Appendix 4 (as supplied by the authors): Meta-analyses for randomized controlled trials (RCTs) with
continuous outcomes, without randomization of potential participants as “insiders” (participating in the
RCT) v. “outsiders” (not participating in the RCT); subgroups are based on effectiveness of trial
treatment. Negative values indicate that being an “insider” is favoured. ClI = confidence interval, SD =
standard deviation. For reference details, see the reference list in the main article.

RCT Cohort Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.2.1 Trial treatment effective, same treatment and comparator given to outsiders
Ashok 2002 1275585 5.556547 229 11.24 462817 45 22% 0.28(-0.04, 0.60] =
Bannister 2001 2195297 115366 202 232 95 38 21% 0.11[-0.46, 0.24] B
Grant 2008 7883144 2156381 299 8151787 2013856 375 3.1% 0.13[-0.28, 0.02) =
Jensen 2003 2255351 4754075 897 1.703844 4501695 294 32% 0.12[-0.01, 0.25] ™
Kieler 1998 -34999 5585 4801 -3542 553 526 3.3% 0.08[-0.01,0.17] d
Lock 2010 0.22697 2.253443 40 0.224488 0315691 303 2.2% 0.00[-0.33, 0.33] 1T
Mori 2006 -3.487 1277748 158  -3.544 1243 712 3.0% 0.05[-0.13,0.22] o =
Subtotal (95% CI) 6626 2293 19.0% 0.04 [-0.04, 0.13] b

Heterogeneity: Tau? = 0.00; Chi? = 9.50, df =6 (P = 0.15); = 37%
Test for overall effect: Z = 0.96 (P = 0.34)

2.2.2 Trial treatment effective, only treatment is given to outsiders

Brinkhaus 2008 143118518 0233 540 129 016 2469 3.3% 0.81(0.71, 0.90] -
Gunn 2000 41145 6713 308 4,303 683 122 2.8% 0.28(0.07, 0.49] —
Witt 20062 38.82265 1850601 543 303 199 2481  3.3% 0.43(0.34, 0.53] ~
Subtotal (35% CI) 1381 5072 9.4%  0.51[0.21,0.82] -

Heterogeneity: Tau? = 0.07, Chi® = 38.69, df = 2 (P < 0.00001); I* = 95%
Test for overall effect: Z = 3.33 (P = 0.0009)

2.2.3 Trial treatment effective, only the control is given fo outsiders

Lansky 1983 4014545 7513319 55 495 773 59 20% 0.12[-0.49, 0.25] I
Witt 2006b 39.98814229 57621 3036 389 11.3 4686  3.4% 0.11[0.07, 0.18] M
Witt 2006¢ 17.14261319 57535 2518 16.4 42 3901 34% 0.15[0.10, 0.20] b
Witt 2008 4243784 2112303 185 33 25 389 3.0% 0.40(0.22, 0.57] E
Subtotal (95% CI) 5794 9035 11.8% 0.16 [0.07, 0.25] ‘

Heterogeneity: Tau? = 0.00; Chi® = 11.45, df = 3 (P = 0.010); I* = 74%
Test for overall effect: Z = 3.62 (P = 0.0003)

2.2.4 Trial treatment effective, neither treatment nor comparator given to outsiders

Decensi 2003 12.04869565 56176 115 116 23 1M1 1.1% 0.08[-0.54, 0.70] T
Franz 1995 7.494972 1502274 179 84 1.7 62 23% -).58 [-0.87,-0.29] N
Macdonald 2007 -20 5.895 48 -186 49 5 06% 0.24[-1.16, 0.69] - =1
Masood 2002 3.854688 2.359498 96 543 0.85 14 12% .70[-1.27,-0.13] k-l
McCaughey 1998 -151.84 6.2 13 -1493 33 19 09% 0.53(-1.25,0.19] I
Taddio 2006 0.293878 0.408428 98 0.62 04 20 15% -).80[-1.29, -0.30] =

Tanaka 1994 91.66667 19.33079 30 100 19 10  09% -0.42[-1.15, 0.30] - = [
Toprak 2005 9.57 19.33079 30 9.58 205 15 1.1% -0.00[-0.62, 0.62] S
WHO 1988 -64.9 27.36 40 6765 1185 32 16% 0.12[-0.34, 0.59] 5 L
Subtotal (95% CI) 643 188 11.3%  -0.36 [-0.61,-0.12] L 2

Heterogeneity: Tau? = 0.06; Chi® = 14.06, df = 8 (P = 0.08); I* = 43%
Test for overal effect: Z = 2.89 (P = 0.004)
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Appendix 4 (continued)

RCT Cohort Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.2.5 Trial treatment ineffective
Andersson 2003 36625 4.100775 24 16 1.1 8 07% 0.55[-0.26, 1.37] T
Bain 2001 1.251111 1.384769 36 1.030968 1.346802 62 1.8% 0.16[-0.25, 0.57] I
Bedi 2000 14.98824 10.7679%4 85 14.26341 9605447 164 25% 0.07[-0.19, 0.33] ==
Boezaart 1998 0.233333 0512723 240 04 084 136 28% -).26 [-0.47,-0.04] =7
Dalal 2007 -5.63 1.114 84 -5.58 1117 100 24% -0.04 [-0.33, 0.25] = =
Ekstein 2002 -1.25 2929423 1202 -15 0.647 91 28% 0.09-0.12, 0.30] T
Emery 2003 3407976 9408757 168 36.70408 1173033 49 22% -0.26 [-0.58, 0.06] B
Euler 2005 8.886207 1.264871 58 86 1.65 14 1.2% 0.21[-0.37, 0.80] N
Heuss 2004 2.389189 2.368924 74 29 26 40 19% -0.21[-0.59, 0.18] ==
Hoh 1998 1.128974 0.306798 39 09 0.25 13 11% 0.77[0.12, 1.41] ——
Howard 2009 -51 16.69 28 -50.32 1123 4 16% 0.05[-0.52, 0.42] I
Jena 2008 4.88549427 56436 2792 483 583 10410 34% 0.01[-0.03, 0.05] r
King 2000 11.76315 10.21488 165 13.98491 1017274 106 26% -0.22 [-0.46, 0.03] =
McKay 1995 4775 7.538208 40 5237375 8085113 80 1.9% -0.06 [-0.44, 0.32] ==
McKay 1998 1.762574 408093 101 1.627647 3.577174 51 21% 0.03(-0.30, 0.37] -T—
Palmon 1996 38 7.889544 50 4 6.3 10 1.0% -0.39[-1.07, 0.30] —
Reddihough 1998 -30.51 16.11481 22 4238 2 19 11% 0.63(-0.00, 1.26] |
Salisbury 2002 6.147036 0.889639 253 6.2 096 129 28% -0.06 [-0.27,0.15] -
Smuts 2003 -2.69 1.204161 37 -2.57 1.04 16 1.2% -0.10 [-0.69, 0.48] N
Stecksen-blicks 2008 515913 5423801 115 44 46 64 23% 0.15[-0.16, 0.45] T
Stockton 2009 19.33684 7454532 57 184 76 21 15% 0.12[-0.38, 0.62] -1
Suherman 1999 111.6585542 13.76 83  115.02 16 29 17% 0.23[-0.66, 0.19] —Er
Underwood 2008 3849198 2199227 187 41 2418853 271 29% 0.11[-0.29, 0.08] ™
Subtotal (95% CI) 5940 11927  45.4% 0.03 [-0.10, 0.04] {
Heterogeneity: Tau® = 0.01; Chi® = 30.95, df = 22 (P = 0.10); P = 29%
Test for overall effect: Z = 0.78 (P = 0.44)
2.2.6 Trial effect, or treatment given unknown
Bakker 2000 2066903 5408818 113 0.9 14 24 17% 0.23[-0.21, 0.68] o
Giron 2010 0.68 099 24 0.18 1 45  15% 0.50-0.01, 1.00] | I
Subtotal (95% CI) 137 69 31%  0.35[0.02,0.68) N
Heterogeneity: Tau® = 0.00; Chi? = 0.59, df = 1 (P = 0.44); = 0%
Test for overal effect: Z = 2.06 (P = 0.04)
Total (95% CI) 20537 28584 100.0%  0.04[-0.04,0.12] ’
Heterogeneity: Tau® = 0.05; Chi* = 402.16, df = 47 (P < 0.00001); 2= 88% t t

Test for overall effect: Z = 0.98 (P = 0.32)
Test for subgroup differences: Chi® = 33.91, df = 5 (P < 0.00001), I = 85.3%
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