-0-86)  (0-82-1.27) (0-68-1-02)
0.98 ar 075 1.07 0-90 073 0-87 0.87 081 0-62 1.02 084
(078-1-23) (0-55-1-02) (0-86-1-31) (073-1:09)  (0-54-0-99)  (0-60-1.24) (0-66-1-15) (0-65-1.01)  (0-45-0-84)  (0-81-1.28) (0-67-1-06)
1.09 112 o 143 119 098 116 116 1.08 083 136 112
(0-83-143)  (0-87-144) (1-09-1-85)  (0-91-1.57) (0-67-1-41) (0-77-173) (0-83-1-61) (0-84-1-40) (0-57-1.22) (1-01-1-:83)  (0-84-1.50)
0-82 0-84 075 = 0-84 0-69 0-81 0-81 076 0-58 0-95 078
(0-67-1.01) (070-1.01)  (0-60-0-93) (070-1:01)  (0-50-0-94)  (0-55-1.15) (0-62-107)  (0-62-0-93)  (0-43-0-81)  (077-119)  (0-64-0-97)
1.08 110 0-99 — 0-82 0-97 0-97 091 070 114 0-94
(0-90-1-29) (0-93-1:31) (079-1-24) (0-62-1.07) (0-69-132) (0-77-1:21) (079-1.05)  (053-0-92)  (0:96-136)  (0-81-1-09)
110 113 1.01 135 1.02 —7 118 118 110 0-85 138 114
(0-83-147)  (0-86-147) (074-138)  (1.02-176)  (0-81-1:30) (0-76-175) (0-87-1-61) (0-84-1-47) (057-126)  (1.03-1-89)  (0-86-154)
1-07 1.09 0-97 1-30 0-99 0-97 MIL 0-99 0-94 0-72 1-17 0-97
(077-1-48) (0-78-1:50) (0-69-138)  (0-95-178) (0-74-131) (0-68-137) (0-69-1.53) (0-68-1:31) (0-48-1-10) (084-172)  (0-69-1-40)
079 0-80 072 0-96 073 071 074 093 072 117 097
(072-1-00) (063-1.01)  (0-54-0-94)  (0-76-119)  (0-60-0-88)  (0-55-0-92)  (0-53-1-01) (0-75-1-17) (0-51-1-03) (0-91-151) (076-1-23)
1.06 1.08 0-97 130 0-98 0-96 1.00 135 077 1.25 1.03
(0-87-130)  (0-90-130) (0-78-1-20) (110-1.53)  (0-86-1.12) (0-76-1-23) (074-133) (1-11-1-64) (056-1.05)  (1.04-152)  (0-86-1.24)
1.60 163 146 1.95 148 145 150 2:03 1.50 134
(120-216)  (1.25-2-14)  (1.05-2.02)  (1-.47-2:59)  (116-1.90)  (1.03-2-02)  (1.03-2:18)  (1.52-278)  (1-16-1.98) (0-99-1-83)
087 088 079 1.06 0-80 079 081 110 0-82 082
(0-72-1-05) (072-1.07) (0-62-1.01) (088-127)  (0-69-0-93)  (0-61-1.01) (0-60-1-11) (090-1.36)  (0-69-0-96) (0-67-1-00)
0-85 0-86 077 1.03 0.78 077 079 1.08 079 053 0-98 VEN
(0-70-1-01) (071-1.05)  (0-60-0-99)  (0-86-124)  (0-68-0-90)  (0-59-0-99)  (0-58-1.08) (0-87-133)  (0-67-0-94)  (0-40-0-69)  (0-82-1.16)




— Thank you for your kind attention —
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res <- N
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One Sample t-test

data: Dataset$ﬂ]1,§7 L7FFZRE
t = -2.0711, df = 5, p-value = 0.08311

alternative hyputhesws true mean is not equal to 4.3 -
95 percent confidence interval: < RT@%%

3.814410 4.352257
sanple estimates:
nean of x

4.083333
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B - IOFVALEREDRRD ST —5H (Silagy, 2003)
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SBERE XV BREF
SIBEY HEREY SITEY BREY

Studyname qt tt qc tc
Blondal89 37 92 24 920
Campbell91 21 107 21 105
Fagerstrom82 30 50 23 50
Fee82 23 180 15 172
Garcia89 21 68 5 38
GarveyOO 75 405 17 203
Gross95 37 131 6 46
Hall85 18 41 10 36
Hall87 30 71 14 68
Hall96 24 98 28 103
Hjalmarson84 31 106 16 100
Huber88 31 54 11 60
Jarvis82 22 58 9 58
Jensen91 90 211 28 82
Killen84 16 44 6 20
Killen90 129 600 112 617
Malcolm80 6 73 3 121
McGovern92 51 146 40 127
Nakamura90 13 30 5 30
Niaura94 5 84 4 89
Pirie92 75 206 50 211
Puska79 29 116 21 113
Schneider85 9 30 6 30
Tonnesen88 23 60 12 53
Villa99 11 21 10 26
Zelman92 23 58 18 58
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FAMRDAAYFREHETIER(DER)  FAMORIVINEERT ZHO0ER)
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> Dataset <-

+  read.tahle("C:/lsers/Toshin Shimokawa/Desktop/@ES - LR EEFEE Snoking.cov’
+  headerzTRIE, sep=",", na.strings=c(™, "NA"}, dec=".", fill=TRUE,

+  quote="¥"", strip.white=TRUE)

> Dataset <- read.tahle("C:/Users/Toshio ShlmokawafDesktDpffél‘*i# - ﬂ%fﬁi—?xigﬁmc
+  header=TRUE, sep=",", na.strings=c(™", "NA™), dec=".", fill=TRUE, auote="¥""

+  strip.white=TRUE)
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Forest plot

1Y O] Zrw XLk

amE | URE | BRI LA SRR LI |

Experimental Conitre Weight

Study Eventdotal Eventgotal Odds Ratio OR D5%-Cl (fixed)
Blondalg9 37 |92 24 |90 i 1.85 0.99; 3.460%
Campbell91 21 |to7 21 105 —— 0.98 0.50; 1.927%
Fagerstrom82 30 50 23 50 T 1.76 0.80; 3.895%
Fee82 23 180 15 172 T 1.53 0.77; 3.8657%
Garcia89 21 ||68 5 38 i 2.95 1.01; 8.622%
Garvey00 75 |405 17 203 i 2.49 1.43; 4.30%
Gross95 37 [131 6 46 ——— 2.62 1.03; 6.717%
Hall5 18 ||41 10 [36 e 2.03 0.78; 5.296%
Hallg7 30 |72 14 |68 B Ema— 2.82 1.33; 5.993%
Hall9é 24 ||98 28 103 — 0.87 0.46; 1.646%
Hjalmarson84 31 106 16 1100 —i— 2.17 1.10; 4.282%
Huberss 31 |54 11 |60 o 6.00 2.57; 14.00%
Jarvis82 22 |58 9 58 L 3.33 1.37; 8.085%
Jensen9l 90 (211 28 (82 T 1.43 0.84; 2.443%
Killeng4 16 ||44 6 20 — 1.33 0.43; 4.153%

Killen90 129 |00 112 @17 wa 1.23 0.93; 1.68.7%
Malcolm80 6 |73 3 1p1 : 3.52 0.85; 14.641%
McGovern92 51 |46 40 127 —p 1.17 0.70; 1.94%%
Nakamura90 13 |30 5 |30 B T — 3.82 1.15; 12.08%
Niaura94 5 84 4 89 : 1.34 0.35; 5.1190%
Pirie92 75 |06 50 P11 —E— 1.84 1.20; 2.825%
Puska79 29 116 21 143 i 1.46 0.78; 2.763%
Schneider85 9 30 6 30 B B E— 1.71 0.52; 5.6821%
Tonnesens8 23 |60 12 [53 T 2.12 0.93; 4.861%
Villa99 11 |21 10 |26 — T 1.76 0.55; 5.64P%
Zelman92 23 |58 18 |58 B 1.46 0.68; 3.1B1%

BEEMNEET /L Fixed effect model 3140 2706 <& 1.67 [1.47; 1.90D.0%

ZTEWETFE T ) Random effects model < 1.75 [1.48; 2.67]
Heterogeneity: 12 = 28%, = 0.0475, p = 0.09 ! ! ! !
0.1 051 2 10

BESETIVICRIT DAFEEDEL 4]
CochranMQI&TE

Weigl
(rand

4.8%
4.3%
3.4%
4.2%
2.1%
5.6%
2.6%
2.5%
3.7%
4.7%
4.3%
3.1%
2.9%
5.9%
1.9%
10.5%
1.3%
6.3%
1.7%
1.4%
7.6%
4.7%
1.7%
3.2%
1.8%
3.6%

100.0¢



Forest plotlCXyind S E ZRDEH

i ".."ﬁxﬁ
OR 95%-Cl %W(Fixed) %W(random) - _
Blondal89  1.8500 [0.9892; 3.4599] 4.0 4.8 | BHAERTOfER (Forest plotDEEICTRDIER)
Campbel 191 0.9767 [0.4971; 1.9193] 4.7 4.3
Fagerstrom82 1.7609 [0.7965; 3.8929] 2.5 3.4
Fee82 1.5333 [0.7713; 3.0481] 3.7 4.2
Garcia89 2.9489 [1.0094; 8.6152] 1.2 2.1
Garvey00 2.4866 [1.4256; 4.3372] 5.0 5.6
Gross95 2.6241 [1.0265; 6.7083] 1.7 2.6
Hal 185 2.0348 [0.7829; 5.2886] 1.6 2.5
Hal 187 2.8223 [1.3289; 5.9938] 2.3 3.7
Hal 196 0.8687 [0.4614; 1.6356] 5.6 4.7
Hjalmarson84 2.1700 [1.1005; 4.2788] 3.2 4.3
Huber88 6.0040 [2.5721; 14.0146] 1.2 3.1
Jarvis82 3.3272 [1.3706; 8.0768] 1.5 2.9
Jensen9l 1.4345 [0.8429; 2.4414] 6.3 5.9
Killend4 1.3333 [0.4279; 4.1550] 1.4 1.9
Killen90 1.2349 [0.9310; 1.6382] 23.7 10.5
Malcolm80 3.5224 [0.8531; 14.5429] 0.6 1.3
McGovern92 1.1676 [0.7040; 1.9365] 7.6 6.3
Nakamura90 3.8235 [1.1500; 12.7126] 0.8 1.7
Niaura94 1.3449 [0.3487; 5.1879] 1.0 1.4
Pirie9o2 1.8435 [1.2044; 2.8218] 8.6 7.6
Puska79 1.4603 [0.7750; 2.7515] 4.4 4.7
Schneider85 1.7143 [0.5228; 5.6207] 1.1 1.7
Tonnesen88 2.1239 [0.9285; 4.8583] 2.1 3.2
Villa99 1.7600 [0.5489; 5.6433] 1.2 1.8
Zelman92 1.4603 [0.6791; 3.1403] 3.0 3.6

Number of studies combined: k = 26

OR 95%-Cl z| p-value a7y = ; = — .
Fixed effect model  1.6698 [1.4684; 1.8988] 7.82|< 0.0001 | BAEMSR €7 /b(fixed effect model), ZEWRET )L(mixed
Random effects model 1.7516 [1.4831: 2.0686] 6.60|< 0.0001 | effect model) T p B (Forest plotIZ[ERIZSNEL))

Quantifying heterogeneity: = "
tau’2 = 0.0475; H = 1.18 [1.00; 1.50]; 172 = 28.4% [0.0%: 55.8%] | 2= == DFLMHEE

Test of heterogeneity:
Q d.f. p-value | Cochran®QIETE
34.90 25 0.0900

Details on meta-analytical method:
- Mantel-Haenszel method
- DerSimonian-Laird estimator for tau”2




Funnel plot

-] é"*xﬁ
Linear regression test of funnel plot asymmetry (efficient score)
o4 pRvST— Funnel plotDIEXIFREDIRFE
«:\‘f : = - 0
IR t = 2.3261, df = 24, p-value = 0.02878 | (BiR/&SI3IEXYHN)
S alternative hypothesis: asymmetry in funnel plot
‘ AN sample estimates:
N bias se.bias slope
f}' 1.2911844 0.5550812 0.1126996
04 /’/ E \‘\\
e < >
: e |
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’ \ | Vi
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T T T
05 1.0 2.0 5.0
Odds Ratio

IV}RIE75:Study TldINegative S5m0
(publication bias TJAEME)




FT—5DEE(2)

B 2iEEDOEEZ ¥ DT — 4~ (Everitt and Pickles, 2000)

Everitt(2000)[&, REHNERFHICEAITDI_DDEREDIHEBZMNZLLE UICIBDS V5 AMELLESGT
BRamUCl\d, CCTOPI RAALG, REHFEREEHEICHERFREIGRIN' S DRILTHD.

BREZMA BEZMB
WERE & RERE HWERB X D) =] RERE
Study nA meanA sdA nB meanB sdB
1 134 5.96 4.24 113 4.72 4.72
2 175 4.74 4.64 151 5.07 5.38
3 137 2.04 2.59 140 2.51 3.22
4 184 2.70 2.32 179 3.20 2.46
5 174 6.09 4.86 169 5.81 5.14
6 754 4,72 5.33 736 476 5.29
7 209 10.10 8.10 209 10.90 7.90
8 1151 2.82 3.05 1122 3.01 3.32
9 679 3.88 4.85 673 4.37 5.37




EZRICKDT—HDAD

FLWT-FEy MEERT I ERAN)
&#m?—?tv hEZHAL

E=rrorzy e |

Jf)'J'—/l-.ﬁihﬁ‘r—ﬁE T B H
FT-FbyrEEST

Ty D& “\"E?Eﬁ'l

29 :T' "'tf JREEETD

7 TR ERTFTD

ERFADIIZE

| I74 VEEEIVyTH-F, URL DET¥A hF-FEEHAD I'
SPSSOT-Ftry hEA Vit—-h
Minitab@7—-5%4 Y-+
Statal)7-9&1 Y-k
Excel)T7-5%A Ji—h

A7YT 774 V&R
ATV MELBERTTD
A7VTMEEMERTITRESD

ENELBEFRFTID
HNERWERITRETD

N-7590Tr A NVERK
N-7590 7P ANVELBERTETD
-9 T A NERMERITRESD

RI-JAN-ZEEHRAL
RI-JAR-AELZERE
RI-JAR-ZERFEMTITRET

ERIANT-EXETD
»T

b,

toothpaste.csv
A B C D E
ﬁﬂ% I Sludyname qt tt qc tc
7 Blondalad 37 52 73 50
3 |Campbellol 21 107 21 105
4 |Fagerstroms2 30 50 23 50
5 |Fees2 23 180 15 172
6 |Garciag9 21 68 5 38
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hearder=TRIE, sap=",", na.| LAJLIUYALXIELR MIE7 » ST TRIE,
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header=TRUE, sep=",", na.strinfs=c(™", "NA™), dec=".", filI=TRUE, guote="¥""

> Dataset <-
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+ quote="¥""

+  strip.white=TRUE)
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# NF-FROAFTIULALATER

+  read.tahle("C:/Users/Toshin Shimokaya/Desktop/fES -
header=TRIE, sep=",", na.strings=c(”",
, strip.white=TRUE]

> Dataset <- read.tahle("C:/Users/Toshio ShlmokawaIDesktD SEEDR - DREESEE S
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meanB
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' | meanB
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Forest plot
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CochranDQI&RTE

N AR MWRE
AR X (PEEOE, BERD)
xperimental Control
Study Total Mean§D Total Mean$D Mean Difference MD
1 134 596424 113 4.724.72 1.24
2 175 474464 151 5.07%.38 -0.33
3 137 2.04259 140 251322 -0.47
4 184 270232 179 3.202.46 -0.50
5 174 6.09486 169 5.81%.14 0.28
6 754 472533 736 4.76 .29 — -0.04
7 209 10.108.10 209 10.90796 -0.80
8 1151 2.823.05 1122 3.013.32 e -0.19
9 679 3.88485 673 4.37%.37 y -0.49
WNERETIV Fixed effect model 3597 3492 <> -0.23
WEET)L Random effects model < -0.23
Heterogeneity: 12 = 28%, = 0.0359, p = 0.20 ! ! ! !
-2 -1 0 1 2

— ——— —— o —— [4e)

— —

Weight
5%-Cl (fixed)

0.11; 2.38%
1.43; 0.Z7%
1.16; 0.88%
0.99; -0.035%
0.78; 1.34%
0.58; 0.50]3%
2.33; 0.731%
0.45; 0.07]7%
1.04; 0.06J0%

0.41; -010K).0%
0.47; 0:02]



Forest plotlCXyind S E ZRDEH

VD 95%-CI %W(Fixed) ¥W(random) | ZEHERCOMER (Fordst plotDEEICEDMRER)
1 1.2400 [ 0.1118; 2.3682] 2.6 4.3
2 -0.3300 [-1.4295; 0.7695] 2.7 4.5
3 -0.4700 [-1.1575; 0.2175] 6.9 10.0
4 -0.5000 [-0.9922; -0.0078] 13.5 16.1
5 0.2800 [-0.7792; 1.3392] 2.9 4.8
6 -0.0400 [-0.5793; 0.4993] 11.3 14.2
7 -0.8000 [-2.3340; 0.7340] 1.4 2.5
8 -0.1900 [-0.4523; 0.0723] 47.7 29.5
9 -0.4900 [-1.0356; 0.0556] 11.0 14.0

Number of studies combined: k = 9

MD 95%—Cl 2 p-value BEMRET /U (fixed effect model), ZEWRE

Fixed effect model  -0.2292 [-0.4103; -0.0482] -2.48 0.0131 | 7 /L(njixed effect model)TD p{E (Forest plotlc
Random effects model -0.2251 [-0.4721; 0.0219] -1.79 0.0741 | [FRWm=NIZWY)

Quantifying heterogeneity: REBHOFHHBR
tau™2 = 0.0359; H = 1.17 [1.00; 1.72]; I™"2 = 27.5% [0.0%; 66.2%]

Test of heterogeneity:| Cochran® QI&E
Q d.f. p-value
11.04 8 0.1996

Details on meta-analytical method:
- Inverse variance method
- DerSimonian-Laird estimator for tau”2




Funnel plot
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