
Additional file 1: Search strategy
The primary data source consulted in the identification of publications was PubMed (/http://www.ncbi.nlm.nih.gov/pubmed/), open search by topics in Google as well as reference lists from pertinent review articles and books up to 07/10/2015. All Abstracts were screened and any dealing with clinical or prospective experimental studies related to the liver were retained for classification according to the selection criteria described below. In the case of double publications, the authors retained those which were most recent and/or had appeared in a peer-reviewed journal.
The electronic database identified silymarin, silibinin, or milk thistle as descriptors in 2375 published papers at cut-off date set at 07/10/2015 (see additional Fig. 1). All the clinical papers and the 500 most recent experimental studies were screened in detail. Only those adequately reporting about the experimental conditions, dosing, variables tested and statistics were retained for further detailed analysis. No formal validation process was employed. Excluded from analysis were papers mainly dealing with other drugs or products (e.g. where silymarin is taken as a reference). The PRISMA Statement guidelines [1] have been followed as far as applicable and for the biometric analysis of clinical data we applied the Cochrane Review Manager [2]. For the meta-analysis significances were calculated using two sided tests, the threshold of significance being p  0.05.
Several reviews have dealt with the pharmacology and clinics of silymarin [3-6]. Therefore the review presented herein will mainly cover more recent information. The attention is focused herein on clinical and pharmacological studies which might be relevant with respect to the clinical applications in hepatology. Of note, only a small percentage of the papers published correspond to clinical studies and case reports (Additional figure 1).
Of the references quoted, 94 were silymarin–related; i.e. 42 clinical studies (of which 35 quoted in Pubmed), 52 experimental pharmacology papers (of which 19 quoted in Pubmed) and 16 were reviews (all quoted in Pubmed). The possible publication bias is difficult to assess; e.g. of 22 silymarin trials registered in ClinicalTrials.gov and reported as completed. There were only 2 publications on one trial (https://clinicaltrials.gov/ct2/results?term=Silymarin&pg=1,2).


[image: ]
Additional figure 1: Overview of publications listed in Pubmed on silimarin, silibinin, or milk thistle. The date of cut-off was 07/10/2015. In the boxes output of articles (numbers) matching different search criteria and their representation (%) within the group ALL SILYMARIN (silymarin, silibinin, and milk thistle) are indicated.
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