
Supplementary Methods 

Statistical analyses 

We performed meta-analysis of intention to treat outcomes using the metafor package in R 

statistical software version 3.0.2.[1, 2] We used a two-step approach[3] by estimating heterogeneity 

(τ2) using the empirical Bayes estimator[4] and then fitting a generalised linear mixed-effects model. 

The confidence interval, and therefore p-value, for τ2 was calculated using methods described by 

Veichtbauer.[5] We modelled the effect of ivabradine using the restricted maximum-likelihood 

estimator for the random-effects model described by Viechtbauer.[6] We used a random effect 

model as there was no a priori reason to assume that there would be no heterogeneity between 

studies, as the treatment indications and enrolment criteria varied between studies.[7] The Knapp 

and Hartung adjustment was used to account for the uncertainty of τ2.[8] When estimating absolute 

risk difference we included length of follow-up as a factor in the model, assuming a risk difference of 

zero at zero days of follow-up, as the absolute risk of developing AF can reasonably be expected to 

be related to length of exposure. This allows an estimation of the absolute risk difference (or 

number needed to harm) per year of treatment. We assessed heterogeneity using the I2 statistic, 

considering I2>25% to be high as well as reporting the p-value for unexplained heterogeneity. We 

estimated publication bias using the rank test,[9]the regression test[10] and by visual analysis of 

funnel plots. In order to determine the effect of treatment indication we also performed a meta-

analysis of relative risk, including treatment indication as a categorical moderator variable. 
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Supplementary Table 

Table S1: Risk of bias assessment for each study 

Study Sequence 
generation 

Allocation 
concealment 
and blinding 

Outcome data Selective 
outcome 
reporting 

Other sources 
of bias 

Overall risk of 
bias 

Tardif et al. 
2005 

Randomised Double-blinded 
placebo 
controlled 

94% included in 
final analysis  

No AF data 
reported 

None Low 

Ruzyllo et al. 
2007 

Randomised Double-blinded, 
allocation 
concealed 

97% included in 
final analysis 

No AF data 
reported 

None Low 

Fox et al. 2008 Randomised Double-blinded 
placebo 
controlled 

100% included 
in final analysis 

No AF data 
reported 

None Low 

Tardif et al. 
2009 

Randomised Double-blinded 
placebo 
controlled 

100% included 
in final analysis 

No AF data 
reported 

None Low 

Fasullo et al. 
2009 

Randomised Double-blinded, 
allocation 
concealed 

99% included in 
final analysis 

No AF data 
reported 

None Low 

Swedberg et al. 
2010 

Randomised Double-blinded 
placebo 
controlled 

99% included in 
final analysis 

AF incidence 
reported 

None Low 

Nerla et al. 
2012 

Randomised Double-blinded 
placebo 
controlled 

92% included in 
final analysis 

No AF data 
reported 

None Low 

Dominguez-
Rodriguez et al. 
2012 

Randomised Double-blinded 
placebo 
controlled 

100% included 
in final analysis 

No AF data 
reported 

None Low 

Cappato et al. 
2013 

Randomised Double-blinded 
placebo 
controlled 

90% included in 
final analysis 

No AF data 
reported 

None Low 

Villano et al. Randomised Double-blinded, 
allocation 
concealed 

100% included 
in final analysis 

No AF data 
reported 

None Low 

EMeA Overall 
Oral Safety Set 

All randomised 
studies 

Double blinded, 
allocation 
concealed 

unknown AF data 
reported 

Multiple studies 
considered 
together 

Low, however 
sensitivity 
analysis 
conducted with 
OOSS excluded 

 

 

 


