Supplementary Data 2. Risk of bias of included studies
The references refer to the references of the main manuscript.
1. Random sequence generation (selection bias)

Five of the included studies have been evaluated with a low risk of selection bias.7)11)12)15)19) In another 5 studies, the information provided was not sufficient to assess this risk.8)14)16-18) One study13) has been evaluated with a high risk for lack of randomization of the randomization sequence.
2. Allocation concealment (selection bias)

Regarding a concealed group allocation, 4 of the included studies were evaluated with a low-risk.7)12)15)19) In 6 studies, the data were not sufficient to assess this risk.8)11)14)16-18) One study13) was classified as having a high risk of allocation concealment, as randomization of patients was not computer-generated, but by including consecutive patients in a 4:1 ratio of the study groups.

3. Blinding of participants and personnel (performance bias)

Six of the included studies have been evaluated with a low risk for bias performance.7)8)11)12)15)19) In another 4 studies, the data were not sufficient to assess this risk.11)14)16-18) One study13) was evaluated with a high risk regarding the lack of blinding of participants and clinical personnel.
4. Blinding of outcome assessment (detection bias)

For 5 of the studies included, a low risk of detection bias was found.7)8) 11)15)19) The data from 5 other studies are not sufficient to evaluate the risk of detection bias.11)12)14)16-18) The risk of a missing blinding of the result evaluation has been rated as high in one study.13)
5. Incomplete outcome data (attrition bias)

Eight of the included studies have been evaluated with a low risk of attrition bias.7)8)12)13)15)16)18)19) In another 2 studies, the data are not sufficient to assess the risk.14)17) One study11) was considered to have a high-risk of incomplete outcome data because one third of the data was not reported due to premature withdrawal or protocol deviations.
6. Selective reporting (reporting bias)

Nine of the included studies have been evaluated with a low risk for bias reporting.7)8)11-13)15)16)18)19) The risk of a lack of selective reporting was found to be high in 2 studies,14)17) as not all endpoints described in the methods section were adequately reported in the results section.
7. Other bias

Two of the included studies14)15) have been assessed with a low risk of other possible biases, such as the lack of authors' independence or financing by the manufacturer. In a further 4 studies, the data are not sufficient to assess the risk.16-19) Five studies7)8)11-13) have been rated with a high risk of further possible bias due to the financial and administrative support of the manufacturer of ivabradine (Les Laboratoires Servier).

