Treatment Control Standardized mean difference  Weight
Study N Mean SD N Mean SD with 85% CI (%)

Less than 1 week

McReynolds, 2005 29 33 19 29 39 27 I -0.26[-0.77, 0.26] 17
Martinez-Segura, 2006 34 22 15 37 51 19 -1.69[ 2.23, -1.14] 17
Heterogeneity: 7° = 0.89, I” = 92.44%, H’ = 13.23 o -0.97[-2.33, 0.39]

1 week or more

Heterogeneity: 7° = 1.54, I = 95.41%, H> =21.79

Gonzélez-Iglesias, 2009 23 202 78 22 447 55 —] -3.62[ -4.56, -2.67] 16
Leaver, 2010 8 24 2 8 25 22 ] -0.05[-0.34, 0.25] 18
Puentedura, 2011 14 A 210 21 18 — H -1.93[-2.91, -0.95] 15
Masaracchio, 2013 34 22 9 32 35 16 -1.01[-1.52, -0.50] 17
Heterogeneity: ©° = 2.13, I” = 96.06%, H’ = 25.36 i -160[ -3.08, -0.13]
Overall = -1.37[-2.41, -0.34]

T

Figure S1. forest end by time.

Treatment Control Standardized mean difference  Weight
Study N Mean SD N Mean SD with 95% ClI (%)
McReynolds, 2005 29 28 17 29 17 18 1F 067 -1.20, -0.14] 34
Martinez-Segura, 2006 34 -35 12 37 -4 6 - H 3.31[ -4.03, -2.59] 34
Gonzélez-Iglesias, 2009 23 345 59 22 -79 62 —JJ— 440 -5.48, -3.32) 32
Overall ol -276[ -4.91, -0.60]
Heterogeneity: 1° = 3.47, I> = 96.06%, H* = 25.41
I T T 1

Figure S2. forest change overall.
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Figure S3. funnelplot overall.

Table S1. Rating of quality of the body of evidence across studies of short-term effects of
manipulation therapy vs. control.

Item Comment Rating

Study design The studies were all RCTs High (RCTs)

There were several threats to internal validity in the studies.
Lack of allocation concealment in 2 of 6 studies, and lack of blinding of
participants and personnel
Dropouts: difference with regard to whether ITT was used
Only 3 of 6 studies reported change; possible bias related to selective
Study limitations (risk reporting 5
of bias) Heterogeneity in interventions and control arms across studies
Heterogeneity in time for first or only outcome assessment: 1 h to 1 day in
two studies; 1-3 week in other studies. Other periods not similar either (up to
6 months)
The studies used numeric rating scales (n=4) or visual analog scales (n=2),
which may have different properties

Limited scope: Short-term effect on pain. Might be other important 0

Indirectness of evidence
outcomes.

Considerable heterogeneity in the effects, as assessed by I? and a statistical
test for heterogeneity. The effect varied by choice of rating scale, but not by 1
other study characteristics, as indicated in exploratory meta-regression
analyses.

Inconsistency of results

Most studies were small (24-71 patients), except for one with n=182. In total,
Imprecision n=441 participants were evaluated. The small size of the studies, lead to wide -1
confidence intervals.

Publication bias likely Altogether few studies were identified. It is possible that studies were -1

2



unpublished or published in places that could not be identified (funnel plot,
test of asymmetry).

Dose-response N/A

Plausible confounding RCTS, therefore N/A

As classified by the standardized response mean, the effect was large

Magnitude of effect (SRM >1.3), although there is a risk of bias

The overall level of the body of evidence was rated as very low [@ooo], i.e. we have very little
confidence in the effect estimate, and the true effect is likely to be substantially different from the
estimate of effect (Balshem 2011).
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