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Meta-analysis

Major gastrointestinal bleeding risk: comparison of DOACs Radadiya et al. www.eurojgh.com

(@ (®) N

Edoxaban Dabigatran “

Rivaroxaban 10 mg QD

-~
—
>
._/

Rivaroxaban 15 mg QD Apixaban 2.5 mg BID
Enoxaparin Apixaban

/ Rivaroxaban 20 mg QD

Dabigatran 220 mg QD Dabigatran 150 mg QD

Rivaroxaban Warfarin
*Standard doses of DOACs: Apixaban S mg BID, Edoxaban 60 mg QD, Dabigatran 300 mg QD (150 mg BID), Rivaroxaban 20 mg QD

Fig. 2. Network graph showing direct comparisons available between anticoagulants (line width represents the number of trials for every pair): (a) anticoag-
ulants grouped by type and (b) anticoagulants grouped by dosage and type.




Meta-analysis

Major gastrointestinal bleeding risk: comparison of DOACs Radadiya et al.

DOAC Conventional

Study Events Total Events Total Odds Ratio OR 95%-Cl Weight
DOAC = Apixaban

ADOPT 2011 5 3184 2 a7 — 253 [049 1304]  1.2%
ADVANCE-1 2008 1 1596 6 1588 —_— 017 [002 137 07%
ADVANCE-2 2010 1 1501 2 1508 —_— 0.50 [0.05 554  0.6%
ADVANCE-3 2010 4 2673 0 2659 ———+——— B.97 [048 16662 0.4%
ARISTOTLE 2011 105 9088 119 9052 5 088 [0.67 1.14] 161%
Random effects model 18042 18024 0.97 [0.40; 2.36] 19.1%
Heterogeneity: I° = 40%, t° = 0.3997, p = 0,16

DOAC = Edoxaban

Chung 2011 0 159 1 75 — 016 [001, 387 0.3%
Daichi Sankyo 2015 7] 158 1 75 — 016 oo 387 0.3%
ENGAGE AF-TIMI 48 2013 361 14014 190 7012 095 [079% 113 19.6%
Hokusai-VTE 2013 15 4118 12 4122 —— 1.25 [0.59: 268 48%
Weitz 2010 0 489 0 250 0.0%
Raskob 2010 o 358 o 172 0.0%
Random effects model 18277 117086 4 0.95 [0.80; 1.13] 25.0%
Heterageneity: I° = 0% “?=0,p=040

DOAC = Rivaroxaban

J-ROCKET AF 2012 7 639 15 639 —_— 046 [0.1% 1.14]  36%
MAGELLAN 2013 12 3997 7 4001 e 1.72  [0.68 437 34%
ODIXa-HIIP 2006 o0 136 i 1322 —— 032 [001;, 795 0.3%
RECORD1 2008 2 2209 1 2224 —_— 201 (018 2223  06%
RECORD2 2008 1 1228 0 1229 — 300 [012 738Y @ 0.3%
RECORD3 2008 1 1220 0 1239 — 305 012 T40Y 0.3%
RECORD4 2009 4 1526 i 1508 — 396 [044: 3548 0OT%
ROCKET AF 2011 224 71 154 7125 -] 147 [1.20; 1.81] 184%
X-VERT 2014 1 988 0 499 e 1.52 [0.06 37.32) 0.3%
Random effects model 19054 18596 Lo 1.36 [1.02; 1.83] 28.0%
Heterogeneity: I° = 5%, t° = 0.0184, p = 0.39

DOAC = Dabigatran

RE-CIRCUIT 2018 1 338 2 338 —_— 0.50 [0.04; 552 0.6%
RE-COVER 2009 9 1274 5 1265 R 1.70  [0.60: 538] 26%
RE-COVER Il 2014 & 1279 10 1289 —— 060 [0.22 156  29%
RE-LY 2009 35 12091 120 6022 = 132 .06 163 182%
RE-MEDY 2013 5 1430 8 1425 e 0.62 [0.200 1.90] 2.5%
RE-MODEL 2007 1 1382 0 694 — 1.51 [0.06 37.07]  0.3%
RE-NOVATE 2007 1 2m 1 1154 0.50 [0.03 T.99f 0.4%
Boehringer Inglelheim 2014 1 1728 [ R 1.51 [006 3708 0.3%
Random efiects model 21833 13055 1.25 [1.02; 1.52] 27.9%
Heterogeneity: I = 0% =0 p =064

Random effects model 78206 61381 1.09 [0.90: 1.31] 100.0%

Heterageneity: I° = 31%, * = 0.0377, p = 0.07
Residual heterogeneity: I° = 5%, p = 0.40
Test for overall effect: z = 0.89 (p = 0.38)

oo or . - -

Less Major Gl bleeding More Major Gl bleeding

(a) Comparison: other vs 'Warfarin'
Anticoagulant (Random Effects Model)
Apixaban ——
Dabigatran —
Edoxaban .
Enoxaparin +
Rivaroxaban —-
Warfarin

Less Major Gl bleeding More Major Gl bleeding

OR 95%-Cl

0.87 [0.58; 1.30]
1.14 [0.82; 1.58]
0.96 [0.68; 1.34]
0.77 [0.40; 1.46]
1.28 [0.91; 1.81]
1.00

Quantifying heterogeneity / inconsistency:
taur2 = 0.0277; 12=7.1%

Q d.f. p-value
Total 2261 21 03654
Within designs 2220 19 0.2746
Between designs 0.41 2 0.8153

Tests of heterogeneity (within designs) and inconsistency (between designs):

Fig. 3. Forest plots of direct pair-wise comparisons between direct oral anticoagulant (DOAC) and conventional agents: (a) subgrouped by DOAC type and
(b) subgrouped by DOAC type and control type (W: warfarin, E: enoxaparin).

Fig. 4. Forest plots of network comparison in reference to warfarin: (a) individual direct oral anticoagulants (DOACs) as groups
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Quick Tutorial to Stata

To Install and update the metan module in Stata 9.0 1

(EBERERNBESH)

2 - Stata/IC 11.1 - [Results]

File Edit Data Graphics Statistics User Window Help

@ E e FA- 33500

Command

7 search(metan)

search[metan) v

Under STB-44, click on sbe24
Under STB-45, click on sbe24.1
(#Z—more—ZZE 2 #HE - oI DIEIF—5)

_rc

4 insheet using "DA\EIEEFR RS \TEEFHR-Z5/)\..

Q2/08 SJ 8(2):242--254
provides contour-enhanced funnel plots for meta-analysis

SI-B8-1 SbE24:2 . v v w wm 9w metan: fixed- and random-effects meta-analysis
......... Harris, Bradburn, Deeks, Harbord, Altman, and Sterne
(help funnel, labbe, metan if installed)
Q1/08 SJ 8(1):3--28
update of meta-analysis command metan 1‘nc1uding modern
graphics, the ability to meta-analyze precalculated
effect estimates, and analyze subgroups

SI=A=2 'PROOIZ o e o s stis Submenu and dialogs for meta-analysis commands
(help meta_dialog if dinstalled) . . . . . . . . . . . . T. 1. Steichen
Q2/04 s3 4(2):124--126
provides stata dialog boxes and commands to create a submenu
for publicly avaﬂabge meta-analysis commands

ST=A=0 [SEOOEE T Wi WIS MU MG M Mo 4ihe) MU Funnel plots in meta-analysis
(help metafunnel if installed) . . 3. A. C. Sterne and R. M. Harbord
Q2/04 S3 4(2):127--141
discusses funnel plots, possible causes of asymmetry, and
the_motafunoel coerand

# metan AEEMARA - WAES ! Varable

STB=45 She?d:1 & ¢ 4 ¢ 4 & &% &6 &% &8 8.8 4 & correction to funnel plot

which metan g e
1 trialnam
ssc install metaaggr, all replace i
b

. which metan

c:\ado\plus'\m\metan. ado

*1 version 4.06 120ct2022

*!1 Current version by David Fisher

*1 Previous versions by Ross Harris and Michael Bradburn

—++

F=

E15<MB) © help (metan)  search (metan)

Type
byte
str14
str20
int
int
byte
byte
int
long
int
long

Form...

98.0g
%14s

9%20s
%8.0g
%8.0g
%8.0g
%8.0g
%8.0g
%12....
%8.0g
%12...

Aran

(help funnel if installed) . M. Bradburn, 3. peeks, and D. Altman
9/98 p.21; STB Reprints Vol 8, p.100

STB=AA: SHE2A .. o o e 4w 4e metan -- an alternative meta-analysis command
(help metan if installed) . . . . . . . . . Bradburn, Deeks, & Altman
7/98 pp.4--15; STB Reprints vol 8, pp.86--100
meta-analysis command for studies with two groups

search)

search(metan)




Introduction to the “metan” Module

For bin n :
0 b ary (CO*U t) data insheet using "D:\BNIBiF X E\P SR EBWHE-EH/NMA\ZRHUBRIERZ1-20220ct\1114F
4 variables (2 2 data) 5542%\20221228-#1#%EMeta-analysis\bcg.csv", clear

PUZBEI=F : tcases thoncases ccases cnoncases

metan tcases thoncases ccases choncases

M#H2= : logRR, selogRR
gen logRR = In( (tcases/ttotal) / (ccases/ctotal) )
gen selogRR = sqrt( 1/tcases +1/ccases -1/ttotal -1/ctotal )

--Two variables: metan loges seloges
metan logRR selogRR
(log, effect sizes)(standard error, log, effect sizes)

=#H2=: RR, UL, LL
3B 24HE = insheet using "D:\BN BB I 75 B \ch S5 BE W 8- £ 45/ A\ 2 PR M B 3R 12 7R3 80-20220ct\ 115

%4%F\20221228-f1#*Meta-analysis\nodm.csv", clear
en logrr=ln(rr)

en selogrr=(ln(ul)-ln(ll))/3.92
--Three variables: metan loges logll logul
metan rr Il ul

(log, effect sizes)(log, lower and upper limits)



Introduction to the “metan” Module

For binary (count) data:
4 variables (2*2 data)

insheet using "D:\BHIB2 iR X B\ P 2L
-20220ct\111E564%F\20221228-911%

1. the number of events in the treatment group (tcases)
2. the number of non-events in the treatment group (tnoncases)
3. the number of events in the control group (ccases)
4. the number of non-events in the control group (cnoncases)
1 2 3 4
In the command window type: metan tcases tnoncases ccases cnoncases

(1~4 IEFFA eI DA, - 2] R )

trial trialnam authors pubyr startyr latitude alloc tcases tnoncases ccases cnoncases ttotal ctotal
1 2 Canada Ferguson & Simes 1949 1933 1 1 6 300 29 274 306 303
2 1 Northern USA Aronson 1948 1935 52 1 119 11 128 123 139
3 8 Chicago Rosenthal et al 1961 1941 42 ] 17 1699 65 1600 1716 1665
4 10 Georgia (Sch) comstock & webster 1969 1947 33 ] s 2493 3 2338 2498 2341
5 9 Puerto Rico comstock et al 1974 1949 18 0 186 50448 141 27197 50634 27338
6 11 Georgia (Comm) Comstock et al. 1976 1950 33 0 27 16886 29 17825 16913 17854
7 4 madanapalle Frimont-moller et al 1973 1950 13 0 33 5036 47 5761 5069 5808
8 3 UK Hart & sutherland 1977 1950 53 1 62 13536 248 12619 13598 12867
9 7 South Africa Coetzee & Berjak 1968 1965 27 1 29 7470 45 7232 7499 7277
10 5 Haiti vandeviere et al 1973 1965 18 1 8 2537 10 619 2545 629
11 6 Madras TB Prevention Trial 1980 1968 13 1 505 87886 499 87892 88391 88391
12 12 unknown Rosenthal et al 1960 1945 42 1 3 228 11 209 231 220
13 13 unknown Stein and Aronson 1953 1940 52 0 180 1361 372 1079 1541 1451




Introduction to the “metan” Module For binary (count) data:
4 variables (2*2 data)

insheet using "D:\BII2iH 7L B\ 2B H -4/ A\ Z R BEFREHRE-20220ct\ 1115
5542%\20221228-f1#*Meta-analysis\bcg.csv", clear

metan tcases thoncases ccases cnoncases

. metan tcases tnoncases ccases cnoncases Study
Study | RR [95% Conf. Interval] % Weight "
_____________________ +___________________________________________________
1 | e.205 0.086 0.486 1.85 ; - : 0.20 (009, 048
2 | ©.411 9.134 1.257 9.66 :
3 | 0.254 0.149 0.431 4.19 2 — 0.41 (013, 1.26) 0.66
4 | 1.562 0.374 6.528 0.20 3 —_— 0.25 (0.15, 0.43) 419
5 | ©.712 9.573 ©.886 11.64 s . . 1.56 (0.37, 6.53) 0.90
6 | ©.983 9.582 1.659 1.79 !
7 | ©.804 9.516 1.254 2.78 5 '-' 0.71 {0.57, 0.89) 164
8 | ©.237 8.179 0.312 16.19 & S — 0.98 (0.58, 1.66) 179
9 | 9.625 9.393 0.996 2.90 i
1e | e.198 0.078 0.499 1.02 ! — 0.80{0.52,1.25) .
11 | 1.012 ©.895 1.145 31.71 B .- | 0.24 (0.18, 0.31) 16.19
12 | o.260 9.0873 0.919 0.72 :
g — 0,63 {0.39, 1.00 290
13 | ©.456 ©.387 0.536 24.35 ) . )
_____________________ mm e e e e e e e e e e m e e e e e e mmmmmmmmmmmmmmmmmm————— 10 -+ | 0.20 (0.08, 0.50) 1.02
M-H pooled RR | ©.635 0.588 0.686 100.00 " . 1.01(0.89, 1.14) N
————————————————————— e I
12 -+ . 0.26 (0.07, 0.92) 0.72
Heterogeneity chi-squared = 152.57 (d.f. = 12) p = 0.000 13 .: 0.46 {0.39, 0.54) 24.35
I-squared (variation in RR attributable to heterogeneity) = 92.1% Overall (1-squared = 52.1%. p = 0.000) ¢ 064 (0.55, 0.69)
Test of RR=1 : z= 11.53 p = ©.000 .
: .




Introduction to the “metan” Module  For binary (count) data
4 variables (2*2 data)

insheet using "D:\BII2iH 7L B\ 2B H -4/ A\ Z R BEFREHRE-20220ct\ 1115
5542%\20221228-f1#*Meta-analysis\bcg.csv", clear

metan tcases thoncases ccases cnoncases

LHREE<HIE ¢ help (metan)

rr pools risk ratios (the default).

or pools odds ratios.

rd pools risk differences.

fixed specifies a fixed effect model using the method of Mantel and Haenszel (the
default). For 4-variable data

fixedi specifies a fixed effect model using the inverse variance method. For 4- or
2-variable data

peto specifies that Peto's method is used to pool odds ratios. (For 4-variable data, zero
cells)

random specifies a random effects model using the method of DerSimonian & Laird, with
the estimate of heterogeneity being taken from the from the Mantel-Haenszel
model. For 4-variable data

randomi specifies a random effects model using the method of DerSimonian &
Laird, with the estimate of heterogeneity being taken from the
inverse-variance fixed-effect model. For 4- or 2-variable data




Introduction to the “metan” Module

For binary (count) data: insheet using "D:\BI2FR 7 B\ P LR BT EB- £ 4/ A\ 2 BR B SR 12/ 21-20220ct\1 1 15E 584
. * \20221228-#1#%Meta-analysis\bcg.csv", clear
4 variables (2*2 data)

metan tcases thoncases ccases cnoncases, or rando
Random effect

!- metan tcases tnoncases ccases cnoncases, or random

Study | OR [95% Conf. Interval] % Weight study %
..................... T T
§1 | e.189 0.077 0.462 6.44 ° OR (95% Ch Weight
2 | e.391 0.121 1.262 5.12 .
3 | e.246 0.144 0.422 8.37 1 —_— 0.19 (0.08, 0.46) 1.88
!4 : 1-563 o. 373 6.548 4- 11 2 Y i 0.39 (0.12, 1.26) 0.66
|5 0.711 0.571 0.886 9.75 '
6 | e.983 0.582  1.661 8.44 : > i 020 0dz) 42
7 | e.s03 0.514 1.256 8.83 4 i 156 (0.37, 6.55) 020
8 | ©.233 9.176 9.308 9.55 5 - 0.71 (0.57, 0.89) 11.99
59 I 60624 o. 391 00996 8.73 6 H_ 0.98 (0-581 1.66) 1.85
|10 | ©.195 0.077 0.497 6.24 . ! | 0.80 (051 1.26 286
11 | 1.012 0.894  1.146 9.97 - 20(0:51, 120 '
112 | e.250 0.069 0.908 4.63 8 '. i 023(0.18,031) 1067
I13 | e.384 0.316 0.466 9.82 9 — 0.62 (0.39, 1.00) 2.99
""""""""""" A o e e s o e o ot o o o e 5 o S o e e 10 > ! 0.20 (0.08, 0.50) 1.05
D+L pooled OR | e.474 0.325  0.691 100.00 L i . o10s0.115 3260
"""""""""""""" L L D e e e L L L L L e L L e L L e e L Ll 1
12 * : 0.25 (0.07, 0.91) 0.73

Heterogeneity chi-squared = 163.94 (d.f. = 12) p = ©.000 13 . | 038 (0.32,0.47) 2224

I-squared (variation in OR attributable to heterogeneity) = 92.7% Overall (I-squared = 92.7%, p = 0.000) o 0.62 (0.57, 0.68)

Estimate of between-study variance Tau-squared = ©.3682 |

Test of OR=1 : 2= 3.88 p = 0.000 .oelss 1



Introduction to the “metan” Module

For binary (count) data: insheet using "D:\BNIE A 75 S\ b LA BE TR 4B~ 4/ VE\ R B U B iR 12 MR E1-20220ct\ 111 EE 5B
. \20221228-#]#EMeta-analysis\nodm.csv", clear
3 variables

metan rr Il ul

Study
. metan rr 11 ul D ES[Q‘!'J-’“GI}
i
Study | ES  [95% Conf. Interval] % Weight 1 —— 290120, 66800 008
; """""""""" sz """" 12” """ ss;o """"" 0“ """" ) 083 (047,145 239
2 | .83 0.470 1.450 2.39 3 101({051,200) 1.03
3 | 1.e1e 8.510 2.000 1.03 4 1.08(1.08,180) 34
4 | 1.ese 1.e8  1.900 3.41 5 0,53 (0.18, 1.55) 122
5 | ©.530 0.180 1.550 1.22 ] 117 {Dm 3 1D:,| 111
6 | 1.170 0.660 2.100 1.11 : o }
7 | 1.e40 0.910 1.190 29.27 r 1.04(0.91,1.99)  20.27
8 | 1.ese 0.790 1.500 4.55 a 1080079, 1500 455
9 | 1.400 1.040 1.800 3.97 ] 140(1.04,180) 397
2 (e o= = 10 1080092, 12 1873
12 | 1.340 1.120 1.600 9.96 n 186(1.11,313) 056
13 | 1.280 0.880 1.860 2.39 12 1.34(1.12,160) 996
14 | e.930 8.570 1.510 2.60 13 128(088, 186) 239
'+ e e e 14 093 (0.57,151) 260
17 | 1.300 0.708  3.300 0.34 15 1.44(1.09,1.80) 350
18 | 1.960 1.110 3.450 0.42 16 T4 1.80 (020, 14.70) 001
19 | 1.180 0.570 2.490 0.62 17 - 130 (0.70,3.30) 034
i : e = e Ly 18 - 196 (1.11,345) 042
122 | 1.310 0.750  2.300 .96 19 - 1.18(057,249) 062
23 | 2.18e 1.440  3.290 0.67 20 - 1.90(1.20,320) 057
24 | 2.220 1.e80 4.580 0.19 21 - 160(1.10,220) 1.890
125 | 1.ese 0.770 1.510 4.19
26 | 1.520 1.080 2.150 2.00 2 ..' 1.31(075,2.30) 086
27 | 2.310 1.400  3.820 0.39 23 ol 218(1.44,320) 067
28 | 1.%0 1.510 2.390 2.96 24 . 222(1.08,458) 019
""""""""""" - iriiaieliniuiteiniaiateiudnivielininiinietyinivioiiniaininteineletolininlsiainniniainteie 25 1.08(0.77,151) 419
I-V pooled ES | 1.183 1.107 1.259 100.00 26 152 (108,215) 200
_____________________ e b i o S S SRt S e S ot y = g
Heterogeneity calculated by formula 27 \-— 2.31(1.40, 3.82) 0.39
Q = SIGMA_i{ (1/variance_i)*(effect_i - effect_pooled)"2 } 28 180(151,238) 206
where variance_i = ((upper limit - lower limit)/(2*z))"2 Crverall (l-squared = 43 5%, p = 0.008) 1.18 {1.11, 1.26)
I
Heterogeneity chi-squared = 47.79 (d.f. = 27) p = 0.008 1
I-squared (variation in ES attributable to heterogeneity) = 43.5% 1
147 i

Test of ES=0 : z= 30.62 p = 0.000




Introduction to the “metan” Module

For binary (count) data: insheet using "D:\BN I 5% B\ch B2 BE T 45- 45/ A\ 2 BR 30 AT SR 12 41 81-20220c
3 gﬂ ;ﬁ ? iﬁ 2 gﬂ ;ﬁ ? \20221228-#]#kMeta-analysis\nodm.csv", clear
n =) n
metan logrr selogrr . e togrretneer
gen logrr=In(rr) g g gen Logrr=ln(er)

gen Selogrr= ( ln (ul)- ln ( LL ) ) /3.92 . gen selogrr=(In(ul)-In(11))/3.92

. metan logrr selogrr

Study | ES [95% Conf. Interval] % Weight

Study % OB EimawissLsletTiiuisy e e e T e PR N e e
1D ES {95% Gl Wesight 1 | 1.e65 0.212 1.917 0.51

2 | -0.186 -8.750 0.377 1.17
1 1.06 (021, 1.92) 0.5 3 | e.eie -0.673 9.693 8.79
2 019 (-0.75, 0.38) 117 4 | e.077 -0.205 0.359 4.64
3 0.01{-067,06%) 079 5 | -0.635 -1.711 0.442 0.32
4 008 (-0.21, 0.36) 464 6 | e.157 -8.422 0.736 1.11
5 063 (-1.71,044) 032 7 | e.e39 -9.095 0.173 20.58
B 0.16 (-0.42,0.74) 1.1 8 | e.e77 -0.244  0.398 3.60
7 0.04(-0.09, 017) 2058 9 | ©.336 0.062 9.611 4.92
8 0.08 (-0.24, 0.40) 380 :10 | e.e77 -0.084 9.238 14.25
: 340000y 432 B fgm  gm e
:? g:gg E;:E."'l?}?'ﬁﬁ].} :gﬁ 13 | e.247 -0.127 9.621 2.64
12 029(011,047) 1164 14 | -0.073 -0.560 0.415 1.56

15 | e.365 0.087 0.642 4.80
13 0265(013 062) 264 16 | e.588 -1.561 2.736 0.08
" -0.07 (0.56,041) 156 17 | e.262 -0.513  1.038 0.62
15 036 (008, 064) 480 18 | e.673 0.106 1.240 1.15
16 » 050(-156,274) 008 19 | e.166 -0.572  0.903 0.68
17 026 (-051,104) 062 20 | e.642 0.151 1.132 1.54
18 067(0.11,1.24) 115 21 | e.a70 0.123 0.817 3.e8
19 017 (-0.57,090) 068 22 | e.270 -0.290 0.830 1.18
20 0.64 (015, 1.13) 154 23 | ©.779 0.366 1.192 2.17
21 047 (012, 082) 308 24 | e.798 0.075 1.520 0.71
22 027(-0.29,083) 118 25 | e.e77 -0.260 0.414 3.27
23 0.78(0.37, 1.19) 217 26 | e.a19 0.074 0.763 3.12
24 080 (008, 152 O 27 | e.837 0.335 1.339 1.47
35 0.08 (-0.26,041) 327 28 | e.642 0.412 0.871 7.02
25 0.42 (0.07, 0.76) 312 W ECEoeTTLrnTInTTemNTER O e e e b e e et S R
T 0.84 (0.34, 1.24) 147 I-v pooled ES I 0.245 0.184 0.305 100.00
28 0.64 (041, 0.8T) 2 - A e i e
Overall (l-squared = 57.5%, p=0.000) 0.24(0.18,0.31) 100.00 Heterogeneity chi-squared = 63.52 (d.f. = 27) p = ©.000

I-squared (variation in ES attributable to heterogeneity) =
T T

-274 274 Test of ES=@ : z= 7.88 p = 0.000




- 12<50%: H fixed effect
K %tj }E = Eg'tiﬁﬁ;'&%¥? omogeneous (fixed effect)

=< 12> 50%: Heterogeneity (random effect mode)

Trad wN N RR (95% C1) Wesght Trad N N RR % C1 WQW
trestmant  conteol (%) treatment  control . (%)
1 '
A 20264 32253 0.78 (048, 127) 155 A 845 BM0  1.19(045.312) —;_h_ 12
|
# 251112 3118 0.85(0.54, 1.4) 175 - 241 839 024005 1.08) ( E ] . 74

c A2 GHATE  0.61(0.42, 0.89) 0 C G2 1091 089023, 1587) —-—— 12

O  4s2 M5 0600019, 194) 27 o 225 1329 018004, 072) (e 80
|
32 - 1038 s 1.20 (035, 260) + 128

i
- 18 ’ 846 BMS 130 (049, 346) R 1"
|
G 2815 SN 0.51(0.33,078) -.— 203 O© 41 VW 127(00,531) A B 78
- '
'

H 12191 1177 0.65(0.32, 1.33) — 73 H 402 1298 0.32(0.11, 0.96) =

3 aw 2 0.57 (0.20, 1.66)

F 35 V9 0.62 (0.15, 255)

101

| |
' V49 649 0.50 (0.13, 1.89) - 21 ' "”w R 015(002.111)(—._—- 50
|
-

|
J M3 M2 046008 446) € - 07 J 449 J4T 126030, 541) - ] 77
| |
K &2 82 081002625 - 29 X 20 1581 014003, 057 CHff—— 18
Overal 0.65 (0.54,0.79) Q 1000 | Overat 57 (0.34,0.97) 1000
(R =0.0%, v (7 = 84.0%,
P for hetecogeneity = 0 96) . P for heterogenaty = 0.016) :
| |
] 1
| [ 1
0.1 1 10 01 1 10

F avours expecmentsl Favours control F avours expenmentasl F avours control




MALIRSEEIEEENR?

ozii%¥%ﬁb¢ﬁ

L E I B A 1T (meta—regression)
O %3 &4 47 (subgroup-analysis) : 4% 35 7 P ¢ category £ %|eh% 8
B B0/ LT %’}i_% LTl g B FA AT — Egger’ s test
O st B 4~ 47 (sensitivity analysis)
PORRET LG amhy (MBS ETLARY ) #I1f
O ¢ * Random effect model




El{&{E53% {4 Publication Bias: Funnel Plot

Faxitim£ , (publication bias) : A3 e 4p% @ L4 RA SR B+ A&
T AR IR O]~ R F e [ A T L RS A dRaE R o

PARMREL 'k §L XL I 2 By A4 FLh 3 21 > 7 B ik
RS o8 R R gk

A 0~ B log Risk Ratio
Funnel plot with pseudo 95% confidence limits
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Introduction to the “metafunnel” Module

. .. . search(metafunnel)
&% {6 & Publication Bias: Funnel Plot search(metabias)

insheet using "D:\BNIEM T E\F LB ER-E R/ NE\E R EF 2R E]-20220ct\ 11 FF43F
\20221228-#)#kMeta-analysis\afreg.csv¥, clear

metafunnel logrr selogrr metafunnel logor selogor

. 0 ' -
Funnel plot with pseudo 95% confidence limits Funnel plot with pseudo 95% confidence limits

o -
© 7 VAR
V2N ; \
/ \ y; \
/ \ , \
/ \ ’ \
/ \ -
/ \ : / \
/7 \ 4 \
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Introduction to the “metafunnel” Module

B & {65k Publication Bias: Funnel Plot
— Small size effect: Egger’s test

search(metafunnel)
search(metabias)

insheet using "D:\BNIRM L E\F R B EB- A/ NE\E R B FZHRE-20220ct\ 11 FF4F
\20221228-¥)#kMeta-analysis\afreg.csv*, clear

metafunnel logor selogor, egger metabias logor selogor, egger

Funnel plot with pseudo 95% confidence limits . metabias logor selogor, egger graph

© ~
A RN Note: default data input format (theta, se_theta) assumed.
/ \
o | // \\\ Tests for Publication Bias
/ \
,/ N Begg's Test
/ \
N / N adj. Kendall's Score (P-Q) = -12
/ AN std. Dev. of Score = 18.27 (corrected for ties)
i AN Number of Studies = 14
// \\ Z = -0.66
2 / N Pr > |z| = 0.511 r
y; \ z = 0.60 (continuity corrected)
4 ™ ° AN Pr > |z| = 0.547 (continuity corrected)
< ’ / ®
' / Egger's test
/
o
// std_gff coef. std. Err. E P>|t] [95% conf. Interval]
"5 °
T T T slope . 3068297 1.247459 0.25 0.810 -2.41115 3.024809
p
15 _IlogOR -3 bias -2.8082 3.130834 -0.90 0.387 -9. 629702 4.013302
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Network Meta-analysis




Z % Network Meta-analysistHEI E

MELUFRIRZE

* MA/NMA

net from "http://www.homepages.ucl.ac.uk/~rmjwiww/stata/meta/"
net install network.pkg, replace

net install mvmeta.pkg, replace

*
Network plot help network graph
ssc install netplot . . . .
" . . . . " 531-15-4 st@411 . Visualizing assumptions and results in network meta-analysis

net from "https://clinicalepidemio.fr/Stata” ..o A. Chaimani and G. Salanti
. (help network graphs, clusterank, ifplot, intervalplot, mdsrank,

net install network_graphs.pkg, replace netfunnel, netleague, netweight, networkplot, sucra if installed)
0 0 Q4/15 5] 15(4):985--958

rWEBT Ir}Schll rT]EBT(]rT}ISS:Z'F)F<€J' rEBF)|C](:€3 provides a suite of commands with graphical tools to facilitate

the understanding of data, the evaluation of assumptions, and
the interpretation of findings from network meta-analysis

* SE code
net from "http://www.stata-journal.com/software/sj10-4/"
net install st0043_2.pkg, replace



AR —
JX

Preparing for Analysis: 7CE& E R 1E 3 Forbinary (count) date:

use “D:\BNBEMARE \ PEREHREB-EH/NEH\ =R EFRIEHEN-20220ct\ 1124
4RIz R E\ B 8- Stata\ Stata-Network meta_new\long_data.dta “,
clear

network setup d n, studyvar (study) trtvar(irt) ref(A)

- Data Editor (Browse) - [long_data] d: number of eveni‘s
File Edit View Data Tools n: fotal SCImpIe size
mE.sB® B QY. studyvar — study: variable of study title
study[1] trtvar — trt: variable of treatment
ref: A or Placebo
study d n trt
1| Alshryda2e13 108 88 C
2 Alshryda2e13 26 81 A
3 Barrachina2@ls 8 35 E
4 Barrachina2els 4 36 B
5 Barrachina2els 14 37 A
6 Benoni 2000 9 20 B
7 Benoni2@ee 15 19 A
8 Benoni2@al 4 18 E




=22 for Network Meta-analysis

network setup d n, studyvar (study) trtvar(trt) ref(A)

Placebo

IV_single
use

IV_double
use

Topical_use Combinatio
n_IV_and_t
opical

. network setup d n, studyvar (study) trtvar(trt) ref(A)

Treatments used
A (reference):
B:

mo N

Measure

Studies
ID variable:
Number dropped:
Number used:
IDs with zero cells:

- count added to all their cells:
IDs with augmented reference arm:

- observations added:

- mean in augmented observations:

Network information
Components:
D.f. for inconsistency:
D.f. for heterogeneity:

Current data
Data format:
Design variable:
Estimate variables:
Variance variables:
Command to list the data:

mooOoomE

Log odds ratio

study

1

24

T"Xie2016""' " "Yamasaki2@e4"'
.5

*"North2016"" " "Xie2016""'
0.e0e01

study-specific mean

1 (connected)
8
16

augmented
_design
JBI(

_s*

list study _y* _S*, noo sepby(_design)

N N

‘ study[1] Alshryda2013
study dA nA dB nB dC nc dD nD dE nE _design _y B y C y D y E S BB

1 26 81 . . 18 a8 AC -1.1966735

2 Barrachina2ale 14 37 4 36 . . . . 8 35 A B E -1.5838847 -. 71995544 . 39615683
3 Benoni2ead 15 19 9 28 A B -1.5224265 .51868687
4 Benoni2@al 8 28 . . . . . . 4 18 AE -.84729786

5 Clasys20a7 ] 28 . . . . . . 1 28 AE -2.8971411

6 Ekb2aaa 1 28 1 28 A B @ 2.1@8526352
7 Fraval2el? ] 51 1 58 A B -1.8789173 1.2892971
8 Garneti2easq 14 25 . . . . . . 16 25 AE .33428289

9 Hsu2815 9 38 2 38 A B -1.7917595 L Go9444444
18 Husted2ea3 7 28 2 28 A B -1.5781854 . 77533578
11 Johansson288s 23 53 . . . . . . 8 47 AE -1.3184169



Step 1: Generating Network Geometry

» Network plot:  #AIESZ network map

® FRrEIZHEMRE
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Step 2: Testing for Inconsistency

» Global inconsistency Test & A15< network meta inconsistency

Multivariate meta-analysis

Variance-covariance matrix = proportional .5*I(4)+.5%*31(4,4,1) Estimated between-studies SDs and correlation matrix
Method = reml Mumber of dimensions = 4
Restricted log likelihood = -34.684886 Mumber of observations = 24 SD B C D E
__ _ _¥_ v_
Coefficient Std. err. z P>|z]| [95% conf. interval] J_B 3.883e-87 1 . . .
J B J_E 3.353E-E? 8 5 1 £ ®
des_ABE -.2177834 .6846  -8,32 @.750  -1,559575  1.124008 _y D 3.883e-87 5 5 1 .
_cons | -1.365221  .269296  -5.87 ©.808  -1.893@32 -.8374108 _y_E 3.083e-07 5 .5 .5 1
_y C
des_ACE | -.6561662 .6@28711  -1.89 ©.276  -1.837772  .5254395
des_BC .1947812  .6700162 ©.29 ©.771  -1.118426  1.587989 T . £ . ; .
des_CDE .6167358  .974232 8.63 ©.527  -1.292724  2.526195 esting for inconsistency:
_cons | -1.878454 .3665995  -2.92 @.804  -1.788976 -.3519321 ( 1) [_y_B]des_ABE = @
v D ( 2) [_y_E]des_ACE = 8
" des_CDE .6929186  1.922747 8.36 ©.719  -3.875596  4.461433 ( 3) [_y_Cldes_ACE =8
_cons | -3.482272 1.851331  -3.24 9.801  -5.462844 -1.3417 ( 4) [_y_E]des_ADE = @
y_E { 5) [_y_E]ldes_AE = @
des_ACE | -.99619@5 .7114154  -1.4@ ©.161  -2.39@539  ,3981581 ( 8) [_y_Cldes BC = @
des_ADE | -.4487215 .7145929  -9.63 ©.530  -1.849298  .9518549 7 -t d -EI}E -0
des_AE | -.2528214 .5704532  -0.44 ©@.658  -1.370889  .8652463 ( 7) [_y_Cldes_ =
_cons | -.7199583  .5262546  -1.37 @.171  -1.751398  .3114817 ( 8) [_y_D]des CDE = ©
Estimated between-studies SDs and correlation matrix :ﬂuf E_L= 4-EE
Prob > chi2 = 8.8492
sD _y_B _y C _y_D _v_E
_y_B 3.083e-07 1 . . . N =k
_y_C 3.883e-87 .5 1 . . ﬁli?ﬁ%ﬁﬁﬁfﬂlﬂ
_y_D 3.883e-07 .5 .5 1 . T . > =7
“y_E 3.083e-07 5 .5 .5 1 E& ti CO“SleenCY E"J7J<4%E.”:$t§




. network sidesplit all

» Local inconsistency Test AR

Step 2: Testing for Inconsistency

network sidesplit all

AR EERS

—H ¥ consistency BY/K#ED

Side Direct Indirect Difference

Coef. Std. Err. Coef. Std. Err. Coef. Std. Err.| P>|z|
AB -1.387832 .246631 -1.834588 . 5000808 - 4467555 .5475861| ©.415
A C -1.346/768 .2878734 -.,7355726 -4132222 -.6111958 -4901931| 0.212
A D -3.420298 .939617 -3.203182 1.085883 -.2171159 .9367965| ©.817
A E -1.28484 .1738511 -.7891631 .6352852 -.2948771 .6513169| ©.651
B C - 4895483 .4919413 .2233391 -3632928 . 2662092 .6115455| ©.663
B E . 8919491 . 655003 . 3865194 . 2968191 . 5854297 -7146861| ©.413
cbD -2.534345 1.25485 -2.009367 .9639263 -.5249778 1.320922| ©.691
CE - .0989284 .4620928 .1914716 - 3474008 -.2904 .2JB3735| ©.616
DE* 2.152297 -.B8B13737 2.593858 1.087671 -.4487617 -8966076| ©.623

Because inconsistency was found to be absent in both global and local tests,
the consistency assumption was accepted




Step 3: Creating Plots and League Table of Effect Size by Treatment

» % E network meta consistency

For network forest

. network meta consistency

Command is: mvmeta _y _S , bscovariance(exch ©.5) longparm suppress(uv mm) vars(_y B y C _y D _y E)
Note: using method reml

Note: using variables .y B _y C _y D _y E

Note: 24 observations on 4 variables

Note: variance-covariance matrix is proportional to .5%*I(4)+.5*1(4,4,1)

initial: log likelihood = -49.494181
rescale: log likelihood = -49.494181
rescale eq: log likelihood = -41.242314

Iteration @: log likelihood = -41.242314
Iteration 1: log likelihood = -41.138072
Iteration 2: log likelihood = -41.13807

Multivariate meta-analysis
Variance-covariance matrix = proportional .5*I(4)+.5*1(4,4,1)

Method = reml Number of dimensions = 4
Restricted log likelihood = -41.13807 Number of observations = 24
Coefficient Std. err. z P>|z| [95% conf. interval]

_y. B
_cons -1.470223 .2250083 -6.53 0.000 -1.911231 -1.029215

LT
_cons -1.152938 .2422897 -4,76 ©.000 -1.627817 -.6780585

_y D
_cons -3.327687 .8504168 -3.91 0.000 -4.,994473 -1.660901

Y- E
_cons -1.066367 .1694118 -6.29 0.000 -1.398408  -.7343258

Estimated between-studies SDs and correlation matrix

SD _y_ B y.C _y D _Yy_E
_y_B 2.246e-07 1 . . .
_y_C 2.246e-07 .5 1 . .
_y._D 2.246e-07 5 5 1 .

_y_E 2.246e-07 .5 .5 .5 1




network forest

» Network forest plot (NFP) #iA :

Step 3: Creating Plots and League Table of Effect Size by Treatment

Evs. A Bvs. A Cvs. A
Barrachina2016 —— Benoni2000 —a Alshryda2013 -
AllAB E —— Ekb2000 Martin2014 —
Fraval2017 —_— AllAC -
Wei2014 —-— Hsu2015 —_——
AIACE —— Husted2003 — Wei2014 ——
Lee2013 —-— AlIACE ——
Yi2016 - Lemay2004 —
AlIADE —a— Niskanen2005 —a— All studies .
AllAB B
Benoni2001 —
Claeys2007 —_— Barrachina2016 —a— Dvs. A
Garneti2004 —a— AllABE —a—
Johansson2005 —— Yi2016| ——a——o
Kazemi2010 —— All studies . AIADE| ——a——rov
Na2016 —_— All studies —_—
Rajesparan2009 ——
Wang2016 —-— Evs.B
Yamasaki2004 Dvs.C
AIIAE B Barrachina2016 —a
AllIABE —— Xie2016| ————a———o
All studies . All studies | 3 AICDE
All studies —_—
Cvs. B Evs.D
Evs.C
North2016 —— Yi2016 —_—
AllBC —— AlADE _— Wei2014 ——
All studies fos AIIACE —a—
Xie2016 _—
AICDE —_— Xie2016 —
AICDE ——
All studies —
All studies B
T T T T T T T
-5 0 5] -5 0 (5] -5 0 5

Log odds ratio

= Studies -

Test of consistency: chi2(8)=4.09, P=0.849

Pooled within design = Pooled overall




Step 3: Creating Plots and League Table of Effect Size by Treatment

» Network forest plot (NFP) A :

network forest, msize (*0.15) diamond |eform xlabel (0.1 1 10 100)

Evs. A Bvs. A Cvs. A
Barrachina2016 —-— Benoni2000 —— Alshryda2013 ==
AllABE L1 Ekb2000 Martin2014 —_—
Fraval2017 —_— AllAC <
Wei2014 - Hsu2015 —_—
AIACE < Husted2003 —_— Wei2014 —
Lee2013 —— AIACE <>
Yi2016 —— Lemay2004 — .
AIADE < Niskanen2005 — All studies <
AllAB <
Benoni2001 —_——
Claeys2007 _ Barrachina2016 —— Dvs. A
Gameti2004 — AIABE S Vo016
Johansson2005 —-— i —_—
Kazemi2010 — Al studies < AIADE| ——
Na2016 —_— All studies| =——
Rajesparan2009 ——
Wang2016 —— Evs.B
Yamasaki2004 Dvs.C
AllAE < Barrachina2016 —_— .
AlABE P A>|<|le02001 E —_—
Al studi All studi _—
studies < studies < Al studies =
Cvs.B Evs.D
Evs.C
North2016 —-— Yi2016 B —— .
AllBC < AIADE _ —
All studies S AIACE =
A>|(|I9020D1|g —_— Xie2016 —_—
AICDE -
All studies e Al studies <o
T T T | T T T T T | T
J 1 10 100 11 10 100 1 1 10 100
Odds ratio
= Studies Pooled within design Pooled overall

Test of consistency: chi2(8)=4.09, P=0.849

\ Global test on inconsistency

colors (black blue red) list

<diamond> uses a
diamond shape to show
summary effect sizes

<eform> generates
transformed indices to
make it easy to interpret
the forest plot



Step 3: Creating Plots and League Table of Effect Size by Treatment

» Network forest plot (NFP) #iA :
intervalplot

Heterogeneity variance = 0

Comparison ES (95%CI . .
P (95%C) Es: effect size
B vs A -1.47 (-1.91,-1.03)
C -1.15 (-1.63,-0.68)
D —— -3.33 (-4.99,-1.66)
E -1.07 (-1.40,-0.73)
C vs B —— 0.32 (-0.26,0.89)
-1.86 (-3.57,-0.14)
E —— 0.40 (-0.13,0.94)
D s C——— -2.17 (-3.88,-0.47)
E —— 0.09 (-0.46,0.63)
E vs D ——2.26 (0.59,3.93)
| ] | 1
) -2.8 1.7 3.9



Step 3: Creating Plots and League Table of Effect Size by Treatment

» Network forest plot (NFP) and interval plot @i A :
intervalplot, eform

ES: effect size

Comparison ES (95%CIl) <ef0rm> generOTeS
B A 023 (0.15,0.36) fransformed indices to
¢ - 0.32(0.20,0.51) make it easy to inferpret
D —— 0.04 (0.01.,0.19) the forest plot
E - 0.34 (0.25,0.48)
Cc vs B —— 1.37 (0.77,2.44)
—— 0.16 (0.03,0.87)

E —— 1.50 (0.88,2.55)
D veE—— 0.11 (0.02,0.62)
E —— 1.09 (0.63,1.88)
E vs D —————9 .60 (1.80,51.07)

I I 1 I

0o .1 55 49

Heterogeneity variance = 0




Step 3: Creating Plots and League Table of Effect Size by Treatment

Treatment effect

IV_single vs. placebo
IV_double
Topical

combination®

IV_double vs. IV_single

Mean with 95%CI

0.34(0.25, 0.48)
0.23 (0.15, 0.35)
0.30(0.19, 0.47)
0.04(0.01,0.19)

0.66 (0.39, 1.13)

Topical 0.88 (0.52, 1.49)
combination < 0.10 (0.02, 0.55)
Topical vs. IV_double 1.38(0.76,2.32)
combination 0.16 (0.03, 0.87)
Combination  vs. topical + L 2 0.12 (0.02, 0.64)
T T T
0.01 0.1 10

¥\

» Network forest plot (NFP) and interval plot EiA :

Figure 5. Interval plot.
Cl, confidence interval.

intervalplot, eform null (1) labels (Placebo IV_single IV_double Topical Combination) margin (10 8 5
10) texisize (2) xlabel (0.01 0.1 1 10)

intervalplot, eform null (1) labels (Placebo IV_single IV_double Topical Combination) separate
margin (10 8 5 10) texisize (2) xlabel (0.01 0.1 1 10)

<eform> generates transformed
indices to make it easy to
interpret the forest plot

<separate> and < margin>

set the ranges to generate easy-
to-read plots, the values of
which should be appropriately
determined by the user



Identify superiority HiA :

network rank min

. network rank min
Command is: mvmeta, noest pbest(min

Estimated probabilities (%) of each treatment having each rank

in 1, zero id(study)

-lassuming the minimum parameter is the best

- using 1888 draws

- allowing for parameter uncertainty

Treatment
Rank A B C D E
Best 8.8 1.4 8.4 8.1 8.1
2nd e.e Bl1.2 12.5 1.1 5.2
ird 8.8 13.4 51.3 8.2 35.1
4th 8.8 4.8 35.8 8.6 59.6
Worst lee.8 8.9 8.8 8.8 8.9

network rank max

. network rank max
Command is: mvmeta, noest pbest(max

Estimated probabilities (%) of each treatment having each rank

in 1, zero id(study)

-[ assuming the maximum parameter 1s the best |

- using 1888 draws

- allowing for parameter uncertainty

Treatment
Rank A B C D E
Best | l1le0.0 0.8 e.e 8.0 e8.e
2nd e.e 3.8 33.7 8.3 63.0
3rd 8.8 13.3 54,2 8.3 32.2
4th e.e B2.8 12.8 1.2 4.8
Worst 8.8 1.7 8.1 98.2 8.8

stripprefix(_y_) zeroname(A) rename(A = A, B

stripprefix(_y_) zeroname(A) rename(A = A, B

Step 4. Determining Relative Rankings of Treatments

B, C

B, C



/

» |dentify superiority EiA :

Estimated probabilities (%) of each treatment ha

-|assuming the minimum parameter 1s the best|

- using 10008 draws
- allowing for parameter uncertainty

Treatment

Rank A B C D E

Best e.e 1.5 8.2 98.3 e.e

2nd 8.8 80.1 13.7 1.8 5.2

3rd 8.e 15.4 58.3 8.3 34.8

4th 8.8 3.8 35.8 8.4 68.8

Worst 166.0 0.8 8.8 a.8 8.0
MEAN RANEK 5.8 2.2 3.2 1.8 3.6
SUCRA 8.e 8.7 8.4 1.8 e.4

Step 4. Determining Relative Rankings of Treatments

network rank min, line cumulative xlabel (1/5) seed (10000) reps (10000) meanrank

Cumulative Probability (%)

100
L

50
L

100
l

D: RREF&HE

50

c_

ava

T T T T T

Best 2nd 3rd 4th Worst

Best 2nd 3rd 4th Worst

Rank

Best 2nd 3rd 4th Worst

SUCRA: Surface under the cumulative ranking —
more precise estimation of cumulative ranking probabilities




Step 3: Creating Plots and League Table of Effect Size by Treatment
Step 5: Checking for Publication Bias

use “D:\BNEWHEE \ PRBEWNE-E£4/ M E\ ZRHEREREN-20220ct\ 112F L FRIZRE \ FEIEEB-Stata\ Stata-
Network meta_new\funnel plot.dta “, clear

» Comparative effect size (diff) and standard error (se) for each pair of treatment i A :

network forest, msize (*0.15) diamond eform xlabel (0.1 1 10 100) colors (black blue red) list

. network forest, msize (*8.15) diamond eform xlabel (8.1 1 18 18@) colors (black blue red) list
Warning: inconsistency matrix of fitted values not found - forest plot will be incomplete
Listing of results extracted from current data and saved network meta-analyses:

tl t2 design type studyvar diff se
1. A B A BE study Barrachina2ele -1.5830847 .62948991
2. A B AB study Benoni2eee -1.5224265 . 72019919
3. A B AB study Ekb2eaa 8@ 1.4589525
4. A B AB study Fraval2el7 -1.8769173 1.8996884
E. A B AB study Hsu2e15s -1.7917595 .83333333
E. A B AB study Husted28e3 -1.5781854 .88853153
7. A B AB study Lee2013 -1.3783262 .52285333
8. A B A B study Lemay2@84  -1.6204877 .69483529
9. A B AB study Niskanen2@e5 -.62415431 .69264847
18. A B cons -1.4702229 .22580835
11. A C AC study Alshryda2e13 -1.1966735 .41343569
12, A C AC study Martin2eld -.6861358 . 79296146
13. A C ACE study Wei2@l4 -1.7266282 47860844
14, A C cons -1.1529375 . 24228968
15. A D ADE study Yizels -3.4822721 1.8513314
16. D cons -3.327687 .B5841684
17. A E ABE study Barrachina2@ls -.71995844 52625457
18. A E A E study Benoni2eel -.B4729786 « 72784745
19. A E A E study Claeys2ee7 -2.8971411 1.1361016
28, A E A E study Garneti2@ed .33420209 57961088




Step 3: Creating Plots and League Table of Effect Size by Treatment
Step 5: Checking for Publication Bias

= Network Funnel Plot i A :

netffunnel diff se 11 12, random bycomparison
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Effect size centred at comparison-specific pooled effect (yuor-pixy)

® AyvsB o AvsC @ AysD o AvskE @ BvsC o BvwsE
® CvsD Cvse eDvsE




45 4

s imEl

> EHE—EREKI I RTRNERR N EmE—ELRGEINTA - E—EE
ERBENEEE RIS (error by chance ) - i AEEH FEIEBEZEERN
FRF o

> AEDMOUREHREHNZESSNER - EIRASENHRE M OIER
BRI EZIER  MEIWERELERE -

> PBEHE D IR ST B ER 2R MR ST RV F?ﬁr(level of evidence ) EAREIHY - &
MEE— BRSSP ITNmNIE—EE T ENRNHEIELE - mE -
AMEEE -

REMSHFEMsubgrouphisat

o & ST RIBEI S RIS AR A T S ‘
S A e B A 2 T /// (*/\<§§

RCT1

under-presented___{. ariaded — over-presented

subpopulations ’subpopulations
) N >
g B <




E%?EIJ Vil © FRETSIRZ SR m=EEBQR Code

/_
=
=
T
o

==

1
=
A
o e e |
T

=
=

=
=

=

=
=

=
=

E

\
a Z \
,_P 1 N/

Thank you for llstellung




