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Scientific summary

Background

Placebo comparisons are increasingly being considered for randomised trials assessing the efficacy of
complex interventions, including surgery. A placebo control is a complex type of comparison group and,
although powerful, presents many challenges in a surgical setting.

Aim

The aim of this workshop and report was to extract and summarise the current knowledge on the
use and appropriateness of placebo controls for surgical trials. It was intended to provide advice for
researchers, clinicians, patients and funders when considering or designing a placebo surgical study or
involvement in such a study.

Structure and content of report

This report outlines the background to placebo control for surgery and what a placebo surgical control
entails and provides a summary of the up-to-date understanding of the placebo phenomenon in the
context of surgery. Placebo controls for surgical evaluation are not always acceptable, nor are they
always the most desirable or optimal option. The nature of surgical placebo is explored in terms of
ethics arguments and regulatory requirements. The design of a placebo surgical control is also complex
and consideration is given to this with clear guidelines on process. As placebo surgery is not without
risk, methods are outlined on how to identify and mitigate risk for participants in placebo-controlled
surgical trials. Last, attention is given as to how the results of such trials should be interpreted.

Findings

The use of a placebo control for the evaluation of a surgical procedure is justified provided that a
strong scientific and ethics rationale can be provided. Feasibility work is recommended to explore the
value of placebo randomised controlled trial (RCT) design and optimise the conduct. The workshop and
ensuing publications provide an outline for best practice in the form of the ASPIRE (Applying Surgical
Placebo in Randomised Evaluations) guidelines.

Conclusions

The guidelines are advised reading for those considering the use of a placebo control in a surgical RCT.

Outputs

The workshop has, to date, produced three substantial publications in high-impact journals, and the
content of each helps to guide placebo control comparison and trial design in surgical trials [Beard DJ,
Campbell MK, Blazeby JM, Carr AJ, Weijer C, Cuthbertson BH, et al. Considerations and methods for
placebo controls in surgical trials (ASPIRE guidelines). Lancet 2020;395:828–38; Cousins S, Blencowe NS,
Tsang C, Chalmers K, Mardanpour A, Carr AJ, et al. Optimizing the design of invasive placebo

SCIENTIFIC SUMMARY: THE ASPIRE STUDY INCLUDING EXPERT WORKSHOP

NIHR Journals Library www.journalslibrary.nihr.ac.uk

iv



interventions in randomized controlled trials. Br J Surg 2020;107:1114–22; and Cousins S, Blencowe NS,
Tsang C, Lorenc A, Chalmers K, Carr AJ, et al. Reporting of key methodological issues in placebo-controlled
trials of surgery needs improvement: a systematic review. J Clin Epidemiol 2020;119:109–16].

Funding

Funded by the Medical Research Council UK and the National Institute for Health Research as part of the
Medical Research Council–National Institute for Health Research Methodology Research programme.
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