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[Abstract] The selection of an appropriate control group is a critical component of
pharmacoepidemiologic research. This article provides an interpretation of the control selection methods
outlined in the Guide on Methodological Standards in Pharmacoepidemiology in China (2nd edition).
According to the 2nd edition, studies are categorized into interventional and non-interventional research. In
interventional research, control group options include placebo controls, no-treatment controls, active controls,
and dose-response controls. For non-interventional research, the gold standard design is the active comparator
new user (ACNU) design. When the ACNU design is not feasible, alternative control group strategies should
be selected based on the research objective, data sources, exposure characteristics, and potential confounding.
These alternatives may include non-user comparators, prevalent user comparators, self-controlled comparators,
and external controls. Finally, this article compares the applicability, strengths, and limitations of various
control group types. It aims to provide methodological guidance for the scientific selection of control groups in

pharmacoepidemiologic studies and to support the conduct of high-quality research.

[Keywords ] Pharmacoepidemiology; Methodology; Guidelines; Control; Interventional research;
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Table 1. Comparison of different types of controls in non—interventional research in pharmacoepidemiology
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Figure 2. The decision—-making process for selecting

controls in non-interventional research
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