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Summary 

Stroke represents a major burden to patients and society, and resources spent on stroke research 

must be used efficiently and produce good value in terms of improvements in human health. 

However, there are many examples of poor value from stroke research funding, which result 

from the way in which stroke research has been chosen, designed, conducted, analysed, regulated, 

managed, disseminated, or reported. In a project including a survey and a symposium and 

involving stroke researchers in the European Stroke Organisation we have sought to identify 

sources of inefficiency and waste, recommended approaches to increase value, and highlighted 

examples of best practice in stroke research. Recent evidence suggests that progress has been 

made, but there is room for much improvement, and stroke researchers, funders and other 

stakeholders might consider our recommendations when planning new research.    
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Introduction 

The World Health Organisation has reported that stroke is the leading cause of disability among 

adults, and the second leading cause of death worldwide(1). More than 33 million people 

worldwide have a stroke each year(2), and in 2010 the estimated annual cost of stroke was $53.9 

billion in the US and €64.1 billion in Europe(3;4). Demographic changes caused by increase in 

longevity and changes in lifestyle will lead to a further increase in the burden of stroke(1;2), and 

research into prevention and treatment of stroke should therefore be a priority(5). Several notable 

successes in stroke research have delivered substantial health benefits in the past, with associated 

costs savings for society, for treatments such as antithrombotic or blood pressure lowering 

treatment for stroke prevention, and thrombolytic drugs, intra-arterial interventions, and 

multidisciplinary care in stroke units for treatment in the acute phase(6-10). However, despite 

recent modest increases in funding(5;11), stroke research remains underfunded compared to 

research in other major disease areas, such as cardiac disease and cancer(11;12). 

 

Given the limitations of resources it is all the more important that funding allocated to stroke 

research is used efficiently, and produces good value for money in terms of advances in 

knowledge or improvement in human health. A key challenge for funders of research is that 

much research does not lead to notable changes(13). It is to be expected that some projects will 

yield neutral or negative results, and some studies must be done with the sole intention of 

replicating previous research findings, but much research is wasteful or produces very little value 

for the financial, human or animal resources used. Waste and inefficiency may occur in the ways 

that biomedical research is chosen, designed, conducted, analysed, regulated, managed, 

disseminated or reported(13), and stroke research is no exception. Biomedical research typically 

involves many stakeholders, and researchers must navigate a complex environment of funders, 

regulators, academic research governance bodies, commercial clinical research organisations, 

industry, insurers, patient groups, publishers, and others. In stroke research, this complexity is 
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increased by the specific requirements of studies in prevention, acute care, and rehabilitation, 

with potential for waste and inefficiency. 

 

The Reduce research Waste And Reward Diligence (REWARD) Alliance(14), supported by a 

campaign launched by The Lancet(15), and a series of five papers(16-20), aims to increase value 

and reduce waste in biomedical research. The five papers produced specific recommendations 

and gave suggestions for monitoring of progress, aimed at funders, regulators, publishers, 

academic institutions, and researchers(16-20). In a satellite symposium at the ESO Conference in 

May 2016, arranged jointly by the ESO Trials Network Committee and The Lancet Neurology, 

stroke researchers, representatives from industry and publishers gathered with the aims to 

identify sources of waste, recommend approaches to increase the value of stroke research, and 

highlight examples of best practice (Panel 1). The symposium, which focussed on randomised-

controlled trials of treatments in clinical practice, was accompanied by a short survey among 

participants to inform the discussion, and used the structure of The Lancet series: research 

prioritisation; design, conduct and analysis; regulation and management; accessibility; and 

reporting(16-20). This Policy View summarises the symposium and survey conclusions. 

 

Panel 1. Aims of this Policy View 

 To identify sources of waste in the way stroke research is chosen, designed, conducted, 

analysed, regulated, managed, disseminated and reported 

 To suggest methods to reduce waste and increase value in each of these areas  

 To reinforce and encourage good practice and methodological research, by providing 

examples of best practice in stroke research 

 To encourage other disease-specific communities to seek evidence of waste in their own 

research and to seek ways to reduce it 
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Research prioritisation 

The financial and human resources available to undertake human health research are finitelimited. 

Therefore, to ensure best use of resources, regulators, funders, researchers and potential research 

participants should work collaboratively to identify priority areas for research(16). Many 

projects do not lead to notable benefits, either because they contribute little to knowledge about 

basic mechanisms that have relevance for human health (basic research), or to practice and 

policy (applied clinical research), or both (the “waste quadrant”)(16;21). Other projects 

contribute little because of unnecessary duplication of existing knowledge(16;21). 

 

An accepted criterion for prioritisation is that the research should address a health problem that 

causes a significant burden to society(21). However, resources allocated to stroke research are 

often not directed at yielding the greatest health benefits on a population level. For example, 

strategies for improved primary or secondary prevention (e.g. blood pressure lowering) are likely 

to yield large benefits at a population level, but are often not prioritised. Similarly, research into 

stroke recovery is consistently highly valued by patients and may have a large impact on stroke-

related disability, but few large rehabilitation trials have been performed. Several recent 

initiatives have sought to improve prioritisation of health research studies. The National 

Institutes of Neurological Disorders and Stroke (NINDS) are leading an effort to make trial 

selection more explicit and rationale in its Immediate Practice-Altering Clinical Trials (ImPACT) 

pilot program(22), and metrics for the public health impact of clinical trials have been 

developed(23). The James Lind Alliance(24) seeks to establish priority setting partnerships for a 

wide range of health problems, by bringing together stakeholders to identify the most important 

uncertainties. Of relevance to neurology, such partnerships have been established to set research 

priorities for cavernous malformations, dementia, multiple sclerosis, neuro-oncology, 

Parkinson’s disease, spinal cord injury, and stroke(25). 
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Another frequently cited criterion for priority setting is that the research should be patient-

centred, focussing on the aspects of the problem that people with the condition under study 

consider important. However, different stakeholders in research may have different priorities. 

For example, funding agencies may have selected a broad thematic area (e.g. cognitive decline 

after stroke), yet researchers may have a very narrow scientific question (e.g. whether a 

particular agent prevents cognitive decline), and potential research users may value studies that 

addresses clinical services rather than a specific drug therapy. Care givers may have yet another 

view(26), and, Iimportantly, even among patient sub-groups different priorities may exist.  For 

example, patients with stroke-related disability may be more interested in research into 

rehabilitation, while people who have not had a stroke, or a non-disabling stroke, may be more 

interested in research into prevention or acute treatment. Patients may also have different views 

on which outcomes are important. For example, while some will value the effect of a new 

treatment on cognitive function, others will prioritise social and emotional function, outcomes 

over the longer term, and risk of adverse reactions(27-29). To fulfil the criteria that research 

should address major health problems and the needs of patients, it seems clear that priority topics 

must be agreed through an alliance between stakeholders, including regulators, funders, 

researchers, care givers and patients(16).  

 

While some research aim at changing practice and policy (applied clinical research), other 

research can contribute to knowledge about basic mechanisms that have relevance for human 

health (basic research)(16;21), such as genetic mechanisms of stroke(30). There should also be a 

scientific basis for evaluating a specific clinical intervention. For example, it is possible that 

many of the neutral or negative trials of neuroprotective agents could have been avoided, had 

there been a better understanding of basic mechanisms, experimental bias, and the disparities 

between pre-clinical models and clinical studies(31-33), and a closer collaboration between pre-

clinical and clinical researchers. It is alsoFinally, it is a fundamental criterion for effective 



Policy View 

7 
 

research prioritisation that the question under study should not have been answered by prior 

research. It is therefore important that all research is preceded by a systematic review of what has 

already been done, to avoid unnecessary duplication, to identify what should be replicated, and 

to identify questions from previous work which could lead to new research(34). 

 

Research prioritisation exercises can themselves be wasteful of researcher time and effort. For 

example, although a specific EU “Horizon 2020” funding call will disburse half a dozen millions 

of Euros, only a few of the many applications will be funded(35). When the total cost in research 

time in preparing the applications is considered, a significant amount of non-productive resource 

is expended by those groups whose proposals were not funded. This raises the question whether 

projects should be triaged at an earlier stage, or whether there can be other ways of allocating 

funding, for example more sustained core funding over a defined period of time to particularly 

skilful research groups, to allow maximum freedom of research(36). 

 

Panel 2 gives examples of best prioritisation practice in stroke research. 

Panel 2. Examples of best prioritisation practice in stroke research 

1. Accessibility of information about completed, on-going and planned research. The 

Database of Research in Stroke (DORIS)(37) contains over 23,000 references to completed, 

ongoing and planned controlled clinical trials and systematic reviews collected by the 

Cochrane Stroke Group(38). It provides a rich source of information and can be used to 

identify research questions and to assess whether new research on a particular topic is called 

for or not. 

2. Use of systematic reviews to identify an important research topic.  A Cochrane systematic 

review of trials of selective serotonin reuptake inhibitor after stroke showed that a large 

number of small trials had been conducted, which, in aggregate, suggested that a large scale 

trial was needed(39). It was not feasible to obtain funding for a multinational trial, so a 
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“federation” of three parallel trials has been established(40), with an agreed core dataset to 

address mutually agreed questions. 

3. Involvement by stroke organisations. The World Stroke Organization recently collated 

publications on research prioritisation efforts in stroke. It highlighted the wide range of 

approaches that have been employed and how priorities differ(41). National and international 

stroke organisations can clearly play a facilitatory role in defining and setting priorities. 

 

Research design, conduct, and analysis 

Without appropriate design, conduct and analysis research is of reduced value, no matter how 

relevant the research question is, how efficiently the research is regulated, how widely the 

findings are disseminated, or how well they are reported(17). It is therefore important that 

research teams are able to draw on expertise appropriate to their tasks, at every stage of the 

research cycle. As Ronald Fisher said, “to call in the statistician after the experiment is done may 

be no more than asking him to perform a post-mortem examination: he can perhaps say what the 

experiment died of”. Because current incentives for biomedical researchers prioritise novelty and 

quantity over replication and quality, it is not enough simply to do work which is important and 

relevant. One must also be able to demonstrate that the work is of high quality. 

 

Poor experimental design, conduct and analysis are important causes of waste in stroke research. 

Pre-clinical research may be planned without input from clinical research, and clinical 

researchers may not have a proper understanding of what can be translated and what is lost in 

translation from pre-clinical studies(31-33). Eligibility criteria may be overly complex, for 

example relying on invasive or complex imaging studies, restricting the pool of available 

patients and centres and reducing generalisability. Data collection forms may also be complex, 

burdening centres with a requirement to collect data items which are subsequently never 

analysed or reported. Overly-optimistic assumptions may be made for sample size calculations, 
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leading to underpowered trials with inconclusive results. Important outcome measures may not 

be included at design phase, missing the opportunities to capture valuable information about 

quality of life, cognition, or costs of treatment. 

 

Institutions, funders and stroke organisations share the responsibility for education and training 

of stroke researchers, to enable them to design and conduct high-quality stroke research, 

including pre-clinical studies, translation research, and clinical trials specific for prevention, 

acute treatment, and recovery of stroke. Openly accessible resources could be developed 

(including, for example, standard contracts, outcome assessment instruments, trial insurance 

information). Investment should also be made into developing and maintaining stroke research 

networks, to facilitate and standardise stroke research within health care systems(42). 

 

Research institutions should also provide core methodological expertise. To ensure high quality, 

researchers need to have not only content expertise (e.g. a theoretical understanding of the 

statistical methods used), but also experience of the practical application of this knowledge in 

stroke studies. Problems may arise at the design phase if such expertise is not available, and 

recruiting individuals with such expertise after a grant has been awarded is challenging, since by 

that stage much of the study design is already established. Many research groups are funded 

largely through income from time-limited grants, so it is only possible to retain such experienced 

individuals if the lead researcher repeatedly applies for grants to sustain the group. This may 

divert effort from addressing the most relevant research questions, and so another perverse 

incentive is born. An alternative model would be that research institutions on a local or regional 

level provide funding for individuals with core research methodological expertise, either 

embedded within, or accessible to, the research groups that they serve. 
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Finally, it is important that publishers, funders, institutions and stroke organisations reward not 

only researchers who produce research outputs in large quantity or on novel topics, but also 

those who do research to replicate key research findings, or high quality studies of treatments in 

clinical practice with large impact on human health. While publishers and funding agencies have 

an important role (by limiting access to publications and grants), it is also critical that institutions 

adopt a more nuanced approach to selecting candidates for promotion or tenure, with emphasis 

on delivery of high quality, well-designed research (following for instance the Leiden 

Manifesto(43)), and that national research assessment exercises take greater account of the rigour 

with which research was conducted(44). There is also insufficient academic recognition of some 

key aspects of clinical research. For example, Data Monitoring Committees provide vital 

oversight of clinical trials, the members of such committees require a unique set of skills and 

experience and carry a great burden of responsibility, but such work does not attract academic 

recognition or reward(45). 

 

Panel 3 gives examples of good design, conduct, and analysis in stroke research. 

Panel 3. Examples of good design, conduct, and analysis in stroke research 

1. Quality of pre-clinical research. There has been greater attention to the rigour with which 

preclinical research is conducted and reported, mediated through the Stroke Therapy 

Academic Industry Roundtable (STAIR) initiative(31) and the publication of the Animal 

Research: Reporting of In Vivo Experiments (ARRIVE) guidelines(46), with subsequent 

changes in editorial policy at Stroke, Journal of Cerebral  Blood Flow and Metabolism and 

International Journal of Stroke. Analysis of risk of bias in in-vivo research published in 

Stroke shows substantial improvements in the rates of reporting of, for instance, 

randomisation and blinding(47). 

2. Trial registration. There has been an increase in registration of stroke trials. Allowing a two 

year lag between study completion and publication, and looking only at stroke trials 
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registered at clinical trials.gov and only at studies indexed in PubMed, since 2000 there has 

been a 20-fold increase in the proportion of clinical trials registered (Malcolm R. Macleod, 

personal communication). 

3. Standardisation of conduct and analysis of stroke trials. The creation of clinical stroke 

research networks such as the National Institute for Health Research (NIHR) Stroke 

Research Network in the UK and StrokeNET in the US has led to standardisation and 

improvement in delivery of stroke trials (Gary A. Ford, personal communication). Progress 

has also been made in determining the most relevant outcome measures after stroke(48), 

including measures of cognitive function(49), and the best ways of analysing data from 

stroke trials(50). 

 

Regulation and management 

Research regulation (including governance) and management is essential to ensure that trials are 

performed ethically for the best interest and protection of participants, and to high scientific 

standards, but waste can arise from excessive and complex regulation and from poor 

management. Overburden of regulation and governance can lead to the failure of trials to recruit 

to time or target, or to researchers avoiding addressing important questions because of concerns 

that it will not be feasible to meet regulatory requirements, resulting in unnoticed and 

unquantifiable waste(18;51). 

 

Regulations for approval and conduct of research involving medical devices or drugs are 

complex, variably interpreted and enforced in different countries, and often out of proportion to 

the risk to participants(52). For instance, the EuroHYP-1 study of therapeutic hypothermia for 

acute ischaemic stroke(53) has been subject to extensive delay in receiving regulatory approval, 

due to being inconsistently classified as a drug trial, a device trial, neither or both, across 

different competent authorities in Europe. Some of the regulations for drug trials, such as 
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expedited reporting of suspected unexpected serious adverse reactions, and on-site monitoring, 

were developed for the testing of new agents in industry-led studies, and may not be appropriate 

for low-risk investigator-led trials testing licensed agents that have been in everyday clinical use 

for many years. 

 

Regulations for recruitment of patients with reduced consent capacity represent a particular 

problem in acute stroke trials, in some cases leading to delays in recruitment because of 

burdensome consent processes. There is a need to find alternative and simpler ways of patient 

recruitment to low-risk acute stroke trials. For example, some trials have developed emergency 

consent processes, with brief(54) or verbal consent(55;56), or even waiver of consent(57), after 

approval by ethics committees. The European Commission’s revised proposal for clinical trial 

regulation opens for a more flexible approach to consent in emergency settings(58), and this 

should probably be used more often in stroke research. 

 

Reduction in waste can also be expected from recent initiatives aiming at simplifying, 

centralising and harmonising regulation, and at making it proportionate to the degree of risk 

posed by the intervention under study. For example, the revised Declaration of Helsinki and the 

revised proposal for clinical trial regulation in the EU(58) state that the level of trial monitoring 

should be proportionate to the potential harms to research participants, and the Voluntary 

Harmonisation Procedure makes it possible to seek national approval simultaneously from several EU 

member states(59). Centralisation of research ethics committees has also taken place in many 

countries, but other initiatives have had less impact, such as the European Network of Research 

Ethics Committees (EUREC)(60), which was formed to foster a coordinated ethics review 

infrastructure in Europe. The MoreTrials campaign(61) represents a group of trialists lobbying 

for a revision of the International Conference on Harmonisation Good Clinical Practice (ICH-

GCP) guidelines which will make trials simpler, quicker and cheaper to run. For example, risk 
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adaptive monitoring and data verification processes can reduce monitoring costs without 

impacting on patient safety(62). The most recent addendum has gone some way to achieving 

this(63). 

 

Waste can be further reduced if regulators, policy makers and health care funders can play an 

active role in supporting research, for example by facilitating the integration of research into 

everyday clinical practice. Funding can be used as an incentive for institutions to take part in 

research, and re-imbursement of new, expensive treatments can be reserved for treatment that are 

given within a trial, as was done in the Multicenter Randomized Clinical Trial of Endovascular 

Treatment for Acute Ischemic Stroke in the Netherlands (MR CLEAN) trial of intra-arterial 

treatment for acute ischaemic stroke(64). Integration of research in clinical practice can also be 

facilitated through establishment of research networks within the health care system, although 

this has not been scientifically evaluated. The NIHR Stroke Research Network has streamlined 

research delivery and fostered a collaborative and constructively competitive environment in the 

UK(18), and in the US the establishment of StrokeNet was seen as a step in improving both 

research and clinical stroke care(65). Recruitment into randomised-controlled trials may also be 

increased by allowing co-enrolment to take place under special circumstances(66), or by 

allowing randomisation of patients who have already been included in stroke registries, as is 

planned in the TIMING study of the optimal timing of anticoagulation after stroke among 

patients with atrial fibrillation(67). 

 

Inefficient trial management is another source of waste, which can lead to slow recruitment and 

poor retention of patients in clinical trials(68), as well as low data quality. There is some 

evidence from methodological research for the effect of interventions aiming at increasing 

patient recruitment and retention in trials(68), and the Trial Forge(69) and Prioritising 

Recruitment in Randomised Controlled Trials (PRioRiTy)(70) initiatives aim at increasing 
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efficiency of trial management. Other initiatives are advocating methodological research to find 

better ways of recruiting and retaining patients, for example by conducting randomised-

controlled trials embedded within an on-going trial (host trial), a so-called Study Within A Trial 

(SWAT)(71-73). The SWAT Store is a central repository of ongoing SWATs, which allows 

investigators to see what methods are currently being tested(74). 

 

Panel 4 shows examples of best practice in regulation and management of stroke research. 

Panel 4. Examples of best practice in regulation and management of stroke research 

1. Integration of research in clinical practice: Trials within registries, and reimbursement of 

cost of new, unproven treatments only within a trial. Patients with stroke and atrial 

fibrillation included in the Swedish Stroke Registry are simultaneously included into the 

randomised-controlled TIMING trial of early vs. deferred start of anticoagulant therapy(67). 

During most of the course of the MR CLEAN trial of intra-arterial treatment for acute 

ischaemic stroke, the costs of treatment were only reimbursed for patients included into the 

trial(64), which was important for the trial’s ability to deliver to time and target. 

2. Use of alternative information and consent procedures, and alternative methods for site 

initiation and management. The Tranexamic acid for IntraCerebral Haemorrhage (TICH-2) 

trial uses a simple abbreviated one-page patient information sheet in order to effectively gain 

consent in an emergency situation(54). The Paramedic Initiated Lisinopril For Acute Stroke 

Treatment (PILFAST) trial(55) and the Rapid Intervention with Glyceryl trinitrate in 

Hypertensive stroke Trial 2 (RIGHT-2)(56) used verbal consent in the pre-hospital setting. 

The Ultra-early Tranexamic Acid After Subarachnoid Hemorrhage (ULTRA) trial of 

tranexamic acid for subarachnoid haemorrhage allows waiver of consent(57), as did some of 

the trials of intra-arterial treatment. Remote site initiation and monitoring has been used in 

many stroke trials(54;75-77) as a more cost-effective alternative to face-to-face visits.   
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3. Research on methods to improve recruitment and retention in stroke studies: Study-

Within-A-Trial (SWAT). The ESO Trials Network Committee has addressed regulation and 

management in previous workshops(52;68), and the REstart or STop Antithrombotics 

Randomised Trial (RESTART)(78) is delivering on these workshops by testing an alternative 

method for patient recruitment in a SWAT(79). 

 

Accessibility of information 

Much research never gets published(20;80), and access is restricted to subscribing institutions for 

many of the journal reports that are published. Furthermore, journal reports represent only a 

fraction of the information from a study, and the selection of which studies to report, and what 

information to share from each study, is often biased. Valuable information is also contained in 

research protocols, and more detailed analysis of participant-level data can be of great value, to 

verify the original findings, to answer new questions, or to plan new research. Accessibility of 

research protocols, primary journal reports, full study reports and availability of individual 

participant data will therefore increase value of research, and can reduce waste by avoiding 

redundant, misguided or even harmful research being done(19). 

 

Investigators report that limited time and low priority or importance of results are the most 

common reasons for not reporting studies(81). At the same time there is no empirical evidence 

that journals preferentially publish reports showing positive results(81), so there are reasons to 

believe that publication bias is mostly due to investigators’ selective reporting. It was therefore 

an important step in the right direction when the International Committee of Medical Journal 

Editors (ICMJE) in 2005 required prospective registration of all trials as a condition for 

publication of a primary study report. This year the US Department of Health and Human 

Services and the US National Institutes of Health have gone further by issuing rules for 

registering of clinical trials and submission of summary results to ClinicalTrials.gov(82). A next, 
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natural step could be for funders to withhold a part of the grant until the research is published, as 

practiced by the NIHR Health Technology Assessment programme in the UK. At the same time, 

research institutions could develop methods for rewarding full dissemination of research. 

 

Trials produce many more data than presented in a single article, and data selected for 

presentation in the primary report can be biased. For example, the study protocol and the 

statistical analysis plan contain data that are essential to the correct interpretation of the trial’s 

results. Unexpected challenges can arise, and plans often need to be changed for good reasons 

(e.g. change in inclusion criteria, change in sample size requirements due to unexpected outcome 

event rates, change in analysis method), but such changes need to be apparent rather than hidden. 

However, study protocols and statistical analysis plans are often not generally accessible, and 

when these can be accessed, even items as critical as eligibility criteria for inclusion into the trial 

were found to differ frequently between the study protocol and the published article(83;84). Such 

selective reporting can amplify the bias arising from selective reporting of entire studies(19), and 

is a possible explanation why the results often cannot be independently replicated. Suspicion of 

selective reporting can also be a reason for distrust in trial results, even for treatments of which 

benefits are considered beyond  reasonable doubt by the majority of clinicians, such as 

thrombolysis for acute ischaemic stroke(85). One solution could be to require the publication of 

the study protocol after registration(83;84) or, if this is not feasible, through registration at for 

example the Open Science Framework(86). 

 

Even when studies are reported, access to research is restricted, due to costs of journal 

subscriptions, or language barriers. “Open access” publishing represents a step forward, but is 

still not widely used(87), probably because of the extra costs for research institutions and 

individual researchers, and because most open access journals do not yet have comparably high 

impact factors. 
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The problem of reporting bias can perhaps be reduced by mandating the sharing of individual 

participant data from clinical trials, as proposed by the ICMJE and increasingly demanded by 

research funders and publishers(19;88;89). Data sharing will allow verification of the published 

results and detection of errors(19), which can increase confidence in results. It can also be used 

to examine new research questions, particularly if data from different trials can be pooled, and to 

plan new trials, for example in sample size calculations.  

 

Obviously, specific conditions must be met to support the widespread sharing of individual 

participant data(88;90). Participants’ anonymity must be preserved, and investigators should 

receive academic credit for sharing their data, from funders, publishers and institutions. They 

should also have the opportunity to publish any pre-specified analyses before giving access to 

others, and they should be included in publications arising from analysis of data that they have 

collected(91). It is also important that data is collected in standard formats to allow their 

integration, and that data are accompanied by clear metadata to avoid misinterpretation. There is 

also a need for standardised repositories where data can be uploaded and curated, such as the 

Virtual International Stroke Trials Archive (VISTA)(92;93). 

 

There are several initiatives aiming at making research information available. The AllTrials 

campaign has proposed that “all trials past and present should be registered, and the full methods 

and the results reported”(94). The Linked Clinical Trial project(95) is an independent 

membership association, founded and directed by publishers, that connects users to all published 

material related to an individual clinical trial. ClinicalTrials.gov also allows for links to protocols 

and full study reports, including data that were not included in the published report(96). Center 

for Open Science allows researchers to organise and archive research material and data, and later 

make these publicly available(97). Finally, the Academic Research Organization Consortium for 
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Continuing Evaluation of Scientific Studies — Cardiovascular (ACCESS CV) aims to provide 

avenues for sharing data from cardiovascular clinical trials(98). 

 

Panel 5 shows examples of best data sharing practice in stroke research. 

Panel 5. Examples of best data sharing practice in stroke research 

1. Repository for individual participant data. The Virtual International Stroke Trials Archive 

(VISTA)(92) has collated anonymous data from clinical trials and provided access to 

researchers for novel exploratory analyses for more than 10 years, and currently contains 

data from more than 82,000 patients.  

2. Pooling of individual participant data. Pooled analyses of individual participant data from 

trials of carotid endarterectomy for symptomatic carotid artery stenosis(99;100), carotid 

endarterectomy versus stenting(101), surgical decompression of space-occupying 

hemispheric infarction(102), thrombolytic treatment(103), and intra-arterial treatment for 

acute ischaemic stroke(104) have been able to estimate treatment effects in specific subsets 

of patients. The sharing of individual participant data before the publication of the results of 

the individual trials has allowed much earlier identification of benefit of surgical 

decompression in patients with space-occupying hemispheric infarction than would have 

been possible with each of the trials alone(102). 

3. “Threaded publications” and publication of full datasets. The Third International Stroke 

Trial (IST-3)(105) was given the BioMed Central Open Data Award in 2012 for excellence 

in sharing, standardisation, publication and re-use of biomedical research data, by linking 

“threaded publications” to create a “thread of evidence”(106). The NINDS trial(107) and the 

First IST(108) datasets are made freely available on-line, and the IST-3 dataset is now also 

available to bona fide researchers. 
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Reporting 

Few would dispute that reports of research should describe the question, its importance, the 

experimental method, the results, and the meaning of the results(109). Research will be wasteful 

if information is inadequate to be able to interpret the results correctly, to plan new research 

based on what has already been done, and to replicate research. Reporting guidelines aim to 

improve the quality of research reports, but they are often not adhered to. Many studies have 

found substantial evidence of poor research reporting, for all objectives listed above, regardless 

of disease, type of study, and type of publication(20). 

 

Adequate reports of research should clearly describe which questions were addressed and why, 

what was done, what was shown, and what the findings mean. Although the investigation of the 

quality of reporting in stroke research has not been extensive, there is evidence of: publication 

bias among pre-clinical stroke studies(110), clinical randomised-controlled trials(20;111) and 

observational studies(112); inadequate adherence to reporting criteria among randomised-

controlled trials(113); and insufficient descriptions of interventions in trials included in 

systematic reviews(114). However, it has yet to be establish the extent of adherence to reporting 

guidelines, the adequacy of reporting of pharmacological interventions, the selectiveness of 

outcome reporting(115), and the reproducibility of findings in stroke research. 

 

Reporting guidelines exists for protocols for some research designs (including the Standard 

Protocol Items: Recommendations for Interventional Trials (SPIRIT) guideline for clinical trial 

protocols(116)), but reporting guidelines for stroke trial protocols may also need to be specific to 

trials of prevention, acute treatment and rehabilitation. Stroke organisations could take on the 

task of writing guidelines for stroke trial protocols, or for elements of such protocols, for 

example outcome definitions. 
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A major initiative that arose to address some of the systemic problems with reporting in 

biomedical research was the Enhancing the QUAlity and Transparency Of health Research 

(EQUATOR) network(20;117). EQUATOR includes a comprehensive searchable library of 

reporting guidelines (e.g. CONSORT, PRISMA, STROBE, STARD, ARRIVE), toolkits to 

facilitate good reporting, and training courses. These reporting guidelines are not just a resource 

for researchers, but also for teachers, peer reviewers, and journal editors. For example, the 

Consolidated Standards of Reporting Trials (CONSORT)(118) and most other reporting 

guidelines recommend that research reports should set their findings in the context of an updated 

systematic review of all the available evidence. However, journals can still do more to endorse 

and enforce the use of reporting guidelines, such as CONSORT(119), including the 

recommendation to include updated systematic reviews. 

 

The Lancet has set an example by requiring, since 2005, clinical trials to be reported in the 

context of all the available evidence(120), requiring a Research in Context panel in which the 

authors report any research in the context of an up-to-date systematic review since 2010(121), 

and requiring the added value of the research to be described in a more prominent panel since 

2014(122). The Lancet’s series also recommended several actions to resolve and monitor the 

problems with research reporting(20): Funders and research institutions were encouraged to take 

responsibility for providing an infrastructure that facilitates good reporting, as well as to regulate 

and reward research so that it is well reported, and publishers should join funders and institutions 

in improving the capability and capacity of authors and reviewers to support good reporting. 

 

Some examples of best practice in research reporting exist in stroke research (Panel 6). We hope 

that these examples will motivate good practice as well as systematic evaluations of the 

adequacy of reporting of stroke research. 

Panel 6. Examples of good reporting practice in stroke research 
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1. Reporting guidelines for rehabilitation journals. A collaborative initiative between 28 

rehabilitation and disability journals has arisen to adopt reporting guidelines(123). 

2. Adherence to reporting guidelines in stroke journals. The European Stroke Journal requires 

authors to submit a checklist to demonstrate adherence to the relevant reporting 

guideline(124). 

3. Use of the Template for Intervention Description and Replication (TIDieR) checklist. The 

TIDieR checklist, intended to improve the reporting of interventions(125), has already been 

used in a trial of functional strength straining after stroke(126). 

 

Conclusions and future perspectives 

In this Policy View we have identified sources of waste in stroke research, and recommended 

approaches to reduce waste and increase value for each of the areas covered by The Lancet’s 

series (Panel 7). Our examples of best practice illustrate that some progress has been made, but 

there is room for much improvement, and stroke researchers, funders and other stakeholders 

might consider our recommendations when planning new research. 

 

For some of the areas (e.g. research design, accessibility and reporting) there is consensus on 

what constitutes best practice, and what changes to practice and policy that might reduce waste. 

However, little empirical evidence exists about adherence to these practices. For example, 

although reporting guidelines have been made, we have no data on whether they are used for 

reporting of stroke studies. For other areas (e.g. research regulation, management and analysis) 

there is uncertainty about what is best practice, and consensus has yet to be reached. For example, 

there is still many questions about the best ways to increase patient recruitment and retention(68), 

and to analyse data from stroke trials(50). In order to understand what is best practice in these 

areas, and to learn whether best practices are followed, we need more methodological research. 
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Approaches to reduce waste and increase value in stroke research must therefore include changes 

to practice as well as methodological research. 

 

For the areas in which there is consensus, waste must be reduced by changes to practice, for 

example, stronger adherence to reporting guidelines. Just as integration of research findings into 

clinical practice is often slow (e.g. proven treatments), adherence to best practices in stroke 

research can be inadequate. Information about adherence is important, but may not be sufficient, 

and stroke research may benefit from the results of implementation science to foster this last, 

important step from consensus to change in research practice. 

 

We have highlighted examples of best practice in stroke research in the hope that they will 

encourage stroke researchers to seek collaboration with each other, with other stakeholders, and 

with researchers in other disease-specific areas. The REWARD Alliance brings together 

researchers and other stakeholders in all areas of biomedical research, and can be one way of 

reducing waste. The REWARD Alliance and The Lancet series have already had many 

impacts(127), the first REWARD Alliance conference took place together with the EQUATOR 

Network in 2015, and REWARD symposia have taken place at the Clinical Trials in Alzheimer’s 

Disease (CTAD) conference in 2015 and now at the ESO Conference in 2016. Stroke researchers 

and clinicians can join by signing up to the REWARD statement(128), encouraging their 

organisations to add their name to the other partners of The Lancet’s REWARD campaign(15), 

conducting research to investigate the existence, causes, and solutions to waste, and – most of all 

– scrutinising their own practice. 

 

Panel 7. Take-home messages 

 There is waste and reduced efficiency in the way stroke research is chosen, designed, 

conducted, analysed, regulated, managed, disseminated and reported. There is need for 
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change in practice, as well as for methodological research to investigate methods of reducing 

waste and to monitor whether known methods of reducing waste are being followed. 

 Prioritisation: Criteria for prioritisation and priority topics for stroke research should be 

agreed through an alliance between stakeholders, including professional and patient/carer 

stroke organisations. All projects should be able to demonstrate that they have considered the 

needs of users of research, and that they build on knowledge from previous research. 

 Design, conduct and analysis: Institutions should provide education and training in research 

methods, and core methodological expertise. Funders should consider investing in stroke 

research networks, and funders, publishers and institutions should reward replication and 

quality of stroke research (instead of quantity alone). Stroke researchers might consider 

developing specific recommendations for the conduct of clinical trials in prevention, acute 

treatment, and recovery of stroke. Metrics could be used to check compliance with 

recommendations. Methodological research should be done to monitor the degree to which 

recommendations are followed, and to find the best research methods. 

 Regulation and management: Regulators and researchers should work together to simplify, 

centralise and harmonise regulations, and make them proportionate to the potential harms to 

participants. Researchers and regulators should consider simpler consent procedures and 

waiver of consent in the acute phase of stroke, and work together with health service funders 

to facilitate the integration of research in everyday clinical practice. Researchers should 

perform methodological research, for example to find the best methods for increasing patient 

recruitment and retention. 

 Dissemination: All research protocols and statistical analysis plans should be published or at 

least registered. Funders and institutions should support stroke researchers to publish their 

research with open access, and might consider allocating a part of the grant for publication 

and wider dissemination. Institutions and researchers should be willing to share individual 

participant data, and studies should be planned in advance to combine data. Researchers and 
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regulators should work together to solve issues relating to protection of participant 

anonymity and rights of investigators. 

 Reporting: Researchers and publishers might consider developing reporting 

recommendations for stroke trials that are specific to trials of prevention, acute treatment and 

rehabilitation. Metrics could be used to assess adherence to recommendations. Institutions 

and funders should reward adherence to reporting recommendations, as well as full and 

prompt reporting. Publishers should do more to endorse and enforce the use of reporting 

guidelines, including the recommendation to include updated literature reviews 
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Search strategy and selection criteria 

References for this Policy View were suggested by members of the ESO Trials Network 

Committee. Further references were identified through searches on PubMed with the terms 

“waste”, “inefficiency”, “prioritisation”, “design”, “conduct”, “analysis”, “regulation”, 

“management”, “accessibility” OR “reporting”, each in combination with “stroke” AND 

“research”. Only papers published in the period January 2010 to August 2016 were considered. 

The symposium was based on The Lancet series(16-20), and topics and speakers were agreed 

between the ESO Trials Network Committee and The Lancet Neurology editors. The survey was 

designed by members of the ESO Trials Network Committee. 

  



Policy View 

26 
 

Contributors 

EB led the writing of the report and made the first draft. PS, MRM, NS, HBvdW, RA-SS and CS 

each wrote the first draft of various sections of the report. CS was responsible for the survey. All 

authors contributed to the survey and the symposium and commented on the report. 

 

Declarations of interest 

HBvdW, MRM and RA-SS were co-authors of The Lancet series “Research: increasing value, 

reducing waste”. EB, NS and RA-SS are members of the MoreTrials campaign. All other authors 

did not declare competing interests. 

 

Acknowledgements 

The symposium involved stroke researchers and representatives from industry and publishers. It 

was organised jointly by the ESO Trials Network Committee and The Lancet Neurology (editors 

Elena Becker-Barroso and Caitlin Aspinall) and paid for by the ESO. Members of the ESO 

Trials Network Committee (2016-2017): Marcel Arnold, Eivind Berge (chairman), Exuperio 

Diez-Tejedor, Dalius Jatuzis, Peter J. Kelly, Derk W. Krieger, Paul J. Nederkoorn, Peter 

Sandercock, Christian Stapf, and Christian Weimar. Associated members: Gary A. Ford and 

Rustam Al-Shahi Salman. 

  



Policy View 

27 
 

References 

 (1)  World Health Organization. The top ten causes of death. Fact sheet no. 310. Geneva: Word 

Health Organization; 2014. 

 (2)  Krishnamurthi RV, Feigin VL, Forouzanfar MH, Mensah GA, Connor M, Bennett DA et al. 

Global and regional burden of first-ever ischaemic and haemorrhagic stroke during 1990-

2010: findings from the Global Burden of Disease Study 2010. Lancet Glob Health 

2013;1(5):e259-e281. 

 (3)  Gustavsson A, Svensson M, Jacobi F, Allgulander C, Alonso J, Beghi E et al. Cost of 

disorders of the brain in Europe 2010. Eur Neuropsychopharmacol 2011;21(10):718-79. 

 (4)  Heidenreich PA, Trogdon JG, Khavjou OA, Butler J, Dracup K, Ezekowitz MD et al. 

Forecasting the future of cardiovascular disease in the United States: a policy statement 

from the American Heart Association. Circulation 2011;123(8):933-44. 

 (5)  Johnston SC. The 2008 William M. Feinberg lecture: prioritizing stroke research. Stroke 

2008;39(12):3431-6. 

 (6)  Chambers M, Hutton J, Gladman J. Cost-effectiveness analysis of antiplatelet therapy in 

the prevention of recurrent stroke in the UK. Aspirin, dipyridamole and aspirin-

dipyridamole. Pharmacoeconomics 1999;16(5 Pt 2):577-93. 

 (7)  Murray CJ, Lauer JA, Hutubessy RC, Niessen L, Tomijima N, Rodgers A et al. 

Effectiveness and costs of interventions to lower systolic blood pressure and cholesterol: a 

global and regional analysis on reduction of cardiovascular-disease risk. Lancet 

2003;361(9359):717-25. 

 (8)  Demaerschalk BM, Hwang HM, Leung G. Cost analysis review of stroke centers, 

telestroke, and rt-PA. Am J Manag Care 2010;16(7):537-44. 

 (9)  Ganesalingam J, Pizzo E, Morris S, Sunderland T, Ames D, Lobotesis K. Cost-utility 

analysis of mechanical thrombectomy using stent retrievers in acute ischemic stroke. 

Stroke 2015;46(9):2591-8. 

(10)  Saka O, Serra V, Samyshkin Y, McGuire A, Wolfe CC. Cost-effectiveness of stroke unit 

care followed by early supported discharge. Stroke 2009;40(1):24-9. 

(11)  Luengo-Fernandez R, Leal J, Gray A. UK research spend in 2008 and 2012: comparing 

stroke, cancer, coronary heart disease and dementia. BMJ Open 2015;5(4):e006648. 

(12)  Pendlebury ST. Worldwide under-funding of stroke research. Int J Stroke 2007;2(2):80-4. 

(13)  Chalmers I, Glasziou P. Avoidable waste in the production and reporting of research 

evidence. Lancet 2009;374(9683):86-9. 

(14)  The REWARD Alliance. URL: http://rewardalliance.net/. Accessed on: January 24th 2017. 

(15)  The Lancet REduce research Waste And Reward Diligence (REWARD) Campaign. URL: 

http://www.thelancet.com/campaigns/efficiency. Accessed on: January 24th 2017. 

(16)  Chalmers I, Bracken MB, Djulbegovic B, Garattini S, Grant J, Gulmezoglu AM et al. How 

to increase value and reduce waste when research priorities are set. Lancet 

2014;383(9912):156-65. 

(17)  Ioannidis JP, Greenland S, Hlatky MA, Khoury MJ, Macleod MR, Moher D et al. 

Increasing value and reducing waste in research design, conduct, and analysis. Lancet 

2014;383(9912):166-75. 

(18)  Salman RA-S, Beller E, Kagan J, Hemminki E, Phillips RS, Savulescu J et al. Increasing 

value and reducing waste in biomedical research regulation and management. Lancet 

2014;383(9912):176-85. 

http://rewardalliance.net/
http://www.thelancet.com/campaigns/efficiency


Policy View 

28 
 

(19)  Chan AW, Song F, Vickers A, Jefferson T, Dickersin K, Gotzsche PC et al. Increasing 

value and reducing waste: addressing inaccessible research. Lancet 2014;383(9913):257-

66. 

(20)  Glasziou P, Altman DG, Bossuyt P, Boutron I, Clarke M, Julious S et al. Reducing waste 

from incomplete or unusable reports of biomedical research. Lancet 2014;383(9913):267-

76. 

(21)  Ioannidis JP. Why Most Clinical Research Is Not Useful. PLoS Med 2016;13(6):e1002049. 

(22)  National Institutes of Neurological Disorders and Stroke. ImPACT Program: Fostering 

immediate practice-altering clinical trials. URL: 

https://www.fbo.gov/index?s=opportunity&mode=form&id=631c562b7d06e5921938fee44

d4073f2&tab=core&_cview=1. Accessed on: January 24th 2017. 

(23)  Hanney SR, Gonzalez Block MA. Building health research systems to achieve better health. 

Health Res Policy Syst 2006;4:10. 

(24)  Chalmers I, Atkinson P, Fenton M, Firkins L, Crowe S, Cowan K. Tackling treatment 

uncertainties together: the evolution of the James Lind Initiative, 2003-2013. J R Soc Med 

2013;106(12):482-91. 

(25)  Pollock A, St GB, Fenton M, Firkins L. Top 10 research priorities relating to life after 

stroke--consensus from stroke survivors, caregivers, and health professionals. Int J Stroke 

2014;9(3):313-20. 

(26)  Patient-Centered Outcomes Research Institute. URL: http://www.pcori.org/. Accessed on: 

January 24th 2017. 

(27)  Oliver S. Exploring lay perspectives in questions of effectiveness. In: Chalmers I, Maynard 

A, editors. Non-random reflections on health services research. London: BMJ Publishing 

Group 1997: 272-91. 

(28)  Oliver S. Users of health services: following their agenda. In: Hood S, Mayall B, Oliver S, 

editors. Critical issues in social research. Buckingham: Open University Press 1999: 139-

53. 

(29)  McKevitt C, Redfern J, Mold F, Wolfe C. Qualitative studies of stroke: a systematic 

review. Stroke 2004;35(6):1499-505. 

(30)  Chabriat H, Joutel A, Dichgans M, Tournier-Lasserve E, Bousser MG. Cadasil. Lancet 

Neurol 2009;8(7):643-53. 

(31)  Recommendations for standards regarding preclinical neuroprotective and restorative drug 

development. Stroke 1999;30(12):2752-8. 

(32)  van der Worp HB, Howells DW, Sena ES, Porritt MJ, Rewell S, O'Collins V et al. Can 

animal models of disease reliably inform human studies? PLoS Med 2010;7(3):e1000245. 

(33)  Dirnagl U, Hakim A, Macleod M, Fisher M, Howells D, Alan SM et al. A concerted appeal 

for international cooperation in preclinical stroke research. Stroke 2013;44(6):1754-60. 

(34)  Jones AP, Conroy E, Williamson PR, Clarke M, Gamble C. The use of systematic reviews 

in the planning, design and conduct of randomised trials: a retrospective cohort of NIHR 

HTA funded trials. BMC Med Res Methodol 2013;13:50. 

(35)  Blommaert J. Rationalizing the unreasonable: there are no good academics in the EU? 

URL: https://alternative-democracy-research.org/2015/06/10/rationalizing-the-

unreasonable-there-are-no-good-academics-in-the-eu/. Accessed on: January 24th 2017. 

(36)  Ioannidis JP. More time for research: fund people not projects. Nature 

2011;477(7366):529-31. 

(37)  Database of Research in Stroke (DORIS). URL: www.askdoris.org. Accessed on: January 

24th 2017.  

(38)  Cochrane Stroke Group. URL: http://stroke.cochrane.org/. Accessed on: January 24th 2017. 

http://www.fbo.gov/index?s=opportunity&mode=form&id=631c562b7d06e5921938fee44d4073f2&tab=core&_cview=1
http://www.fbo.gov/index?s=opportunity&mode=form&id=631c562b7d06e5921938fee44d4073f2&tab=core&_cview=1
http://www.pcori.org/
http://www.askdoris.org/
http://stroke.cochrane.org/


Policy View 

29 
 

(39)  Mead GE, Hsieh CF, Lee R, Kutlubaev MA, Claxton A, Hankey GJ et al. Selective 

serotonin reuptake inhibitors (SSRIs) for stroke recovery. Cochrane Database Syst Rev 

2012;11:CD009286. 

(40)  Mead G, Hackett ML, Lundstrom E, Murray V, Hankey GJ, Dennis M. The FOCUS, 

AFFINITY and EFFECTS trials studying the effect(s) of fluoxetine in patients with a 

recent stroke: a study protocol for three multicentre randomised controlled trials. Trials 

2015;16:369. 

(41)  Sacco RL, Sandercock P, Endres M, Feigin V, Pandian J, Shinohara Y et al. Review and 

prioritization of stroke research recommendations to address the mission of the World 

Stroke Organization: a call to action from the WSO Research Committee. Int J Stroke 

2015;10 Suppl A100:4-9. 

(42)  Darbyshire J, Sitzia J, Cameron D, Ford G, Littlewood S, Kaplan R et al. Extending the 

clinical research network approach to all of healthcare. Ann Oncol 2011;22 Suppl 7:vii36-

vii43. 

(43)  Hicks D, Wouters P, Waltman L, de RS, Rafols I. Bibliometrics: The Leiden Manifesto for 

research metrics. Nature 2015;520(7548):429-31. 

(44)  Macleod MR, Lawson MA, Kyriakopoulou A, Serghiou S, de WA, Sherratt N et al. Risk 

of bias in reports of in vivo research: A focus for improvement. PLoS Biol 

2015;13(10):e1002273. 

(45)  Armstrong PW, Califf RM. Data and safety monitoring boards: academic credit where 

credit is due? JAMA 2013;310(15):1563-4. 

(46)  Kilkenny C, Browne WJ, Cuthill IC, Emerson M, Altman DG. Improving bioscience 

research reporting: the ARRIVE guidelines for reporting animal research. PLoS Biol 

2010;8(6):e1000412. 

(47)  Minnerup J, Zentsch V, Schmidt A, Fisher M, Schabitz WR. Methodological quality of 

experimental stroke studies published in the Stroke journal: Time trends and effect of the 

basic science checklist. Stroke 2016;47(1):267-72. 

(48)  Lees KR, Bath PM, Schellinger PD, Kerr DM, Fulton R, Hacke W et al. Contemporary 

outcome measures in acute stroke research: choice of primary outcome measure. Stroke 

2012;43(4):1163-70. 

(49)  Hachinski V, Iadecola C, Petersen RC, Breteler MM, Nyenhuis DL, Black SE et al. 

National Institute of Neurological Disorders and Stroke-Canadian Stroke Network vascular 

cognitive impairment harmonization standards. Stroke 2006;37(9):2220-41. 

(50)  Bath PM, Gray LJ, Collier T, Pocock S, Carpenter J. Can we improve the statistical 

analysis of stroke trials? Statistical reanalysis of functional outcomes in stroke trials. 

Stroke 2007;38(6):1911-5. 

(51)  The Academy of Medical Sciences. A new pathway for the regulation and governance of 

health research. London: 2011. 

(52)  Berge E, Ford GA, Bath PM, Stapf C, van der Worp HB, Demotes J et al. Regulation and 

governance of multinational drug trials in stroke: barriers and possibilities. Int J Stroke 

2015;10(3):425-8. 

(53)  van der Worp HB, Macleod MR, Bath PM, Demotes J, Durand-Zaleski I, Gebhardt B et al. 

EuroHYP-1: European multicenter, randomized, phase III clinical trial of therapeutic 

hypothermia plus best medical treatment vs. best medical treatment alone for acute 

ischemic stroke. Int J Stroke 2014;9(5):642-5. 

(54)  Sprigg N, Robson K, Bath P, Dineen R, Roberts I, Robinson T et al. Intravenous 

tranexamic acid for hyperacute primary intracerebral hemorrhage: Protocol for a 

randomized, placebo-controlled trial. Int J Stroke 2016;11(6):683-94. 



Policy View 

30 
 

(55)  Shaw L, Price C, McLure S, Howel D, McColl E, Younger P et al. Paramedic Initiated 

Lisinopril For Acute Stroke Treatment (PIL-FAST): results from the pilot randomised 

controlled trial. Emerg Med J 2014;31(12):994-9. 

(56)  Rapid Intervention with Glyceryl trinitrate in Hypertensive stroke Trial-2 (RIGHT-2). 

URL: http://www.isrctn.com/ISRCTN26986053. Accessed on: January 24th 2017. 

(57)  Germans MR, Post R, Coert BA, Rinkel GJ, Vandertop WP, Verbaan D. Ultra-early 

ranexamic acid after subarachnoid hemorrhage (ULTRA): study protocol for a randomized 

controlled trial. Trials 2013;14:143. 

(58)  European Commission. Regulation (EU) no 536/2014 of the European Parliament and of 

the Council of 16 April 2014 on clinical trials on medicinal products for human use, and 

repealing Directive 2001/20/EC. Office of the European Union 2014. 

(59)  Clinical Trials Facilitation Groups. Guidance document for sponsors for a Voluntary 

Harmonisation Procedure (VHP) for the assessment of multinational Clinical Trial 

Applications. URL: http://www.hma.eu/fileadmin/dateien/Human_Medicines/01-

About_HMA/Working_Groups/CTFG/2013_06_CTFG_VHP.pdf. Accessed on: January 

24th 2017. 

(60)  European Network of Research Ethics Committees (EUREC).URL: 

http://www.eurecnet.org/index.html. Accessed on: January 24th 2017 

(61)  MoreTrials. URL: http://moretrials.net/. Accessed on: January 24th 2017. 

(62)  Lindblad AS, Manukyan Z, Purohit-Sheth T, Gensler G, Okwesili P, Meeker-O'Connell A 

et al. Central site monitoring: results from a test of accuracy in identifying trials and sites 

failing Food and Drug Administration inspection. Clin Trials 2014;11(2):205-17. 

(63)  Food and Drug Administration. E6(R2) Good Clinical Practice; International Conference 

on Harmonisation; Draft Guidance for Industry; Availability. A Notice by the Food and 

Drug Administration on 09/29/2015. Federal Register 2015;58492-3. 

(64)  Berkhemer OA, Fransen PS, Beumer D, van den Berg LA, Lingsma HF, Yoo AJ et al. A 

randomized trial of intraarterial treatment for acute ischemic stroke. N Engl J Med 

2015;372(1):11-20. 

(65)  Landis S, Fisher M. Why the United States needs a network for stroke clinical trials. Stroke 

2013;44(5):1217-8. 

(66)  Myles PS, Williamson E, Oakley J, Forbes A. Ethical and scientific considerations for 

patient enrollment into concurrent clinical trials. Trials 2014;15:470. 

(67)  TIMING study. URL: https://clinicaltrials.gov/ct2/results?term=02961348&Search=Search. 

Accessed on: January 24th 2017. 

(68)  Berge E, Stapf C, Al-Shahi SR, Ford GA, Sandercock P, van der Worp HB et al. Methods 

to improve patient recruitment and retention in stroke trials. Int J Stroke 2016;11(6):663-76. 

(69)  Treweek S, Altman DG, Bower P, Campbell M, Chalmers I, Cotton S et al. Making 

randomised trials more efficient: report of the first meeting to discuss the Trial Forge 

platform. Trials 2015;16(1):261. 

(70)  Prioritising Recruitment in Randomised Controlled Trials (PRioRiTy). URL: 

https://www.hrb-tmrn.ie/priority-prioritising-recruitment-in-randomised-trials/. Accessed 

on: January 24th 2017. 

(71)  Smith V, Clarke M, Begley C, Devane D. SWAT-1: The effectiveness of a 'site visit' 

intervention on recruitment rates in a multi-centre randomised trial. Trials 2015;16(1):211. 

(72)  The Global Health Network. Studies Within A Trial. URL: 

https://globalhealthtrials.tghn.org/resources/studies-within-trial/. Accessed on: January 24th 

2017. 

http://www.isrctn.com/ISRCTN26986053
http://www.hma.eu/fileadmin/dateien/Human_Medicines/01-About_HMA/Working_Groups/CTFG/2013_06_CTFG_VHP.pdf
http://www.hma.eu/fileadmin/dateien/Human_Medicines/01-About_HMA/Working_Groups/CTFG/2013_06_CTFG_VHP.pdf
http://www.eurecnet.org/index.html
http://moretrials.net/
http://www.hrb-tmrn.ie/priority-prioritising-recruitment-in-randomised-trials/


Policy View 

31 
 

(73)  Rick J, Graffy J, Knapp P, Small N, Collier DJ, Eldridge S et al. Systematic techniques for 

assisting recruitment to trials (START): study protocol for embedded, randomized 

controlled trials. Trials 2014;15:407. 

(74)  The Northern Ireland Hub for Trials Methodology Research. SWAT Store. URL: 

http://www.qub.ac.uk/sites/TheNorthernIrelandNetworkforTrialsMethodologyResearch/S

WATSWARInformation/Repositories/SWATStore/. Accessed on: January 24th 2017. 

(75)  REstart or STop Antithrombotics Randomised Trial. URL: 

http://www.isrctn.com/ISRCTN71907627. Accessed on: January 24th 2017. 

(76)  Anderson CS, Robinson T, Lindley RI, Arima H, Lavados PM, Lee TH et al. Low-dose 

versus standard-dose intravenous alteplase in acute ischemic stroke. N Engl J Med 

2016;374(24):2313-23. 

(77)  Bath PM, Woodhouse L, Scutt P, Krishnan K, Wardlaw JM, Bereczki D et al. Efficacy of 

nitric oxide, with or without continuing antihypertensive treatment, for management of 

high blood pressure in acute stroke (ENOS): a partial-factorial randomised controlled trial. 

Lancet 2015;385(9968):617-28. 

(78)  Salman RA-S. Promoting Recruitment using Information Management Efficiently 

(PRIME). URL: 

https://www.qub.ac.uk/sites/TheNorthernIrelandNetworkforTrialsMethodologyResearch/Fi

leStore/Filetoupload,542008,en.pdf. Accessed on: January 24th 2017. 

(79)  The Northern Ireland Hub for Trials Methodology Research. SWAT Store. URL: 

http://www.qub.ac.uk/sites/TheNorthernIrelandNetworkforTrialsMethodologyResearch/S

WATSWARInformation/Repositories/SWATStore/. Accessed on: January 24th 2017. 

(80)  Gibson LM, Brazzelli M, Thomas BM, Sandercock PA. A systematic review of clinical 

trials of pharmacological interventions for acute ischaemic stroke (1955-2008) that were 

completed, but not published in full. Trials 2010;11:43. 

(81)  Song F, Parekh S, Hooper L, Loke YK, Ryder J, Sutton AJ et al. Dissemination and 

publication of research findings: an updated review of related biases. Health Technol 

Assess 2010;14(8):iii, ix-iii,193. 

(82)  The Lancet Neurology. Towards greater transparency in clinical trial reporting. Lancet 

Neurol 2016;15(13):1295. 

(83)  Wieseler B, Kerekes MF, Vervoelgyi V, McGauran N, Kaiser T. Impact of document type 

on reporting quality of clinical drug trials: a comparison of registry reports, clinical study 

reports, and journal publications. BMJ 2012;344:d8141. 

(84)  Wieseler B, Wolfram N, McGauran N, Kerekes MF, Vervolgyi V, Kohlepp P et al. 

Completeness of reporting of patient-relevant clinical trial outcomes: comparison of 

unpublished clinical study reports with publicly available data. PLoS Med 

2013;10(10):e1001526. 

(85)  Shinton R. Questions about authorisation of alteplase for ischaemic stroke. Lancet 

2014;384(9944):659-60. 

(86)  Open Science Framework. URL: https://osf.io/. Accessed on: January 24th 2017. 

(87)  Bjork BC, Welling P, Laakso M, Majlender P, Hedlund T, Gudnason G. Open access to 

the scientific journal literature: situation 2009. PLoS One 2010;5(6):e11273. 

(88)  Longo DL, Drazen JM. Data sharing. N Engl J Med 2016;374(3):276-7. 

(89)  Taichman DB, Backus J, Baethge C, Bauchner H, de Leeuw PW, Drazen JM et al. Sharing 

clinical trial data: a proposal from the International Committee of Medical Journal Editors. 

Lancet 2016;387(10016):e9-11. 

(90)  Antman EM, Benjamin EJ, Harrington RA, Houser SR, Peterson ED, Bauman MA et al. 

Acquisition, analysis, and sharing of data in 2015 and beyond: A survey of the landscape: 

http://www.qub.ac.uk/sites/TheNorthernIrelandNetworkforTrialsMethodologyResearch/SWATSWARInformation/Repositories/SWATStore/
http://www.qub.ac.uk/sites/TheNorthernIrelandNetworkforTrialsMethodologyResearch/SWATSWARInformation/Repositories/SWATStore/
http://www.isrctn.com/ISRCTN71907627
http://www.qub.ac.uk/sites/TheNorthernIrelandNetworkforTrialsMethodologyResearch/FileStore/Filetoupload,542008,en.pdf
http://www.qub.ac.uk/sites/TheNorthernIrelandNetworkforTrialsMethodologyResearch/FileStore/Filetoupload,542008,en.pdf
http://www.qub.ac.uk/sites/TheNorthernIrelandNetworkforTrialsMethodologyResearch/SWATSWARInformation/Repositories/SWATStore/
http://www.qub.ac.uk/sites/TheNorthernIrelandNetworkforTrialsMethodologyResearch/SWATSWARInformation/Repositories/SWATStore/


Policy View 

32 
 

A conference report from the American Heart Association Data Summit 2015. J Am Heart 

Assoc 2015;4(11). 

(91)  Haug CJ. From patient to patient. Sharing the data from clinical trials. N Engl J Med 

2016;374(25):2409-11. 

(92)  Virtual International Stroke Trials Archive. URL: www.vista.gla.ac.uk. Accessed on: 

January 24th 2017. 

(93)  Bierer BE, Li R, Barnes M, Sim I. A global, neutral platform for sharing trial data. N Engl 

J Med 2016;374(25):2411-3. 

(94)  AllTrials. URL: http://www.alltrials.net/. Accessed on: January 24th 2017. 

(95)  Linked Clinical Trials. URL: http://www.crossref.org/. Accessed on: January 24th 2017. 

(96)  ClinicalTrials.gov. URL: https://clinicaltrials.gov/. Accessed on: January 24th 2017. 

(97)  Center for Open Science. URL: https://centerforopenscience.github.io/. Accessed on: 

January 24th 2017. 

(98)  Patel MR, Armstrong PW, Bhatt DL, Braunwald E, Camm AJ, Fox KA et al. Sharing data 

from cardiovascular clinical trials. A Proposal. N Engl J Med 2016;375(5):407-9. 

(99)  Rothwell PM, Eliasziw M, Gutnikov SA, Fox AJ, Taylor DW, Mayberg MR et al. Analysis 

of pooled data from the randomised controlled trials of endarterectomy for symptomatic 

carotid stenosis. Lancet 2003;361(9352):107-16. 

(100)  Rothwell PM, Eliasziw M, Gutnikov SA, Warlow CP, Barnett HJ. Endarterectomy for 

symptomatic carotid stenosis in relation to clinical subgroups and timing of surgery. 

Lancet 2004;363(9413):915-24. 

(101)  Bonati LH, Dobson J, Algra A, Branchereau A, Chatellier G, Fraedrich G et al. Short-term 

outcome after stenting versus endarterectomy for symptomatic carotid stenosis: a 

preplanned meta-analysis of individual patient data. Lancet 2010;376(9746):1062-73. 

(102)  Vahedi K, Hofmeijer J, Juettler E, Vicaut E, George B, Algra A et al. Early decompressive 

surgery in malignant infarction of the middle cerebral artery: a pooled analysis of three 

randomised controlled trials. Lancet Neurol 2007;6(3):215-22. 

(103)  Emberson J, Lees KR, Lyden P, Blackwell L, Albers G, Bluhmki E et al. Effect of 

treatment delay, age, and stroke severity on the effects of intravenous thrombolysis with 

alteplase for acute ischaemic stroke: a meta-analysis of individual patient data from 

randomised trials. Lancet 2014;384(9958):1929-35. 

(104)  Goyal M, Menon BK, van Zwam WH, Dippel DW, Mitchell PJ, Demchuk AM et al. 

Endovascular thrombectomy after large-vessel ischaemic stroke: a meta-analysis of 

individual patient data from five randomised trials. Lancet 2016;387(10029):1723-31. 

(105)  Sandercock P, Wardlaw JM, Lindley RI, Dennis M, Cohen G, Murray G et al. The benefits 

and harms of intravenous thrombolysis with recombinant tissue plasminogen activator 

within 6 h of acute ischaemic stroke (the Third International Stroke Trial [IST-3]): a 

randomised controlled trial. Lancet 2012;379(9834):2352-63. 

(106)  Cochrane J. The third International Stroke Trial (IST-3) – an exemplary threaded 

publication? URL: http://blogs.biomedcentral.com/on-medicine/2012/05/25/the-third-

international-stroke-trial-ist-3-an-exemplary-threaded-publication/. Accessed on: January 

24th 2017. 

(107)  The National Institute of Neurological Disorders and Stroke rt-PA Stroke Study Group. 

Tissue plasminogen activator for acute ischemic stroke. N Engl J Med 1995;333(24):1581-

7. 

(108)  The International Stroke Trial (IST): a randomised trial of aspirin, subcutaneous heparin, 

both, or neither among 19435 patients with acute ischaemic stroke. International Stroke 

Trial Collaborative Group. Lancet 1997;349(9065):1569-81. 

http://www.vista.gla.ac.uk/
http://www.alltrials.net/
http://www.crossref.org/
http://blogs.biomedcentral.com/on-medicine/2012/05/25/the-third-international-stroke-trial-ist-3-an-exemplary-threaded-publication/
http://blogs.biomedcentral.com/on-medicine/2012/05/25/the-third-international-stroke-trial-ist-3-an-exemplary-threaded-publication/


Policy View 

33 
 

(109)  Bradford Hill A. Reasons to write. BMJ 1965;2:870. 

(110)  Sena ES, van der Worp HB, Bath PM, Howells DW, Macleod MR. Publication bias in 

reports of animal stroke studies leads to major overstatement of efficacy. PLoS Biol 

2010;8(3):e1000344. 

(111)  Liebeskind DS, Kidwell CS, Sayre JW, Saver JL. Evidence of publication bias in reporting 

acute stroke clinical trials. Neurology 2006;67(6):973-9. 

(112)  Whiteley W, Chong WL, Sengupta A, Sandercock P. Blood markers for the prognosis of 

ischemic stroke: a systematic review. Stroke 2009;40(5):e380-e389. 

(113)  Bath FJ, Owen VE, Bath PM. Quality of full and final publications reporting acute stroke 

trials: a systematic review. Stroke 1998;29(10):2203-10. 

(114)  Hoffmann TC, Walker MF, Langhorne P, Eames S, Thomas E, Glasziou P. What's in a 

name? The challenge of describing interventions in systematic reviews: analysis of a 

random sample of reviews of non-pharmacological stroke interventions. BMJ Open 

2015;5(11):e009051. 

(115)  Goldacre B, Drysdale H, Powell-Smith A. The COMPare Trials Project. URL: 

www.COMPare-trials.org. Accessed on: January 24th 2017. 

(116)  Chan AW, Tetzlaff JM, Altman DG, Laupacis A, Gotzsche PC, Krleza-Jeric K et al. 

SPIRIT 2013 statement: defining standard protocol items for clinical trials. Ann Intern Med 

2013;158(3):200-7. 

(117)  Enhancing the QUAlity and Transparency Of health Research (EQUATOR) network. URL: 

http://www.equator-network.org/. Accessed on: January 24th 2017. 

(118)  Schulz KF, Altman DG, Moher D. CONSORT 2010 Statement: updated guidelines for 

reporting parallel group randomised trials. BMC Med 2010;8:18. 

(119)  Turner L, Shamseer L, Altman DG, Schulz KF, Moher D. Does use of the CONSORT 

Statement impact the completeness of reporting of randomised controlled trials published 

in medical journals? A Cochrane review. Syst Rev 2012;1:60. 

(120)  Young C, Horton R. Putting clinical trials into context. Lancet 2005;366(9480):107-8. 

(121)  Clark S, Horton R. Putting research into context--revisited. Lancet 2010;376(9734):10-1. 

(122)  Kleinert S, Benham L, Collingridge D, Summerskill W, Horton R. Further emphasis on 

research in context. Lancet 2014;384(9961):2176-7. 

(123)  Enhancing the QUAlity and Transparency Of health Research (EQUATOR) network. URL: 

http://www.equator-network.org/2014/04/09/collaborative-initiative-involving-28-

rehabilitation-and-disability-journals/. Accessed on: January 24th 2017. 

(124)  European Stroke Journal. European Stroke Journal. URL: https://uk.sagepub.com/en-

gb/eur/european-stroke-journal/journal202475#submission-guidelines. Accesseed on: 

January 24th 2017. 

(125)  Hoffmann TC, Glasziou PP, Boutron I, Milne R, Perera R, Moher D et al. Better reporting 

of interventions: template for intervention description and replication (TIDieR) checklist 

and guide. BMJ 2014;348:g1687. 

(126)  van VP, Hunter SM, Donaldson C, Pomeroy V. Using the TIDieR checklist to standardize 

the description of a functional strength training intervention for the upper limb after stroke. 

J Neurol Phys Ther 2016;40(3):203-8. 

(127)  Moher D, Glasziou P, Chalmers I, Nasser M, Bossuyt PM, Korevaar DA et al. Increasing 

value and reducing waste in biomedical research: who's listening? Lancet 

2016;387(10027):1573-86. 

(128)  The REWARD statement. URL: http://rewardalliance.net/reward-statement/. Accessed on: 

January 24th 2017. 

http://www.compare-trials.org/
http://www.equator-network.org/
http://www.equator-network.org/2014/04/09/collaborative-initiative-involving-28-rehabilitation-and-disability-journals/
http://www.equator-network.org/2014/04/09/collaborative-initiative-involving-28-rehabilitation-and-disability-journals/
http://rewardalliance.net/reward-statement/

