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Introduction. A common approach taken by hospitals to reduce the occurrence of drug-drug interactions (DDIs) is to implement clinical decision support (CDS) alerts in their electronic medical record (EMR) systems. 
Aims. This study aimed to determine the impact of computerized DDI alerts on DDI rates and patient harms.
Methods. This research was conducted at 5 hospitals in 2 states in Australia. A controlled pre-post design was used, where two hospitals implemented their EMR with DDI alerts and three hospitals implemented an EMR without DDI alerts. Over 2000 patient charts were reviewed 6 months before and 6 months after implementation of the EMR by study pharmacists to identify potential DDIs, clinically relevant DDIs, and patient harms associated with the DDIs. 
Results. Only 200 (0.5%) of the 37,229 potential DDIs identified resulted in patient harm. 75% of patients experienced a potential DDI during their hospital admission, and 48% a clinically relevant DDI. Introduction of DDI alerts was not associated with a significant change in rates of clinically relevant DDIs, or patient harms.
Discussion. This study was the first to evaluate DDI alerts on a large scale across multiple settings, and showed that DDI alerts, in their current form are not effective in preventing clinically relevant DDIs. Low rates of DDI-associated patient harms were found, raising the question of whether DDIs should be the focus of CDS alerts. Identifying a narrow range of highly context-specific, well-designed DDI alerts that target patient harms should be the focus of future efforts. In theory, DDI alerts can guide decision making, but current alert design and configuration do not support clinical work. This research highlights a need for more judicious use of well-designed alerts to improve patient safety. 
