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	Theme 1


Participant
	Research Governance Challenges

	
	1.1
Research review boards 

	1.2
Geographical variation in review boards

	1.3	
Funding considerations

	002
	“unnecessary bureaucracy” in clinical trials is worse in RRCTs because you are aiming to replicate normal practice except randomisation…… The magnitude you would need to find out that answer is to do a registry based trial, and hopefully get it within a reasonable cost. And regulations prevent you doing that, and so by default, the regulations are resulting in the deaths of thousands of people each year. So, you know, it’s really really frustrating… It’s really impossible in a big way to do drugs. (20-28, 31-40)*
	n/a
	n/a

	003
	So long as patient documents are correct, ethics review is straightforward as RRCTs are generally comparing treatments already in routine use (non-CTIMPs). (62-66)
	n/a
	Large funding bodies are in favour of RRCTs due to low costs. However, where specific trial consent is not taken, obtaining funding is challenging as funding allocation is based on recruitment. (23-24, 91-92)

	004
	"there are some very fundamental issues that need to be resolved around how we review this type of research....It’s okay for the doctor to more or less guess what they think is the best, and just keep on doing this….but it's not okay according to the research governance boards to randomise patients in a systematic way to actually find out which is the best”
“There have been some issues around studies on the ‘real-world’ use of pharmaceuticals, so that the ethics board have said that ‘no this is not, this is not real research......the science is not valuable enough....we can’t give you that permission’" 
Requires a fundamental change in the way these trials are reviewed. Review bodies are still learning how to review RRCTs – may improve with increased exposure to the methodology. (57-71).
	"the very big problem is…you have a trial where you need to have permissions from several different review boards and then they come to sometimes contradictory conclusions….if this balance is done in one way in one part of the country and another way in another part of the country, something is wrong”
Even in small countries, there is much variation depending on what review body you go to. Regrettably, the USA is more advanced in this respect than Europe. Using a single, unified approach is the solution, and is achievable, but potentially a long way off yet. (61-63, 74-85, 97-103)
	"they will sometimes assess these pragmatic trials as if they were exploratory and will start with more and more endpoints, and then you have to set up, either you don’t get any funding, or you have to set up a large infrastructure for collecting data anyway…so that’s an issue which both the researchers and the research funders have to work on”(155-160)

	005
	n/a
	n/a
	Funding bodies may have issues with the quality of routinely-collected data and may fail to recognise RRCTs as a valid research design. (120-123)

	007
	Governance may be problematic in RRCTs because they are new, so there may be a fear element – may be overcome with exposure. (42-44, 53-55)
	n/a 
	If the research has potential to save money in the long-run, national societies and hospitals may be willing to fund it. (47-50)

	008
	Research governance is unlikely to be a problem – no more challenging than in traditional clinical trials, because consent and transparency processes are the same. So long as any information governance issues are addressed appropriately. (115-121, 131-134)
	n/a
	Adapting existing registry infrastructure is expensive. Also need to consider the potential for end of term re-procurement and change of registry provider. (14, 54-55, 145-146)

	009
	"if you are going to use that data for an alternative purpose, particularly to randomise patients… that would have to be discussed at an ethical level quite strongly…. If you can take something that is relatively and simple and doesn’t deviate from an established treatment pathway, and maybe you are just comparing two aspects, then that would be a simple thing to do. Or a better thing to do. More likely to get off the ground." (42-47)
	n/a



 

	“absolutely crucial to get across is that registry-based  randomised trials really provide an extremely cost-effective way of doing a trial..... the question is whether or not those issues are of high enough priority to be studied using this design." (31-33)


	010
	n/a
	n/a
	n/a









	Theme 2




Participant
	2. Information Governance Challenges


	
	2.1
Unfavourable information governance landscape
	2.2
Attitudes towards data privacy
	2.3	
Consent for data use
	2.4
Data access

	2.5
Data linkage


	002
	Data protection regulations are an unnecessary barrier to RRCT conduct. Introduction of new EU regulations will likely make this even worse. (47-49, 82-83)
	A drive (by research journals) towards open access to data and data-sharing is contradicted by a requirement for strict adherence to information governance regulations. These 2 massive contradictory forces present a challenge. (58-66)
	To obtain individual explicit consent from every patient to conduct a large randomised trial would be impossible, and would never get funded. One solution would be to perhaps provide all encompassing consent to your GP for anonymous use of data. This would probably be acceptable to patients. (70-82)
	"we are not confident that we can get the outcomes from the people who hold the data in a timely way, so..we are collecting our own baseline, 3 and 12 months…so if we can’t get the 6-month data we will still have our own data for 3 and 12 month. It’s sort of a hybrid thing. So we are gonna test the concept of getting the data out of the data holders" (54-58, 139)
	n/a

	003
	"the whole information governance landscape is highly…hostile..Very very unfavourable. And whilst there are people out there who try and navigate you through it, my impression is that they don’t want to make it less hostile, they want to keep it as it is and navigate you through the hostilities..there is no desire to have a streamlined information governance process” (33-38)
	Society has a fundamental mistrust of the way data is used, despite the fact it may be life-saving. To facilitate RRCTs. this attitude would need to change. (158-159, 163-164) 
	n/a
	 "If you’re running a trial, and you can’t control your own data, you can’t access, you can’t check them, you can’t look at them, you can’t make sure you’ve got them, somebody else can say, ‘well, I’m not gonna give you the data for your trial’, you’re in a very very bad place.”
“do your very very best to start opening the ‘data tap’ at the beginning of the trial, and to keep it open so the data flows through to you all the way through the trial" (31-33, 54-60, 114-116)
	"(Scandinavian registries) are all automated, their data of course is electronic, they can link to other registries incredibly easily, and they can capture data to the likes of what we can only dream of in the UK, and they can capture it very very easily. So, you probably need to be aware of the international context, because the information governance regs differ from country to country.”(146-150)

	004
	n/a
	Despite a drive towards data-sharing and open access, data-sharing is a risk which organisations are not willing to take. This varies in different settings. Lines 48-54
	In a cluster-RRCT, you don't usually need explicit patient consent. However, where this is required in other RRCTs, minimising complexity of the informed consent procedure will encourage sites to participate (151-154)
	 "it varies quite a lot with access and how easy it is… we have a system with quality registries…those are in principle really good sources for registry based trials, but it can be very challenging to get access to that data, especially for researchers outside of the quality registries" (45-48)
	“usually you don’t have all this data you need from a single registry but you need to…access other registries at the same time. And you need personal identifiers…so that, in principle, is easy to do, but then it becomes…a problem of getting all the right clinicians to do this…. it’s a lot of time… this research is supposed to be very pragmatic….it becomes very burdensome. There are lots of practical issues around that” (88-93) 

	005
	n/a
	n/a
	Trial-specific individual patient consent is required (in addition to registry-consent). Obtaining this may mitigate information governance barriers. However, this is logistically challenging, particularly in emergency surgery. (38-41, 87-91, 76-80)
	Accessing routinely-collected electronic data for trial purposes is possible, but can take a very long time due to information governance restrictions. All data sources require application and approval to gain access, which can be very time-consuming with multiple stages involved. (80-84)
	May need to link between multiple registries to provide complete trial data set.  For example, in a trial involving patients with a diabetic foot ulcer, may link to a surgical registry to see which patients went on to have an amputation. (45-50) 


	007
	n/a
	n/a
	n/a
	There is ‘fear’/reluctance to giving access to data. This will always be an issue for trials. (110-112)
	n/a

	008
	Improving communication between government organisations who run registries, and removing some of the tedious, laborious bureaucracy around information governance, particularly by unifying data access throughout devolved nations and various data sets would be helpful. (49-53)

	n/a
	Need individual patient consent for collection of registry data. Sometimes only ‘low-level’ anonymous data can be collected (103-104, 106-107)
	“that process of application and approval is relatively straightforward. Takes about 2 months, and they will usually approve any sensible request for data”
Accessing multiple data-sets is challenging - one must go through different organisations which do not always communicate well with each other. (23-26, 44-48, 63-64)

	Data linkage between registries and to HES and ONS is possible, however this requires patient identifiers, which is challenging (needs individual patient consent-see 2.3). Anonymous data is restricted in terms of what you can do with it. (40-42, 104-105, 109)

	009
	In England, the information governance rules have changed recently and now it is a lot harder to access data.  (50-52, 56)

	n/a
	Individual patient consent for data is required when randomising patients. One potential way to overcome  this is to perform a cluster-RRCT, where randomisation is by centre. This should overcome any issues with information governance, as all the data is available in the audit and centres/surgeons identified. (59-66)
	It has become much harder to gain access to data from registries because the rules regarding information governance have recently changed. The way to potentially overcome issues is to perform a cluster RRCT. (50-52)
	Data in registries is often anonymous. To link individual patient data within the registry when looking at disease recurrence for example, some form of pseudo-anonymisation or patient identifiable information is required. This means changing the entire structure of the registry and is an important challenge to consider. (52-56)

	010
	Very strict information governance barriers (but these are required) (33-34)
	n/a
	Patient identifiers required for patient reported outcomes, therefore need consent (41-43)
	To gain access to data, you need to ‘make a good case’, and ensure robust information governance protection in place (29-30)



	Data linkage is challenging. (16-17)





	Theme 3



Participant
	3. Data Quality Issues

	
	3.1
Data completeness
	3.2	
Data entry errors
	3.3	
Variability across data sources
	3.4	
Data verification


	002
	Missing data is a problem - in routine clinical care there is no incentive to chase patients for follow-up data. A ‘hybrid-design’ of trial-specific data and routinely collected data may overcome this. To improve data completeness and quality, need to educate those entering data on the importance of correct, complete data entry, and why the data is being collected, and incentivise them to do it properly.  (86-89, 121-123)
	Incorrect data field completion by the clinical care team is a problem in registries (line 93-94, 96-97)



	n/a
	Inspection and audit is a huge incentive for ensuring high quality data in trials– lacking in routinely collected clinical data. (111-113)

	003
	  Maximum data completeness is necessary for an RRCT. However, with clinical staff entering data, missing data is a problem, and one which is difficult to overcome.
Overcoming challenges requires appropriate planning and stakeholder engagement. (24-30)
	“often the data are collected by doctors doing it on their own time. They often don’t have any support…it can be very hard work ….so the data quality is very difficult, and the main way to get good data is having good people putting it in” (46-51)
	The quality of data in registries varies between countries, for example Scandinavia have particularly high-quality registries, with comprehensive data capture and automatic data linkage. One should therefore be aware of the international context of the findings in RRCTs. (144)

	In some cases, the data used for the trial is the source data, therefore data monitoring is challenging and confusing. Monitoring every site in a large, pragmatic trial is difficult, so only a small percentage should be monitored. (70-76)

	004
	n/a
	“I think there are issues around data quality. I think it can be sloppily entered so there are lots of errors in the data” (34)
	Lack of standardisation of procedures and endpoint definitions across various data sources is a challenge. Variability in units of measurement across data sets for example, requires a lot of data 'clean-up' (e.g. translation of units of measurement to eliminate inconsistencies). Although time-consuming, this is not data error. Inconsistency in procedure performance and endpoint definitions is a bigger problem, making data potentially non-comparable. (35-41)

	Monitoring is expensive, complex, and compromises the 'real-world' nature of RRCTs, so one should strive for as little monitoring as possible. Ideally there should be no trial-specific separate data collection to monitor/verify. (105-113)

	005
	“Methodologically, the risk is that a lot of the registries are…’enthusiast-based’, so your case ascertainment is not the greatest and you may well find that your registry is not representative of the population of patients that are being treated for a condition” 
This is a problem when the registry is used to identify patients for a trial and provide baseline data. However, existence of the trial alone may improve case-ascertainment and baseline data completion. Oncology registries have a higher level of data completeness and more comprehensive case ascertainment, therefore good for use as trial follow-up data in an RRCT. (32-36, 45-50, 68-73)

	 Registries are inadequately supported to ensure high quality, complete data.
"we have to get the data sets as small as possible…so that the burden on the people entering the data is minimised.  That means that some of the information that a trial might require…may not be feasible" (21-29)
	n/a
	Internal monitoring by the registries requires additional resources. If unable to support this, the trial is limited to the vagaries of routinely-collected clinical data. Within the trial-specific infrastructure, another challenge is obtaining the data from the registry in a sufficiently timely basis to allow the data monitoring to occur. (65-68, 106-109)

	007
	For multiple reasons, one of which is time, missing and inaccurate registry data is an issue when data is collected and entered by the routine clinical care team. (95-99, 121)
	Incorrect data such as disease stage/classification may be a problem, therefore data entry fields should be well-defined. Need specific staff entering the data so the quality is good, but this costs money. (87-92, 95-99)
	Surgical procedures/devices vary across hospitals, presenting a challenge for RRCTs. However, the advantage of 'real-world' trials outweighs this limitation, so long as this is recognised and results of RRCTs are taken in context. (82-83, 167-172, 176-178)
	n/a

	008
	 “unless we get the cases, and make sure it’s as close to 100% as you can get, it’s always going to be open to misinterpretation”
Surgeon self-reporting is open to quality concerns due to poor case-ascertainment. To improve this, removing surgeon-level publication so individuals are less exposed.  Replacing this with unit level data, full case-ascertainment enforced by commissioning groups such as CQC, or through appraisal and revalidation of surgeons. (66-68, 72-73, 76-79, 83-85,92, 98-100, 128)
	n/a

	Missing-data and case-ascertainment varies between registries depending on the surgical area. (71-72)


	Registry data verification is very valuable, but limited. It should be published, and enforced by commissioners. This will encourage better case-ascertainment and act as an indicator of quality. Checking of very blunt in-hospital mortality is possible, however checking of major complications, stroke, heart attack etc. are very difficult. This requires data linkage, which is not possible for anonymous data. Centre-level visits/monitoring is possible, but expensive and laborious. (60-66, 79-82, 109-110, 113)

	009
	n/a
	Data quality is a problem with routinely collected data. The quality of trial data you get out is only as good as the quality entered in the registry. However, data which is reflective of 'real-world' clinical practice is the real benefit of RRCTs (as opposed to tightly controlled traditional RCTs) (121-122, 125-127)

	Every registry is slightly different in how valid it's data is perceived to be - depends how the disease/condition is managed in your geographical location. If the disease area or type of surgery is centralised, the number of centres contributing to the registry is reduced, and the data quality will be higher. In disease areas with less centralised locations and non-specialised centres, data quality may be lower. (133-144)
Scandinavia have good registries with robust data and quality checking, therefore highly suited to RRCTs. The UK does not yet have these standards, partly because it is behind time-wise.. (164-170)
	An inbuilt process of checking and data verification is very important. National audits in the UK have a natural checking mechanism whereby they are verified against HES (hospital episode statistics) data. A well-validated registry is what gives confidence in the data quality so your study will work as you know endpoints are reliable, or acceptable at the very least. (123, 128-129,131-134, 174-178)


	010
	Missing data in registries due to potential failure to enter ‘worst results’. Could potentially improve this by providing a financial incentive to the hospital for complete case-ascertainment. However, this would be quite cumbersome. (23-24, 55-60)





	The simplest way to improve quality of data would be to have 2 people enter it.  However, this would be time-consuming. (63-65)







	n/a
	“an un-validated registry is probably not going to be a very useful basis for a randomised trial.”
At least some of the data (say, 10%) needs to be validated (21-22)

	Theme 4


Participant
	4. Trial design and Registry Infrastructure Considerations

	
	4.1
Selecting an appropriate registry
	4.2
Endpoints 
	4.3
Registry infrastructure
	4.4
Other trial design/intervention considerations

	002
	Some surgical specialities are more straightforward and less risky in terms of data availability and quality than others. For example, oncology registries have extensive patient follow-up and higher quality data collection, therefore may be more straightforward than for example, elective surgeries. (127-130)
	Mortality is an easy endpoint. Quality of life or prosthesis failure for example is more difficult. (131-133)
	n/a
	n/a

	003
	Choosing the correct data source is critical. Without the right audit/registry, RRCTs can be impossible. (95-96)
	n/a
	n/a
	Surgery is well suited to RRCTs due to its numerically large population. RRCTs require large populations to detect modest treatment effects in a 'real-world' population. Not much value of doing a small RRCT (except a pilot one) - would be logistically easier to do an RCT. (97-99, 134-138)

	004
	n/a
	“whole..areas that are not being collected…quality of life data..is a very important outcome…but it’s not routinely collected…so there’s some data that is actually lacking completely in the system, resource consumption data is not always easy to obtain also” (30-34).
	Surgical trials require a lot more data than what is typically collected in routine healthcare. The whole idea is not to have to set up additional trial infrastructure and aim to make do with what is available. (lines 23-27).
	Challenge presented by ‘performance bias’ in ‘real-world’ trials, whereby surgeon skill improves with time. This is more pronounced with newer interventions, and should be accounted for statistically somehow. (Line 127-136) 

	005
	Some surgical specialities have better quality registries than others to support RRCTs. A high level of data completeness and comprehensive, mandatory data collection in oncology registries renders them potentially better suited than others. Those with lower quality data or incomplete case ascertainment (i.e. data from enthusiasts only) are less suitable and would be difficult/resource-intensive to set-up an RRCT. Also depends on the data collection model, as some only upload data annually, which is not feasible for a trial. (35-38, 109-118, 133-138)
	Registries often lack certain data which are important trial outcomes e.g. patient-reported outcomes. Efforts to include this data in registries have proven difficult so far, and even when collected, there is no guarantee that the timing of this data capture in registries will be compatible with what is required for trial outcome assessments. (95-102)
	To adapt the existing registry data collection system is challenging. Most registries come with a standardised set of forms which cannot be changed without imposing the changes on the whole registry (i.e. on non-trial patients also). A potential option is the addition of data fields for those enrolled on the trial, however this would be complex, time consuming and expensive, therefore may not be feasible.  (56-62, 27-32, 68-73)
	A parallel design rather than any complex cross over design is most suitable for surgery (54-56)

	007
	Registries with high quality data are most suited to supporting RRCTs. (146)
	n/a 
	n/a
	When used appropriately there is opportunity for RRCTs, particularly when challenging practice which is not evidence-based in the first place. Perhaps not for investigation of new drugs, but for surgical procedure trials/device surveillance for example. They should in theory make life easier in surgery. (66-70, 180)

	008
	n/a

	“if you want to do a simple registry-based trial, with a very simple endpoint like inpatient mortality, then that’s easy. If you want more than that, it becomes quite challenging”
Endpoints routinely collected in registries are often ‘low-level’, such as mortality, hospital readmission etc., and may differ from those we are interested in for trials, such as mid- to long-term outcomes (e.g. non-mortality outcomes, quality of life. One should try to use the outcomes which are routinely-collected in the registry. (31-38, 88-90, 151-152)
	The time and financial cost of adapting data collection within the registry to run a trial is very high, and deflects from the main advantage of RRCTs. Registries are run by third party organisations, creating bureaucracy and challenges, therefore researchers don’t have any direct control of the data. Having better flexibility in this would make things much easier. (106-16, 18-21, 53-56)
	n/a


	009
	"there needs to be confidence in the registry that the registry is actually truly reflective of current practice…also that there’s confidence in the registry amongst the body of surgeons. There’s no point in doing a registry based randomised trial if people believe the registry itself is inaccurate, then it will always fail." (146-150)

Surgical registries where limited number of highly-specialised centres performing surgeries hence contributing to the registries are better quality. Disease areas where centres are not specialised are more challenging and complex (179-183)
	 "it comes down to your choice of endpoint, and if your endpoints are naturally collected in the audit and you are confident that your audit is good at collecting those endpoints, then I think your study will work. Or at least have some degree of acceptability… Your registry itself has to naturally collect the data points you are looking at anyway, endpoints, otherwise it’s not cost effective to do the trial.” (35-39, 188-189) 




	One of the main challenges is the nature of the registry. Data may be entered retrospectively, only once or twice per year, making an RRCT challenging to conduct. Ideally,  randomisation would be at first point of registry data entry, but this depends on how the registry is designed - depends on data being entered prospectively, which is not common in most registries. Generally, data entry is after surgery, therefore this would not work for any pre-op or peri-operative intervention trial - would only work for trials of post-operative intervention. Once the data is entered, the patient can be randomised. Consent should be done right at the start of this process. (96-105, 110-111, 118-119
	 An example would be randomising a patient post-operatively to a routinely used primary prevention medication, where maybe there is a debate about what the optimal intervention is. Cardiovascular have many simple existing technologies and therapies which naturally lend themselves well to the RRCT design - partly why they were so successful in the Swedish RRCTs. Cardiothoracic and vascular surgery naturally lends itself to this design. The trial must be comparing simple existing interventions. A new treatment or technology would never work. (22-28, 79-81)

	010
	n/a
	Patient-reported outcomes are required. However, this is challenging as it requires consent, and an interaction platform with patients. Otherwise, response rates will be low and data unreliable (49-52)
	“at the moment…the only way you could use a surgical registry is to look at issues of post-operative care, rather than the actual surgical procedure, because patients are only entered after surgery.” (37-38)

	Simple, post-operative care are where they offer the most scope, for example, intensity of rehabilitation, or whether a particular drug hastens recovery (39-40,73)
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	Theme 5


Participant
	Engagement and Support

	
	5.1 
Engaging Stakeholders
	5.2	
Engaging Healthcare
	5.3	
Aligning with Healthcare
	5.4
Learning and Support

	002
	n/a

	n/a
 
	n/a

	People collecting registry data need to be educated on why it is important, for example what it is used for and why is required (104-114)

	003
	“They are essentially much less like a trial and much more like a campaign...you are creating a movement, and asking people to join it. So it’s all about people  power and motivating people to be part of it…If the people running the audit aren’t 100% on your side, it can be very difficult” (78-80, 96-97, 99-103)
	“the surgical community or anaesthetics or whatever it might be, has decided to do this trial because they think it’s important for them. And so, you need to be seen to be leading on behalf of the community, not on behalf of yourself as a researcher. To get those entities, those organisations, behind you.” (80-82, 103-106.)

	n/a
	"when you are going very big, you are recruiting in sites that don’t usually recruit patients to randomised trials, are often inexperienced, they are quite difficult to motivate, and can be, you know they can need a lot of support."
There are distinct learning requirements, specific challenges and special considerations for the RRCTs, requiring a different set of skills. Due to their complexity, it is advisable to gain advice from those who have done them before, or have someone experienced in RRCTs on your trial team. (39-42, 108-110, 120-127)

	004
	n/a
 
	“I think it’s really worthwhile to make sure you are aligned with the needs of the healthcare system so that you investigate an issue that really means something to the people who will be involved in conducting this trial.” 
Make sure it is a relevant and important clinical question investigating something which is useful and can be implemented in future. If not, it is best not to do the trial at all. (139-150)
	 “we need these very large and simple trials, and they need to be simple…to keep costs down and so not to interfere with healthcare, so we can actually start finding answers to… important questions…Make sure that you are aligned with the healthcare system in different places”
Aligning research with clinical work can help gain interest from clinicians, and obtaining funding, but lots of challenges around this. Simplify trial procedures as much as possible to make it easier for healthcare to participate. (20-23, 106-109)
	n/a


	005
	n/a
	n/a
	n/a
	The skills/expertise amongst those running registries differs from that in a trials unit, so the addition of a randomisation module for example may not be available (68-73)

	007
	n/a
	To help you implement your trial, research sites need to have enthusiasm to do research. (142-143)
	n/a
	Need to ensure you have a good quality registry, high volume centres and appropriate, knowledgeable and experienced research staff to help you. (101-102, 146)

	008
	"the major thing would be to have discussions with the people that run the registries at a very very early stage...involving (them) right at the start and designing the study with them is key".  
Understanding registry logistics will mitigate challenges (143-150)
	n/a
	Recommend minimising collection of extra data points. (151-152)
	HQIP are supportive of registry-based trials (26-27, 161-162)

	009
	n/a
	One of the advantages of RRCTs is that you engage a body of clinicians who are not necessarily normally part of the academic community. However, this is a challenge, particularly if the study deviates from routine clinical care. You need to engage all of them (academic and non-academic) (85-90)
	“So you reach all of them. But if you ask them them to do an intervention which they don’t normally do, they just wouldn’t do it, they would probably say no. They would be unlikely to engage with it. But if you say to them that the intervention is actually something relatively minor, then they might be interested”
Need to engage those who are not part of the academic community. Must not deviate too much from the standard patient pathway, but some debate exists about it. (76-77, 85-92, 145-146, 184-185)
	RRCT is a difficult concept to explain to those clinicians who are inexperienced in trials, resulting in potential failure to understand your trial aims, and recruitment may be challenging. (22-23, 105-108)


	010
	n/a
	Need to convince enough people in local centres to randomise patients by making them enthusiastic about the question you are trying to resolve. However, this is not unique to RRCTs. (77-79)
	n/a
	Providing incentive by recognising the valuable contribution of district cancer centres by providing CME credits, or merit points for randomising patients may help. (85)






	Theme 6
	Acceptability and future work

	
	6.1
Feasibility
	6.2
Acceptability of Results
	6.3
Awareness & Exposure
	6.4 
Future Work

	002
	"You’d be wise to do a sort of pilot study first. Before you go on to a full-scale trial."
Pilot RRCTs within various surgical areas would help identify and overcome the problems. (121, 126-127)

	No foreseeable problem with credibility or validity of results, but not enough publish to make an informed judgement. (115)
	In theory, RRCTs are a good idea so there is a lot of talk about them.  However, there have not been many published and, until a few more have been done, there is insufficient experience so far to identify the problems with them. (123-124)
	It would be useful to fund some pilot trials in a range of surgical areas to identify and iron out potential problems. (126-127)

	003
	RRCTs are feasible only with the correct registry, and with supportive registry stakeholders/staff. (95-97)
	“there may need to be a discussion about what ‘good’ looks like in the context of these trials...I think that perceptions will change, and at that point, I think it’s gonna be interesting to see whether people try and hold them to the highest standard when clearly they’ve used registries and therefore they can’t be of that standard.” (85-92)

	“I think that they are fairly new, and I don’t think that we’ve seen many through to completion yet, to form a judgement on them.”(85-88)
	Developing skills in how to access data in this unique methodology would be helpful. (124-128)

	004
	n/a

	Standard of care develops over time in routine healthcare - needs to be reported.  Statistics can account for this somewhat– more work required in dealing with these sorts of 'real-world' issues statistically. External generalisability not a problem. Cluster RRCT may have issues with internal validity if trial not the correct size. (116-124, 165-167)
	There will soon be an increase in RRCT activity with many currently in funding application stage
	Development of how to deal with RRCT trial data statistically would be helpful. Future work should aim to address practical issues related to data access, streamlining research governance, and aligning research with healthcare delivery. (163-167)


	005
	“well, I think it’s a question of do your planning properly. I mean, there’s not gonna be a one size fits all but if there is an infrastructure in place that can help you run your trial, It would be sensible to explore a whether it's feasible to use it, because its gonna potentially make running the trial much easier” (115-118)
	Questionable validity of results is not inherent in the RRCT design. No concerns regarding results, unless it is a poorly designed/conducted trial. Embedding a trial within a registry provides the ability to consider the whole registry population as a control, enabling assessment of your trial generalisability. There are potentially no information governance issues with this (done retrospectively) as it is merely for 'external validation' purposes. (139-142, 148-160).
	RRCTs are not very well known at the moment, but this will change.  (Lines 126-128, 170)
	"I think it just comes down to the researchers themselves...being aware of it....I think it’s just a question of education... as and when they become more well known, and other people see that its feasible...it will naturally, I would suspect, snowball. But it just takes a bit of momentum".
A shift in perceptions is required, particularly for registries to recognise their potential ability to support trials. (163-167)

	007
	n/a

	Results need to be taken in context of the limitations. Being transparent by reporting/documenting study limitations allows results to be appropriately translated into clinical practice. (148-150)
	n/a 

	n/a 

	008
	RRCTs in surgery are very feasible, and a very good idea, especially considering there are so many things one can do within registries relatively easily, and more straightforward than traditional RCTs. (125-127, 136, 156-157)
	n/a – not discussed due to time constraints


	There is a fundamental support of the concept within the surgical research community, however they have been massively under-utilised, likely because of the challenges discussed. It is disappointing that no one has done one yet, despite lots of discussions about it. Once one surgical RRCT has been done, there will likely be a flood of them. (116, 123-124, 137-139)
	Someone needs to do a relatively simple surgical RRCT or a pilot trial, which should be relatively easy to do, and would be supported by HQIP. This will reveal the challenges, so we mitigate these in preparation for the more complex ones. (157-162)

	009
	Overall, the feasibility of performing RRCTs in surgery is very good (149-150)

	Validity of data is dependent upon confidence in registry the data quality. If well-designed, there will be very little argument about the validity of trial results, therefore translation in to clinical practice should be seamless. (160-162, 208-218)
	RRCTs are very much in their infancy. There are currently none in surgery in the UK. (Lines 9-10, 12-13)




	Need some qualitative research involving non-academic clinicians to investigating barriers to RRCT uptake/recruitment, or qualitative interviews to gain the views of the heads of national audits on what they think of RRCTs as a concept. (190-204)

	010
	Except for rare diseases and some aspects of post-operative care, RRCTs in surgery are exceptionally challenging and (currently) potentially impossible. (67,73)
	
	RRCTs are increasing in people’s awareness. Need to change the culture of registries to promote using them in the best ways we can. (95-97)


	To facilitate RRCTs, need to change our perception of what is valuable research (84-85).





7

