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Abstract:
Contextual effects associated with the recruiting centres in RCTs may influence the trial-based economic evaluation results. However, researchers often cannot quantify the extent to which their trial findings are truly generalisable to the jurisdiction of interest. Furthermore, recent evidence has shown that about 25% of NIHR-funded RCTs accounted for generalisability considerations when approaching centres.
The objective of this doctoral work is to: 1) propose a centre-level quantitative measure of representativeness i.e. the generalisability index (Gix); and 2) use a real-life RCT as a case-study to investigate the potential of using the Gix for improving a priori the generalisability of trial-based economic evaluation findings.
Firstly, we constructed a centre-level Gix by incorporating a number of relevant characteristics e.g. capacity, function, geographical setting and economic context. The Gix considers the entire population of relevant centres in a given jurisdiction e.g. NHS England and Wales, and quantifies the extent to which any given centre is more or less common in relation to this population. For a given RCT, a trial-wide Gix is calculated by aggregating the Gix’s of the participating centres.
Secondly, we investigated whether the Gix could predict the deviation of a given RCT’s result from the ‘true estimate’ of cost-effectiveness. Our proof-of-concept method uses a real-life surgical RCT as a case-study and assumes the trial-wide cost-effectiveness result as the ‘true estimate’. Similar to the theory behind bootstrapping, our approach assumes that the given RCT represents a jurisdiction in itself; then a large number of sub-trials are sampled from the trial-wide dataset, the trial-wide Gixs are computed as above and standard economic evaluation methods are applied to all the sub-trials. The aim is to explore the relationship between the trial-wide Gix and the error in cost-effectiveness results, quantified as the difference between each sub-trial estimate and the ‘true estimate’. If such a relationship is demonstrated, a Gix-type index could be used to design more generalisable trials by recruiting from purposefully chosen locations. 
Preliminary results have shown that the Gix significantly explains some of the variation in cost-effectiveness results, after accounting for sample size and the number of recruiting centres. This is still work in progress as the thesis submission is approaching later this year. HESG members’ thoughts would be especially welcomed on a number of issues:
1. The technical details of constructing the Gix
2. Demonstrating the predictive value of the Gix
3. The potential usefulness of the Gix in the real practice of RCTs 
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