Methods

Data Sources and Search Strategy
The following medical subject heading terms combined with the Boolean operators “AND” or “OR” were used: “biobetter,” “improved drug”, “immune-mediated inflammatory disorders,” “IMID”, “rheumatology,” “gastroenterology,” “inflammatory bowel disease,” “IBD”, “rheumatoid arthritis”, “RA”, “ankylosing spondylitis”, “AS”, “psoriatic arthritis”, “PsA”, “psoriasis” “Crohn's disease”, “CD”, “ulcerative colitis”, “UC”, “spondyloarthritis”, “rituximab”, “infliximab”, “adalimumab”, “certolizumab”, “etanercept”, “vedolizumab”, “ustekinumab”, “abatacept”. Studies published in languages other than in English were excluded and no time restrictions were applied. Titles and abstracts were scrutinized independently by 2 authors (FD and VS) to identify eligible studies. Subsequently, full-text articles were examined for inclusion, and any disagreements were resolved through collegial discussion. 
Inclusion and Exclusion Criteria

All studies meeting the following criteria were included: studies reporting modified versions of approved biological drugs in the field of IMIDs: rituximab, infliximab, adalimumab, certolizumab, etanercept, vedolizumab, ustekinumab. The reference lists of the included studies were scrutinized to identify any additional publications meeting inclusion criteria. When data were reported in different articles, the most recent published data were considered. Reviews, editorials, and surveys were excluded from our work. Articles discussing improved versions of drugs other than biological agents were excluded. Moreover, papers on biological drugs for diseases other than IMIDs were also excluded. 
Data Extraction and Analysis

All articles were qualitatively assessed. Two authors (FD and VS) extracted the following data from the selected studies: first author, journal and year of publication, study design, biological drug of interest, biobetter definition, outcomes, and main results.
Quality of Studies

The Newcastle–Ottawa Scale (NOS) score was used to measure the quality of studies [3]. The NOS score ranges from 0 to 9. The NOS score is based on 8 items: representativeness of the exposed cohorts, selection of the nonexposed cohort, ascertainment of exposure, demonstration that the outcome of interest was not present at the start of the study, comparability of cohorts on the basis of the design or analysis, assessment of the outcome, follow-up period is long enough for outcomes to occur, and adequacy of the follow-up evaluation. One point can be assigned to each item, except for cohort comparability (which can be assigned 2 points). A NOS score of 6 or higher was associated with high-quality studies, while scores of 3 or lower or between 4 and 5 indicated low- and moderate quality studies, respectively. Two authors (FD and VS) graded the studies independently and any disagreements were discussed until their resolution.
