Joint RSS Medical Section/ NIHR HTA/MRC meeting on futility analyses in publicly-funded trials

Errol St, 11th Nov 2008

The RSS Medical Section hosted an interesting meeting to debate the issue of guideline setting for futility analyses in publicly funded trials. It was attended by over 60 participants from a variety of backgrounds, including academia, the pharmaceutical industry, funding organisations and the NHS. The meeting was supported by the NIHR Health Technology Assessment programme and the MRC.
The day started with four talks from a range of perspectives designed to set the scene prior to a workshop session in the afternoon.  Jon Nicholl (University of Sheffield) introduced the topic and discussed the general issues, particularly from a funder’s point of view. He defined a futility analysis as a calculation made during the course of a trial of the probability that the trial will produce helpful results. A trial would be judged as futile if the probability was too small. He was followed by John Whitehead (Lancaster University) detailing an elegant solution to the problem in which a criterion for interim stopping due to lack-of-benefit was evaluated unconditionally at the outset of the trial rather than being set in terms of conditional power once the interim point was reached. He demonstrated that this involved no ‘alpha spend’ with only a marginal reduction in power. Carl-Fredrik Burman (Astra-Zeneca, Sweden) followed this by giving an illuminating talk from an industry perspective. He discussed the ethical aspects of stopping or not stopping for futility and introduced the concept of the maximal value of information. The final speaker was Andy Grieve (Kings College, London) who started by giving an historical background to the subject and discussing the reasons why a trial might be stopped early, including for futility, but also for safety and for benefit. He discussed his experiences of working on ten adaptive clinical trials all of which had stopped for lack of benefit and he further defined futility as being a predictive concept.
After lunch participants were organised into four workshop groups to debate three key questions. 
1. Should we plan to do futility analyses in publicly funded trials?
2. In what circumstances are they appropriate?

3. Should funding bodies insist upon them before granting trial extensions?
The results of these discussions were then fed back to the group as a whole and summarised. The main points were that futility was a multi-faceted concept and it was better to base the decision upon lack of benefit rather than conditional power; the value of futility analyses was in helping to identify trials that would not be able to provide useful information, at a stage when there was still the opportunity to reclaim and reuse resources; and in future funders may well request that investigators deal with the issue of futility at the application stage.
The day was enlivened by an electronic voting system that requested participants vote both at the beginning of the day and at the end on key questions relating to futility analyses.
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