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Design and Methods: Searched for relevant articles published between January 2000 to August 2022. Studies were 

included if they applied an IV to assess the safety or effectiveness of a drug or combination of drugs, defined as 

pharmacologically actives molecules such as a medicine or vaccine. Studies were included where the drug was either 

the intervention or comparator; or where the same drug was evaluated at different doses, schedules, routes, or 

formulations. Information extracted on the IVs included the target instrument, operationalization of the instrument, 

role of the IV analysis in the study, and whether evidence was provided for the IV assumptions.  

Results: From 4,368 unique studies, 241 eligible studies were identified. There has been a steady increase in studies 

employing IVs over time, with most (n=217) published after 2009 and 41% (n=100) in the last 5 years (2018-2022). 

Two countries (USA, Japan) generated nearly half (47%) of all studies.  From data extracted to date on IVs (n=33), use 

of facility-prescribing pattern has been the most (n=21) common instrument and assumptions were infrequently 

verified (33%). 

Conclusions: IV analyses are increasingly being implemented in prescription drug research, but preliminary findings 

indicate authors often neglect to test assumptions necessary for valid IV estimation. 

Impact: First stage to develop reporting guidelines; ultimately, improving the reporting of applications in 

pharmacoepidemiology. 


