
540 of records identified through Pubmed 
database searching

250 of additional records identified through 
Wiley Online Library

727 of no clinical trial records and 15 of 
overlap records were excluded

48 of records screened

18 of studies included in qualitative 
synthesis

18 of studies included in quantitative synthesis (meta-analysis)
1 CVD: 13 studies
2 sUA: 6 studies
3 Skin reactions: 6 studies
4 Musculoskeletal and Connective Tissue Signs and Symptoms:6 studies
5 Joint-related signs and symptoms:4 studies
6 URI:6 studies
7 Gastrointestinal reaction:5 studies

30 of records exclude: Not meeting the 
inclusion criteria

Figure S1 Flow diagram of study selection.

Figure S2 Risk of bias summary for uricosuric medications in randomized trials of gout or hyperuricemia.
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Figure S3 Funnel plots of the major cardiovascular (CV) events, serum uric acid (sUA) levels and the other adverse events comparing 
between febuxostat and allopurinol. A: sUA levels; B: major CV events; C: CV death, D: skin reactions; E: musculoskeletal and connective 
tissue signs and symptoms; F: joint-related signs and symptoms; G: upper respiratory infection (URI); H: gastrointestinal reaction, I: all-
cause mortality.

A

D

G

B

E

H

C

F

I


