PICO 1

GRADE

Interventions to increase adherence for Heart disease

Patient or population: patients with Heart disease
Settings:

Intervention: Interventions to increase adherence

lllustrative comparative risks* (95% CI)
Assumed risk Corresponding risk
Control Interventions to increase adherence

Adherence See comment See comment Not estimable 0 See comment
(7 studies)

Uptake” See comment See comment Not estimable 0 See comment
(3 studies)

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the
assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI).

ClI: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.

Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

" Kun 2 ud af 7 studier viste effekt
2 3/3 trials var effektive




PICO 2 - CHD

GRADE OG FORREST PLOTS

PICO 2 - IHD - Exercise-based rehabilitation versus usual care for coronary heart disease [Data only. When citing this record quote "Cochrane Database of
Systematic Reviews 2011, Issue 3".]

Patient or population: patients with coronary heart disease [Data only. When citing this record quote "Cochrane Database of Systematic Reviews 2011, Issue 3".]
Settings: Intervention: PICO 2 - IHD - Exercise-based rehabilitation versus usual care

lllustrative comparative risks* (95% CI)
Assumed risk Corresponding risk

Control Exercise-based
rehabilitation

Total mortality - Follow-up of 6 to 12 months (Heran 2011 ; West 62 per 1000 55 per 1000 RR 0.89 7813 PPHOO
2012 (21,24)) (46 to 65) (0.75to0 1.06) (19 studies) low'?
Total mortality - Follow-up longer than 12 months (Heran 2011 118 per 1000 105 per 1000 RR 0.89 7603 DPOO
(21)) (92 to 119) (0.78to 1.01) (16 studies) low'?
Cardiovascular mortality - Follow-up of 6 to 12 months (Heran 51 per 1000 48 per 1000 RR 0.93 4130 PPHOO
2011 (21)) (36 to 62) (0.71to 1.21) (9 studies) low**
Cardiovascular mortality - Follow-up longer than 12 months 129 per 1000 96 per 1000 RR 0.74 4757 PPPHO
(Heran 2011 (21)) (81 to 112) (0.63 t0 0.87) (12 studies) moderate®
Hospital Admissions - Follow-up of 6 to 12 months (Heran 2011; 301 per 1000 268 per 1000 RR 0.89 2069 HPOO
West 2012 (21,24)) (232 to 307) (0.77 to 1.02) (4 studies) low*?
Hospital Admissions - Follow-up longer than 12 months (Heran 342 per 1000 335 per 1000 RR 0.98 2009 PPHOO
2011 (21)) (297 to 379) (0.87 to 1.11) (7 studies) low*®

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the
assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI). Cl: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

" Lav follow up

2 Gar fra ingen effekt il en relativt stor effekt

® Blinding darligt udfert (vurderet at det ikke betyder noget for total mortalitet)
* bredt konfidens interval

® 12 over 50




Exercise-based cardiac rehabilitation for coronary heart disease [Data only. When...23-May-2013

1.1 Total mortality

Exercise Usual Care Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed, 95%CI
1.1.1 Follow-up of 6 to 12 months
Bell 1998 19 251 8 102 48% 097044, 213] -
Bertie 1992 0 a7 3 53 1.5% 013[0.01, 2.52] -
Bethell 1990 16 M3 12 116 50% 1.37[0.68, 2.76] T
Carlsson 1998 2 113 2 12 08% 0.99[0.14, 6.91] -1
DeBusk 1994 12 293 10 292 42% 1.20[052, 272] ol
Engblom 1996 12 119 13 109 57% 085040, 1.77] B
Fletcher 1994 3 41 4 47 1.6% 0.86 [0.20, 3.62] R
Fridlund 1991 9 a7 14 91 57% 067 [0.31, 1.47] B
Heller 1993 6 213 3 237 1.2% 2.23[0.56, 8.79] N
Holmbéck 1994 1 M 1 35 04% 1.03 [0.07, 15.80]
Kovoor 2006 0 T2 0 70 Not estimable
Manchanda 2000 0 21 0 21 Not estimable
Oldridge 1991 3 99 4 102 1.7% 0.77[0.18, 3.36] s
Schuler 1992 2 56 1 57 04% 204[019,6 21.82]
Seki 2008 0 20 0 19 Not estimable
Sivarajan 1982 6 174 2 84 1.1% 1.45[0.30, 7.02] N e
Stern 1983 0 42 1 29  0.7% 0.23[0.01, 5.52] -
West2012 54 903 47 910 196% 1.16 [0.79, 1.69] ™
WHO 1983 60 1208 76 1096 33.4% 0.72[0.52, 0.99] L]
Wilhelmsen 1975 19 158 29 157 122% 0.65[0.38, 1.11] =
Subtotal (95% ClI) 4074 3739 100.0% 0.89 [0.75, 1.06] 4
Total events 224 230
Heterogeneity: Chi2=12.22, di=16 (P =0.73); F=0%
Test for overall effect: 72 =1.28 (P = 0.20)




1.1.2 Follow-up longer than 12 months

Andersen 1981 4 46 3
Bengtsson 1983 10 81 §]
Carson 1982 12 151 21
Erdman 1986 4 40 0
Haskell 1994 3 145 3
Kallio 1979 41 188 56
Leizorovicz 1991 0 60 4
Shaw 1981 15 323 24
Stahle 1999 5 56 3
Toobert 2000 1 17 0
Vermeulen 1983 2 47 5
WVHSG 2003 2 98 1
West2012 82 903 84
WHO 1983 169 1208 169
Wilhelmsen 1975 28 158 35
Yu 2004 4 132 4
Zwisler 2008 24 227 20
Subtotal (95% CI) 3880

Total events 406 438

42
90
152
40
155
187
61
328
53
11
o1
99
910
1096
157
72

219
3723

Heterogeneity: Chiz = 15.09, df = 16 (P = 0.52); I = 0%

Test for overall effect: Z=1.87 (P =0.06)

0.7%
1.3%
4.7%
0.1%
0.6%
12.5%
1.0%
9.3%
0.7%
0.1%
1.1%
0.2%
18.7%
39.5%
7.8%
1.2%

4.5%
100.0%

1.2210.29,5.12]
1.85[0.70, 4.87]
0.58[0.29, 1.13]
9.00[0.50, 161.86]
1.07 [0.22, 5.21]
0.73[051, 1.03]
0.11[0.01, 2.05]
0.63[0.34, 1.19]
158 [0.40, 6.28]
2.00[0.09, 45 12]
0.43[0.09, 2.13]
2.02[0.19, 21.92]
0.98[0.74, 1.31]
0.91[0.75, 1.10]
0.79[051, 1.24]
0.55[0.14, 2.12]

1.16 [0.66, 2.03]
0.89 [0.78, 1.01]

| | | |
0.01 01 1 10 100
Favours exercise Favours usual care



Exercise-based cardiac rehabilitation for coronary heart disease [Data only. When...23-May-2013

1.2 Cardiovascular mortality

Exercise Usual Care Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H,Fixed,95%CI
1.2.1 Follow-up of 6 to 12 months
Bethell 1990 13 13 12 16 112% 1.11[0.53, 2.33] T
DeBusk 1994 11 293 9 292 8.5% 1.22[0.51, 2.90] T
Haskell 1994 1 145 0 155 0.5% 3.21[0.13, 78.06]
Miller 1984 0 127 2 71 3.0% 0.11[0.01, 2.31] .
Omish 1990 2 83 1 40 1.1% 1.51[0.14, 16.07] I
Schuler 1992 2 H6 0 a7 05% 5.09[0.25, 103.66]
Sivarajan 1982 6 174 2 84 25% 1.45[0.30, 7.02] B
Vecchio 1981 0 25 2 25 24% 0.20[0.01, 3.97]
WHO 1983 67 1208 71 1096 704% 0.86 [0.62, 1.18] ,
Subtotal (95% CI) 2194 1936 100.0% 0.93 [0.71, 1.21]
Total events 102 a9
Heterogeneity: Chi2=6.00, df =8 (P =0.65), P=0%
Test for overall effect: Z=0.53 (P = 0.59)
1.2.2 Follow-up longer than 12 months
Belardinelli 2001 0 59 0 59 Mot estimable
Dugmore 1999 2 62 3 62 1.0% 0.67[0.12, 3.85] -1
Haskell 1994 2 145 3 155 0.9% 0.71[0.12, 4.20] A I
Hofman-Bang 1999 1 48 6 45 2.0% 016 [0.02, 1.25] I
Kallio 1979 35 188 55 187 17.8% 063044, 0.92] -
La Rovere 2002 6 49 12 46  4.0% 047019, 1.15] 1
Shaw 1981 14 323 20 328 6.4% 0.71[0.37, 1.38] ™
Specchia 1996 5 125 13 131 4 1% 0.401[0.15, 1.10] -
Toobert 2000 1 17 0 11 0.2% 2.00[0.09, 45.12]
Vermeulen 1983 2 47 5 51 1.6% 0431009, 2.13] -
WHO 1983 144 1208 151 1096 51.2% 0.87 [0.70, 1.07] [ |
Wilhelmsen 1975 23 158 33 157 10.7% 0691043, 1.12] i
Subtotal (95% CI) 2429 2328 100.0% 0.74 [0.63, 0.87] '
Total events 235 301
Heterogeneity: Chi2=823, df =10 (P =061); ?=0%
Test for overall effect: Z=3.75 (P = 0.0002)
I I I I
0.005 0.1 1 10 200

Favours exercise Favours usual care



Exercise-based cardiac rehabilitation for coronary heart disease [Data only. When...23-May-2013

1.6 Hospital Admissions

Exercise Usual Care Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%Cl M-H, Fixed, 95% CI
1.6.1 Follow-up of 6 to 12 months
Engblom 1996 26 102 34 91 115% 0.68 [0.45, 1.04] —
Giallauna 2008 3 30 7 Y 2.2% 044013, 1.55] -1
Hofman-Bang 1999 16 48 14 45  46% 1.07 [0.59, 1.93] -
Lewin 1992 9 58 18 58 58% 0.50[0.25, 1.02] ]
West2012 222 795 239 811 759% 095081, 1.11] ,
Subtotal (95% CI) 1033 1036 100.0% 0.89 [0.77, 1.02]
Total events 276 312

Heterogeneity: Chi* =6.22, df =4 (P = 0.18); I = 36%
Test for overall effect: Z=1.74 (P = 0.08)

1.6.2 Follow-up longer than 12 months

Belardinelli 2001 11 59 21 59 6.2% 0.52[0.28, 0.99] ]

Haskell 1994 62 145 72 155 20.6% 092[0.71,1.19] -
Hofman-Bang 1999 19 48 4 45 1.2% 4.45[1.64,12.09] -
Shaw 1981 109 323 113 328 333% 098[0.79, 1.21] L J

WVHSG 2003 11 98 14 99 4.1% 0.79]0.38, 1.66] ]

Yu 2004 34 132 16 72 6.1% 1.16 [0.69, 1.99] N ol
Zwisler 2008 95 227 94 219 284% 0.98[0.79, 1.21] T

Subtotal (95% CI) 1032 977 100.0% 0.98 [0.87, 1.11]

Total events 3 334

Heterogeneity: Chiz = 13.56, df = 6 (P = 0.03); I = 56%
Test for overall effect: Z =027 (P =0.79)

| ] |
0.01 01 1 10 100
Favours experimental Favours control




PICO 2 - HF

GRADE OG FORREST PLOTS

PICO 2 - HF - All exercise interventions versus usual care for heart failure [Data only. When citing this record quote "Cochrane Database of Systematic

Reviews 2010, Issue 2".]

Patient or population: patients with heart failure [Data only. When citing this record quote "Cochrane Database of Systematic Reviews 2010, Issue 2".]

Settings:

Intervention: PICO 2 - HF - All exercise interventions versus usual care

All cause mortality up to12 month follow up (Davies

Control

lllustrative comparative risks* (95% CI)
Assumed risk

Corresponding risk

PICO 2 - HF - All exercise
interventions versus usual care

145 per 1000

142 per 1000

RR 0.98

3284

e

S2IS 1SS

2010; Blumenthal 2012 (26,28)) (120 to 166) (0.83to (14 studies) moderate'?
1.15)
All cause mortality more than 12 months follow up 200 per 1000 180 per 1000 OR 0.88 2658 PDHDO
(Davies 2010 (26)) (154 to 211) (0.73to (4 studies) moderate?
1.07)
CV mortality (Blumenthal 2012; 51 per 1000 43 per 1000 OR0.83 2445 PPHOO
Belardinelli 2012 (28,29)) (30 to 62) (0.57to (2 studies) low??
1.21)
Hospital admission up to 12 month follow up (Davies 173 per 1000 161 per 1000 RR 0.93 2981 DDHOO
2010; Blumenthal 2012 (26,28) (136 to 188) (0.79to (9 studies) low'*
1.09)
Hospital admission more than 12 months follow up 597 per 1000 561 per 1000 RR 0.94 2781 [SleISIS)
(Davies 2010; Blumenthal 2012 (26,28) (525 to 591) (0.88to (5 studies) low'?
0.99)
Depression - DPI (Blumenthal 2012) (28) The mean depression - dpi in the 1738 PPHPO
intervention groups was (1 study) moderate*
0.68 lower
(1.23 to 0.13 lower)
Health related quality of life - all scales (Davies 2010; The mean health related quality of life - 3424 DDOeO SMD -0.57 (-0.8
Brubaker 2009; Kitzman 2010; Belardinelli 2012; Witham all scales in the intervention groups (16 studies) low'? to -0.35)
2012 (26,29-32)) was
0.57 standard deviations lower
(0.8 to 0.35 lower)
Funktionsniveau The mean funktionsniveau in The mean funktionsniveau in the 2245 [SISISIS)
VO2 max (van der Meer 2012 (27)) the control groups was intervention groups was (14 studies)  low™®

VO2max

1.85 higher
(0.75 to 2.94 higher)

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the

7



assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI).

Cl: Confidence interval; RR: Risk ratio; OR: Odds ratio;

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

' Usikker blinding

2 Fra gavnlig til skadelig

%12 over 50

* Usikkert hvad 0.68 lavere i BDI betyder for den enkelte
® VO2 er surrogat for funktionsniveau




Exercise based rehabilitation for heart failure [Data only. When citing this record... 01-May-2013

1 All exercise interventions versus usual care

1.1 All cause mortality up to12 month follow up

Risk Ratio

M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% Cl

1.6%
82.0%
3.4%
0.6%

0.4%
0.2%
0.4%
0.8%
0.7%

8.3%
0.9%
0.8%

100.0%

Treatment Control

StudyorSubgroup Events Total Events Total Weight
Austin 2005 5 85 4 94
Blumenthal 2012 189 1158 197 1164
Dracup 2007 9 ar 8 a6
Giannuzzi 2003 0 45 1 45
Gielen 2003 0 10 0 10
Gottlieb 1999 1 17 1 16
Hambrecht 1995 1 12 0 10
Hambrecht 1998 1 10 1 10
Hambrecht 2000 3 36 2 37
Keteyian 1996 0 21 1 19
Klecha 2007 0 25 0 25
McKelvie 2002 19 90 20 91
Pozehl 2008 0 15 1 6
Willenheimer 2000 3 27 2 33
Total (95% ClI) 1638 1646
Total events 231 238

Heterogeneity: Chi2=398, df =11 (P=097); ?=0%
Test for overall effect: Z=0.30 (P = 0.76)

1.38 [0.38, 4.98]
0.96[0.80, 1.16]
1.11[0.45, 2.79]
0.33[0.01, 7.97]
Not estimable
0.94 [0.06, 13.82]
254011, 56.25]
1.00[0.07, 13.87]
1.54 [0.27, 8.69]
0.30[0.01, 7.02]
Not estimable
0.96 [0.55, 1.68]
0.15[0.01, 3.16]
1.83[0.33, 10.19]

0.98 [0.83, 1.15]

0002 01 1 10 500
Favours exercise Favours control




1.2 All cause mortality more than 12 months follow up

Experimental Control Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI
Austin 2005 3 85 38 94 10.8% 0.85[046, 1.55] —-
Belardinelli 1999 9 50 20 49 7.8% 0.32[0.13, 0.80]
HF ACTION 2009 189 11359 198 1171 77.8% 096 [0.77,1.19] .
Mueller 2007 9 25 12 25 3.6% 0.61[0.20, 1.89] B
Total (95% CI) 1319 1339 100.0% 0.88 [0.73, 1.07] 4
Total events 238 268

ity 2= = = 2= I I I I
e o o1 1 b W

e T Favours experimental Favours control
1.3 CV mortality
Experimental Control Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95% Cl
Belardinell 2012 4 63 10 60 159% 0.34 1010, 1.15]
Blumenthal 2012 49 1158 53 1164 841% 0.93[0.62, 1.38]
Total (95% CI) 1221 1224 100.0% 0.83 [0.57, 1.21]
Total events 53 63

TR — — 2= I I . I I
Heterogeneity: Chiz=2.36, df =1 (P =0.12); = 58% 0.01 01 1 10 100

Test for overall effect: Z=0.96 (P = 0.34)

10

Favours experimental Favours control



Exercise based rehabilitation for heart failure [Data only. When citing this record... 01-May-2013

1.4 Hospital admission up to 12 month follow up

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H,Random,95%Cl M-H, Random,95% Cl
Austin 2005 9 85 19 94 45% 0.52 [0.25, 1.09]
Blumenthal 2012 189 1158 197 1164 742% 0.96 [0.80, 1.16]
Dracup 2007 35 a7 KT 86 198% 0.94 [0.66, 1.33]
Giannuzzi 2003 2 45 1 45 04% 2.00[0.19, 21.28] B
Gielen 2003 1 10 0 10  03% 3.00[0.14, 65.90] -
Hambrecht 1995 0 12 1 10 03% 0.28 [0.01, 6.25] r
Keteyian 1996 0 21 1 19  02% 0.30 [0.01, 7.02] -
Klecha 2007 0 25 0 25 Mot estimable
Passino 2006 0 44 2 41 0.3% 0.19[0.01, 3.78]
Total (95%Cl) 1487 1494 100.0% 0.93 [0.79, 1.09] {
Total events 236 258
Heterogeneity: Tau? - 0.00; Chi2=560,df =7 (P=059), F=0% ﬁ_DDS 0_11 ] 1ID 20(|]
Test for overall effect: Z=0.93 (P = 0.33) Favours exercise Favours control
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1.5 Hospital admission more than 12 months follow up

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed, 95%CI
Austin 2005 28 85 33 94 3.8% 094 [0.62, 1.41] T
Belardinelli 1999 ] a0 14 49 1.7% 0.35[0.14, 0.90] -
Belardinelli 2012 8 63 25 60 3.1% 0.30[0.15, 0.62] -
HF ACTION 2009 729 1159 760 1171 91.1% 097 [0.91, 1.03] .
Mueller 2007 2 25 3 25 0.4% 0.67[0.12, 3.65] - 1
Total (95% CI) 1382 1399 100.0% 0.94 [0.88, 0.99] J
Total events 772 835
ity 2= = = - 12 = 749 I i i I
_I-rletiogenmtyl.l C:1f| _‘I25;1g,1d3f P4_(E 03[].[}[]4}, 2=74% o1 01 1 10 100
est for overall effect: Z=2.13 (P = 0.03) Favours exercise Favours control
1.8 Depression - DPI
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed,85%CI IV,Fixed,95%ClI
Blumenthal 2012 886 59 869 954 59 869 1000% -0.68[-1.23, -013]
Total (95% CI) 869 869 100.0% -0.68 [-1.23, -0.13]
$9t?;099"5|’[¥|3| Nf?t aP[.;_hEalt:ljl] P=002 -100 50 0 50 100
est for overall effect: Z=2.40 (P = 0.02) Favours experimental Favours control

12



Exercise based rehabilitation for heart failure [Data only. When citing this record... 01-May-2013

1.9 Health related quality of life - all scales

Treatment Control Std. Mean Difference Std. Mean Difference
Study orSubgroup Mean SD Total Mean SD Total Weight IV,Random,95%CI IV, Random, 95% CI
Austin 2005 229 147 95 369 213 94 9.1% -0.76 [-1.06, -0 47] -
Belardinelli 1999 39 20 48 52 20 46 7.9% -0.64 [-1.06, -0.23] -
Belardinelli 2012 43 12 63 58 14 60 8.2% -1.15[-1.53, -0.76] el
Brubaker2009 353 4.2 30 379 4.3 29 6.9% -0.60 [-1.13, -0.08] -]
Dracup 2007 sy 237 87 432 265 86 9.1% -0.30 [-0.60, 0.00] Bl
Edelmann2011 -79 19 40 -67 24 20 0.0% -0.57 [-1.12,-0.02]
HF ACTION 2009 521 1372 1159 -328 1397 1171 10.6% -0.14 [-0.22, -0.08]
Kitzman2011 3 5 26 4 5 27 6.7% 020[-0.74, 0.34] -t
Klocek 2005 (High) 109 235 14 717 235 7 3.3% -1.52 [-2.57, -0.48] -
Klocek 2005 (Low) 99 235 14 717 235 7 3.6% -1.12 [-2.10, -0.13] ]
Koukouvou 2004 341 13 16 452 9 19 5.2% -0.99 [-1.69, -0.28] -
McKelvie 2002 -34 181 5 33 139 67 8.5% -0.01[-0.36, 0.35] "
Nilsson2008 23 14 40 28 20 40 T7.7% 0.29[-0.73, 0.15] =T
Passino 2006 32 265 44 53 32 41 T.7% 0.71[-1.15,-0.27] -
Willenheimer 2000 07 08 20 0 1 17 5.5% -0.76 [-1.44, -0.09] ]
Witham 2012 0 0 0 0 0 0 Not estimable
Total (95%Cl) 1713 1711 100.0% -0.57 [-0.80, -0.35] 4

| | | |

it 2 — - i2 — - - |12 = 1 T
Heterogeneity: Tau® = 0.12; Chi* = 65.96, df = 13 (P < 0.00001); I* = 80% 2 5 0 5 4

Test for overall effect: Z =4.95 (P < 0.00001) Favours exercise Favours control
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Sarligt VO2-MAX

Van Der Meer S, Zwerink M, Van Brussel M, Van Der Valk P, Wajon E, Van Der Palen J. Effect of outpatient exercise training programmes in patients
with chronic heart failure: A systematic review. Eur ] Prev Cardiol 2012;19(4):795-803

Figure 2. VOsmax (mlikg/min) achieved duning the maximal cycle ergometer test.
Experimental Control IMean Differance Mean Difference

all ': d ] LT .«-I'n 1

Belardingll, 1999 188 1 W W 2 & % 3.80 [3.28, 4.52) .2

Corvera, 2004 1/ 38 42 15247 N O TTH 0.10 [1.65, 1.859) | S

Da Mallo, 2006 184 13 15 M5 11 10 B89% 090008 185 e

Cracup, 2007 138 41 86 134 4 BT  B5%  040[0.81,161) -

Giannuzz, 2003 182 36 45 137 22 44 BO% 250[1.26.3.704) =

Kateryian, 1969 184 42 21 153 41 22 6% 310062, 5.58) S
Koukouvou, 2004 D3 43 8 2851 10 44%  TS0[A.70,11.30) S —
Maltatte, 2009 71 32 7 242 7 I3% 29009 489 -

Mandic, 2000 72 65 2% 17T 61 13 40% 0.50 |-3.68, 4.68)  —
O'Connor, 2000 #B1 81 TR 161 61 699 93% 0.00 0.5, 0.5% ¥

Sanden, 2005 03 B4 2B 17544 B BI% 2.80 [0.24, 5.36] I

Sturm, 1999 185 29 11 18536 12 61% 000266 268 —

VandenBerg 2004 178 4 18 158 29 18 6% 200033433 | T
Willenheimer, 1998 W5 42 2 W3 38 27 BA% 120 |-1.07, 347) ¥

Total (85% CI) 1156 1089 100.0% 1.85 [0.75, 2.84] <&
Hetarogeneity: Tau® = 3.26; Chi? = 113.40, df = 13 (P < 0.00001); 1* = 85% :-m jﬁ 3 5 1u:
Teat for overall effect: Z = 3.31 (P = 0.0008) Favours conlrol  Favours exparimental
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PICO 3 - CHD

GRADE OG FORREST PLOTS

Tabel 3

PICO 3 - IHD - Patient Education for

Patient or population: patients with
Settings:
Intervention: PICO 3 - IHD - Patient Education

lllustrative comparative risks* (95% CI)
Assumed risk Corresponding risk ‘

Control PICO 3 - IHD - Patient Education

Total mortality at the end of the follow up period (Brown 96 per 1000 76 per 1000 RR 0.79 2330 DDOeO

2011 (43)) (53 to 108) (0.55 to 1.13) (6 studies) low'?

Cardiovascular mortality (Cupples & McKnight, 1994; 81 per 1000 29 per 1000 RR 0.36 688 PPDHO

Lisspers 2005 (44,45)) (15 to 59) (0.18 t0 0.73) (2 studies) moderate’

Cardiac Hospitalisations at end of follow up period 64 per 1000 53 per 1000 RR 0.83 12905 PPHOO
(41 to 68) (0.65 to 1.07) (4 studies) low**

Depression (Sabzmakan 2010 (46)) The mean depression in the intervention 108 DPPO
groups was (1 study) moderate®
23 lower

(32.46 to 13.54 lower)

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the
assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI).

ClI: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

' Cupples bruger individuel hjemmebaseret

2 Meget bredt confidens interval

% All four studies have problems or unclear blinding
* Bredt sikkerhedsinterval

® Blinding not described.
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Patient education in the management of coronary heart disease [Data only. When cii6dvay-2013

1 Total Mortality

1.1 Total mortality at the end of the follow up period

Intervention Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random,95% CI M-H. Random, 95% CI
Clark 2000 14 309 8 261 151% 1.48 [D63, 3.47]
Clark 200% =] 391 & 184 129% 0.53 [D21, 1.35]
Cupples 1994 47 342 B5 346 50.5% 0.73[0.52, 1.03]
Lisspers 1999 1 48 6 41 2.9% 0.15[0.02, 1.18] =
F.RE.COR Group 1991 5 61 4 61 7.5% 1.25[0.35, 4.43] - ™
Hanssen 2007 T 156 7T 132 111% 0.85 [D.30, 2.35]
Total (95% CI) 13056 1025 100.0% 0.79 [0.55, 1.13]
Total events B3 a8
Heterogeneity: Tauw® =0.04; Chi* =596, df =5 (P =0.31); P = 16% l:il:ﬂ IJ:1 : 1:0 E:D
Test for overall effect Z=1.29 (P =0.20) Favours Intervention Favours Control
2 Cardiovascular mortality
2.1 Cardiovascular mortality
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95%Cl M-H, Fixed, 95% CI
Cupples 1994 10 342 28 346 100.0% 0.36 [0.18, 0.73]
Total (95% CI) 342 e 100.0% 0.36 [0.18, 0.73] -
Total events 10 28
Heterogensity: Not applicalble 'l].EH l.‘J'.1 1'EI 1[[]'

Test for overall effect: 7 = 2 82 (P = 0LOOS)

Favours [experimental] Fawours [control]
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4 Hospitalisations

4.1 Cardiac Hospitalisations at end of follow up period

Intervention Controd Ri=k Ratio Rizsk Ratio
StudyorSubgroup  Events Total Events Total Weight M-H,Random,95%ClI M-H, Random, 95% CI
Esposiio 2008 432 8821 184 3605 S55.2% 0.96 [0.81, 1.14]
Hanssen 2007 26 156 32 132 205% 0.69 [0.43, 1.09] —&T
Lisspers 1599 19 46 21 41 21.3% 0.81 [0.51, 1.27] —-
Southard 2003 2 53 T 51 2.6% 0.27 [0.08, 1.26] -
Total (95% CI) 9076 3829 100.0% 0.83 [0.65, 1.07) &
Total events 479 244
Heterogeneity: Taw® = 0.02; Chi* =442, df =3 (P =0.22); F=32% P e e S
Test for overall effect: 2 =142 (P =0.16) Fa I § Favours Control
5 Anxiety/Depression
5.1 Depression
Experimental Control Mean Difference Mean Difference
Studyor Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Sabzmakan 2010 662 22 >4 892 276 54 100.0% -23.00[-3246,-13.54]
Total {95%Cl) 54 54 100.0% -23.00 [-32.46, -13.54] L
Heterogeneity: Not applicable I 3{! i !
-100 1] 50 100
Test for overall efiect: Z = 4.7 (P < 0.00001) Favours [experimental] Favours [control]
T Quality of Life
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PICO 3 - CHF

GRADE OG FORREST PLOTS

Patient education compared to usual care for heart failure

Patient or population: patients with heart failure
Settings:

Intervention: Patient education

Comparison: usual care

lllustrative comparative risks* (95% CI)
Assumed Corresponding risk

risk

Usual care Patient education

Mortality (Aguado 2010; Jaarsma 2008; Rich 1995 269 per 215 per 1000 RR 0.8 1071 PPPO
(47,49,50)) 1000 (175 to 266) (0.65 to 0.99) (3 studies) moderate’
Cardiovascular mortality (Jaarsma 2008 (47)) 212 per 206 per 1000 OR 0.96 683 PPPO
1000 (153 to 273) (0.67 to 1.39) (1 study) moderate?

Hospitalization (Aguado 2010; Jaarsma 2008; Rich 501 per 483 per 1000 OR 0.93 965 PDODO
1995 (47,49,50)) 1000 (420 to 546) (0.72t0 1.2) (2 studies) moderate®
Depression (Agren 2012 (48)) The mean depression in the intervention 155 [SleISIS)

groups was (1 study) low?*

1.1 higher

(0.93 lower to 3.13 higher)
Quality Of Life (Agren 2012; Aguado 2010; Brodie 2008; The mean quality of life in the intervention 385 PPOoO SMD 0.25 (0.04 to
Rich 1995 (48-51)) groups was (5 studies) low*® 0.45)

0.25 standard deviations higher

(0.04 to 0.45 higher)

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the
assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI).

ClI: Confidence interval; RR: Risk ratio; OR: Odds ratio;

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.
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' Konfidens interval overlapper naesten 1

2 meget bredt konfidensinterval

% |2=82%. Modsat rettet effekt af de to studier
# Usikker blinding

® 12 66%. Forskellige skalaer
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Patient education for heart failure

1 Patient education vs usual care

09-May-2013

1.1 Mortality
Experimental Control Rizk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95%Cl M-H, Fixed, 95%CIl
Aguado 2010 14 42 3 B4 175%  069[042 1.13] -ii
Jaarsma 2008 B3 344 88 339 T0.3% 0.83 [0.65, 1.07]
Rich 1985 13 142 17 140 122% 0.75 [0.38, 1.49] I
Total (95% CI) 628 543 100.0%  0.80 [0.65, 0.99] 4
Total events 110 146
Heterogeneity: Chi* =049 df=2 (P=078); F=0% !Dm n!1 1 1IIJ 1ﬂﬂ=
Test for overall effect. £ =2.06 (P =0.04) Favours [experimental] Favours [control]
1.2 Cardiovascular mortality
Experimental Control Odds Ratio Odds Ratio
Studyor Subgroup  Events Total Events Total Weight M-H, Fixed,95%Cl M-H, Fixed,95% CI
Jaarsma 2008 T 344 72 339 100.0% 0.96 [0.67, 1.39]
Total (95% CI) 344 339 100.0%  0.96 [0.67, 1.39]
Total events 71 72
Heterogenedty: Not applicable 001 0.1 1 10 100

Test for overall effect: Z=0.13 (P = 0.85)

Favours [experimental] Favours [control]
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1.3Hospitalization

Experimental Control Odds Ratio Odds Ratio
StudyorSubgroup  Events Total Events Total Weight M-H,Fixed, 35%Cl M-H, Fixed, 35%Cl
Aguado 2010 0 0 0 0 Mot estimable
Jaarsma 2008 194 344 181 339 B53% 1.13]0.84, 1.53]
Rich 1995 41 142 59 140 M™% 0.56 [0.34, 0.91)
Total (95% CI) 486 479 100.0%  0.93 [0.72. 1.20]
Total events 235 240
Heterogeneity: Chi* =571, df =1 (P =0.02); F= 82% Inm n=1 : 1"{] 1m’
Test for overall effect. £ =035 (P = 0.58) Favours [experimental] Favours [control]
1.4 Depression

Experimental Control Mean Difference Mean Difference
StudyorSubgroup  Mean SD Total Mean SD Total Weight IV,Fixed,95%CI IV, Fixed, 95%Cl
Agren 2012 07 61 T D468 B4 1000% 1.10[093 313
Total (95% C1) M| 84 100.0% 1.10 [-0.93, 3.13]
Reterogeneity: Not applicable 00 <0 0 0 100

Test for overall effect: Z = 1.06 (P = 0.29)
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Patient education for heart failure 09-May-2013
1.5 Qualiy OfLife
Experimental Control Std. Mean Difference §td. Mean Difference
StudyorSubgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 35%Cl IV, Fixed, 95%Cl
Agren 2012 78T T3 0 M 45%  DM4[0%,027 i
Aguado 2010 19 105 14 183162 23 0% 04024111
Brodie 2008 7 184 2 N4 205 18 0%  0.06[0.56 068
Rich 1985 M3 213 67 857 19 59 1%  042(0.07 0.78] ¥
Wang 2011 M 1 ¥ 8 2 13 5™ 139053, 2.24] '
Total(95%Cl) 188 197 100.0%  0.25(0.04, 0.45]

Heterogenaity: Ch* = 11.65, df =4 (P = 0.02]; I = 66%
Testforoverall effect 2=238 P=0.02)
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PICO 4 - CHD

GRADE, FORREST OG FUNNEL PLOTS

PICO 4 - IHD - Psychological intervention +/- other rehabilitation compared to control (usual care/other rehabilitation) for coronary heart disease [Data only.
When citing this record quote "Cochrane Database of Systematic Reviews 2011, Issue 3".]

Patient or population: patients with coronary heart disease [Data only. When citing this record quote "Cochrane Database of Systematic Reviews 2011, Issue 3".]

Settings:

Intervention: PICO 4 - IHD - Psychological intervention +/- other rehabilitation

Comparison: control (usual care/other rehabilitation)

Assumed risk

rehabilitation)

Control (usual care/other

lllustrative comparative risks* (95% CI)

Corresponding risk

PICO 4 - IHD - Psychological
intervention +/- other rehabilitation

o

Total Mortality (Whalley 2011; Gulliksson 2011; 99 per 1000 75 per 1000 RR0.76 7451 DD
Orth-Gomér 2009 (55,57,58)) (60 to 94) (0.61to (19 studies) low'*
0.95)
Cardiac Mortality (Whalley 2011 (58)) 85 per 1000 68 per 1000 RR 0.8 3893 ePhOO
(55 to 85) (0.64to 1) (5 studies) low'?
Revascularisation (CABG and PCI combined) 121 per 1000 115 per 1000 RR 0.95 6670 SO0
(Whalley 2011 (58)) (97 to 137) (0.8 to 1.13) (12 studies) low'?
Non-fatal Ml (Whalley 2011; Gulliksson 2011 100 per 1000 86 per 1000 RR 0.86 7896 PPHOO
(57,58)) (70 to 105) (0.7 to 1.05) (13 studies) low'?
Depression (Whalley 2011 (58)) The mean depression in the intervention 5041 DPOO SMD -0.21 (-0.35
groups was (12 studies) low** to -0.08)
0.21 standard deviations lower
(0.35 to 0.08 lower)
Anxiety (Whalley 2011 (58)) The mean anxiety in the intervention 2771 DPOO SMD -0.25 (-0.48
groups was (8 studies) low** to -0.03)
0.25 standard deviations lower
(0.48 to 0.03 lower)
Quality of life The mean quality of life in the intervention 258 SPPO
(Disease Perception Lewin 2002; McGillion 2008 groups was (2 studies®) moderate’
(59,60)) 0.26 standard deviations higher

(0.15 to 8.78 higher)

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the
assumed risk in the comparison group and the relative effect of the intervention (and its 95% Cl).

Cl: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence
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High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

' Bredt konfidensinterval

2 Assymetrisk funnelplot. De starste studier viser ingen effekt.

3 Usikker blinding

*12>50

® Kommer fra McGuillion 2008 (60). | Cochrane reviewet Whalley 2011 (58) er der pa tabelform reporter 7 studier hvor kun 2 viser at interventionen er bedre. Det er ikke umiddelbart muligt at
inkludere disse studier i metaanalysen

24



Psychological interventions for coronary heart disease [Data only. When citing this..04-May-2013

1 Psychological intervention +/- other rehabilitation vs control (usual care/other rehabilitation)

1.1 Total Mortality

Treatment Control Risk Ratio Risk Ratio
5 or Subgrou Events Total Events Total Weight M-H, Random, 95%Cl M-H, Random, 35% CI

Burell 1996a 7 128 16 133 57% 0.45[0.18, 1.07] —_—

Burgess 1987 5 89 5 91 31% 1.02 [0.31, 3.41]

Claesson 2005 0 101 0 a7 Not estimable

Cowan 2001 3 67 8 66 28% 0.37 [0.10, 1.33] -

ENRICHD 2000 169 1238 172 1243 296% 0.99 [0.81, 1.20] -+

Gullikson 2011 23 192 25 170 12.1% 0.51[0.48, 1.38] —

HofmanBang 1999 1 48 3 45 10% 0.31[D.03, 2.90] * -

Ibrahim 1974 5 58 9 60 4.1% 0.57 [0.20, 1.61] —1

Jones 1996 76 1168 75 1160 22.1% 1.01 [0.74, 1.37) -

Koertge 2008 2 119 9 128 20% 0.24 [0.05, 1.08) +—

Mayou 2002 3 58 2 5%  15% 1.45 [0.25, 8.34) -

McLaughiin 2005 0 53 1 47 05% 0.30 [0.01,7.10] *+ -

Michalsen 2005 0 48 0 53 Mot estimable

Oldenburg 1985 2 16 3 14 1T% 0.58 [0.11, 3.00} .

Orth-Gomer 2009 8 112 25 125 T7.0% 0.36[0.17,0.76) ———

Rahe 1979 0 22 3 2 06% 0.14 [D.01, 2.61] +~

Sebregts 2005 1 108 0 98 05% 2.78 [0.11, 67.34] >
Stem 1983 0 35 1 29 05% 0.28 [0.01, 6.57] * -

Van Dixhoomn 1999 T 78 1 80 53% 0.67 [0.27, 1.64) T

Total (95%Cl) 3734 3717 100.0% 0.76 [0.64, 0.95] &>

Total events 32 368

Heterogeneity: Tau® = 0.03; Chi® = 19.99, df = 16 (P = 0.22); F = 20% b o 1 b & ad

Test for overall effect: Z = 2.46 (P = 0.01) Favours reatment Favours control
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1.2 Cardiac Mortality

Treatment Control Rizk Ratio Risk Ratio
Slul:lyrurﬂubgrnup Events Total Events Total Weigh‘t M-H, Random, 95% CI M-H, Random, 95%: Cl
Burell 1996a s 128 8 133 4. 3% 0.65 [0.22, 1.93] -
Cowan 2001 i} 67 [ 66 0.6% 0.08 [0.00, 1.32] *
ENRICHD 2000 96 1238 115 1243 76.0% 0.84 [0.65, 1.09] .
RCCP 1982 28 592 17 270 14.9% 0.75 [D.42, 1.35] E
Wan Dixhoom 1999 5 T6 T 80 4.2% 0.75 [0.25, 2.27] -
Total (95% CI) 2101 1792 100.0% 0.80 [0.64, 1.00] L 2
Total events 134 153
Heterogenaity: = [0.00; == . = = o b I } f { 1 1
Taw® = 0.00; Chi# =298, df = 4 (P = 0.56); I* = 0% 0102 o5 1 5 T 10

Test for overall effect: 7 = 1.94 (P = 0.05) Favours treatment Fawvours control

Psychological interventions for coronary heart disease [Data only. When citing this_.04-May-2013

1.3 Revascularisation (CABG and PTCA combined)

Treatment Controd Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random, 95% Cl M-H, Random, 95% Cl
Appels 2005 82 366 68 344 239% 1.13 [D.85, 1.51] =
Bursll 1996a T 128 3 133 1.6% 242 [0.64, 917 -
Class=on 2005 1 11 1 a7 0.4% 0.96 [D.06, 15.14] * b
ENRICHD 2000 216 1238 230 1243 M1 T% 0.94 [0.80, 1.12] »
HofmanBang 1999 13 48 17 45 7.5% 0.72 [0.39, 1.30] —
Jones 1996 47 1168 54 1160 15.7% 0.86 [0.599, 1.27] I
Michalsen 2005 2 48 2 a3 0.8% 1.10 [0.16, 7.54] =
Oldenburg 1985 5 16 4 14 24% 1.09 [0.36, 3.29]
Rahe 1979 1 22 4 22 0.7% 0.25[0.03, 2.08] +
Sebregts 2005 8 106 49 a8 36% 0.92 [0.38, 2.23] . I
Stem 1983 4 as a 29 0.4% 7.50 [D-42, 133.78)] —
Wan Dixhoom 1999 2 76 11 80 1.3% 0.19 [0.04, 0.84] * =
Total (95%: C1) 3352 3318 100.0% 0.95 [0.80, 1.13] *
Total events 369 403 . . ) ) ) .
Heterogeneity: Tau™ = 0.01; Chi® = 12.61, df = 11 (P =0.32), F=13% 0102 05 1 5 £ 10

Test for overall effect: Z =0.53 (P = 0.55) Favours treatment Favours control



1.4 Non-fatal MI

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random,95%CI M-H, Random, 95% CI
Appels 2005 27 366 17 344 90% 1.49 [D.83, 2.69] T
Burell 1996a 2 128 B 133 1% 0.26 [0.06, 1.20) *
Claesson 2005 2 1M 1 9r  0.M% 1.92[0.18, 20.64] ’
Cowan 2001 1 67 2 66 0.7 0.49 [0.05, 5.30] +
ENRICHD 2000 168 1238 170 1243 27.9% 0.99[0.81, 1.21] LN
Gulikson 2011 69 192 7 170 24.0% 0.79 [0.62, 1.02] 1
HofmanBang 1999 0 48 1 45 04% 0.31[0.01, 749] * *
Jones 1998 43 1168 48 1160 15.1% 0.89 [0.59, 1.33] .
Rahe 1979 0 22 4 22 05% 0.11[0.01, 195 *
RCCP 1982 41 592 33 270 13.7% 0.57 [0.37, 0.88) -
Sebregts 2005 0 106 0 98 Mot estimable
Stem 1983 3 35 1 29 08% 249[0.27, 22.64] v ’
Van Dixhoom 1999 0 76 12 80 35.7% 0.68 [0.40, 1.91] s
Total (95% CI) 4139 ITST  100.0% 0.86 [0.70, 1.05] L
Total events 366 374
Heterogeneity: Tau® = 0.03; Chi* = 15.44_df = 11 (P =0.16); = 20% :u.1 n:.z u:.s. : 2 5 1{:5

Test for overall effect: Z=1.51 (P =0.13)
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1.5 Anxiety

Treatment Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 85% CI IV, Random, 95% Cl
Burgess 1957 05 68553 68 08 6158734 68 138% 0.05 [-0.29, 0.38] —
Elderen 1994 -2.51 B.768809 30 079 1031915 30 9.8% -0.34 [{0.85, 0.17) —
HofmanBang 1999 0.2 0.4358899 M 01 D3BTIE83 33 104% -0.24 [0.72, 0.24] - 1
Jones 1996 .04 29 1060 009 3.14 1068 194% -0.04 [40.13, 0.0 -
McLawghlin 2005 2.2 2751383 45 01 2724335 35 109% H76[-1.22. 0300 ————
Michalsen 2005 45 82 48 33 76 53 124% 0.15 [40.54, 0_24] -1
Peng 2005 -10.66 7.25 ™ 615 4 66 65 135% 073 [-1.08, -0.38] _—
Stem 1983 071 55 3B 1 55 25 9.9% 0.05 [0.45, 0.56] S L —
Total (95% Cl) 1394 1377 100.0% 0.25 [-0.48, -0.03] -
Heterogeneity: Tau® = 0.06; Chi* = 24.57, df = 7 (P = 0.0009); F= T2% _i1 -d 5 A I.'|=5 1'
Test for overall effect: Z = 2.23 (P = 0.03) Favours treatment Favours control
1.6 Depression
Treatment Control Std. Mean Difference Std. Mean Difference
Study or Sl.t‘.lgrﬂl.lp- Mean 5D Total Mean SD Total Weiyit IV, Random, 95% Cl IV, Random, 95%: CI
Black 1998 -5.4 9.68 3N 02 712 30 4.8% 40.60 [-1.12, -0.09] * -
Bungess 1987 0.3 7.1 68 D3 G.144 68 B.1% 0.09 [-0.25, 0.42] -
Clasason 2005 -1.63 o9 0886 B0 -1.03 T.309852594 86 B.9% -0.07 [-0.38, 0.23] I
ENRICHD 2000 T8 B8 918 47 g8 869 150% 40.33 [-0.43, -0.24] -
HofmanBang 1999 -2 5575 34 N> 7.05 32 52% 028 [10.77, 0.20] *
Jones 1996 0.05 285 1060 -D.1 298 1068 15.2% -0.01 [-0.10, 0.07) -
Koertge 2008 2.3 506517522 87 -1.8 558014337 82 B9% -0.09 [-0.40, 0.21) —_—
McLaughlin 2005 -24 5427522468 45 0.1 287193315 35 2.8% 40.55[-1.00, -0.10] * ol
Michalsen 2005 -2.9 4.7 48 22 2.9 23 6.9% -0.14 [-0.53, 0.26] - 1
Peng 2005 =B.17 &6.01 T 483 5.76 65 B8.0% -0.46 [-0.60, -0.12] - -
Sebregts 2005 1.6 492767694 83 06 3278497028 75 B6&% -0.23 [-0.54, D.09] A E
Stem 1983 -1.84 6.6 3 004 62 25 4 6% -0.30 [-0.83, 0.23] ¥
Total (95%: CI) 2583 2488 100.0% 40.21 [-0.35, -0.08] *
- - i = = = - = f i i i
Heterogeneity: Tau® = 0.03; Chi* = 36.36, df = 11 (P = 0.0001); * = 70% 2s0s b o= os

Test for overall effect: Z=3.11 (P =0.002) Favours treatment Favours confr

28



Funnelplot — total mortality
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PICO 4 - HF

GRADE

PICO 4 - HF - Psycosocial support for Heart failure

Patient or population: patients with Heart failure
Settings:
Intervention: PICO 4 - HF - Psycosocial support

lllustrative comparative risks* (95% CI)
Assumed risk Corresponding risk

Control PICO 4 - HF - Psycosocial support

Mortality - not measured See comment See comment Not estimable - See comment
Hospitalization' - not reported See comment See comment Not estimable’ - See comment
Depression” (Agren 2012 (48)) The mean depression in the control The mean depression in the intervention 155 PPHOO

groups was groups was (1 study) low™*

-0.4 1.1 higher

(0.3 lower to 2.5 higher)

Quality of life® (Agren 2012 The mean quality of life in the control ~ The mean quality of life in the intervention 155 [SloSIS)
(48)) groups was groups was (1 study) low**

31.3 PCS fra SF32 1.4 lower

(3.4 lower to 0.6 higher)

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the
assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI).

Cl: Confidence interval;

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

' Shively 2013 (48,61) reporterer fzerre indlaeggelser i den gruppe der fik psykococial stette, men det er meget diffust rapporteret (There was a significant 3-way interaction for hospitalizations
(F =2.57, P =.041))

2 Agren 2012 (48) . P veerdi=0.47

® Usikker blinding

* Meget bredt konfidensinterval
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® Agren 2012 (48). p-vaerdi=0.39

PICO 6

GRADE, FORREST OG FUNNEL PLOTS

Diet intervention for coronary heart disease

Patient or population: coronary heart disease
Settings:
Intervention: Diet intervention

lllustrative comparative risks* (95% Cl)
Assumed  Corresponding risk

risk

Control Diet intervention

Mortality - More fish vs Usual 311 per 317 per 1000 RR 1.02 5147 PPPO
1000 (293 to 342) (0.94 to 1.1) (2 studies) moderate’
Mortality - Less fat vs Usual 498 per 488 per 1000 RR 0.98 2697 DDODD
1000 (453 to 528) (0.91to (3 studies) high
1.06)
Mortality - More fiber vs Usual 531 per 531 per 1000 RR 1 2033 DDODD
1000 (494 to 579) (0.93 to (1 study) high
1.09)
Mortality - More fruit vs Usual 164 per 173 per 1000 RR 1.06 3114 DDODD
1000 (149 to 203) (0.91to (1 study) high
1.24)
Mortality - Mediterranean vs Usual 66 per 1000 26 per 1000 RR 0.4 605 DDHOO
(12 to 59) (0.18 t0 0.9) (1 study) low*?
CV mortality - More fish vs Usual 213 per 220 per 1000 RR 1.03 5147 PHDPO
1000 (198 to 241) (0.93 to (2 studies) moderate’
1.13)
CV mortality - Less fat vs Usual 382 per 359 per 1000 RR 0.94 2697 DODODD
1000 (325 to 398) (0.85to (3 studies) high
1.04)
CV mortality - More fiber vs Usual 378 per 401 per 1000 RR 1.06 2033 DDODD
1000 (359 to 446) (0.95to (1 study) high
1.18)
CV mortality - More fruit vs Usual 105 per 100 per 1000 RR 0.95 3114 PPDD
1000 (81 to 122) (0.77 to (1 study) high
1.16)
CV mortality - Mediterranean vs Usual 53 per 1000 10 per 1000 RR 0.19 605 DDHOO
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(310 34) (0.06 to (1 study) low**

0.64)
Non fatal - AMI - More fish vs Usual 32 per 1000 48 per 1000 RR 1.49 2033 OPDHO
(31 to 75) (0.97 t0 2.3) (1 study) moderate*
Non fatal - AMI - Less fat vs Usual 78 per 1000 64 per 1000 RR 0.83 2697 OPDHO
(50 to 85) (0.64 to (3 studies) moderate*
1.09)
Non fatal - AMI - More fiber vs Usual 40 per 1000 40 per 1000 RR 1 2033 ODPO
(26 to 62) (0.65 to (1 study) moderate*
1.53)
Non fatal - AMI - More fruit vs Usual See See comment Not 0 See comment
comment estimable (0)
Non fatal - AMI - Mediterranean vs 56 per 1000 17 per 1000 RR 0.3 605 DPOO
Usual (6 to 44) (0.11 to (1 study) low?*
0.79)
Kostvaner malt ved kontinuer The mean kostvaner malt ved kontinuer outcomes (selv 5376 DPOOO SMD 0.46 (0.06 to
outcomes (selv rapporteret) rapporteret) in the intervention groups was (7 studies) very low"*® 0.86)

0.46 standard deviations higher
(0.06 to 0.86 higher)

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the
assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI).

ClI: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

' 12 larger than 50%

2 Stopped early for benefit

® Spaender fra 80% til 10% reduction i mortalitet. Meget fa events og kort follow up.Bemaerk at Burr->Ness fandt en initiel reduction som efterfalgende forsvandt
* Meget stort spaend i effekt.

® Da der er tale om selvrapporteret aendring af en ublindet intervention der er derfor stor risiko for bias

Diet intervention for heart failure

Patient or population: patients with heart failure
Settings:
Intervention: Diet intervention
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lllustrative comparative risks* (95% Cl)
Assumed risk  Corresponding risk
Control Diet intervention

Kostvaner The mean kostvaner in the intervention groups was 153 PPPO
0.79 standard deviations lower (3 studies) moderate’
(1.12 to 0.46 lower)

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the
assumed risk in the comparison group and the relative effect of the intervention (and its 95% Cl).

SMD -0.79 (-1.12 to -0.46)

ClI: Confidence interval;

GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.

Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

" Der er tale om selvrapporterede kostvaner af en ikke blindert intervention hvorfor der er stor risiko for bias
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Experimental Contrel Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.1 More fish vs Usual
Burr 2003 283 1571 242 1543 30.6% 1.15 [D.98, 1.34] -
Ness2002 530 1015 555 1018 694% 0.96 [D.88, 1.04] !
Subtotal (95% CIl) 2586 2561 100.0% 1.02 [0.94, 1.10]
Total avents B13 797
Heterogenaity; Chi* = 4 38 df = 1 (P = 0,04); I = 77%
Tes! for overal effect: £ = 0.42 (P = 0.67)
1.1.2 Less fat ve Usual
Leran 1970 101 206 108 206 16.1% 0.84 [0D.77, 1.13]
Ness2002 539 1018 540 1018 BO.4% 1.00 [0.92, 1.08)
ResearchCommitles 1965 20 123 24 129 3.5% 0.87 [0.51, 1.50]
Subtotal [95% CI) 1347 1350 100.0% 0.98 [0.91, 1.086]
Total events B&0 B7T2
Heterogenaity: Chi*F =054 df =2 (P =0.7TE); I"=0%
Test for averall effect: Z = 0.458 (P = 0.62)
1.1.3 More fiber vs Usual
Ness2002 543 1017 540 1016 100.0% 1.00 (0.93, 1.09) '
Subtotal (95% CIl) 1017 1016 100.0% 1.00 [0.93, 1.00]
Total events 543 540
Heterogeneity: Not applicable
Test for overal effect: £ = 0,11 (F = 0.91)
1.1.4 More fruit vs Usual
Burr 2003 275 1586 250 1528 100.0% 1.06 [0.91, 1.24) !
Subtotal (95% CI} 1586 1528 100.0% 1.06 [0.91, 1.24]
Total evenis 275 250
Heterogeneaity: Not applicable
Test for overal effect: Z = 0.73 (P = 0.47)
1.1.5 Mediterranean vs Usual
Lorgeril 19594 8 3ao2 20 303 100.0% 0.40 [0.18, 0.90] -
Subtaotal (95% CI) 302 303 100.0% 0.40 [0.18, 0.90]
Total avents a8 20

Haeteragenaity: Not applicable
Tasl for overal effect: £ = 2.22 (P = 0.03)
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Evants Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.2.1 More fish vs Usual
Burr 2003 180 1571 139 1543 257% 1.27 [1.03, 1.57) e
Ness2002 383 1015 407 1018 T74.3% 0.94 [0.85, 1.05] L
Subtotal [95% Cl) 2586 2561 100.0% 1.03 [0.93, 1.13]
Taotal avants 563 546
Heterogeneaity: Chi* = 6.31, df = 1 (P = 0.01); F = 4%
Test for overall affect: Z = 0.55 (P = 0.68)
1.2.2 Less fat vs Usual
Leran 1970 &8 206 102 206 19.8% 0.86 [0.70, 1.06]
MNass2002 388 1018 A02 101& 78.0% 0.9 [0.88, 1.07)
RasaarchCommitlea 1965 10 123 12 129 2.3% 0.87 [0.39, 1.95)
Subtotal [(95% Cl) 1347 1350 100.0% 0.94 [0.85, 1.0:4]
Total events 456 516
Hetearoganaity: Chi* = 0.85, df = 2 (P = 0.65); I" = 0%
Teast for overal affect: Z = 1.24 (P = 0.21)
1.2.3 More fiber vs Usual
MNaess2002 L06 1017 384 1018 100.0% 1.06 [D.95, 1.18] —
Subtotal (95% CIl) 1017 1016 100.0% 1.06 [0.95, 1.18]
Total events 406 aaa
Hateragensity: Mot applicable
Test for overall effect: £ = 0.98 (P = 0.33)
1.2_4 More fruit vs Usual
Burr 2003 158 1588 181 4528 100.0% 0.95 [0.77, 1.186] ’
Subtotal (95% Cl) 1586 1528 100.0% 0.95 [0.77, 1.16]
Total events 158 161
Heteragensaity: Not applicable
Test for overall effect: Z = 0.53 (P = 0.60)
1.2.5 Mediterranean vs Usual
Lorgeril 1954 3 302 16 303 100.0% 0.19 [0.0&, 0.64] i
Subtotal (95% Cl) 302 303 100.0% 0.19 [0.06, 0.64]
Total events 3 16

Hataraganaity: Mot applicable
Test for overall effect: Z = 2.68 (P = 0.007)
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Experimantal Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.3.1 More fish vs Usual
Burr 1989 49 1015 33 1018 100.0% 1.49 [D.97, 2.30]
Subtotal (95% CI) 1018 1018 100.0% 1.49 [0.97, 2.30]
Total events 49 a3
Heterogeneity: Not applicable
Test for overal eflect: Z = 1.80 (P = 0.07)
1.3.2 Less fat va Usual
Bur 1989 as 1015 47 1018 450% 0.75 [0.49, 1.15]
Leran 1870 24 208 31 2068 29.7% 077 047, 1.27]
ResearchCommitiee 1965 27 123 7 129 25.3% 1.05 [0.685, 1.68]
Subtotal (95% CIl} 1344 1353 100.0% 0.83 [0.64, 1.09]
Tolal svents BB 105
Heterogeneity: Chi® = 1.25 df =2 (P = 0.54); I =0%
Test for overal effect: £ = 1.35 (P = 0.18)
1.3.3 More fiber vs Usual
Burr 1988 a1 1017 41 1016 100.0%  1.00 (065, 1.53] ’
Subtotal (95% CI1) 1017 1016 100.0% 1.00 [0.65, 1.53]
Total events 41 41
Heterogenaity: Not applicable
Tast for ovaral aeffect: Z = 0,00 (P = 1.00)
1.3.4 More fruit vs Usual
Subtotal (95% CI) 0 o Mot estimable
Total avents o] o
Haterogensaity: Mot applicable
Test for overal effect: Not applicable
1.3.5 Mediterranean vs Usual
Lorgeril 1994 5 302 17 303 100.0% 0.30 [0.114, 0.79] t
Subtotal (95% CI1) 302 303 100.0% 0.30 [0.11, 0.79]
Total events 5 17

Heterogeneity: Not applicable
Test for overall effect: Z = 2,43 (P = 0.02)
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Experimaental Control Sid. Mean Differance Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Randam, 95% CI
1.4.1 More fish vs usual
Burr 2003 332 135 288 078 OB 297 11.4% 2.28 |2.08, 2.49] -
MNass2002 438 378 447 389 33T 432 118% 0.19 [0.05, 0.32] -
Subtotal (95% CI) T4E T20 22.9% 1.23 [-0.82, 3.29] e ——
Heterogeneaity: Tau®* = 2.19; Chi® = 280 42, df = 1 (P < 0.00001); 1* = 100%
Test for overall effect: Z = 118 (P = 0.24)
1.4.2 Fruit vs usual
Baurr 2003 853 487 299 752 ar.z 297  11.58% 0.46 [0.29, 0.62] -
Leslia 2004 53 b a4 39 31 3E 10.1% 0.41 [-0.0&, 0.89] e
Subtotal (95% CI) 333 333 21.8% 0.45 [0.20, 0.61] *
Hateroganaity: Tau* = 0,00, Chi* = 0,03, df = 1 (P = 0.88), I = 0%
Test for overall effect: Z = 578 (P < 0.00001)
1.4.3 Low fat vs usual
Burr 1989 -32.3 59 BEY -35 &8 BTE  11.6% 0.486 [0.37, 0.58] -

2007 -19.71 483 57 -22.47 522 57 108% 0.56 [0.18, 0.93] ——
Subtotal (95% CI) 926 933 22.3% 0.47 [0.37, 0.56] L
Heterogenaity: Tau® = 0.00;, Chi®* = 0.23 df = 1 (P = 0.83); " = 0%
Test for overall effect: Z = 9.93 (P < 0.00001)
1.4.4 More fibar vs usual
MNass2002 &2 5.4 443 5 4.4 436 11.8% 0.24 [0.11, 0.38] -
Subtotal (95% CI) 443 4386 11.8% 0.24 [0.11, 0.38] L
Helerogeneaily . Nol applicalsle
Test for overall effect: Z = 3.59 (P = 0.0003)
1.4.5 Meditarranesan vs usual
Lorgeril 1994 48 5 o 219 aas ai 192 11.4% 0.08 [-0.11, 0.28] ™
Subtotal (95% Cl) 219 192  11.4% 0.00 [-0.11, 0.28] -»
Hetlerogernealty: Nolt applicable
Test for overall effect: Z = 0.87 (P = 0.38}
1.4.86 Diverse
Timlin 2002 -55.9 4.8 a7 528 4.3 | 10.3% -0.67 [-1.11, -0.23] =
Subtotal (35% Cl) 47 38 10.3% -0.67 [-1.11, -0.23] -
Heterogeneity: Not applicable
Tast for overall effect: £ = 3.01 (P = 0.003)
Total (95% CI) 2714 2662 100.0% 0.46 [0.06, 0.86] -
Heterogenelty: Tau® = 0.35;, Chi* = 36623, df = 8 (P < 0.00001); I* = 98% _!4 ~:z , 2 j‘

Teast for overall effect: Z = 2 24 (P = 0,.02)

Test for subaroup differences: Chi* = 30 18, df = & (P = 0.00001), I* = 87 2%
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 85% Cli
Ascand 2005 214 113 24 274 1.68 23 32.8% -0.41 [-0.99, 0.18] —.
Ramirez 2004 3gs 235 27 BBZ BS7Y 27  34.3% -0.97 [-1.53, -0.40] —
Welsh 2002 2,260 025 27 3,164 Bas 25 329% -0.97 [-1.55, -0.39] —
Total (95% CI) 78 75 100.0% -0.79 [-1.12, -0.486] . 3
Helerogeneily: Chi* = 238, df = 2 (P = 0.30); P = 16% '2 :u ., .; ;_;

Test for overall eMect: Z = 4 86 (P = 0.0:0001)

38

Favours [experimental]

Favours [control]



PICO 7

GRADE, FORREST OG FUNNEL PLOTS

PICO 7 - Efficacy of psychosocial interventions on abstinence (6 to 12 months; all trials) for smoking cessation in patients with coronary heart disease [Data only. When citing
this record quote "Cochrane Database of Systematic Reviews 2008, Issue 1".]

Reviews 2008, Issue 1".]
Settings:

Patient or population: patients with smoking cessation in patients with coronary heart disease [Data only. When citing this record quote "Cochrane Database of Systematic

Intervention: PICO 7 - Efficacy of psychosocial interventions on abstinence (6 to 12 months; all trials)

Assumed
risk

Control

lllustrative comparative risks* (95% Cl)

Corresponding risk

PICO 7 - Efficacy of
psychosocial interventions
on abstinence (6 to 12
months; all trials)

Mortality (Huttunen-Lenz, 43 per 1000 31 per 1000 RR 0.73 2590 DPPPO

2010 (105)) (20 to 49) (0.46 to (10 studies) moderate'
1.15)

Cardiac Events (Miller- See See comment Not 0 See

Riemenschnider, 2010 comment estimable (2 studies) comment

(106))

IHD - Quality of life (Quist- The mean IHD - quality of 240 See
Paulsen 2006 (111)) life in the intervention groups (1 study) comment
was
0.2 lower
(2.78 lower to 2.38 higher)’
Abstinence 6 to 12 months 334 per 398 per 1000 OR 1.32 4537 DPHOO
(ITT preferred and 1000 (370 to 429) (1.17to (17 studies) low**
OM)(Barth 2009, Chan 2011 1.5)

(107,110))

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the
assumed risk in the comparison group and the relative effect of the intervention (and its 95% Cl).

Cl: Confidence interval; RR: Risk ratio; OR: Odds ratio;

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
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Very low quality: We are very uncertain about the estimate.

' Bredt konfidensinterval
2 Udregnet af Jeppe Schroll
%12 >50%

* Se funnelplot. Det meget store kinesiske studie viser ingen effekt, mens sma studier viser en meget stor effekt.

Abstinence 6 to 12 months (ITT preferred and OM)

17 [randomised trials serious risk [serious® no serious no serious |reporting bias® 906/2292(750/2245| OR 1.32 | 64 more per 1000 (from 36 |®OOO|IMPORTANT
of bias’ indirectness imprecision (39.5%) | (33.4%) | (1.17 to more to 95 more) VERY
1.5) LOW

" Bredt konfidensinterval

% Baseret pa Huttunen-Lenz 2010
% Baseret pa Mueller-Riemenschneider 2010. OR: 0.48 (0.31-0.75)

* Udregnet af Jeppe Schroll
*12 >50%

® Se funnelplot. Det meget store kinesiske studie viser ingen effekt, mens sma studier viser en meget stor effekt.

" Usikker blinding
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Psychosocial interventions for smoking cessation in patients with coronary heart...

1 Efficacy of psychosocial interventions on abstinence (6 to 12 months; all trials)

1.1 Abstinence 6 to 12 months (ITT preferred and OM)

06-May-2013

Treatment Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H,Fixed, 35%Cl M-H, Fixed, 35%Cl
Allen 1596 ) 14 ] 1 0.6% 1.50 [0.30, 7.53] .
Burt 1974 ™ 125 i 98 26% 4 52 [2.55, 8.01]
Carlason 1997 16 32 9 35 1.0% 2.89[1.03, 8.07 w
CASIS 1992 47 135 34 132 52% 1.54 [0.91, 2.61] E T
Chan 2011 238 4938 233 922 405% 1.01 [0.82, 1.24) .
DeBusk 1994 m 11 5 1M1 55% 1.65[1.00, 2.72) e
Domelas 2000 20 o2 16 45 1.9% 2.02 [0.90, 4.53] X =
Hajek 2002 @99 2Zi4 108 266 16.2% 0.83 [0.58, 1.17] — =
Hedler 1993 K= 52 38 64 2.7% 1.29[0.61, 2.76] i
Ortigoaa 2000 26 43 3 47 2.7% 0.79 [0.33, 1.886] = ol =
Quist-Paulsen 2003 57 118 44 122 52% 1.66 [0.99, 2.78] R
Resd 2003 49 126 45 128 6.4% 1.13 068, 1.689] i
Rigotti 1994 27 44 23 43 2.1% 1.38 [0 59, 3.24] BT
Sivarajan 1983 13 a9 14 KTy 2.2% 0.82[0.32, 2.10) s
Taylor 1990 51 BG 26 a7 24% 342[1.82 6.41) e
van Elderen (group) 48 66 32 70 2.2% 2.73[1.35,5.53] = wmm
van Elderen (phone) 9 15 ] 16 0.5% 2.50 [0.59, 10.62) *
Total (95%CI) 22932 2245 100.0% 1.32 [1.17, 1.50] ‘
Total events 206 750

Heterogeneity: Chi* = 52 66, df = 16 (P < 0.00001); F = 70%
Test for overall effect: Z = 4.42 (P < 0.00001)

Funnelplot - abstinence
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