Example name Weight loss

Effect size Risk difference
Analysis type Subgroups analysis
Synopsis

This analysis includes 21 studies where patients were randomized to receive either a drug or placebo.
Outcome was the proportion of patients meeting a criterion for success in losing weight. The effect size
was the risk difference, i.e. the difference in success rates between the two groups.

Some studies compared Orlistat vs. placebo while others compared Sibutramine vs. placebo. The
primary goal of the meta-analysis was to compare subgroups of studies, i.e. to see if the risk difference
is higher (or lower) in studies that used Orlistat as compared with studies that used Sibutramine.

We use this example to show
e How to enter data for a moderator
e How to compare subgroups
e How to choose a method computing 72 in the presence of subgroups
e How to understand the statistics for a mixed-effect analysis

To open a CMA file > Download and Save file | Start CMA | Open file from within CMA

Download CMA file for computers that use a period to indicate decimals
Download CMA file for computers that use a comma to indicate decimals

Download this PDF
Download data in Excel
Download trial of CMA
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http://www.meta-analysis.com/downloads/Weight%20Loss%20P.cma
http://www.meta-analysis.com/downloads/Weight%20Loss%20C.cma
http://www.meta-analysis.com/downloads/Weight%20Loss.pdf
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Start the program

e Select the option [Start a blank spreadsheet]
e Click [Ok]

E‘ Comprehensive meta analysis - [Data]

File Edit Format View [nsert Identify Tools Computational options Analyses Help

-

ananayses » 4 D &) & @@ B === S w2+ v |8 LD

E ‘ C ‘ o] ‘ E F ‘ G | H | | | J | K ‘ L | ] ‘ N

B Welcome ==

‘What would you like lo do?

Pl =T e |

 Start a blank spradshest
Fad Lol .l I” L

" Open an existing file

" Import data from another program

FCT U P O PP NP VR RV SRR D) D) PP B ) S
R s e A A A A A B = - A A PR A S R
b

¥ Show this dialog when | start the program

= Elose

© www.Meta-Analysis.com Weight loss by Drug



http://www.meta-analysis.com/

Click Insert > Column for > Study names

E Comprehensive meta analysis - [Data]

File Edit Format VNiew | Insert Identify Tools Computational options Analyses Help
Run nayses > % [ Mm o+ E D
2 Subgroups within study
A B plenk column Comparison names H ! d K L M N
[ia Copy of selected column
A I Outcome names
2 *— Blank row ) -
— Time point names
3 *= Blank rows
- Copy of selected row(s) %8 Effect size data
|5 — Moderator variable
6 Y= Study r
7
|8
-

The screen should look like this

E‘ Comprehensive meta analysis - [Data]
File Edit Format View Insert Identify Tools Computational options Analyses Help
Rup gnayses LI N R an o)
Study name B ‘ C ‘ D ‘ E ‘ F G H ‘ | ‘ J ‘ K ‘ L | 5} ‘ M
-
| 2|
|3
|4
5
L
7
8
|3

Click Insert > Column for > Effect size data

E‘ Comprehensive meta analysis - [Data]

File Edit Format Eiew|1nsert Identify Tools Computational options Analyses Help

[rnrores 5 00 i Y sy o oo+ vl @)

'I Blank column Subgroups within study

Study name . H ‘ | ‘ J ‘ K ‘ L ‘ ] ‘ M ‘
Comparison names

Copy of selected column

1 Outcome names
2 *— Blank row . .
— Time point names
3 *= Blank rows
|4 Copy of selected row(s) & m
| 5| — Moderator variable
3 Y= Study T
7
8
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The program displays this wizard

Select [Show all 100 formats]
Click [Next]

Select [Comparison of two groups...]
Click [Next]

Drill down to
Dichotomous (number of events)

Unmatched groups, prospective ...
Events and sample size in each group

© www.Meta-Analysis.com

-

-
By Insert columns for effect size data

Weight loss by Drug

B Insert columns for effect size data

Welcome

If you have alieady computed the effect size [such as the
standardized mean difference or the Log odds ratio] for
each study, you may enter this information directly.

Or, vou may provide summany data (such az the number of
events of the means and standard deviations), and the
program will compute the effect size autamatically

Use thiz wizard ta specify the type of data you plan to
enter, and the program will create the required colurnns.

The program allows you to enter effect size data in maore
than one format. You will create one set of effect size
columns now, and may add additional sets at any time:

" Show commaon formats only
@ Show all 100 formats

B9 Insert columns for effect size data

Types of studies included

On this panel, select the lpe of studies to be included in
thiz meta analyziz. This controls the types of data entiy
options ta be displayed on the nest panel

[ unsure, select the first option, which is appropriate for

most analyzes. You will be able to return to this panel and
change the selection.

Comparizon of two groups, time-points,
of exposures fincludes corelations)

in one group &t one time-poink

o
r E stimate of means, proportions or rates
" Generic point estimates

&

Generic paint estimates, log scale

Click on the icons to select the data entry format

Q Two groups or carrelation

E@ Dichotomaus [number of events)
m Unmatched groups, prospective (e.q., controlled trials, cohart studies)
W Events and sample size in each gioup |
|£] Mon-events and sample size in each group
@ Eventz and non-events in each group
@ Event rate and sample size in each group
@ Chi-squared and tatal sample size
Q Matched groups, prospective (e.q., crossowver bials or pre-post designs)
@ Unrnatched graups, retrospective [2.9.. case control studies]
Q Computed effect sizes
@ Continuous [meansz]
@ Canelation
@ Rates [events by person years]
@ Survival [time to event)

m
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The program displays this wizard

Enter the following labels into the wizard
e  First group > Drug

e Second group > Control

o Name for events > Success

e Name for non-events > Failure

Click [Ok] and the program will copy the names into the grid

E‘ Comprehensive meta analysis - [Data]

File Edit Format View Insert Identify Tools Computational options Analyses Help

Run analyses —+ HE R A ! §l|®|
Study name SLE)c:rgsss Tl:o)t[:IgN ‘ SEL:,]DC:;[;DSIS 'thnatliﬂ Odfz ratio Loﬁaﬁgds StdEr ‘ Wariance J ‘ K ‘ L ‘ ] ‘ M ‘ o
' 3
5. Group names l =NHE] ﬂ

Group names for cohort or prospective sjflidies

Mame for first group [e.g.. Treated) IDrug
Mame for gecond group (e.g., Control] IControl

Binary outcome in cohort or prosp

Mame for events [e.g.. Dead) ISuccess
Mame for nor-events [e.g.. Alive) IFaiIure

Cancel Ok |

[ Y Y Y N P P U R DRSO R ) PR PP Py
T | eSS w e~ o o= ek = oo oo o on e o e |

N—
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We also need to add a column for the moderator, Drug

Click Insert > Column for > Moderator variable

E‘ Comprehensive meta analysis - [Data]

File Edit Format Eiew|1nsert Identify Tools Computational options Analyses Help

consoyses % 01 i Pty P
2 Subgroups within study
Study name I [ ez c . ‘ StdEn ‘ Wariance J ‘ K ‘ L ‘ ] ‘ M ‘ o
Copy of selected column omparisan names
1 Outcome names
2 *— Blank row . .
—| Time point names
3 Y= Blank rows
L4 Copy of selected row(s) 3 Effect size data
- — Moderator variable
g Y= Study
7
8
3
10
11
12
e Name the moderator > Drug
e Set the data type to Categorical
e Click Ok
E Comprehensive meta analysis - [Data]
File Edit Format View Insert Identify Tools Computational options Analyses Help
runanayses + % D) 5 | G| % (B @ A== B w [V o>+ v ] 8 H D
Dirug Dirug Cantrol Control . Log odds .
Study name B Total M ‘ BT Total N Odds ratio i StdEn ‘ Wariance J ‘ K ‘ L ‘ ] ‘ M ‘ o
1]
2
3
r
—; B3 Column format u
| g Mame l Walues 1
-
8
g Yariable nafine IDrug
10
11 Coalurrin furftion IModerator j
12
| Data type
13 P
14 Alignment |Left -l
15
16
17
18
19
0
21
2
23
| 24 Cancel
25
— Ok
26
27
28
29
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The screen should look like this

E‘ Comprehensive meta analysis - [Data]

File Edit Format View Insert Identify Tools Computational options Analyses Help

Runanalyses —+ %2 [ @EII%I & |E|5E|’—’=|’§|;°.3 W |T—) —+ et :'I:}l

Dirug Dirug Control Cortrol . Log odds .
Study name BuEEEs Total N ‘ BV e Total N Odds ratio - StdEnr ‘ ariance Crug ‘ ‘ L ‘ 1] ‘ M ‘

1]
2
-l
|4
5
| 6
|7
8
| 3
10
|11

12
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Rather than enter the data directly into CMA we will copy the data from Excel

e Switch to Excel and open the file “Weight loss”

e Highlight the rows and columns as shown (Columns A to E only), and press CTRL-C to copy to

clipboard

¥ dm- |= Weght Lossxlsx - Microsoft Excel
Home Insert Page Layout Farmulas Data Review View Acrobat

7j _i E:;y ; Calibri ;Wrap Text General e iji‘ % _’_;‘dl Em & ':.:r

ot B e acatr= | § - % o |38 43| oo ot G| et onte Fon

Clipboard 7] Font ] Alignment 7] Number ] Styles Cells
Al - Jx | Study
A B | C D E F G H | ] K L M

_ 1 |study Tx Success TxN Ctrl Success Ctrl N Drug
2 Lindgarde, 2000 103 190 76 136 Orlistat
_3 |Finer, 2000 19 110 23 108|Crlistat
_4 |XENDOS 866 1640 611 1637|Crlistat
i Rossner, 2000 155 242 107 237|Orlistat
6 |Kelley, 2002 87 266 35 269|Crlistat
L Hauptman, 2000 106 210 65 212||Orlistat
_ 8 |Sjostrom, 1958 237 343 167 340|COrlistat
9 |Krempf, 2003 130 223 74 196|Crlistat
10| Davidson, 1999 434 657 98 223 Orlistat
11 |Miles, 2002 98 250 41 254]COrlistat
12 |Bakris, 2002 122 267 58 265|COrlistat
13 Hollander, 1998 80 163 37 159 Orlistat
1 Broom, 2002 144 259 64 263|Orlistat
£ Berne, 2004 51 111 12 109 Orlistat
ﬂ Hauner, 2004 109 174 72 174|Sibutramine
17 McMahon, 2000 57 142 6 69)sibutramine
18 |Apfelbaum, 1993 71 82 43 78|Sibutramine
19 |McNulty, 2003 31 63 8 64Sibutramine
20| McMahon, 2002 62 145 6 72|sibutramine
ismith, 2001 87 153 32 157|Sibutramine

22 |Sanches-Reyes, 2004 26 44 T 42}Sibutramine

23
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e Switch to CMA

e Click in cell Study-name 1

e Press [CTRL-V] to paste the data
e The screen should look like this

Click here

@ Comprehensive meta analysis - [Data]

File Edit Format View Insert Identify Toc omputational options  Analyses Help
Run analyses &+ % [ = cXJ ﬁ % == ’E 3 3l H -4 2>+ \/ D %l El @
Study narme 2%‘:2: TE{;IQN SEL’IDC?;DSL TEQOQII?J Odds ratia LD[gaEDddS StdErr Wariance Dirug
1 TxSuccess TxM Chil Crl W
2| Lindgarde, 2000 103 190 7B 186 1.714 0539 0.208 0.043
3| Finer, 2000 33 110 23 108 2030 0.708 0.308 0.035
4/ XENDOS 866 1640 E11 1837 1.879 0.631 0.071 0.005
5| Rossner, 2000 155 242 107 237 2165 0.772 0187 0.035
6| Kelley, 2002 a7 2B6 35 269 3249 1.178 0.223 0.050
7| Hauptman, 2000 106 210 E5 2 2,305 0.835 0.203 0.041
8| Sjostrom, 1998 237 343 167 340 2318 0.840 0159 0.025
9| Krempf, 2003 130 223 74 196 2,305 0.835 0.200 0.040
10 Davidson, 1939 434 E57 98 223 2.482 0.909 0.158 0.025
11| Miles, 2002 98 280 41 254 3349 1.209 0.214 0.045
12| Bakris, 2002 122 267 58 265 3.003 1.100 0133 0.037
13| Hollander, 1938 a0 163 a7 159 3178 1.1586 0.244 0.060
14| Broom, 2002 144 253 64 263 3833 1.353 0130 0.036
15| Bemne, 2004 51 m 12 109 E.871 1.927 0.360 0130
16| Hauner, 2004 109 174 72 174 2376 0.865 0.220 0.048
17| Mctdahon, 2000 57 142 g =) 7.041 1.952 0.460 0212
18| &pfelbaum, 1933 71 82 43 78 5.254 1.659 0.336 0157
19| McMulty, 2003 il B8 g B4 5.865 1.764 0.450 0.202
20| Mctahon, 2002 B2 145 g 72 8217 2108 0.458 0.210
21| Smith, 2001 a7 153 32 187 5149 1639 0.257 0.066
22| Sanches-Reyes, 26 44 7 42 7.222 1.977 0515 0.265
23
24
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e Switch to Excel
e Highlight the Dose column as shown and click [CTRL-C]
FAI™ s = Weght Lossxlsx - Microsoft Excel
m Home Insert Page Layout Formulas Data Review View Acrobat
= ¥ Cut Calibri = (] ® = *j 7 = = === E Aub
= o =1 Wrap Text General - 3] 3 L a
52 Copy ~ = £ % = s e —‘:"I & Fill-
Past: - = i 1 - - B <0 .00 Conditi | F it Cell Insert Delete F it
T Fromatpane | B LU = Bl Merge s center - | $ - % 0 | S O ng® asTabie Syl | e | @
Clipboard Font Alignment Number Styles Cells
F1 - f< | Drug
|| A B C D E F G H 1 J K L M N
_1 |Study Tx Success TxMN Ctrl Success Ctrl N Drug
2 Lindgarde, 2000 103 190 76 186{Orlistat
3 |Finer, 2000 39 110 23 108{Orlistat
4 | XENDOS 866 1640 611 1637|Orlistat
_5 |Rossner, 2000 155 242 107 237|Orlistat
6 | Kelley, 2002 87 266 35 269|Orlistat
_ 7 |Hauptman, 2000 106 210 65 212|Orlistat
_8 |Sjostrom, 1998 237 343 167 340| Orlistat
9 Krempf, 2003 130 223 74 196{Orlistat
10 | Davidson, 1999 434 657 98 223[Orlistat
11 Miles, 2002 98 250 41 254{0rlistat
12| Bakris, 2002 122 267 58 265|Orlistat
13 Hollander, 1998 80 163 37 159|Qrlistat
14 |Broom, 2002 144 259 64 263|Orlistat
15 |Berne, 2004 51 111 12 109 Orlistat
£ Hauner, 2004 109 174 72 174]Sibutramini
17 McMahon, 2000 57 142 6 69]Sibutramin
18 Apfelbaum, 1999 71 32 43 78|Sibutramin
19| McNulty, 2003 31 68 8 64Sibutramin
20 McMahon, 2002 62 145 6 72|Sibutramin
21 |Smith, 2001 87 153 32 157)Sibutramin
22 Sanches-Reyes, 2004 26 a4 7 42|Sibutramin
23
e Switch to CMA
e Click the cell Dose — 1 Click here
e Press CTRL-V to paste the data
@ Comprehensive meta analysis - [Data]
File Edit Format View Insert Identify Tools Computational options Analyses Help
Runanayses » % O & M & % B@B @ —-"'="E8wa - ¥ 2+ 435D
Study name SE;EESS Tl:o)t[glgN SEL:JDCT;DSL 'thr;tl[?»ll Odds ratio LD[gaﬁDddS Std Err Warance D% K L 1] M o
1 TxSuccess TN Chil Chrl M
2| Lindgarde, 2000 103 150 7B 186 1.714 0.539 0.208 0.043
3| Firer, 2000 e} 110 23 108 2,030 0.708 0.308 0.095
4/ xENDOS 866 1640 E11 1637 1.879 0.631 0.07 0.005
5| Rossner, 2000 155 242 107 237 2165 0772 0187 0.035
6| Kelley, 2002 a7 266 i) 269 3.249 1178 0.223 0.050
7| Hauptman, 2000 106 210 ES 212 2.305 0.835 0.203 0.041
8| Sjostrom, 1998 237 343 167 340 2.316 0.840 0159 0.025
9| Krempf, 2003 130 223 74 136 2.305 0.835 0.200 0.040
10| Davidson, 1993 434 B57 98 223 2.482 0.909 0158 0.025
11| Miles, 2002 98 250 41 254 3.349 1.209 0.214 0.046
12| Bakris, 2002 122 267 58 265 3.003 1.100 0193 0.037
13| Hollander, 1933 a0 163 i 189 3178 1.156 0.244 0.080
14| Broom, 2002 144 259 B4 263 3.893 1.359 0190 0.036
15| Beme, 2004 51 1 12 109 E.871 1.927 0.360 0130
16| Hauner, 2004 109 174 72 174 2.376 0.865 0.220 0.048
17| Mok ahon, 2000 57 142 B B3 7.04 1.952 0.460 0212
18| Apfelbaum, 1933 bl g2 43 T8 5.254 1.659 0.336 0.157
19| Mchulty, 2003 ki [t g B4 5.865 1.769 0.450 0.202
20| Mok ahon, 2002 B2 145 B 72 8.217 2106 0.458 0.210
21| Smith, 2001 a7 153 32 157 5149 1.639 0.257 0.066
22| Sanches-Reyes, 26 44 7 42 7.222 1.977 0515 0.265
23
24
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@ Comprehensive meta analysis - [Data]

File Edit Format View Insert Identify Tools Computational options Analyses Help

Runanayses + %= O @ H | & & | BR E—"="E M 95

2+ 4@

Sudprame | 55 | rge N

1| Study TuSuccess TaM

2| Lindgarde, 2000 103 130

3| Finer, 2000 33 110

4/ xENDOS 866 1640

5| Fogsner, 2000 155 242

6| Kelley, 2002 a7 266

7| Hauptrnan, 2000 106 210

8| Sjostrorn, 1938 237 343

9| Krempf, 2003 130 223
10| Davidson, 1993 434 B57
11| Miles, 2002 a8 280
12| B akris, 2002 122 267
13| Hollander, 1998 a0 163
14| Broom, 2002 144 289
15| Beme, 2004 51 1
16| Hauner, 2004 109 174
17| Mt ahon, 2000 57 142
18| &ptelbaurn, 1933 71 a2
19| McMulty, 2003 ki B3
20| Mct ahon, 2002 B2 145
21| Smith, 2001 a7 183
22| Sanches-Reves, 26 44
23
24
25

Cantrol
Success

Chl

7B
23
E11
oy
35
ES
167
74
98
41
58
a7
B4
12
72
g
43
g

g
32
7

© www.Meta-Analysis.com

Conirol
Tatal M
Ctrl M

186

108
1637
237

269

212

340

1396

223

254

265

189

263

109

174

B3

78

B4

72

157

42

Odds ratio

1714
2030
1873
2165
3243
2305
2316
2305
2482
3343
2003
3173
3893
6871
2376
7041
5264
5.865
8217
5143
7222

Log odds
1atio

0533
0703
0631
072
1173
0835
0.840
0835
0903
1.203
1.100
1.156
1.353
1927
0.865
14952
1653
1.763
2106
1633
15977

StdEn Wariance Drug
Dirug
0.208 0.043 | Orlistat
0.308 0.095 | Orligtat
0.071 0.005 | Orlistat
0187 0.035 | Orligtat
0.223 0.050 | Orlistat
0203 0.047 | Orlistat
0159 0.025 | Orlistat
0.200 0.040) Orlistat
0158 0.025 | Orlistat
0.214 0.046 | Orlistat
0193 0.037 | Orlistat
0.244 0.060 | Orlistat
01490 0.036 | Orlistat
0.360 0.130 | Orlistat
0.220 0.048 | Sibutrarnine:
0.460 0.212 | Sibutrarnine:
0.396 0.157 | Sibutrarnine
0.450 0.202 | Sibutrarnine:
0.458 0.210| Sibutrarnine:
0.257 0.06E | Sibutrarnine
0515 0.265 | Sibutrarnine

Weight loss by Drug
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At this point we should check that the data has been copied correctly

The column that had been called “Tx infection” is now “Drug infection”. Similarly, all columns have the
intended labels

@ Comprehensive meta analysis - [Data]

File Edit Format View Insert Identify Tools Computational options Analyses Help
Runanayses + % O 2 HEH & % BB E-"="E %8 -4 2>+ L[] & 3@
Study name SE;EESS TEt[:IgN Siocr:;osls -Eg{;t‘[ﬂ Odds ratio Lorgaﬁodds StdEn Wariance Drug K L ] M u]

1| Study TeSuccess TN Chrl Chl M Cirug
2| Lindgarde, 2000 103 130 76 186 1714 0533 0.208 0.043 | Orlistat
3| Firer, 2000 ) 110 23 108 2030 0708 0.308 0.095 | Orlistat
4/ xENDOS 866 1640 E11 1637 1.879 0631 0.071 0.005 | Orlistat
5| Rossner, 2000 155 242 107 237 2165 0772 0187 0.035 | Orlistat
6| Kelley, 2002 a7 266 35 269 3243 1178 0.223 0.050 | Orlistat
7| Hauptman, 2000 106 210 i3] 212 2305 0835 0.203 0.047 | Orlistat
8| Sjostromn, 1998 237 343 167 340 2316 0.840 0159 0.025 | Orlistat
9| Kremnpf, 2003 130 223 74 136 2305 0835 0.200 0.040 | Orlistat

10| Davidson, 1993 434 B57 98 223 2482 0909 0158 0.025 | Orlistat

11| Miles, 2002 a8 280 4 254 3349 1.209 0.214 0.046 | Orlistat

12| B akris, 2002 122 267 58 265 3003 1100 0193 0.037 | Orlistat

13| Hollander, 1998 a0 163 7 189 3178 1156 0.244 0.060 | Orlistat

14| Broom, 2002 144 289 B4 263 3893 1.359 01490 0.036 | Orlistat

15| Beme, 2004 51 1 12 109 E.871 1927 0.360 0.130 | Orlistat

16| Hauner, 2004 109 174 72 174 2376 0.865 0.220 0.048 | Sibutrarnine:
17| Mt ahon, 2000 57 142 B B3 7041 1952 0.460 0.212 | Sibutrarnine:
18| &ptelbaurn, 1933 71 a2 43 78 5254 1659 0.396 0.157 | Sibutrarnine
19| McMulty, 2003 ki B3 g B4 5.865 1.769 0.450 0.202 | Sibutrarnine:
20| Mct ahaon, 2002 B2 145 B 72 8217 2108 0.458 0.210| Sibutrarnine:
21| Smith, 2001 a7 183 32 157 5149 1629 0.257 0.06E | Sibutrarnine
22| Sanches-Reyes, 26 44 7 42 T2z 1.977 0515 0.265| Sibutramine
23

24

25
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e Click anywhere in Row 1 Click here
e Select Edit > Delete row, and confirm
@ Comprehensive meta analysis - [Data] /
File Edit Format View Insert Identify Tools Computational options Analyses Help
Runanal}rses"%\DDﬂué 3{3 ﬁ%ﬁ"’: ’E JO.BTO'SH"L_)"'\/D%lEl
Study name SE;EESS TE{;IQN SEL:ADc:r;:t{eosls 'FDOF;I[?»J' Odds ratio LD[gaﬁDddS StdEn Yariance Dru¢ L ] M
1| Study TeSuccess TeN Chrl Chl M Dirug
2| Lindgarde, 2000 103 150 TE 186 1.714 0539 0.208 0.043 | Orlistat
3| Finer, 2000 iz 110 23 108 2030 0.708 0.308 0.095 | Orlistat
4| XENDOS 866 1640 E11 1637 1.879 0.631 0.071 0.005 | Orlistat
5| Rossner, 2000 155 242 107 237 2165 0772 01e7 0,035 | Oirliztat
| Kelley, 2002 a7 266 35 269 3245 1.178 0.223 0.050  Orlistat
7| Hauptman, 2000 106 210 E5 212 2305 0.835 0.203 0.047 [ Orlistat
8| Sjostrom, 1995 237 343 167 340 236 0.840 0153 0.025 | Orlistat
3| Krempf, 2003 130 243 74 196 2.305 0.835 0.200 0.040 | Oirliztat
10] Davidzon, 1939 434 E57 93 223 2482 0.909 0.158 0.025 | Orlistat
11| Miles, 2002 93 250 4 254 3349 1.209 0214 0.04E | Orlistat
12| Bakriz, 2002 122 267 58 265 3003 1.100 0193 0.037 [ Orlistat
13| Hollander, 1938 a0 163 Kk 155 3178 1.156 0.244 0.060 | Orlistat
14| Broom, 2002 144 255 B4 263 3893 1.359 0,190 0.036 [ Orlistat
15| Beme, 2004 a1 1 12 109 E.871 1.927 0.360 0.130 | Orlistat
16| Hauner, 2004 109 174 T2 174 2376 0.865 0.220 0.048 | Sibutramine
17| Mckdahon, 2000 57 142 E 532] F.041 1.952 0.460 0.212 | Sibutramine
18| &pfelbaum, 1939 hl gz 43 Ta 5254 1.659 0.396 0.157 | Sibutramine
18] MeMuly, 2003 kil B3 g B4 5865 1.769 0.450 0.202 | Sibutramine
20| McMahon, 2002 2 145 E 72 8.217 2106 0.458 0.210 | Sibutramine
21| Smith, 2001 a7 153 32 157 5145 1.639 0.257 0.0BE | Sibutramine
22| Sanches-Reyes, 26 44 7 42 T.222 1.977 0515 0.265 | Sibutramine
23
24
25
@ Comprehensive meta analysis - [Data]
Eile | Edit Format View Insert Identify Tools Computational options Analyses Help
Run: %2 Bookmark data =1 B E-"="E 8 -2+ UD
Drru Caontral Control . Log odds .
T EEEEE TotaIgN Success Total M Odds ratio ﬁatio StdErr Wariance Dirug L b M
1] - ) R M Chl Chl N Dirug
2 SppedEainn e 190 76 186 1.714 0539 0.208 0,043 | Orlistat
3 Copy with header 110 i 108 2030 0.708 0.303 0.095 | Oristat
4 Copy entire grid 1640 E11 1637 1.879 0631 0.071 0.005 | Oirlistat
5 242 o7 23 2165 0772 0187 0.035 | Oiliztat
g BB Paste CtreV | ogg 35 263 3.243 1178 0223 0,050 | Qlstat
7% cut Chrl+ X 210 E5 212 2.305 0.835 0.203 0.047 |Qilistat
3 343 167 340 236 0.840 0159 0.025 |Orlistat
g| 7 Delete Del | oo 7 19 2305|083 0200 0.040|Orlstat
10 Delete row k E57 98 223 2482 0.909 0158 0.025 | Orlistat
1 Delete study 280 41 254 3349 1.209 0214 0,046 | Dilistat
12 Delete column 267 58 265 3.003 1.100 0193 0.037 Oilistat
13 163 a7 159 3178 1.156 0.244 0.060 | Dirlistat
14 Edit group names 259 £4 263 2893 1.369 0.190 0.036 | Orlistat
15| Beme, 2004 &1 m 12 109 E.871 1.927 0.360 0.130 | Dirlistat
16| Hauner, 2004 109 174 72 174 2376 0.865 0.220 0.048 | Sibutramine
17| Mckdahon, 2000 &7 142 E B9 7.041 1.952 0.460 0.212 | Sibutramine
18| Apfelbaum, 1933 71 a2 43 78 5.254 1.659 0.396 0157 | Sibutramine
19| McMulty, 2003 kil g8 g 64 5.865 1.769 0.450 0.202 | Sibutramine
20| MeMahon, 2002 g2 145 g 72 8217 2106 0.458 0.210 | Sibutramine
21| Smith, 2001 a7 183 32 157 5149 1.639 0.257 0.0BE |Sibutramine
22| Sanches-Repes, 26 44 7 42 7222 1.977 0515 0.265 | Sibutramine
23
24
25
26
27
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The screen should look like this

@ Comprehensive meta analysis - [Data]

File Edit Format Wiew Insert Identify Tools Computational options Analyses Help
Run analyses —+ % [ =) H % c% E % t— = ’E e a8 H |4 2>+ \/ D %l El @
Study name SE;EESS Tl:o)t[:lgN SEL:JDC":;DSL 'FDOF;I[?»J' Odds ratio Lo[gaﬁodds Std Err WVariance Dirug

1| Lindgarde, 2000 103 190 76 186 1.714 0.539 0.208 0.043 | Orlistat

2| Firer, 2000 A 110 23 108 2.030 0708 0.208 0.095 | Orlistat

3/ XENDOS 866 1640 E11 1837 1.679 0631 0.07 0.005 | Orlistat

4| Rossner, 2000 155 242 107 237 2165 0772 0187 0.035 | Orlistat

5| Kelley, 2002 a7 266 35 269 3.243 1178 0.223 0.050 | Orlistat

| Hauptman, 2000 106 210 E5 212 2.305 0.835 0.203 0.041 | Orlistat

7| Sjostrom, 1998 237 343 167 340 2.316 0.840 0153 0.025 | Orlistat

8| Krempf, 2003 130 223 74 136 2.305 0.835 0.200 0.040 | Orlistat

9| Davidson, 1939 434 E57 98 223 2.482 0.909 0158 0.025 | Orlistat

10| Miles, 2002 98 280 4 254 3349 1.209 0.214 0.046 | Drlistat

11| Bakris, 2002 122 267 58 2E5 3.003 1.100 0193 0.037 | Orlistat

12| Hollander, 1998 a0 163 v 189 3178 1.156 0.244 0.060 | Orlistat

13| Broom, 2002 144 259 E4 263 2.893 1.359 0190 0.036 | Orlistat

14| Beme, 2004 51 m 12 109 E.871 1.927 0.360 0.130 | Orlistat

15| Hauner, 2004 109 174 72 174 2.376 0.865 0.220 0.048 | Sibutramine
16| bchahon, 2000 57 142 [ 63 7.041 1.952 0.460 0.212 | Sibutramine
17| Axpfelbaum, 1939 71 82 43 78 5.254 1.659 0.396 0.157 | Sibutramine
18| chulty, 2003 il B8 g B4 5.865 1.769 0.450 0.202 | Sibutramine
19| Mctahon, 2002 62 145 [ 72 8.217 2106 0.458 0.210| Sibutramnine
20/ Smith, 2001 a7 153 32 157 5.143 1639 0.257 0.066 | Sibutramine
21| Sanches-Heyes, 26 44 7 42 7.222 1.977 0515 0.265 | Sibutramine
2

23

24

Click File > Save As and save the file

@ Comprehensive meta analysis - [Data]

File Edit Format View Insert Identify Tools Computational options Analyses Help
O New.. A IEIRNEY =S E R R A v A i IO
Op en. ) Ctrl+0 T[D)trglgN Sioc:rgztéosls -Fg{;tlrﬂ Odds ratio Lo[gaﬁodds StdEn Wariance Dirug
Opening screen wizard -
3 140 76 186 1.714 0.539 0.208 0.043| Drliztat
L 5 110 23 108 2030 0.708 0,308 0.095 | Orlistat
& save Ctrl+S B 1640 E11 1637 1.879 0.631 0.071 0.005 | Orliztat
e 5 242 a7 237 2165 0772 0.187 0.035 Drl?stat
7 266 il 269 3.243 1178 0.223 0.050| Orliztat
&) Print.. Ctrl+P B alil 53] N2 2,305 0.835 0.203 0.047 | Orliztat
M Print setup... 7 343 167 340 2318 0.840 0.159 0.025| Orliztat
0 223 74 196 2.308 0.835 0.200 0.040| Orliztat
Exit 4 657 33 223 2482 0.903 0.158 0.025| Orliztat
10| Miles, 2002 98 260 1 254 3.349 1.209 0.214 0.046 | Orliztat
11| Bakiis, 2002 122 267 58 2B5 3.003 1.100 0193 0.037 | Orliztat
12| Hollander, 1998 a0 163 kr) 154 3.178 1.156 0.244 0.060| Orliztat
13| Broom, 2002 144 289 B4 263 3.893 1.359 0.190 0.036 | Orliztat
14| Berne, 2004 51 m 12 109 £.871 1.927 0.360 0130 Orliztat
15| Hauner, 2004 103 174 72 174 2.376 0.865 0.220 0.048| Sibutramine
16| Mctahon, 2000 57 142 E [52] 7.041 1.952 0.460 0.212 | Sibutramine
17| spfelbaum, 1939 71 82 43 78 5.254 1.659 0.396 0.157 | Sibutramine
18| McNulty, 2003 il E8 g B4 5.865 1.769 0.450 0.202 | Sibutramine
13| Mctahon, 2002 B2 145 E 72 8.217 2106 0.458 0.210| Sibutramine
20| Smith, 2001 a7 153 32 157 5.143 1.633 0.257 0.066 | Sibutramine
21| Sanches-Reyes, 26 44 7 42 7.222 1.977 0515 0.265 | Sibutramine
22
23
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http://www.meta-analysis.com/

Note that the file name is now in the header.

e [Save] will over-write the prior version of this file without warning

e [Save As...] will allow you to save the file with a new na

me

@ Comprehensive meta anmysis - [CA\Users\Michael\Dropbox\Workshops 2\Weight Loss\Weght Loss.cma]

File Edit Format View 1.‘ e = e Sy =T
Run analyses —+ %= [ =3 ﬂ 5 3{: E 525 e ’E 2% a8 H > =2+ \/ D %i ii @
Study name SLE)C[;ESS T[o)t[:IgN SEL:JDc:r;:t{eDsls -thr;tl[ﬂ Odds ratio Lo[gaﬁglds Std Err WVariance Dirug M

1| Lindgarde, 2000 103 150 76 186 1.714 0529 0.208 0.043) Orlistat

2| Firer, 2000 9 110 23 108 2030 0.708 0.308 0.095 | Drlistat

3| ¥ENDOS 866 1640 E11 1637 1.879 0EH 0.071 0.005 | Orlistat

4| Rossner, 2000 155 242 107 237 2165 0772 0187 0.035) Orlistat

5| Kelley, 2002 a7 266 35 269 3.249 1178 0.223 0.050) O rlistat

E| Hauptman, 2000 108 210 i3] 212 2.305 0.835 0.203 0.041 | Orlistat

7| Sjostrom, 1998 237 343 167 340 2318 0.840 0159 0.025 | Orlistat

8| Krempf, 2003 130 223 74 196 2308 0.835 0.200 0.040{ Orlistat

9| Davidzon, 1999 434 B57 98 223 2482 0.909 0158 0.025) O rlistat

10/ Miles, 2002 93 280 4 254 3.349 1.209 0214 0.045 | Orlistat

11| Bakriz, 2002 122 267 58 265 3.003 1.100 0193 0.037 | Drlistat

12| Hollander, 1998 a0 163 kh 159 3178 1.156 0.244 0.060 | Orlistat

13| Broom, 2002 144 289 B4 263 3.893 1.359 0130 0.036 ) Orlistat

14| Beme, 2004 51 1 12 109 B.871 1.927 0.360 0130 Orlistat

15| Hauner, 2004 109 174 72 174 2.376 0.865 0.220 0.048 Sibutramine
16| McMahon, 2000 57 142 g B3 7.041 1.952 0.4E0 0.212 | Sibutramine
17| Apfelbaum, 1999 71 82 43 78 5.254 1.659 0.396 0.157 | Sibutramine
18| McMulty, 2003 kil [=t:] a E4 5.865 1.769 0.450 0.202 | Sibutramine
15| Mebd ahon, 2002 B2 145 B 72 8.217 2108 0.458 0.210] Sibutramine
20) Smith, 2001 a7 153 32 187 5149 1.639 0.257 0.086 | Sibutramine
21| Sanches-Reyes, 26 44 7 42 7.222 1.977 0515 0.265 | Sibutramine
22

23

24
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The program is displaying the odds ratio for each study. We want to use the risk difference.

Right-click anywhere in the yellow columns

@ Comprehensive meta analysis - [C:\Users\Michael\Dropbox\Workshops 2\Weight Loss\Weght Loss.cma]

File Edit Format View Insert Identify Tools Computational options Analyses Help

Runanayses + 2 @ EE & & | BE@ E'-'="E 885

2+ VLA H®

Study name

Lindgarde, 2000
Finer, 2000
HKEMDOS
Rossner, 2000
Felley, 2002
Hauptman, 2000
Sjostrom, 1995
Krempf, 2003

D avidson, 1999
10| Miles, 2002

11| Bakris, 2002

12| Hollander, 1998
13| Broom, 2002

14| Beme, 2004

15| Hauner, 2004
16| Mok ahon, 2000
17| Apfelbaum, 1933
18| MeMuly, 2003
19| Mehahon, 2002
20/ Sith, 2001

21| Sanches-Reyes,
2

23

24

25

o0 |~ o o s o [ | =

w

=2

Drug
Success

103
23
866
155
a7
106
237
130
434
98
122
a0
144
51
103
57
71
il
E2
a7
26

Drug
Tatal M

140
110
1640
242
266
210
343
223
B57
260
267
163
253
m
174
142
a2
8
145
153
44

Contral
Success

167

98
4
58
7
64
12
72

43

32

Control
Tatal M

186
103
1637
237
263
212
340
196
223
254
265
153
263
103
174
£3
78
64
72
157
42

Odds ratio LD[gaﬁDddS StdEmr Wariance Drug K L
1.714 0539 0.208 0.043| Orlistat
2030 0.708 0.308 0.095 Orlistat
1.879 0.631 0.071 0.005] Orlistat
2165 0.772 0187 0.035] Orlistat
3249 1.178 0.223 0.050/ Orlistat
2,305 0.835 0.203 0.041 | Orlistat
2318 0.840 0159 0.025] Orlistat
2,305 0.835 0.200 0.040 Orlistat
2.482 0.909 0.158 0.025] Orlistat
3349 1.200 [ 0,045 | Olistat
3.003 1.100 0193 & sortA-Z
3178 1.1586 0.244 Z| SortZ-A
3893 1.359 0130
E.871 1.927 0.360 Column properties
2376 0.865 0.220 .
7 041 1952 0460 Data entry assistant
5254 1853 033 & Formulas
Bl U3 DA Show all selected indices
8217 2108 0.458 . ]
5149 1639 0.257 [l | Show only the primary index
7222 1.977 0515 53 Set primary index to Log odds ratio
Customize computed effect size display

Select Customize computed effect size display

© www.Meta-Analysis.com

Weight loss by Drug



http://www.meta-analysis.com/

Check the box for Risk difference

@ Comprehensive meta analysis - [C\Users\Michael\Dropbox\Workshops 2\Weight Loss\Weght Loss.cma]

AR U

4o+ v
| | |

[ Effect size indices

Usze the following az the primary index

| Odds ratio

Dizplay columns for these indices

Odds ratio

Log odds ratio

Peto odds ratio

Log Peto odds ratio
Risk ratio

Log risk ratio

Risk difference

Std diff in means
Hedges's g
Difference in means
Std Paired Difference
Carrelation

Fizher's £

Rate ratio

Log rate ratio

Rate difference
Hazard ratio

gooooooooorOOOOX®A

¥ 2lzo show standard error

[V Also show variance

m

" Show the primary index only

* Show all selected indices

——

Cancel

File Edit Format View Insert Identify Tools Computational options Analyses Help
Run analyses =+ % [ = H é é{: E %E t— b= ’E 3 ] H A
Sudpname | soeS | oul | sueness | Toau | Dddsraio | CO9EES

1| Lindgarde, 2000 103 190 7B 186 1.714 0.539
2| Finer, 2000 2 110 23 103 2.030 0.708
3 XENDOS 866 1640 E11 1837 1.879 0.631
4| Rossner, 2000 155 242 107 237 2165 0.772
5| Kelley, 2002 a7 Z2ER 35 269 3249 1.178
&/ Hauptman, 2000 106 210 E5 2 2,308 0.835
7| Sjostrom, 1998 237 343 167 340 2318 0.840
8| Krempf, 2003 130 223 74 196 2,305 0.835
9| Davidson, 1993 434 ES7 98 223 2.482 0.909

10| Miles, 2002 98 250 41 254 3349 1.209

11| Bakris, 2002 122 287 58 265 3.003 1.100

12| Hollander, 1938 a0 163 a7 159 3178 1.156

13| Broom, 2002 144 259 B4 263 3893 1.359.

14| Beme, 2004 51 111 12 109 E.871 1.927

15| Hauner, 2004 109 174 72 174 2376 0.865
16| Mctdahon, 2000 57 142 g =) 7.041 1.952
17| &pfelbaum, 1993 71 g2 43 78 5.254 1.659
18| McNuly, 2003 il =] g B4 5.865 1.764
19| Mctahon, 2002 B2 145 g 72 8217 2108
20| Smith, 2001 a7 153 32 187 5149 1.639
21| Sanches-Reyes, 26 44 7 42 7.222 1.977
2

23

24

25

26

27

28

29

30

il

32

2B

34
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Set the primary index to risk difference

@ Comprehensive meta analysis - [C:\Users\Michael\Dropbox\Workshops 2\Weight Loss\Weght Loss.cma]

File Edit Format View Insert Identify Tools Computational options Analyses Help
Runanayses » 2 D@ @ H| & @B E'-'="SS8 98 ~ L 2+ [ ] 83D
Drug Drug Control Control . Log odds | I | | |
Study name Success | TotalM | Success | TotalN Odds ratio ratio l‘ B Effect size indices =R=N x| N u

1| Lindgarde, 2000 103 130 7E 186 1.714 0.533
2| Finer, 2000 ) 110 23 108 2030 0.708 Use the following as the primary index
3| XENDODS 8366 1640 E11 1637 1.879 0631
4| Rossner, 2000 185 242 107 237 2165 0.772
5| Keley, 2002 a7 266 35 269 3.243 1.178
E| Hauptman, 2000 106 210 E5 212 2305 0.835 Dizplay colurng for these indices
7| Sjostrorn, 1338 237 343 167 340 2316 0.840
8| Krempf. 2003 130 223 74 196 2305 0.935 Odds ratio ] -
9| Davidsan, 1339 434 B57 38 223 24| 0909 Log odds rafio
10| Miles, 2002 38 250 1 254 3,349 1.209 O Petooddsratio
11| Bakiis, 2002 122 267 58 265 3003 1.100 L LogPeto odds ratio =
12| Hollander, 1393 &0 163 37 159 3178 1.156 g E"SK _’a:° )
13| Broom, 2002 144 259 B4 263 3893 1.359 1 ;gk':j.” ratia
14| Beme, 2004 51 1 12 109 6871 1.927 g St
15| Haurer, 2004 109 174 72 174 2376 0.865 O Hedges'sa
16| McMahon, 2000 57 142 B B3 7.041 1.952 T Difference in means
17| Apfelbaum, 1939 71 82 43 78] 5254  1eE9 O Std Paired Diffororces
18| Mchuly, 2003 3 &8 8 B4 5865 1.769 O Corelation
13| McMahon, 2002 52 145 3 72 8217 2106 O FishersZ
20/ Smith, 2001 w7 153 2 167 5149 1.639 O
21| Sanches-Feyes, 26 14 7 42 Tzez 1.977 [ Lograte ratio
2 [ ] Rate difference
23 ] Hazard ratio -
24 [v Also show standard emor
= ¥ Alza shaw variance
26
;; " Show the primary index only
o9 " Show all selected indices
30
il Ok
32 Cancel
&6
34 “
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Un-check the boxes for odds ratio and log odds ratio

@ Comprehensive meta analysis - [C:\Users\Michael\Dropbox\Workshops 2\Weight Loss\Weght Loss.cma]

File Edit Format View [nsert Identify Tools Cemputational options Analyses Help

Runanayses + % O = | & & B @ == PE e

Study name

1|Lindgarde, 2000
2| Finer, 2000

3| XENDOS

4| Rossner, 2000
5| Kelley, 2002

E| Hauptman, 2000
7| Sjostromn, 1992
) Krempl, 2003

D avidson, 1933
10) Miles, 2002

11| Bakrig, 2002

12| Hollander, 1933
13 Broom, 2002

14| Berne, 2004

15| Hauner, 2004
16| Mctahon, 2000
17| Apfelbaum, 1993
18| MeNuly, 2003
18| Mehahon, 2002
20| Smith, 2001

21| Sanches-Feyes,
a2

23

24

28

26

a7

28

29

30

a

32

a3

34

w

Drug
Success

103
1
865
156
&
106
23
130
431
a2
122
@0
144
51
109
57
B
a1
€2
&7
=

Diug
Tatal N

190
110
1640
242
266
210
343
223
E57
250
267
163
253
m
174
142
g2
=]
145
153
44

Control
Success

76
23
£11
107
i
£5
167
74
s
11
58
7
&4
12
72
&
43
]

&
32
7

Contral
Tatal N

186
108
1637
37
269
112
240
196
223
254
265
159
263
103
174
E3
78
E4
72
157
42

Odds ratio

1.714
2.030
1.874
2165
2249
2.305
238
2.305
2.482
2349
3003
aire
3893
E.871
2376
7041
5.254
5.865
27
5143
7.222

Log odds

Y=o+ 85D

iatio |

B Effect size indices

0,539
0.708
0631
0772
1178
0,635
0.640
0,635
0.909
1.209
1.100
1.156
1.359
1.927
0,665
1.952
1.659
1.764
2106
1.639
1.977

Use the fallowing as the primary index

‘ Risk difference

Display calumns for these indices

Odds ratio

Log adds ratio

Peto odds ratio

Log Peto odds ratio
Rizk ratio

Log risk ratio

Risk difference

Std diff in means
Hedges's g
Difference in means
Std Paired Difference
Comelation

Fisher's 2

Rate ratio

Log rate ratia

Rate difference
Hazard ratio

oo

dgoooooooooRoood

W Also show standard error

W Alzo show variance

m

" Show the primary index orly

& Shaw all selected indices

e Check the box for Also show standard error
e Check the box for Also show variance
e Click Ok

© www.Meta-Analysis.com
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The screen should look like this

e To run the analysis, click [Run analysis]

eta analysis - [C\Users\Michael\Dropbox\Workshops 2\Weight Loss\Weght Loss.cma]

File Edit Format \Wew Insert Identify Tools Computational options Analyses Help
Run analyses —+ %\ D Bﬂ E % é{; E 525 = ’E 40.8 fﬁg H i Jﬂ - + \/ D %l El @
S e | somss | TodN | Sues | ToN | difasce | SWET | Vaience | Dug J

1| Lindgarde, 2000 103 190 76 186 0134 0.051 0,003 Orliztat

2| Firner, 2000 39 110 23 108 0142 0.060 0.004 | Orliztat

3| HENDOS =T 1640 &1 1837 0155 0.m? 0.000| Orlistat

4| Roszner, 2000 155 242 107 237 0189 0.045 0.002 | Orlistat

5| Kelley, 2002 a7 266 i) 269 0197 0.035 0.007 | Orliztat

6| Hauptman, 2000 106 210 E5 12 0198 0.047 0.002 | Orlistat

7| Sjostrom, 1998 237 343 167 340 0.200 0.037 0.007 | Orlistat

8| Krempf, 2003 130 223 74 196 0.205 0.048 0.002 | Orliztat

9| Davidson, 1999 434 E57 98 223 0221 0.038 0.0071 | Orlistat

10| Miles, 2002 98 250 41 254 0231 0.039 0.007 | Orlistat

11| Bakriz, 2002 122 267 58 265 0238 0.040 0.002 | Orlistat

12| Hallander, 1998 80 163 37 153 0.258 0.052 0.003) Orlistat

13 Broom, 2002 144 259 B4 263 0313 0.041 0.002 | Orlistat

14| Beme, 2004 51 1M 12 109 0.343 0.056 0.003) Orlistat

15| Hauner, 2004 109 174 72 174 0213 0.052 0.003 ) Sibutr arnine
16| Mk ahon, 2000 57 142 E B4 0314 0.053 0.003 | Sibutramine
17| &pfelbaum, 1999 71 a2 43 78 0315 0.068 0,005 Sibutramine
18| MeNuly, 2003 il =23 g B4 0331 0.073 0.005 | Sibutr arnine
19| Mk ahon, 2002 B2 145 E 72 0.344 0.052 0.003 | Sibutramine
20| Sith, 2001 a7 153 2 157 0.365 0.051 0,003 ) Situtr amine
21| Sanches-Reyes, 26 44 T 42 0.424 0.094 0.0083 | Sibutramine
22

23
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This is the basic analysis screen

Initially, the program displays the fixed-effect analysis. This is indicated by the tab at the bottom and
the label in the plot.

Comprehensive meta analysis - [Analysis]
File Edit Format View Computational options Analyses Help
+ Data entry 13 Next table I+ High resolution piot | [y Selectby .. | + Effectmeasure: Riskdifference =S| ]| 221 E F| &+ @
hdodel Study name Statistics for each study Risk difference and 95% C|
s | Standad | yace | Lowerlit | Upperlimt | Z¥abe | pYale | 100 050 000 050 1.00

Lindgarde, 2000 0134 0.051 0.003 0.033 0.234 2B15 0.009 —
Finer, 2000 0142 0.080 0.004 0.023 0.260 2349 0msa ——
XENDOS 0155 o7 0.000 0121 01ss 9.5 (0.000 +
Rogsner, 2000 01a3 0.045 n.onz 010 0.277 4.230 0.000 —
Kelley, 2002 017 0.035 0.0 n12s 0.266 5675 (0.000 —
Hauptman, 2000 0138 0.047 n.oon2 0106 0.230 423 (0.000 —
Sjostrom, 1338 0.200 0.037 0.0m nias 0.2z 6422 (0.000 —+
Krempf, 2003 0.205 0.048 0.002 o1z 0.293 4293 0.000 —
Davidson, 1999 0z 0.03s 0.0m 0147 0.296 5815 0.000 —
Miles, 2002 n0zx 0.033 0.0 0155 0.306 5.981 0.000 —
Brakris, 2002 0.238 0.040 n.onz 0160 0316 5933 (0.000 —
Hollander, 1398 0.258 0.052 0.003 0157 0.353 5.008 (0.000 —
Erraom, 2002 0313 0.041 n.oon2 0.233 0332 7.689 (0.000 —
Bemne. 2004 0.343 (0.056 0.003 0.240 0.453 £.238 (0.000 —
Hauner, 2004 0213 0.052 0.003 o1 0.315 4063 0.000 —
tctahon, 2000 0314 0.053 0.003 0210 0.419 5898 0.000 —
Aptelbaumn, 1933 0315 (0.082 0.005 n1gz 0.447 4.644 0.000 —
Mehuly, 2003 033 0.073 0.005 01e7? 0.474 4621 (0.000 —_—
Mt ahon, 2002 0.344 0.052 0.003 0.24 0.447 E.5EE (0.000 —
Sith, 2001 0.365 (0.051 0.003 0.264 0.465 7104 (0.000 —
Sanches-Repes. 2004 0.424 (0.094 0.003 0.240 0.602 4622 (0.000 —

Fixed 0.213 0.009 0.000 0.20m 0.236 24225 0.000 +

Fixed | Rajdom | Both models

Basic stat: One study removed Curnulative analyzis Calculations
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Click [Both models]

The program displays results for both the fixed-effect and the random-effects analysis.

Comprehensive meta analysis - [Analysis] SRACE X
File Edit Format View Computational options Analyses Help
+ Data entry 13 Next table I+ High resolution piot | [y Selectby .. | + Effectmeasure: Riskdifference =S| ]| 221 E F| &+ @
tfodel Study name Statistics for each study Risk difference and 95% Cl
s | Standad | yace | Lowerlit | Upperlimt | Z¥abe | pYale | 100 050 000 050 1.00
Lindgarde, 2000 0134 0.051 0.003 0.033 0.234 2B15 0.009 —
Finer, 2000 0142 0.080 0.004 0.023 0.260 2349 0msa ——
XENDOS 0155 o7 0.000 0121 01ss 9.5 (0.000 +
Rogsner, 2000 01a3 0.045 n.onz 010 0.277 4.230 0.000 —
Kelley, 2002 017 0.035 0.0 n12s 0.266 5675 (0.000 —
Hauptman, 2000 0138 0.047 n.oon2 0106 0.230 423 0.000 —
Sjostrom, 1338 0.200 0.037 0.0m nias 0.2z 6422 0.000 —
Krempf, 2003 0.205 0.048 0.002 o1z 0.293 4293 0.000 —
Davidson, 1999 0z 0.03s 0.0m 0147 0.296 5815 0.000 —
Miles, 2002 n0zx 0.033 0.0 0155 0.306 5.981 0.000 —
Brakris, 2002 0.238 (0.040 n.onz 0160 0316 5.933 (0.000 —
Hollander, 1398 0.258 0.052 0.003 0157 0.353 5.008 (0.000 —
Erraom, 2002 0313 0.041 n.oon2 0.233 0332 7.689 0.000 —
Bemne. 2004 0.343 (0.056 0.003 0.240 0.453 £.238 (0.000 —
Hauner, 2004 0213 0.052 0.003 o1 0.315 4063 0.000 —
tctahon, 2000 0314 0.053 0.003 0210 0.419 5898 0.000 —
Aptelbaumn, 1933 0315 (0.082 0.005 n1gz 0.447 4644 0.000 —
Mehuly, 2003 033 0.073 0.005 01e7? 0.474 4621 (0.000 —_—
Mt ahon, 2002 0.344 0.052 0.003 0.24 0.447 E.5EE (0.000 —
mith, 2001 0.365 (0.051 0.003 0.264 0.465 7104 (0.000 —
Sdches-Repes, 2004 0.424 (0.094 0.003 0.240 0.602 4622 0.000 —
Fixed 0213 0.009 0.000 0.2m 0.236 24225 0.000 +
Handom 0.243 0.7 0.000 021 0.276 14 656 0.000 +
Fised | Rafldom | B :
Basic stats\ il euS e Cumulative analysis Calculations

The fact that the two results differ tells us that the RE weights are different from the FE weights. This

means that T2, the estimate of between-study variance in true effects is not zero.

The confidence interval is wider for random-effects than for fixed-effects. This will always be the case

when T? is not zero.

The random-effects model is a better fit for the way the studies were sampled, and therefore that is the

model we will use in the analysis.
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e Click Random on the tab at the bottom

The plot now displays the random-effects analysis alone.

Comprehensive meta analysis - [Analysis]

=] B [

File Edit Format View Computational options Analyses Help

+ Data entry 17 Next table - High resolution plot | [l Selectby ... | =+ Effect measure: Risk difference - IE‘ D EE TT + E ¥| % @
Model Study narme: Statistics for each study Rizk difference and 95% CI
gk | Standad | yce | Lowerlint | Upperlimt | Z¥abe | plale | 100 050 000 050 1.00
Lindgarde. 2000 0134 0.051 0.003 0.033 0234 2615 0.009 —
Finer. 2000 0142 0.080 0.004 0.0z 0.260 2349 0ma ——
XEMDOS 0155 0m7z 0.000 0121 0188 90m5 0.000 +
Rossner, 2000 0183 0.045 0.002 01m 0.277 4230 0.000 —
Kelley, 2002 0197 0035 0001 n01za 0266 5575 0.000 —
Hauptman, 2000 0198 0.047 n.oo2 0,108 0.290 4231 0.000 —
Siostrom, 1998 0.200 0.037 0001 n1za 02r2 5422 0.000 —
Krempf, 2003 0.205 0.048 0002 i1z 0293 4.293 0.000 —
Davidson, 1999 0z 0.038 0.00m 0147 0.2596 5815 0.000 —
Hiles, 2002 0z2n 0.033 0.0m 0155 0.306 5931 0.000 —
Bakris, 2002 0.238 0.040 0.002 0,180 0.316 5993 0.000 —
Hollander, 1932 0.258 0052 0003 0157 0359 5.002 0.000 —
Broom, 2002 0313 0.041 n.oo2 0.233 0352 7629 0.000 —
Beme. 2004 0345 0.056 0.003 0.240 0459 E.238 0.000 —
Hauner. 2004 0213 0.052 0003 o010 035 4.063 0.000 —
Mctahon, 2000 0314 0.053 0.003 0210 0.419 5898 0.000 —
Aphelbaum, 1939 0315 0.068 0.005 n1sz2 0.447 4644 0.000 —
Mehuly, 2003 0.331 0.073 0.005 0187 0474 4521 0.000 —_—
I chdahon, 2002 0.344 0052 0003 0.241 0.447 E.5EE 0.000 —
Smith, 2001 0.365 0.051 0.003 0.264 0465 7104 0.000 —
anches-Feyes. 2004 0.424 0.094 0.009 0.240 0&08 4522 0.000 —

Random 0.243 oms 0.000 0.211 0.276 14.656 0.000 <5

Figed th models

B dy removed Curnulative analyzis Calculations

A quick view of the plot suggests the following

© www.Meta-Analysis.com

All of the studies suggest an advantage for treatment over placebo
The observed effect size ranges over a wide area. The dispersion appears to be more than we
would expect based on the precision of each study.
The summary effect is 0.243. On average, the success rate on drug was 24 percentage points
higher than the success rate on placebo. The Clis 0.211 to 0.276, which tells us that the mean
effect is clearly in the clinically important range.
The summary effect has a Z-value 14.656 and a p-value of < 0.001. Thus we can reject the null
hypotheses that the true risk difference is 0.0.
To have a closer look at this variance we turn to the next table.

Weight loss by Drug
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Click [Next table]

Click here

Comprehensive meta analysis - [Anw/ B

File Edit Format fiew [nmputatmn;\rrtmns Analyses Help

+ Data entry b Next table High resolution plot | [gh Selectby .. | = Effectmeasure: Riskdifference  ~-|E][]|E2TT|HE F| &+ @

Model Effect size and 95% confidence interval Test of null (2-Tail) Heterogeneity Tau-squared

Number Point Standard Lawer Upper Tau Standard
Model Studies estimate eror Variance limit limit Z-value  P-value Q-value df [Q) P-value I-squared Squared Emor Variance Tau

Fired 21 0213 0.on3 0.000 nzm 0.236 24225 0.o0o 57546 20 0.000 B5.245 0003 o002 0000 0053
Random pal 0243 om? 0.000 oz 0.276 14 E56 0000

Fixed | Random | Eoth models

Basic stats | One studyremoved | Cumulative analysis | Caleulations

The statistics at the left duplicate those we saw on the prior screen.

= Under the random-effects model the risk difference is 0.243 with a 95% confidence interval of
0.211 to 0.276. The test of the null (that the true risk difference is 0.0) yields a Z-value of 14.656
and a corresponding p-value of < 0.001.

= The statistics at the upper right relate to the dispersion of effect sizes across studies.

= The Q-value is 57.546 with df=20 and p < 0.001. Q reflects the distance of each study from the
mean effect (weighted, squared, and summed over all studies). Q is always computed using FE
weights (which is the reason it is displayed on the “Fixed” row, but applies to both FE and RE
analyses.

= |f all studies actually shared the same true effect size, the expected value of Q would be equal to
df (which is 20). Here, Q exceeds that value, and so the estimate of T2 for the sample will be
greater than zero. Additionally, Q exceeds that value by a large enough margin, so that we can
find that T2 exceeds zero not only in the sample, but also for the population. Concretely, p <
0.001, and we reject the null hypothesis that all studies in the universe from which the sample
was drawn share the same true effect size.

» T?jsthe estimate of the between-study variance in true effects. This estimate is 0.003. T is the
estimate of the between-study standard deviation in true effects. This estimate is 0.059.

= |2 reflects the proportion of true variance to observed variance. This estimate is 65%. This
means that if each of the studies had a huge sample size (and therefore estimated the effect in
its population with little error) the variance in observed effect sizes would shrink to about 65%
of the current value.

= Click [Next table] to return to this screen
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In this analysis we want to focus on the treatment effect as a function of Drug. Specifically, we’re going
to run the analysis separately (a) for studies that compared Orlistat vs. placebo and (b) for studies that
compared Sibutramine vs. placebo.

When we’re dividing the studies into two subgroups, the between-studies variance (7?) must be
computed within subgroups. However, we have two options. We can then pool the separate estimates,
and use the pooled value for all subgroups. Or, we can use a separate estimate for each subgroup.

Our plan at the moment is to use a separate estimate for each subgroup. To select that option

Click Computational options > Mixed and random effects options

Comprehensive meta analysis - [Analysis] =REcl X

File Edit Format View | Computational options Analyses Help

+ Data entry 13 Ne + Effect measure ¥ felectby .. | = Effect measure: Riskditference  ~|[E]|[]|22TT|&#E ¥ |7 @

T[] Cllevel 95% s

Model Study nal fistics for each study sk diference and 95% CI
”
S e Lower mit | Upperfmit | Z¥alue | pise | 100 050 000 050 1.00

Lindgafle. 2000 Compare groups [ilic: 234 2615 0.003 —
Finer, 2§00 - 4 0.023 250 2309 noa ——
HEND b Mixed and random effects options [ 0121 B2 905 0.0W -
Flossnel g 277 230 0000 —
Kelley. 2002 015 e oo 0128 0.266 5575 0.000 -
Hauptman, 2000 0198 0,047 0002 0105 0.230 423 0000 —
Siostrom, 1338 020 [ilicg oo 0128 0.272 5422 0.000 -
Krempf, 2003 0208 0.048 0002 01z 0,233 429 0000 —
Davidsan. 1993 0z i 0.001 0.147 0.295 5815 0.000 -
Miles, 2002 0231 i3] o.om 0185 0,305 5981 0000 —
Bakiis, 2002 0z 0.040 oo 0.160 0316 593 0.000 -
Holander, 1338 0.258 0052 000 0157 0.358 5008 0000 —
Broom, 2002 03 0.0 .o 0.233 0.392 7.683 0.000 -
Beme, 2004 0349 0.055 0.003 0.240 0,453 5238 0000 —
Hauner, 2004 0213 .02 000 0 0.315 4063 0.000 —
Mchahon, 2000 0314 0053 0.003 0210 0.413 5698 0000 —
Apfelaum, 1333 08 0058 0.005 0182 0.447 4644 0.000 —_
Mchuiy, 2003 0331 0.073 0.005 0187 0.474 4521 0000 —
Mohahon, 2002 0344 .52 000 0.241 0.447 5,566 0.000 —
Smith, 2001 0365 0.051 0.003 0.264 0,465 704 0000 —
Sanches Reyes, 2004 0424 0034 0.009 0.240 0608 4522 0.000 —_—

Random 0243 007 0.000 0211 0276 1465 0.000 -

Fired | Random | Both models

Basic stats | One study iemoved | Cumulative analysis | Caloulations
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The program displays this wizard

e At the top select the first option, to “Assume a common among-study variance”
e At the bottom select the first option, to “Combine subgroups using a fixed-effect model”

@ Comprehensive meta analysis - [Analysis] - -

.

© www.Meta-Analysis.com

File Edit Format View Computational options Analyses Help
4— Data entry 11 Next table :{» High resolution plot % Selectby ... | -+ Effect measure: Risk difference - lz‘ D EE TT :‘F‘ E :E i @
Model Shudy name Statistics for each study Risk difference and 95% CI
dm’;‘zﬁce S“;ﬁ‘gf"d ‘ariance | Lowerlimit | Upperlimit | Z4alue | pWalue .00 -0.50 0.00 0,50 1.00
Lindgarde. 2000 0134 0.051 0.003 0.033 0.234 2E15 0.003 ——
Finer. 2000 0142 0.060 0.004 0.023 0.260 2343 0013 —
HKENDOS 0.158 0.017 0.000 012 0.188 9015 0.000 -+
Foszner, 2000 0183 0.045 0.002 0.1 e A, L1000, ~
Kelley, 2002 D197 0035 0001 0128 | By Mixed and randor effects options ==
Hauptman, 2000 0192 0.047 0.00z 0108
Siostrom, 1998 0.200 0.037 0.00 0,128 Combining studies within a subgroup
Krempf, 2003 0.205 0.048 0.00z 01z
Davidean, 1539 n.2z n.0sa n.om B #zsume a common amang-study vanance component across subgroups
} & b
Miles, 2002 0.23 0.039 0.00 0.155 * Ipool within-group estimates of tau-squared),
Bakriz, 2002 0.238 0.040 0.002 0.160
Holander, 1938 .258 0.052 .003 0157 0 hot 333UME & COMMon among-study vanance component across subaroups (do
Broom, 2002 0.313 0.041 0.002 0.233 niot pool within-group estimates of tau-squared). This iz the option used by RevMan.
Beme, 2004 0.343 0.056 0.003 0.240
Hauner, 2004 0213 0.052 0.003 0110
i chd ahon, 2000 0314 0.053 0.003 0.210
Aplelbaum, 1939 0.315 0.088 0.005 n.1s2 Combining subgroups to yield an overall effect
McHulty, 2003 033 0.073 0.005 0.1s7
Wi ahon, 2002 0.344 0.052 0.003 0.241 * Combine subgroups using fived effect model
Srnith, 2001 0.365 0.051 0.003 0.264 . .
N i

S anchesRepes, 0424 0094 0009 0,240 Combine subgroups using random effects model

Fiandorn 0.243 0.0$7 0.000 0.211

Cancel
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Now, we can tell the program to run the analysis by subgroups.

Click Computational options > Group by

Comprehensive meta analysis - [Analysis]

Eile Edit Format View | Computational options Analyses Help

+ Data entry 13 Ne + Effect measure ¥ felctby .. |+ Effectmeasure: Riskdifference =[S/ TTHEE F| 2@

[ 1clLevel 95% 4

todel Study n. o each study Risk difference and 95% CI
selectby ...
= Lower imit | Upper limit | Z¥alue | p¥alue .00 050 0o 050 1.00

Lindgarde§200( MR mITE 03 0.033 0.234 2615 0.003 —
Finer, 200 " r 2 0.260 2349 ooma —
YENDOS E Mixed and random effects options EDD 0121 0188 3015 nom &+
Rossner, 2000 0183 0.045 0.002 0am 0.277 4230 0.000 ——
Kelley, 2002 0197 0,035 0.001 0128 0.266 5575 0.000 —
Hauptman, 2000 [IRE:) 0047 000z 01086 0.250 4231 n.ooo —
Siostrom, 1992 0200 oozr 0om 0128 n0.2v2 5422 o.ooo —
Krempl, 2003 0.205 0.048 0.002 0112 0.299 4293 0.000 —
Davidson, 1333 nz21 n0o3s oo 0147 0.256 5815 o.ooa —
Miles, 2002 0231 noo3a oom 0185 0.306 5381 n.ooo —
Bakris, 2002 0.231 0.040 0.002 0160 0.316 5993 0.000 ——
Hollander, 1338 0.258 n.nsz 0003 0157 0.353 5.008 o.ooa —
Broom, 2002 033 ooy 000z 0233 0.332 7689 n.ooo —
Berme, 2004 0.343 0.056 0.002 0.240 0.459 6.238 0.000 —
Hauner, 2004 0213 0.052 0.002 0110 0.3185 4,063 0.000 ——
etahon, 2000 0314 00s3 0ooz o210 0419 5.858 n.ooo —
Apfelbaurn, 1999 038 0.0z 0.008 01ez2 0.447 4644 o.ooo —_—
Mehuly, 2003 0331 0,073 0.005 0187 0.474 4521 0.000 —
Mehahon, 2002 0344 n.nsz 0003 oz 0.447 E.GEE o.ooa —
Smith, 2001 0365 0081 000z 0.264 0.465 704 o.ooo —
Sanches-Feyes, 2004 0424 0.034 0.009 0.240 0.608 4522 0.000 —

Fandom 0.243 om7 0.000 o2n 0.276 14656 0.oo0 +

Fixed | Random | Both modsls

Basic stats One study removed Cumulative anhalysis Calculations

e Select Drug
e Check the two boxes
e Click Ok
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Comprehensive meta analysis - [Analysis]

|lo|E]| = T

File Edit Format View Computational options Analyses Help
+ Data entry 1% Next table - High resolution plot | [gh Selectby .. | + Effectmeasure: Riskdifference  ~|[E[]||E2TT|HE F| &+ @
Model Study name Statistics for each shudy Risk difference and 95% CI
ik St |y ance | Lowerfmit | Upperlimt | ZWae | pVaue | 10D 50 000 050
Lindgarde. 2000 0134 0.051 0.003 0.033 0.234 2615 0.009 | ‘ |+
Finer, 2000 014z 0060 0.004 0.0 0.260 43 0013 =
HENDOS 0155 nmz 0000 il = Groupby...
Rossner, 2000 0183 0.045 0.002 0
Felley, 2002 0187 0035 0.001 -
Hauptman, 2000 018 0047 0002 a Run a separate analpsis for each level of ...
Siostriom, 1338 0.200 0.037 0.001 0 |Dru j
Krempf, 2003 0.205 0n4s 0.002 [0 a
Dravidson, 1339 0221 0033 0.001 0
Miles. 2002 0.231 £.033 0.001 B ® Also run analpsis acoss levels of dug
Bakiis, 2002 0238 0040 0.002 [0
Hallander, 1998 0.258 0.0s2 0.003 0 W Com ent levels of dug
Broom, 2002 033 0.041 0.002 0
Eemne, 2004 0343 0.056 0.003 1
Hauner, 2004 o212 00s2 0.00z [V Cancel Reset Ok
Mchishon, 2000 0.314 0.053 0.002 0
Aptelbaum, 1933 0315 0063 0.005 [V 1
cMulty, 2003 03: 0073 0.008 (1% 3
Mehishon, 2002 0.344 0.052 0.002 0.247 0.44 B.96E 0.000 —
Smith, 2001 0365 oost 0.003 0264 0.465 7104 0.000 —
Sanches-Reyes, 2004 0424 0094 0.009 0.240 0.e08 4522 0.000 —
Random 0.243 0.7 0.000 0.211 0.276 14656 0.000 +
Fived | Random | Both models
Basic stats Ore study removed Cumulative analysis Calculations
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The screen should look like this

Comprehensive meta analysis - [Analysis] | SRRCEC X
Eile Edit Format View Computational options Analyses Help
+ Data eniry 13 Nexttable - High resolution plot | [By Selectby .. |+ Effectmeasure: Riskdifference <[] EETT|HE T |7 @
Madel Grlg‘fgby Study name Statistics for each study Rizk difference and 95% CI
sk Standad | yince | Lowsrlit | Upperlimit | Z¥abe | pVske | 100 050 000 050 100

Orligtat Lindgarde, 2000 0134 0.051 0003 ooz 0234 2815 0.003 —
Orlistat Fines, 2000 0142 0.060 0.004 0.023 0.260 2.343 0.013 ——
Orligtat HENDODS 0188 0.m7 0.000 o 01gg ams 0.000 +
Orlistat Fossner, 2000 0183 0.045 0.002 0.1m 0277 4.230 0.000 —
Orlistat Kelley, 2002 0187 0.035 oom n1ze 0.266 6675 0.000 —_
Orlistat Hauptmar, 2000 0198 0.047 0.002 0.106 0290 423 0.000 —
Orligtat Sjostrom, 1338 0.200 0.037 oom n12e 027z 6422 0.000 —
Orligtat Erempf, 2003 0208 0.042 0.ooz2 onz 0299 4.293 0.000 —
Orligtat Davidson, 1333 0221 0.038 oom 0147 0.256 6815 0.000 —
Orligtat Miles, 2002 02: 0.033 oom 0188 0.208 5921 0.000 —
Orlistat Bakiis, 2002 0238 0.040 0.002 0.160 036 5.993 0.000 —
Orlistat Haollander, 1333 0258 0.052 0003 01s7 0359 6.008 0.000 —
Orlistat Broor, 2002 0313 0.041 0.002 0233 0332 7.663 0.000 —
Orligtat Berne, 2004 0343 0.056 0003 0240 0459 6238 0.000 —_—

Random  Oristat 0213 0.015 0.000 0183 0.242 14102 0.000 -+
Sibutramine  Hauner, 2004 0213 0.052 0003 o1 0315 4063 0.000 —
Sibutramine  Mchiahon, 2000 0314 0.052 0003 n21o o419 5.293 0.000 —
Sibutramire  Apfelbaur, 1393 0.315 0.068 0.005 0182 0.447 4.644 0.000 —
Sibutramine  McMulty, 2003 03: 0073 0005 [IRE:TS 0474 4521 0.000 —
Sibutramire Mok shon, 2002 0.344 0.052 0.003 0.241 0.447 6.566 0.000 —
Sibutramine  Smith, 2001 0365 0.051 0003 0264 0465 7104 0.000 —
Sibutramine  Sanches-Feyes, 2004 0.424 0.094 0.003 0.240 0.608 4522 0.000 —T

Random Sibutramine 0320 0.027 oom 0.267 0373 11.853 0.000 —-+

Random Overal n23g 0.0z 0.000 0212 0.264 1g.091 0.000 +

Bath models
lculations

For the Orlistat studies the mean effect size is a risk difference of 0.213 with a confidence interval of
0.183 to 0.242, a Z-value of 14.102 and a corresponding p-value of < 0.001. It’s clear that the drug is
more effective than placebo, and that the impact is clinically as well as statistically significant.

For the Sibutramine studies the mean effect size is a risk difference of 0.320 with a confidence interval
of 0.267 to 0.373, a Z-value of 11.853 and a corresponding p-value of < 0.001. It’s clear that the drug is
more effective than placebo, and that the impact is clinically as well as statistically significant.

For all studies together the mean effect size is a risk difference of 0.238 with a confidence interval of
0.213 to 0.264, a Z-value of 18.091 and a corresponding p-value of < 0.001. However, given that we had
intended a priori to study the effect as a function of drug, this overall effect has limited meaning. In
particular, the overall mean will depend on what proportion of the studies employed one drug rather
than the other.

Therefore, we are better off focusing on the mean effect for each subgroup.
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We want to know if the difference between the two effect sizes (0.213 vs. 0. 320) is statistically
significant, and we'll run a test for this.

To get a better sense of what we’re testing, click the “All studies” button. This will hide all of the
individual studies and display the summary effects only as shown here.

The test will compare the two mean effects relative to the precision of each effect. For two groups we
can think of this as a Z-test for the ratio of the difference in means to the standard error of the
difference.

Toggle the “All studies button” to display the studies again.

Comprehensive meta analysis - [Analysis] = | B ki)
File Edit Format View Computational options Analyses Help )
+ Data entry +3 Next table - High resolution plot | [gh Selectby .. | = Effect measure: Riskdifference | -S| SETT|E F||2 &
Modsl G’S‘rfghy Study name Statistcs for sach study Risk difference and 95% CI
ik S |y e | Lowerlmt | Upperlimit | ZVelue | pvake | 100 050 0m 050 100
Random  Oflstat 0213 0015 0.000 0183 0242 1410 0.000 -
Random  Sibutramine 0320 0027 o.om 0267 03 1188 0.000 -
Random  Oversll 0238 0013 0.000 0213 0264 18030 0.000 +
Fixed | Random | EBoth models
Basic stats | Calculations
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We can right-click on the plot and expand the scale to see this more clearly

Comprehensive meta analysis - [Analysis] SRACE X ]
Eile Edit Format ¥iew Computational options Analyses Help
+ Data entry 73 Next table - High resolution plot | [h Selectby .. | + Effectmeasure: Riskdifference -S| ] EETI R E F |t @
Model G'S:fghy Study name Statistics for each study Risk difference and 95% Cl
ik Stardad e | Lowerlimit | Upperlint | ZWale | p¥aue | .00 50 0.0 050 1.00
Fandom  Orlistat 0.213 0.015 0.000 0183 0.242 14102 0.000 | | -
Random  Sibuiramine 0.320 0027 0001 0,267 0373 11.8583 0.000 5+ Showrhide forestplat |
Fandom  Overal 0.238 0.013 0.000 0213 0.264 18.091 0.000
BT o:-20-
Scale -.50 to + .50
Scale-1to +1 k
Scale -2 to +2
Scale -4 to +4
Scale 8 to +8
Customized
Fized | Random | Both models
Basic stats | Calculations
Comprehensive meta analysis - [Analysis] = | B ki)
File Edit Format View Computational options Analyses Help
+ Data entry +3 Next table - High resolution plot | [gh Selectby .. | = Effectmeasure: Riskdifference - [E]|[]| SETT| E F || 2 &
Mods | Sipum by Study name Statistics for each study Risk difsrence and 35% C1
difllzrlzt\ce Sl;:g?rd “ariance | Lawer imit | Upper limit | Z4alue pWalue -0.50 028 0.00 025 080
Random Orligtat 0213 0.m5s 0.000 0183 0242 14102 0.000 -
Random Sibutramine 0320 0.027 oom 0267 0372 11.863 0.000 —
Random Overal 0238 0.013 0.000 0213 0.264 18.091 0.000
Fixed | Random | Both models
Basic stats | Calculations

Here, it seems clear that there is no overlap between the confidence intervals for the two subgroups.
We would therefore expect that the test to compare the two means will yield a statistically significant p-

value.

Click Next Table to see the results
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The top section of the page (labeled Fixed-effect analysis) is for an analysis where we compute the
summary effect in each group using FE weights, and then compare these values

The bottom section of the page (Mixed-effects analysis) is for an analysis where we compute the
summary effect for each group using RE weights, and then compare these values.

We want to use the bottom section. The RE model is a better fit for the way the studies were sampled,
and so this is the appropriate analysis.

Click Format > Increase decimals

Comprehensive meta analysis - [Analysis] SREEEl X
File Edit Format View Computstional options Analyses Help
+ Data entry +3 Next table - High resolution plot | [gh Selectby .. | = Effect measure: Riskdifference  -|[E]|[]|[Z2TT|&#E ¥ |7 @
Groups Effect size and 95% confidence interval Test of null (2-Tail) Heterogeneity Tau-squared L
Number Point  Standard Lower  Upper Tau  Standard
Group Studies  estimate  emor  Varance  limit imit Z-value  P-value Q-value df(Q) P-value I-squared Squared  Emor  Variance  Tau

Fixed effect analysis

Orlistat 14 0799 00039 0.0001 01302 02183 20,2356 0.0000 275603 13.0000 o.oo4 528306 o.oo1y 00013 0.0000 0.0407
Sibutramine 7 03187 00225 0.0005 02746 03627 141731 0.0000 64538 60000 03743 7033 0.0003 00022 00000 00165
Total within 340141 19.0000 omes
Total between 235324 1.0000 0.0000
Ovwerall 21 02188 0.0090 0.0001 0.2011 02365 24,2245 0.0000 57.5465 20,0000 0.0000 £5.2455 0.0034 0.0019 0.0000 0.0586

Mixed cffects analysis

Orlistat 14 nz1ee 00151 0.0002 01832 02424 141022 0.0000
Sibutramine 7 03205 00270 0.0007 02675 03735 11.8530 0.0000
Total betwesn 120983 1.0000 0.0005
Qveral 2 0.2384 0.0132 0.0002 0.2125 02642 18.0305 0.0000

< e
Fixed | Random | Edth models
Basic stats | Calculations

Toward the left of the screen the program displays the same numbers we saw a moment ago.

For the Orlistat studies the mean effect size is a risk difference of 0.213 Wwith a confidence interval of
0.183 t0 0.242, a Z-value of 14.102 and a corresponding p-value of < 0.001. It’s clear that the drug is
more effective than placebo, and that the impact is clinically as well as statistically significant.

For the Sibutramine studies the mean effect size is a risk difference of 0.320, with a confidence interval
of 0.267 to 0.373, a Z-value of 11.853 and a corresponding p-value of < 0.001, It’s clear that the drug is

more effective than placebo, and that the impact is clinically as well as statistically significant.

The test to compare the two effect sizes (0.213 vs. 0.320) yields a Q-value of 12.098 with 1 df and a
corresponding p-value of 0.001.
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Toward the right of the screen the program displays information about between-study heterogeneity.
As was true for the single-group of studies, these statistics are based on FE weights and are therefore
displayed in the top section, but they apply to the RE analysis as well.

Comprehensive meta analysis - [Analysis] [=]E [
File Edit Format View Computstional options Analyses Help
+ Data entry 13 Next table - High resolution plot | [h Selectby .. | = Effect measure: Riskditference  -|[E]|[]|[Z2TT|&#E ¥ |7 @
Groups Effect size and 95% confidence interval Test of null (2-Tail) f Heterogeneity Tau-squared L
Number Point  Standard Lower  Upper Tau  Standard
Group Studies  estimate  emor  Varance limit Timit Z-value  P-value Q-value di (@) P-value I-squared Squared  Emor  Variance  Tau

Fixed effect analysis

Orlistat 14 0199 00093 0.0001 01802 02189 20,2356 0.0000 275603 13.0000 0.o104 528306 o.oo17 00013 0.0000 0.0407
Sibutramine 7 03187 00225 0.0005 02746 03627 141731 0.0000 B.4538 60000 03743 7033 0.0003 00022 00000 00185
Total within 340141 19.0000 00183
Total between 235324 1.0000 0.0000
Overall 21 02188 00030 0.0001 02011 02365 242245 0.0000 575465 200000 0.0000 652455 0.0034 00013 00000 0.0586

Mixed effects analysis

Orlistat 14 o218 00151 0.0002 01832 02424 141022 0.0000
Sibutramine 7 03208 o.ozzo 0.0007 0.2675 0373 11.8530 0.0000
Total betwesn 120383 1.0000 0.0005
Overall 21 02384 00132 0.0002 0.2125 02642 18.0905 0.0000

« m »

Fired | Random | Both models

Basic stats | Calculations

For the Orlistat studies the variance in effects yields a Q-value of 27.560 with 13 df and p = 0.010. T? is
estimated at 0.002, T is 0.041, and /?is 52.831%

For the Sibutramine studies the variance in effects yields a Q-value of 6.454 with 6 df and p = 0.374. T? is
estimated at 0.0003, Tis 0.017, and I is 7.031%

We can also perform an omnibus test by pooling the Q values and df across subgroups. The pooled Q is
34.014 with df =19 and p = 0.018.

These tests are goodness-of-fit tests. They ask if the grouping (Orlistat vs. Sibutramine) explains all of
the variance in true effect sizes, or if some true variance remains, even within subgroups. Here, there is
evidence of true variance within subgroups.

Note that the tests of homogeneity are displayed in the fixed-effect section, even though we’re using
the random-effects model within subgroups. This is because these tests always are always based on
using within-study (fixed-effect) weights. That is, we pose the null (that 72 is zero) and then see is the
variance is consistent with the null.
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Click Next table to return to this screen.

Comprehensive meta analysis - [Analysis]

File Edit Format View Computational options Analyses Help

4+ Data entry 13 Next table I tign resolution piot | [ Selectby . | -+ Effectmeasure: Riskaitference < [E][]||EETT R E T || 7 &

Mods! E’B:f;*' S rmo Statistios for each study Risk difference and 35% CI
dﬂg‘ice 5‘27[3‘?'“' Variance | Lowerlimit | Upperlimit | ZVale | pMale 1.00 0,50 0.00 050 1.00

Orlistat ~ Lindgarde, 2000 0133 00510 0002 00335 023936 26154 00083 ——
Oilistat~ Finer, 2000 01416 00603 000% 00235 02597 2392 00 ——
Orfistat ~ XENDOS 01548 0072 00003 01211 01885 90152 0.0000 +
Oilistat~ Rossner, 2000 01830 00447 00020 01014 027B6 42304 00000 —
Orlistat~ Kelley, 2002 01970 00383 00012 01277 02662 5578 0.0000 —
Orlistal Haupiman, 2000 07982 00488 00022 01084 02999 42313 0.0000 —
Orlistat Siostrom, 1936 01998 0038 00014 01276 02720 5422 0.0000 —
Orlistal Krempf, 2003 02054 00478 00028 01116 02992 42931 0.0000 —_
Orlistat~ Davidson, 1333 02zl 00380 00014 01456 02956 58150 0.0000 —
Orfistat Miles, 2002 02306 0038 00015 01550 03081 591 0.0000 -
Orlistat~ Blakris, 2002 023 0037 00016 01603 03158 58395 00000 —
Orfistat Hollander, 1998 02s  00S1S 0007 04571 0359 50078 0.0000 ——
Orlistat~ Broom, 2002 03126 00407 00017 02329 03923 7E8D  0.0000 —
Orlistst~ Beme, 2004 03434 00580 00091 023% 04591 6234 0.0000 —

Random  Orlistat D2izz 00161 00002 01832 02424 141022 0.0000 +
Sibutramine Hauner, 2004 02126 00523 0007 0N OS2 40631 0.0000 ——
Sibutiamine MeMahon, 2000 03145 0053 00028 02100 04180 587 0.0000 —
Sibutramine Apfelbsum, 1933 03146 00677 00046 01818 04473 4642 00000 —_
Sibutramine  McMulty, 2003 03303 007RZ 000584 01874 04743 45208 00000 —_—
Sibutiamine Mchahon, 2002 03443 0052 00027 02415 04470 G565 0.0000 ——
Sibutramine  Smith, 2001 03642 00614 00026 02842 04684 I3 00000 —_
Sibutramine  SanchesReyes, 2004 04242 00938 00083 02404 0BG 4522 00000 —t

Random  Sibutramine 0305 00270 00007 02675 03736 11.8530  0.0000

Random  Overal 02384 00132 00002 02125 02642 180905  0.0000

Fired | Random | Both models

Basic stats | Calculations

Next, we want to create a high-resolution plot

e Right-click on the statistics section
e Select Customize basic stats

Comprehensive meta analysis - [Analysis]

File Edit Format View Computational options Analyses Help
+ Data entry +7 Hext table - High resolution piot | [Eh Selectby .. | + Effect measure: Risk difference -=E T @
Madel E“"r"’ by Study name Shatistics for each study Risk difference and 95% CI
itk SO yiance | Loverfit | Upperfimt | Z3alue | pValue .00 080 0.00 050 1.00

Ot Lindgarde, 2000 01335 Q0510 00026 003/ 0236 26154 0.0089 —_
Oiistat Finer, 2000 01416 O0E03 0003 00236 02567 23482 0i88 ——
Oistat XENDOS 0158 QD72 00003 01211 01885 80152 0.0000 -
Oifistat Rossner, 2000 01890 Q07 00020 01014 02766 ! : —
Ofistst Kelley, 2002 WS 0033 oom2 01777 0zer £ SortLo-Hiby Z-Value ‘ —
it Hauptman, 2000 0132 0oMEE 0002 O + - —
Ofstat Siostrom, 1598 0198 008 0004 0 " —
Oristst Kremgt, 2003 02054 0478 00023 O, Show/hide basic stats —
Oiitat Davidson, 1353 02211 oow0 oood o T —— —_—
Ofstat~ Miles, 2002 02906 00E 0005 o -
Oifitat Bakiis, 2002 0231 003 00015 O 5999  0.0000 -
Oftat  Hollander, 1398 02%1 00§15 o0 o —
Ot Bioom, 2002 03126 QD407 00017 02323 0333 760 0.0000 -
Oifistat Beme, 2004 0343 O0SE0 0003 02396 04581 G23md  0.oooo —

Random  Ofletat 02128 QOIS 00002 01832 02424 14702 0.0000 -
Sibutramine Hauner, 2004 02126 Q052 00027 01101 0352 40631 0.0000 —_
Sibutrarine MeMahon, 2000 03145 00533 00028 0200 04180 HBI7 00000 —
Sibutrarine Apfelbaur, 1339 03146 QOE77 00046 OIBIE 04473 4642 0.0000 —_—
Sibutramine Mohluity, 2003 03308 00732 000S4 01874 04743 4508 om0 —
Sibutrarine McMahon, 2002 03443 QOS24 00027 02415 04470 BSGSY  0.0000 —
Sibutrarine Srith, 2001 03648 0054 0002 02642 04654 7A043 00000 —_
Sibutrarine Sanches-Reyes, 2004 04242 00838 0O0BB 02404 OROBT 45222 00000 —

Random  Sibubiamine 03205 00270 00007 02675 0373 118530 0.0000

Random  Oversl 0203 OM32 00002 02126 02642 TR06 00000

Fived | Random | Both models

Caleulations
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e Check the boxes for risk difference and p-value
e Uncheck all other boxes
e Click Ok

Comprehensive meta analysis - [Analysis] =3 =
File Edit Format View Computationaloptions Analyses Help
+ Data entry 17 Next table - High resolution piot | [l Selectby .. | = Effect measure: Risk difference - =l
Model | EpeR Y Stucy name Staisios for each study ik diference and 95% C)
, . . . I
i Y e — [S52) =0 1
Difistat Lindgarde, 2000 0135 Q0510 0002 - - —
Diistst~ Fier, 2000 01416 00803 0003 Show Docimals  Alignment -
Diistat #ENDOS iS4 QT2 000 +
Difistst Pssner, 2000 oigan Ome7 oo [ Allcolumns in His block > = —
Diistat Kellep, 2002 D10 QmED  nOm -
st Hauptman, 2000 01%2  OMER 0N —
Diistst Sjosrore, 1990 019 OmEs  nom W Pisk difersrce ate =] [auo - —
Difista Krempf, 2003 02054 Q4T D002 —
Otlistat Davidson, 1999 n.22n 0.0380 0.001 [T Standard enor Auto | |Auta = —
Difstat Miles, 2002 0Z6 QoIEE 0O —
Orlistat Biakris, 2002 0.2381 0.0397 0.001 ] Yt Aute x| |Auta = —_
Diistat Hollander, 1998 D25 QOEIE 000 ) reslirr| —
Difstat Broom, 2002 0F%E om0 oo B ol fute Ao —_—
Diistst~ Beme, 2004 03 O0SED 003 I Upper limi ate =] [auo - ——
Fiandom  Offistat 0ZI2e QOIS D00 -
Sibuibrsriine Hauner, 2004 0ZI%  O0E23 0N I Zvale e v| [auo - —
Sibutramine  McMahon, 2000 0F45 Q0SB 0002 —
Sibutramine Apfelbaum, 1339 0346 00E77 0004 W piale Ao ¥| Auto hd N
Sikurariine Mchuly, 2003 033 QR LO0S —
Siburarine Mchshon, 2002 D343 O0R 0N —
Sibutramine Sith, 2001 03848 00514 0002 Cancel foy | o | —
Siburamine  Sanches-Repes, 2004 4242 Q093 0009 —
Rardom  Sibutramine 0306 O0FD ooy
Fandom  Overal 0234 QD32 0002 02125 D24z 180805 0.00OD
Fised | Random | Both modsls
Basic stats | Celculstions
The screen should look like this
Comprehensive meta analysis - [Analysis]
File Edit Format View Computationaloptions Analyses Help
+ Data entry 13 Next table - High resolution piot | [g Select by ~+ Effect measure: Risk difference T @
Mods! E’B:f;*' e rme Statistios for sach study Risk difference and 35% C1
Rick
Gk | pvaue | Am ey om 050 1.00
Ofistat Lindgerde, 2000 nim nom ——
Diistal Finer, 2000 ez no ——
Oiistat  ¥ENDOS n1ss nom -
Dristat Flossner, 2000 o oo ——
Oistat Kellay, 2002 niE nom —-—
ristat Hauptman, 2000 nim oo —
Oifstat  Siostrom, 1338 nan nom —
Ottt Krempf. 2003 nas  nom ——
Diistat Dravidson, 1999 0.221 0.000 -
Ofstat hilss, 2002 nzn nom —
Diistat Bakis, 2002 nzEmo 00w -
Oristst Hellandsr, 1998 nzEe  nom —
Diistat Broom, 2002 oAz 00w —
Ottt Beme, 2004 nma nom ——
Random  Orfstat 021z now -
Sibutramive Haurer, 2004 0z nom —
Sibuiramine Mchahon, 2000 ns nomw —
Sibuiramine Apfelbsum, 1333 axs  nom ——
Sibuiramine McHulty, 2003 nam n.om ——
Sibutramine Moahon, 2002 nms nom —
Situiramine Srith, 2001 nEs now ——
Sibutramine Sanches Feyes, 2004 na4 nom —
Random  Sibubanine n@n nom -
Random  Overal 0z 00w +
Fired | Random | Eoth modeks
Basic stats | Caloulstions
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e C(Click High-Resolution plot
e Reset All
e The screen should look like this

[F] Comprehensive meta analysis - [Analysis] [E=nlcl X

File Edit Format View Computationaloptions Colors Help

‘}Highresnlmnnpm HOBE=mw ] = |;|‘ " Onssize | Proportional X Resstall | Whols page

4+ Data entry 4+ Return to table

~ Colors for printing & ~ (5

Impact of Drug on Weight Loss
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Favours Placebo Favours Drug

Random-effects analysis

It’s always a good idea to double-check the labels, and ensure that the studies classified as “Favors
Drug” did indeed have the higher lower event rate if the event is success, as it is here — or a lower event
rate if the event is a bad outcome.

Now that we’ve established that the treatment effect varies by drug, we might want to run a completely
separate analysis for the Orlistat studies and for the Sibutramine studies.

The basic idea would be Select by drug, and then to run the same kind of analysis that we normally use
for a single set of studies.
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Summary

This analysis includes 21 studies where patients were randomized to receive either a drug or placebo.
Outcome was the proportion of patients meeting a criterion for success in losing weight. The effect size
was the risk difference, i.e. the difference in success rates between the two groups.

Some studies compared Orlistat vs. placebo while others compared Sibutramine vs. placebo. The
primary goal of the meta-analysis was to compare subgroups of studies, i.e. to see if the risk difference
is higher (or lower) in studies that used Orlistat as compared with studies that used Sibutramine.

Are the drugs effective?

The mean risk difference is 0.243, which means that being assigned to a drug rather than a placebo
resulted in a 24.3 point increase in the likelihood of success.

These studies were sampled from a universe of possible studies defined by certain inclusion/exclusion
rules as outlined in the full paper. The confidence interval for the risk difference is 0.211 to 0.276, which
tell us that the mean risk difference in the universe of studies could fall anywhere in this range. This
range does not include a risk difference of zero, which tells us that the mean risk difference in the
universe of studies is probably not zero.

Similarly, the Z-value for testing the null hypothesis (that the mean risk difference is zero) is 14.656, with
a corresponding p-value is < 0.001. We can reject the null that the likelihood of success is the same in
both groups, and conclude that the likelihood of success is higher in the drug group.

Is drug type (Orlistat vs. Sibutramine) related to the likelihood of success?

The mean effect for the Orlistat studies was 0.213 with a confidence interval of 0.183 to 0.252. The
mean effect for the Sibutramine studies was 0.320 with a confidence interval of 0.268 to 0.374. The test
for the difference between means yields a Q-value of 12.098 with 1 df and p=0.0005.

We reject the null that the mean true effect is identical in the two (in the universe from which the
Orlistat studies were sampled and the universe from which the Sibutramine studies were sampled), and
conclude that the effect is stronger in the Sibutramine studies.

In each study random-assignment was used to allocate patients to drug or placebo. Within a study we
can assume that the patients in each condition are identical except for being given drug or placebo.
Therefore, the main effect in each study (drug vs. placebo) can be attributed to the drug. Similarly, the
main effect in the analysis (Drug vs. placebo across all studies) can be attributed to the drug.

By contrast, random-assignment was not used to allocate studies to Orlistat vs. Sibutramine. We cannot
assume that the populations in the two subgroups of studies were identical in all respects except for the
choice of drug. It’s possible, for example, that one drug was favored at sites that had an older
population while the other was favored at sites that had a younger population. Therefore, while we can
report that one subgroup did better than the other, we cannot say definitively that this was due to the
drug.
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