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		Abstract

		Background: The nature and magnitude of placebo and nocebo responses to ADHD medications is unclear. The extent to which response to active medications and placebo are inter-correlated has not been explored. 

Methods: We searched scientific literature until June 26, 2019 for published/unpublished double-blind, randomised placebo-controlled trials (RCTs) of ADHD medications in children, adolescents and adults. Authors and drug manufacturers were contacted for additional information. We assessed placebo effects on efficacy and nocebo effects on tolerability outcomes using aggregate data from trials and random-effects meta-analysis. We assessed the association of study design and patient features with placebo/nocebo response. 

Findings: We analysed 128 RCTs and found significant and heterogenous placebo effects for all efficacy outcomes, with no publication bias. We found nocebo effects on some tolerability outcomes. Apart from self-ratings, efficacy outcomes from other raters showed significant positive correlations between the baseline to endpoint placebo effects and the baseline to endpoint drug effects, suggesting that response to placebo and ADHD medications are influenced by similar non-specific factors. Baseline severity and type of rating scale influenced the magnitude of placebo response. 

Interpretation: Placebo effects are highly significant and response to placebo and ADHD medications are correlated, suggesting that shared non-specific factors influence response to both placebo and active medication. Although ADHD medications are superior to placebo, and placebo treatment in clinical practice is not feasible, clinicians should attempt to incorporate factors associated with placebo effects into clinical care, and future studies should explore how such effects influence response to medication treatment. 
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