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Trial Forge Guidance 5
 – Guidance on ethical considerations for randomised Studies Within A Trial (SWATs) 

1. Background to SWATs 
The text below gives some background information to SWATs. You can also include some/all of the text below in your SWAT ethics application if you know the ethics committee does not have knowledge or experience of SWATs.
Recruiting and retaining participants for randomised trials can be extremely difficult.  It is likely that less than 50% of trials meet their recruitment target, or meet their target without extending the length of the trial1-3. Poor recruitment can lead to an underpowered study, which may report clinically relevant effects to be statistically non-significant. A non-significant finding increases the risk that an effective intervention will be abandoned before its true value is established, or that there will be a delay in demonstrating this value while more trials or meta-analyses are done. Underpowered trials also raise an ethical problem: the investment of resources (e.g. time, emotions) by participants and risks to which research participants are exposed are justified in part by the trial’s social value but this value is undermined when trialists are unable to determine whether the intervention does more good than harm on completion of the trial or struggle to publish the findings.   Having recruited participants to a trial, it is essential that they are retained but it is common for 10% or more participants to be unable to complete a trial until the end. Typically, there are data missing for these participants, meaning again that the trial may be underpowered. Moreover, if participants lost to follow-up differ between the arms of the trial, a systematic bias is introduced that may undermine confidence in the results of the trial. Equally, if participants lost to follow-up look similar in number between arms, there could still be a systematic bias if these share some known or unknown characteristic important to the trial outcome.  Finally, poor recruitment and retention can lead to a trial being extended, increasing costs in financial as well as human terms. An example is the RECOVERY trial testing treatments for Covid-19, where sites recruited 15% of eligible patients. Had RECOVERY recruited 50% of eligible patients, an estimated 2880 lives could have been saved in just over three months (97 days) otherwise spent recruiting5.

Trialists recognise the challenge of participant recruitment and retention and use various interventions with the aim of improving the process, but a lack of systematic evaluation means that it is generally difficult to predict their effect. The Cochrane systematic review of strategies to improve recruitment4 found three strategies with high certainty evidence while the review of strategies to improve retention6 found no high certainty evidence of benefit. Given how central recruitment and retention are to trials, it is crucial that more rigorous evaluations of recruitment and retention interventions are done. 

One way of doing this is to do a randomised Study Within a Trial, or SWAT7.  A randomised SWAT provides a protocol for the evaluation of an intervention to improve some part of the trial process, such as recruitment or retention. Examples of recruitment interventions are telephone reminders to non-respondents, bespoke participant information leaflets, or financial incentives. Examples of retention interventions are giving a pen at recruitment, financial incentives with a prompt or reminder, or sending a Christmas card.  Trial teams can identify suitable SWAT protocols to use on the SWAT repository store which also serves as a SWAT register (https://www.qub.ac.uk/sites/TheNorthernIrelandNetworkforTrialsMethodologyResearch/SWATSWARInformation/Repositories/SWATStore/). This evaluation is then embedded within a host trial, such as [name of your host trial]. Several teams can follow the same SWAT protocol, meaning the results can be combined in a meta-analysis. This coordinated and collaborative approach means trialists will have faster access to high-quality evidence to inform their trial design, conduct, analysis and reporting decisions. 
SWATs are in many ways no different to non-SWAT studies, but there are some noteworthy differences: 
· Because SWATs use low risk (to human health) interventions and are done to inform how trials should be conducted, they should be seen and judged as a tool to improve trials. 
· A trial team might use a SWAT design to make choices for their trial (e.g. when to randomise, whether to incentivise questionnaire return)
· SWATs are different from non-SWAT studies in terms of the potential to affect the host trial unintentionally. A trial methodologist in the team can help protect the host trial. 
· SWATs are by design restricted by the host trial in terms of number of potential participants. Therefore, power calculations are not done for SWATs, their usefulness to future trials is only fully realised in replication and inclusion in meta-analyses. 





2. Guidance for specific ethical considerations for randomised SWATs
Please note that the guidance below has been developed specifically for randomised SWATs which is the type of SWAT simply called ‘SWAT’ from here. When planning your SWAT and ethics submission, think about the different stages of the SWAT and consider the guidance below for each stage. Note that although we have found that most of the time SWAT participants are host trial participants too (i.e. patients), it isn’t always the case and staff and anyone else involved in trials can be a participant in a SWAT. Please note that this guidance has been developed for an international audience and you will therefore find the language to include terms that are perhaps less accepted where you are. 

Ethical considerations with no asterisk denote the point was raised in consultation meetings with stakeholders while points with an asterisk* denote it is a project team reflection or issue identified in the literature review. The details of how the guidance was developed are published elsewhere8.
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	Ethical consideration(s) and operational issues
	Consider these actions and solutions

	Design/planning/Protocol development
	
	

	-SWAT team members
	· Is there (Resource) waste due to developing interventions for groups who will not benefit?

· Is there resource waste as the intervention isn’t appropriate e.g., causes unintended harm/upset or isn’t accessible to all?

· Is the integrity of the host trial protected? 

· Does the SWAT intervention meet Equality, Diversity and Inclusivity criteria? 

· Is the research team diverse?*

	· Involve PPI partners in SWAT design as early as possible. Getting PPI partners’ views on the SWAT intervention early will help ensure it is acceptable to SWAT participants. It will also reassure ethics committees that people with lived experience have been involved in the development of the SWAT.  

	-Design
	· Should participants be provided with a choice about whether to receive the SWAT intervention?
	· Are checks of acceptability of the SWAT intervention with potential participants needed? Do participants need a choice regarding whether they receive the SWAT intervention or not? PPI can help to answer this question
· Are potential participants likely to meet/know each other and discuss the SWAT intervention? What might happen if they find out they are treated differently (e.g. one receives a monetary incentive and the other does not). Consider whether the intervention is appropriate for the population.*

	-Design
	· Consider limitations of using a factorial design for SWATs*
	· Earlier studies have linked factorial designs to potential research waste6. If a factorial design is proposed, ask if it is the correct choice for your SWAT.  Is it likely to be excluded from future reviews due to potential intervention interactions and therefore represent research waste?

SWATs with factorial design can be problematic as the initial administered intervention can contaminate the second one which means the SWAT cannot be included in a meta-analysis. This means review teams have to set some inclusion/exclusion criteria for factorial design SWATs. 

If you are planning to use a factorial design, you should consider if your SWAT would be included according to the inclusion/exclusion criteria from e.g. Strategies to improve retention in randomized trials6:

-Data for different categories of interventions will be included as separate comparisons, hence, studies have to be designed to allow for interaction effects between interventions, by stratifying at randomization or by accounting for interaction effects in the analysis. 

-If the above conditions are not met, the studies have to fulfill the following requirement to be included in the review - Interventions have to be delivered a minimum of six months apart (to minimize any potential intervention interaction effects).

	-Protocol Registration
	· Can you help other SWAT teams identify a Research Ethics Committee (REC) with experience in this type of SWAT?
	· Is the REC that provided the approval for the SWAT listed in the SWAT protocol on the SWAT Repository Store?  Although not all SWATs on the SWAT Repository Store will have gone through the approval process it should be added as an update when appropriate.  
· All SWAT websites (e.g., PROMETHEUS, Implement SWATs, Trial Forge) should provide a list of ethics committees that are familiar with SWATs*
  
Link to the Northern Ireland SWAT Repository: 
https://www.qub.ac.uk/sites/
TheNorthernIrelandNetworkforTrialsMethodologyResearch/
SWATSWARInformation/Repositories/SWATStore/ 

	Approvals 

	
	

	-Application for ethical approval
	· Is the Research Ethics Committee (REC) you plan to submit to familiar with SWATs?
	· If possible, choose a REC that is familiar with SWATs. If the REC is familiar with SWATs you may not need to provide much background information about SWATs in your submission.
· If the REC is not familiar with SWATs, we suggest including general SWAT information text, including, the purpose of SWATs, the potential benefit of SWATs (including to the host trial), the principle that SWATs should never affect the implementation of the host trial. We have included the introductory text to these recommendations for you to include in your submission to REC if desirable*. In short, describe why you want to run a SWAT, whether it is for recruitment/retention information for the host trial or to add to the evidence base for other trial design, conduct, analysis, reporting aspects.
Also include some details about the host trial and whether you are taking any steps to protect the host trial. 

In the UK one REC is very familiar with SWATs: Yorkshire and the Humber – Leeds West REC.

	Recruitment 

	
	

	-Informed consent
	· Is it ethical to randomise trial participants to a SWAT without informing them?  


· Will informing participants about the SWAT risk influencing the findings? 

	For REC:
· Reassure the REC that the SWAT intervention poses a minimal risk to participants and might even be done without ethical approval (e.g. newsletters might already be sent from the trial office to participants) and why this would be a proportionate approach. Reassure the ethics committee that the secure data collection and storage arrangements in keeping with data protection regulations will be followed. 
· Explain to the REC that knowledge of the SWAT is likely to change actions in relation to the target behaviour and therefore any results may not be reliable. 
For participants (only relevant if SWAT participants also are participants in the host tria)l: 
· Include a generic description of SWATs in the host trial PIL Ensure to include that a low-risk SWAT might be conducted and while they can’t be fully informed about their participation, they will receive the results (if they wish to).   
· Should we consider giving participants the option of opting out of taking part in SWATs and instructions on how they do this?* 

	Data collection
	
	

	-Describe participants
	· Are the SWAT findings generalizable to the wider population?
	· Who is included in the SWAT? (In order to establish generalisability of any intervention we need to know who was included in the study). Collect and report appropriate information to describe the SWAT participants in terms of EDI characteristics, e.g. age, sex, gender. race, ethnicity and ancestry, socioeconomic status and location of the trial, and trial and SWAT coordination sites. This will also allow later sub-group analyses to be done.  
· Be prepared to share SWAT data to enable sub-group analyses. 

	Analysis
	
	

	-Progress review
	· To protect the host trial, should a progress review of the SWAT be conducted?
	· The team designing the SWAT protocol should include a statistician. In instances where this is not the case the team should consult a statistician to decide prospectively on the need for a review point for the SWAT. This might be to decide whether one or other trial process being investigated by the SWAT is more promising. This is especially true if the SWAT is being done to actively inform a trial process decision within the host trial, not just for future trials.* 

	End of SWAT/host trial/communication of results
	
	

	-Fairness
	· Is the SWAT Intervention fair to all, including those not in the intervention group?
	•	When the SWAT is complete, those not in the intervention should also be given the financial incentive so all SWAT participants are treated fairly. If the intervention involves financial incentives, this disadvantages those not randomised to the intervention.. This also applies if the intervention involves additional information (e.g. a newsletter) for example.

	-Debrief
	· Trial participants should be told about the SWAT when complete.
	· If your participants are 'blinded' to their participation in a SWAT they should be fully informed at the end of the SWAT or host trial, whichever is appropriate for your SWAT. A description of the SWAT as well as the results of the SWAT, if participants want to receive it, should be sent to them. This can be included when participants are sent the results of the host trial.
· In the UK the Health Research Authority (HRA) recommends sending trial results to trial participants: https://www.hra.nhs.uk/planning-and-improving-research/policies-standards-legislation/research-transparency/informing-participants/communicating-study-findings-participants-guidance/*

	-Reporting
	· Reporting of ethical approval* 
	For reporting of ethical approvals received for your SWAT or if approvals were not needed, please use the example text below, use the option that best describes your SWAT:

· For SWATs that were submitted for ethical approval together with the host trial or as an amendment to the host trial: 
“This SWAT was [part of/incorporated into] the [host trial] protocol and approved by [title of ethics committee, ethics application reference].” 

· For SWATs that were submitted separately of a host trial/trials for ethical approval: 
“This SWAT was approved by [title of ethics committee, ethics application reference].” 

· For a SWAT that will run in multiple host trials add:
“A single application was submitted to allow the SWAT to be embedded within all host trials, rather than each trial having to separately obtain approval.”

· For SWATs that were deemed not to need ethical approval, it should be clear who made the judgement:
“This SWAT was deemed not to require ethical approval, [title of ethics committee/SWAT team].”

For full guidance on how to report SWATs, have a look at Trial Forge Guidance 4: Trial Forge Guidance 4: a guideline for reporting the results of randomised Studies Within A Trial (SWATs)9.
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