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1. The Wellcome Trust is a global charity dedicated to achieving extraordinary improvements in 
human and animal health.  We support the brightest minds in biomedical research and the 
medical humanities.  Our breadth of support includes public engagement, education and the 
application of research to improve health.  We are independent of both political and 
commercial interests. 

2. The UK bioscience sector has become increasingly concerned over recent years that 
regulatory burdens are unnecessarily delaying research and damaging the UK’s reputation as 
a world leader in biomedical research and development.  The Trust therefore welcomes the 
Academy of Medical Sciences’ (AMS) review of the regulation and governance of medical 
research, and is pleased to be able to respond to the consultation.    

3. In compiling our response we have sought evidence and case studies from Trust-funded 
researchers in a number of different fields, as set out in the AMS call for evidence.  Our key 
concerns and recommended actions are set out below; the accompanying background 
document provides a more detailed review of the specific barriers and impediments identified in 
relation to three main areas: clinical trials, use of human tissue and cells, and use of patient 
information.   

4. Principles of good regulation:  A good regulatory and governance framework needs to be 
facilitative and proportionate.  Its goal should be to enable the safe conduct of research, 
maintaining an appropriate degree of checks and balances, meeting the highest ethical 
standards but without introducing unnecessary barriers. Research is a core function of the 
NHS and the regulatory framework should facilitate research to improve human health.  There 
needs to be a symmetry of regulator and regulated: regulators should be held accountable for 
unnecessarily delaying research which could benefit patient safety and improve human health, 
in the same way that researchers must be held accountable for breaches of confidentiality or 
causing unnecessary harm to a patient. Above all, researchers, the public and patients must 
have confidence in the regulatory framework.   

5. Key areas for action:  We believe the key actions that need to be taken to address the 
regulatory and governance impediments to medical research are as follows: 

• Move to a more risk-based approach to regulation:  The lack of a risk based 
approach to regulation, approval processes, monitoring and implementation 
significantly hamper academic clinical research.  A ‘one size fits all’ approach to 
regulating clinical research is not appropriate. The UK must ensure that a more risk 
based approach to regulation is taken in the revision of the European Clinical Trials 
Directive. 

• Rationalisation of multiple layers of bureaucracy and approval processes: The 
multiple layers of bureaucracy, approvals processes and reporting requirements are 
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introducing unnecessary delays and costs that hamper research.  Rationalisation to 
streamline processes, provide efficiencies, and save money would provide real 
benefits.  This could be achieved by reducing the number of layers involved in the 
oversight of various regulations.  Where codes of practice have been developed, it 
might be more appropriate for Research Ethics Committees (RECs) to play a 
greater role.  However, it will be crucial to ensure consistent advice and decision-
making across well-constituted RECs by providing clear, unambiguous guidance 
and adequate training. 

• Reform of the NHS Research and Development Offices: Researchers have 
identified R&D offices as the single biggest barrier to research.  They are widely 
seen as being inefficient, inconsistent and risk averse.  There is little doubt that 
R&D offices need a radical overhaul to streamline processes, introduce target 
timeframes, ensure a consistent approach with clear guidance, and above all to 
ensure that R&D offices fulfil their primary function – to facilitate research.  

• Clarification of processes to facilitate access to patient data: There are a 
number of outstanding issues regarding access to personal data which need to be 
resolved to ensure the significant opportunities presented to the UK research 
community through electronic health records are maximised.  Above all, clarity is 
needed about access to pseudonymised information, linked datasets and to identify 
patients to invite to take part in a trial: implementation of the recommendations 
made in the Data Sharing Review (DSR) should mean that not all applications need 
to be referred to the National Information Governance Board (NIGB).  Although the 
last Government accepted the DSR recommendations, there has been little 
progress in implementation and urgent action is now required. 

6. We look forward to seeing the Review’s final report and encourage the AMS to use this 
opportunity to make recommendations that will alleviate the unnecessary bureaucracy, cost 
and time burden associated with medical research, whilst maintaining an appropriate 
regulatory framework that protects trial participants.  We hope that the Review’s 
recommendations will be tangible, realistic, clearly attributable to specified stakeholders, and 
made against a realistic timeline, recognising the need to influence the regulatory framework 
both in Europe and the UK.   

7. In the current global financial climate, it is imperative that the UK maintains its competitiveness 
in medical research for the advancement of human and animal health.  The regulatory 
framework must not introduce unnecessary inefficiencies in the system that slow down 
research and innovation, and delay the introduction of new treatments that could ultimately 
benefit patients. 

8. We would be happy to discuss any of the points made in this response in more detail if it would 
be helpful.  We are also submitting separately some of the examples and case studies that our 
researchers have given us, to provide the Review group with more detailed evidence. 
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BACKGROUND INFORMATION 

GENERAL COMMENTS ON REGULATION AND GOVERNANCE OF MEDICAL 
RESEARCH 
9. Potential impact of the regulatory burden:  Researchers have warned that the increasing 

regulatory burden in medical research is already having the following impacts: 

• increased costs and time taken to conduct trials: at the very least this has increased 
the costs of undertaking research for public research funders and industry, but in 
the worst cases it can lead to trials being abandoned; 

• researchers are choosing to undertake bench research only, to avoid the 
complexities of conducting clinical research; and 

• the UK research and development environment is becoming increasingly 
uncompetitive, with a tendency for industry to move work overseas. 

10. It is important to note that we are not aware of any evidence that shows the increased 
regulatory burden has brought about discernible benefits to patient safety or the ethical 
soundness of trials.  As one researcher commented, “the complex time consuming processes 
have not actually enhanced patient safety nor identified any unethical practices to be avoided”. 

11. There is little robust qualitative evidence about the additional costs of the regulatory burden – 
both financial and time commitments – on the bioscience sector (both academic and 
commercial). We encourage the AMS to seek to source such information as part of its review. 

12. Key issues to address:  While different areas of medical research present their own unique 
issues, there are a number of overarching concerns that appear to be consistent across the 
areas of medical research considered and must be addressed. 

Legislation and regulations: 

• Lack of risk differentiation, both in the regulations themselves and their 
implementation, especially in relation to trials using human participants and those 
which use their tissue or data only; 

• Lack of clarification of key definitions in some pieces of legislation, and 
accompanying codes of practice and guidance notes, which affect the scope and 
application of regulation; and 

• Strict and overly-prescriptive implementation of EU regulation, with a continuing 
tendency for the UK to ‘gold plate’ legislation. 

Implementation of regulations: 

• The NHS Research and Development (R&D) offices are frequently cited as the 
most substantial barrier to research, as a result of their inconsistent approach, slow 
response times, and lack of efficient processes; 

• Application processes and reporting requirements remain resource intensive and 
often duplicative; and 

• Lack of uniform guidance, training and support, across regulators, NHS R&D 
Offices, University departments and the Comprehensive Local Research Networks 
(CLRN). 

13. Further information about each of these concerns, and some suggestions for potential 
solutions, are included in more detail below in the ‘Impediments to medical research’ section. 

What are the principles that should underpin the regulation and governance of medical 
research? 

14. The approach to regulation must be facilitative and proportionate.  We recognise that medical 
research is complex, and that a regulatory framework is necessary to protect research 
participants, researchers and the public. The goal should be to enable the safe conduct of 
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research, maintaining an appropriate degree of checks and balances, meeting the highest 
ethical standards but without introducing unnecessary barriers.  The need for new therapeutics 
must be balanced against the importance of protecting the public from untested medicines. The 
approval process should be transparent and consistent, and must reflect the different levels of 
risk posed by different types of research while also ensuring that scientific advances are 
facilitated.  Above all, researchers, the public and patients must have confidence in the 
regulatory framework.  

15. The regulatory framework should also support the key principles underpinning the NHS 
Constitution, one of which includes a commitment to ‘innovation, promotion and conduct of 
research to improve the current and future health and care of the population’.1 It must facilitate 
partnerships between academia, industry, the NHS and the public to work together to ensure 
the UK maintains its competitive edge in medical research, which will be key to economic 
recovery.  

16. One principle which appears to have been neglected in governance of medical research is 
symmetry of regulation and complementary accountability:  regulators should be accountable 
for both ensuring patient safety through overseeing the implementation of regulation, they 
should be equally accountable for delaying or hindering research for public benefit.  On the 
flipside, researchers should strive to achieve best practice in medical research governance to 
ensure patient safety and robust research outcomes. 

17. Good research governance should ensure the bureaucratic burden is commensurate with the 
risk being addressed, and should follow the Hampton Principles2 of being transparent; 
accountable; consistent; proportionate; and targeted.  There is an increasing proliferation of 
complex regulation, guidance and codes of conduct which require streamlining and 
rationalisation, so that when one regulation is added another should be removed.3 

18. A workshop on ‘Regulation and Biomedical Research’ held by the Trust and the Medical 
Research Council (MRC) in 2008 discussed these overarching principles, and concluded that 
the effective implementation and enforcement of a regulatory framework must also involve 
good communication and trust between all stakeholders.4 

19. To achieve public confidence in the regulatory framework, it is necessary to better engage the 
public in discussion regarding the development of regulations.  A recent survey commissioned 
by the Wellcome Trust found that 52% of adults felt there was a right amount of regulation of 
the medical research sector.5  However, a more detailed study ‘Public attitudes to research 
governance’, commissioned by the Trust in 2006, showed that the public understood very little 
about regulation of the medical research sector.6  Recent dialogue with the public in the 
development of legislation in the Human Fertilisation and Embryology Act 2008 illustrate how 
public confidence in the regulatory framework is integral to its success.  

The importance of a risk based approach 

20. One of the key concerns is that there is currently too little risk differentiation, both in the 
regulations themselves and their implementation. The current ‘one size fits all’ approach to 
clinical trials is rarely appropriate since different trials carry a different level of risk and benefit.  
For example, low risk trials are currently required to have the same level of auditing as high 
risk ones, which leads to an excess of bureaucracy and unnecessary delays to low risk trials.  
It is not necessary or appropriate to have the same requirements for low risk trials as for a high 
risk trial, such as first-in-man studies of a new agent.   

1 http://webarchive.nationalarchives.gov.uk/+/www.dh.gov.uk/en/Healthcare/NHSConstitution/index.htm 
2 http://www.berr.gov.uk/files/file22988.pdf 
3 p 35 http://www.wellcome.ac.uk/About-us/Publications/Reports/Biomedical-science/WTX053465.htm 
4 http://www.wellcome.ac.uk/About-us/Publications/Reports/Biomedical-science/WTX053465.htm 
5 Wellcome Monitor 1 (2010) http://www.wellcome.ac.uk/About-us/Publications/Reports/Public-
engagement/WTX058859.htm 
6 Public Attitudes to Research Governance: a qualitative study in a deliberative context (2006) Wellcome 
Trust. http://www.wellcome.ac.uk/About-us/Publications/Reports/Public-engagement/WTX038446.htm 
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21. The actual risk of a clinical trial for the participant depends on a range of factors, including: the 
extent of knowledge and prior experience with the Investigational Medicinal Product (IMP); the 
patient population involved; whether or not the IMP is already authorised; and whether the 
authorised medicine is being used in approved indications or for other therapeutic uses.  Non-
interventional, observational studies should not need to follow the same approval process.  

22. The Treasury commissioned the ‘Hampton Review: Reducing administrative burdens: effective 
inspections and enforcement’7 in March 2005.  The review proposed entrenching the principle 
of risk assessment throughout the regulatory system.  Based on the evidence presented, we 
would support a more risk based approach, both to the development of regulation of medical 
research and to the enforcement of that regulation.  However, we caution that in the 
development of any risk assessment model, regulators must work closely with stakeholders to 
better understand the research process and the actual risk to participants.   

23. Regulations should be implemented on the basis that they increase patient safety, prevent 
accidents, and ensure trial findings are robust and credible.  However there is often little 
assessment of whether such processes achieve their intended goal.  Regulation should be 
evaluated to ensure it is appropriate, proportionate, and facilitates lesson learning. 

REGULATORY AND GOVERNANCE IMPEDIMENTS TO MEDICAL RESEARCH 
24. Based on evidence received from Trust funded researchers, we have identified barriers to 

medical research in a number of different research areas, both relating to the regulation and 
the regulator.  The regulation of research is clearly an emotive issue and the call for evidence 
has offered the opportunity for researchers to air their grievances.  We recognise that the 
examples included below provide only one side of the story, and encourage the AMS to try to 
ensure a balanced understanding of the whole picture of regulation and implementation as part 
of the Review. 

A.   Clinical Trials 
25. Regulation of clinical trials in the UK and multi-centre trials across Europe are subject to the 

European Clinical Trials Directive (EUCTD), implemented in the UK through the Medicines for 
Human Use (Clinical Trials) Regulations 2004 and subsequent amendments.  The approval 
process for clinical trials is regulated through the MHRA.  In addition to approval from funders, 
which includes scientific peer review – the research approvals process also involves the 
following: 

• Ethics committee approval; 

• NHS R&D office approval; 

• ongoing reporting to NHS R&D offices; and 

• Inspections by the sponsor and the MHRA. 

We address each of these areas in turn below. 

Regulation:  European Union Clinical Trials Directive  
26. The ‘Impact on Clinical Research of European Legislation (ICREL)’ Report has recently set out 

evidence demonstrating the disproportionately negative impact that the EUCTD has had on 
academic clinical trials.8  The European Commission is currently reviewing the Directive and it 
is imperative that the UK research community and policy makers work with European 
counterparts to ensure that current barriers in the Directive are appropriately addressed. 

27. Key concerns regarding the European Clinical Trials Directive, and its implementation in the 
UK, include:  

7 www.hm-treasury.gov.uk/d/bud05hamptonv1.pdf
8 http://www.efgcp.be/icrel/ 
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• An insufficiently risk-based approach:  as discussed above, a ‘one size fits all’ 
approach is not appropriate for clinical trials.  Further examples of a lack of risk 
differentiation on the EUCTD are given in Annex A.  A risk-based requirement 
should be introduced, to alleviate the unnecessary burden on specific low risk trials. 

• Requirements for multiple assessment of clinical trials across EU Member 
States: The duplication of work required to submit applications to different National 
Competent Authorities (NCA) and the inconsistent approaches of various NCAs has 
significantly increased bureaucracy and timescales for the undertaking of multi-
centre trials. Streamlining the NCA process, for example introducing a common 
NCA agreement, could significantly reduce delays  

• A lack of clarity about key definitions in the legislation, including the 
classification of IMPs, the differentiation between academic and commercial trials, 
training requirements, the definition of a ‘substantial amendment, and the 
interpretation of ‘extemporaneous preparation’.  Further examples are given in 
Annex B.    

Regulator:  Medicines and Healthcare Products Regulatory Agency 
28. Feedback from researchers suggests that the MHRA is developing a more ‘stakeholder’ 

friendly approach but, on the whole, researchers still feel that the approval processes and 
inspections are not sufficiently risk based and are very expensive. The key concerns that have 
been raised regarding the MHRA are: 

• An inconsistent approach by inspectors; 

• Lack of risk-based approach to inspections and interpretation of the legislation; 

• Time and resources spent in preparation for inspections:  For example, in the 
lead up to an MHRA inspection of a Scottish site, one trial used 50 per cent of its 
staff funded time to prepare for the inspection and also contracted a private 
company to help the site pass the inspection.  In addition the MHRA charged £20k 
for the inspection.9 

29. The Hampton Review of the MHRA10 has already identified various improvements that should 
be made by the MHRA, such as improved cost-benefit analysis of the economic implications of 
its activities, and developing risk based approaches to inspection.  In addition, MHRA could 
improve the consistency of training across inspectors, and consider introducing stakeholder 
engagement meetings, similar to those help by the Human Tissue Authority and the Human 
Embryology and Fertilisation Authority.  The MHRA is already addressing the need for more 
risk based assessment, working with a group including the Department of Health and Medical 
Research Council.  

Ethics committees 

30. The UK has a centralised ethics review process through Multi-centre Research Ethics 
Committees (MREC) and the NHS Research Ethics Committees (REC). Feedback from 
researchers on this process has been relatively positive (see Box 1). Most researchers feel that 
the introduction of MREC has improved the ethics approval process, and remaining concerns 
regarding inconsistent approaches by RECs appear to be being addressed. 

31. In regard to the proactive provision of advice, it is hoped that the new National Research Ethics 
Advisor’s Panel will be proactive in providing guidance to researchers on issues such as 
incidental findings in genetics research. 

 

 

9 p 9 http://www.wellcome.ac.uk/About-us/Publications/Reports/Biomedical-science/WTX053465.htm 
10 http://www.nao.org.uk/publications/0809/hampton_mhra.aspx 
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Box 1:  Views from researchers about Research Ethics Committees 
“Interested, exacting but quick and helpful” 

“Efficient, asked relevant, pertinent questions, avoided conflicts of interest and dealt rapidly with 
questions” 

“We are very satisfied with the service from our local research ethics committees. In general, they 
are timely, responsive and appropriate. This has been particularly improved by the appointment of 
Scientific Officers who sit on the committee and liaise closely with NHS R & D departments.  This 
substantially improves consistency, communication and delivery.” 

32. A number of researchers have commented that the introduction of Integrated Research 
Application System (IRAS), managed by the National Research Ethics Service (NRES), has 
improved the interoperability of the application process across various bodies.  However, there 
appears to be some concern that IRAS has resulted in additional fields for completion which 
extend the time for completion of the form.  In some instances it is not made clear that only one 
application through IRAS is required.  

33. It may be useful to conduct an audit of application processes, to identify any outstanding areas 
of duplication.  Other suggested improvements to IRAS include: 

• The introduction of NRES Proportionate Review for projects which have ‘no material 
ethical issues’, with an associated shortened IRAS form for such studies: 

• The introduction of ‘multi-authoring’ capabilities and track changes; and 

• Reordering and amalgamation of some sections to avoid repetition. Joint training 
sessions between NRES, representatives from various regulators covered by IRAS 
and researchers. 

NHS R&D Offices 
34. NHS Research & Development (R&D) offices are consistently cited by researchers across 

many fields as one of the main barriers to research (see Box 2).   

Box 2:  Views from researchers about NHS R&D Offices 
“Gaining R&D approval and CLRN functioning – frankly this is a shambles and represents the most 
significant barrier to research currently in the UK” 

“ NHS R&D approvals remain a major obstacle to setting up a trial and the failure to implement any 
timelines means that some studies are not being conducted in the UK at all” 

 “I could not do more than one of these studies at once”  

 “NHS Trusts are particularly risk averse and the overall effect is that patients are not getting what 
they deserve”. 

“Trust R&D Departments are a major hold up in trying to further clinical research, they are not 
experienced at all in doing this and therefore have to resort to the usual administrative practice of 
just slowing things up”. 
 

35. Key areas of concern about NHS R&D offices include: 

• Variable and sometimes “incredibly slow” response times 
Researchers have experienced significant variation in response and approval times (see 
Table 1). In addition to research design approval, approval of contracts including criminal 
record bureau checks, occupational health clearance and finalisation of staff contracts are 
cited as being long and drawn out. Multi-site agreements also cause additional delays.  In 
one example, an application was submitted to four NHS sites in May 2009; approvals were 
received between August and December (i.e. 7 months later). In another example, it took 
more than six months to reach approval for a study in Newcastle to exchange data with its 
partner site. 
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Table 1:  approval times for one study requiring approval across 117 sites 

Time taken to obtain approval  
(beginning with submission to CSP through IRAS) 

 

0 – 14 days 15 – 31 days 32 – 63 days 64+ days 
Number of 
PCTs 

12 34 47 24 

 

• The lack of a centralised approval system for NHS Trusts 
Recruitment to trials is often undertaken across numerous sites, but because each NHS 
Trust has different requirements, Site Specific Approvals (SSAs) must be sought at each 
NHS site involved. In one example, 117 different SSAs had to be submitted for a non-
interventional study, significantly increasing the burden on researchers. 

• Inconsistent advice across R&D Offices 
The difficulty obtaining separate approvals is exacerbated because different R&D Offices 
have different interpretations of the regulatory framework.  For example, decisions relating 
to the ‘no local investigator’ procedure have been particularly inconsistent.  Where a small 
number of patients are recruited from individual sites, it would be unwieldy to identify a GP 
in each surgery as a Principle Investigator (PI) and provide the necessary information for 
each individual.  Despite contrary advice from a local CLRN, the local NHS R&D Office 
required that a local investigator be listed for each site – a requirement that was both time 
consuming and costly.  

• Poor communication within R&D offices 
There is often no single point of contact within and between NHS R&D offices.  As part of 
the approvals process for one study, a PI had 168 emails from 32 different people in NHS 
R&D/CLRN, compared to 34 emails from one university (sponsor) representative.  In 
another study, nearly every communication involved contacting a different member of R&D 
staff.  In this case the study was cancelled after two years of communication because R&D 
approvals were still not in place.  It has been suggested that this problem may stem from 
difficulties with recruitment and retention of R&D staff. 

• A risk-averse culture, as opposed to facilitating research 
Researchers feel that R&D offices tend to block rather than facilitate research, and are 
inherently risk averse.  In one example  where it was suggested that additional training of 
on-site Professional Legal Representatives was required to help facilitate a study, the R&D 
office in question noted that this was unlikely to happen in the near future and therefore 
‘presumed’ its site would not be needed for the study and the office archived the 
documents.   

36. Some of these concerns could be addressed by introducing relatively simple measures; others 
will require more comprehensive change.  Suggestions for ways of improving the NHS R&D 
procedures include:  

• introduce target timeframes within with offices will provide approvals or require 
approval times for each office to be published; 

• provision of detailed list of NHS R&D offices with the Trust’s they represent;  

• single NHS approval for multi-site studies, similar to MREC approval; 

• move towards consistent interpretation of regulatory frameworks by Trusts;  

• ensure uniform national training of NHS R&D staff;  

• reinstate the possibility of having ‘no local investigator’ on an application 

• introduce standard Operating Procedures for research service units;  

• restructure NHS Trusts so that they all fall under central control; and 

• incentivise NHS Directors to support and facilitate research as opposed to being 
risk averse. 
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37. Comprehensive Local Research Networks (CLRN) have been established by the NHS to 
provide infrastructure and support for study involvement.  The feedback on CLRNs has been 
mixed.  Some researchers feel that the introduction of CLRNs has improved the application 
process, while others remain concerned that there is no single point of contact for the approval 
process; that timelines given for submitting forms are often interconnected for no clear reason; 
and that guidance is often poor, for example on funding eligibility.  There have also been some 
reports that CLRNs have required trial documents such as consent forms and patient 
information leaflets to be changed, even after ethics approval.  It is clear that CLRNs would 
benefit from working more closely with NHS R&D Offices, and by providing clearer consistent 
guidance. 

38. Research Passports: The introduction of Research Passports is seen to be an improvement 
by some researchers, although uptake of the system appears to be very slow.  The NHS R&D 
offices and various networks could assist this by increased promotion of the system.  However, 
some researchers feel passports are a cumbersome scheme which adds further delay.  For 
example it has taken between six and 12 months for some post-doctoral researchers to receive 
their research passports. A passport is a pre-condition for patient based research, even when 
all other approvals are in place, but in some cases, the passport took longer to arrive than the 
length of the post-doctoral visit itself. 

Reporting Requirements 
39. Reporting requirements imposed by regulators and institutions can be particularly burdensome 

during a trial and divert resources which could otherwise be utilised for research.  For example, 
in a study of cognition in Parkinson’s Disease, even if no adverse events occurred, there were 
three separate reporting requirements to fulfil:  RECs (separate annual reports for each of eight 
projects); CLRNs (monthly reports detailing recruitment figures); NHS Trust (separate report 
with recruitment figures).  Researchers have also identified the requirement to report 
Suspected Unexpected Serious Adverse Reaction (SUSARs) to Ethics Committees as an 
unnecessary burden because they do not act on the information. 

40. Reporting requirements should be based on risk assessment and how they contribute to 
patient safety.  Unnecessary duplication of reporting is clearly not helpful.  The following could 
be considered to address the above concerns:  

• streamlining of reporting requirements for different institutions so only one report 
needs to be completed;  

• audit reporting requirements to identify and focus on data necessary to protect 
patient safety and the integrity of the trial; 

• clarify that the National Competent Authority should be the primary stakeholder of 
SUSAR reporting. 

Emergency Medicine and Paediatric Medicine  
41. It is important that the regulatory framework promotes high quality paediatric and emergency 

medicine research while recognising that the patients involved are often vulnerable and may 
need special protection.  

42. Paediatric Medicine: There is a general perception that paediatric trials are particularly 
difficult to conduct due to the regulatory burden and there is limited understanding and 
implementation of risk based approaches.  Many centres lack the infrastructure and staff 
resources required to meet the bureaucratic requirements imposed by the EUCTD for 
paediatric trials, including: the submission of necessary approval documents; training to 
undertake trial procedures; and the need for additional staff to monitor the study. 

43. There is often an assumption that paediatric trials are high risk, resulting in a high bureaucratic 
burden – often unnecessarily.  For example, it is not clear what approvals are required for ‘step 
down’ units, where babies in clinical trials are moved to hospitals that may not be part of the 
study but are closer to their parents. 
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44. Researchers have noted that the following might help address issues in paediatric research: 

• further evidence evaluating the impact of the Directive on paediatric clinical trials, 
for example a report equivalent to the ICREL study, focused on paediatric research; 

• the introduction of a genuinely risk-based approach and improved guidance on how 
the principles of GCP can be applied to trials with differing levels of risk; 

• greater interaction between regulators, sponsors and researchers on paediatric 
specific issues. 

45. Ongoing work to create networks of investigators such as the Medicines for Children Research 
Network are also proving positive, and it is hoped will help facilitate studies which were not 
previously possible. 

46. Emergency Clinical Trials:  In England and Wales, the Mental Capacity Act 2005 sets out the 
conditions under which emergency medical research can be carried out.  It appears that 
researchers are still encountering inconsistent approaches in the interpretation of this 
legislation. In one case, a researcher was given four different interpretations of the consent 
requirements, by the DH Guidance to the Clinical Trial Regulation 2004, the NHS R&D Office, 
the MHRA and the local ethics committee. 

47. One way of addressing this issue might be to reinstate the ability for Ethics Committees to 
waive the need for written consent, as was possible prior to the implementation of the 
Medicines for Human Use (Clinical Trials) Regulations 2004.  Reinstatement of this waiver 
could assist in consent requirements for emergency medicine trials.  There is also a lack of 
guidance on how to implement the amendments to the Regulations for researchers in 
emergency medicine and training for those obtaining consent of incapacitated adults for 
research. 

B.   Research using human tissue and cells 
Research using human embryos and stem cells 
48. Research using embryos and embryonic stem cells are governed by the Human Fertilisation 

and Embryology Act 2008 and regulated by the Human Fertilisation and Embryology Authority 
(HFEA).  We are not aware of any significant concerns regarding the revised legislation, its 
implementation or the regulator.  The amendments to the HFE Act in 2008 should facilitate 
research within a robust framework, although we note that the provisions regarding the ability 
to undertake research to create human admixed embryos are yet to be tested. 

49. In regard to the HFEA, the general perception is that the Authority is a good regulator and its 
appeals process is very professional.  The Hampton Review of the HFEA did identify a few 
general points for improvement, mainly relating to risk assessment and the HFEA’s ‘tool kit’.11 

Research using human tissue 

50. Use of human tissue in research is regulated by the Human Tissue Act 2004 and the EU 
Tissues and Cells Directive.  The regulator is the Human Tissue Authority (HTA). 

51. The Human Tissue Act was introduced in response to significant concerns about the organ 
retention scandal at Alder Hey.  While it was clear that the legislation needed updating, the 
research community raised significant concerns at the time that the proposals would introduce 
unnecessary bureaucracy. 

52. The situation has moved on significantly since that time.  Most importantly, a number of 
secondary Codes of Practice have been developed through an iterative process of consultation 
with the research community and in general, researchers find the Codes useful and easy to 
follow.  A study of a range of health professionals, funded by the Wellcome Trust following the 
introduction of the Human Tissue Act 2004 and the Human Tissue (Scotland) Act 2006, found 

11 www.bis.gov.uk/files/file53852.pdf
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that although there were still residual concerns regarding consent, on the whole, the changes 
in the law were seen as helpful in providing clarity and reassurance to professionals, patients 
and relatives.12 

53. There are two areas where greater clarity in the definitions in the Codes and amendments to 
the legislation itself would be helpful to facilitate research: 

• The need for broad consent: The regulations could usefully be revised to allow for 
broad consent for research purposes, whilst including ‘opt-out’ provisions.  Focus 
groups with the public show that a majority are open to clinical samples being used 
for research purposes without specific consent.13  For example, in an initiative to 
develop real time identification of multidrug resistant strains, research would be 
much more effective if clinical samples could be used for research without having to 
obtain specific consent.  Similarly, storage provisions need reform to allow for 
storage of appropriately consented samples beyond a single approved project.  
Currently researchers cannot store samples which have appropriate consent in 
unlicensed storage facilities in the absence of REC approval for a specific project.  
The cost of storage in a licensed facility makes keeping samples already used in 
one project prohibitive, even though they might be of value for future research.  

• Definition of ‘relevant materials’:  Clarifying the extent to which the Codes of 
Practice should apply to various sample sizes would help to alleviate the 
administrative burden when very small samples sizes are involved. 

54. The HTA essentially now has two roles: as an advisory body, and to licence and inspect 
premises.  The research community is generally supportive of the proportionate approach that 
the HTA has taken, and it is useful to have a single reference point for unambiguous advice. 
However, given the success of the Codes of Practice, it may now be possible for the RECs to 
play a greater role in ensuring best practice.  In relation to licensing, the Codes have ensured 
that institutions now have their house in order.   

55. We understand that, as part of the new Government’s commitment to reduce the budget deficit 
and streamline government functions, a review of arm’s length bodies will be undertaken. It 
may therefore be helpful for the AMS to consider the implications of potential rationalisation of 
regulators in the field as part of the review.  However, it is worth remembering that, when 
proposals to replace the HTA and the HFEA with a single Regulatory Authority for Tissues and 
Embryos (RATE) was first proposed in 2006, the research community raised strong objections 
to the idea because of the different regulatory approaches of the two bodies; the expertise and 
resource needed for a body with such a wide remit; and concerns about the impact on licence 
fees. 

C.   Research using patient information 
56. Data Protection Act 1998:  The gathering and use of personal information is governed by the 

Data Protection Act.  Researchers have consistently raised concerns about the Act itself and 
its interpretation by various bodies.  There have also been inconsistencies in guidance issued 
to clarify whether personal data can be processed without express consent (with exemptions 
for some forms of medical research) as per interpretation of the law or interpreted differently as 
per other guidance.  This may need to be addressed through a review of the scope and 
substance of three related rights: 

• Privacy right under the Human Rights Act 1998; 

• Common law right of confidence/confidentiality; and 

• Rights protected under the Data Protection Act 1998. 

12 Campbell AV, McLean SAM, Gutridge K, Harper H. ’Human tissue legislation:listening to the professionals’ 
J Med Ethics 2008: 34: 104-1-08    
13 Public Attitudes to Research Governance’ (2006) p 35 http://www.wellcome.ac.uk/About-
us/Publications/Reports/Public-engagement/WTX038446.htm 
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57. Further clarity is required as to whether the Data Protection Act 1998 should apply to 
secondary use of reversible anonymised data.  There are also differing interpretations of the 
European Union Data Protection Directive (95/46/EC), and some concern that the use of health 
data for secondary research purposes is not covered by the specific rules on processing such 
data for "medical purposes". 

58. Overall, there is considerable uncertainty about the governance processes that should be used 
when information from patient records is required for research.  A workshop with GPs, 
researchers and patients held at the Trust in May 2008 found that there was significant 
variation in the approaches adopted across the UK, and a lack of consistency in decisions 
taken by different bodies, both at national and local level.  Where there is a lack of confidence 
in giving approval for access to data, the default position is too frequently to refuse the 
research – despite the clear benefits if the research was to continue.  

59. In relation to the use of anonymised information, researchers report that the systems are 
working well and approval processes are straightforward. This is particularly true for 
established research systems such as GPRD, THIN and QResearch, where there are clear 
mechanisms to access while maintaining patient confidentiality. However, many PCTs are not 
familiar with GPRD and improved training about its role and processes would be useful. 

60. Where access to identifiable information is required, the situation becomes more difficult. 
Patients should normally be informed about the research and asked to consent to the use of 
their information, but in situations where it is not possible to seek consent – for example 
because it would not be feasible, or would introduce dangerous bias – researchers must apply 
for permission through the National Information Governance Board for Health and Social Care 
(NIGB). 

61. Section 251 of the NHS Act 2006 (originally enacted under Section 60 of the Health and Social 
Care Act 2001) permits the common law duty of confidentiality “to be set aside in specific 
circumstances for medical purposes.”  The guidance notes of the 2008 Act state that the new 
arrangements will “enable identifiable patient information to be disclosed and used for essential 
NHS activity and medical research without patient consent where activity is sufficiently in the 
public interest”.   

62. However, there is considerable uncertainty both in the definition of the legislation (both the 
Data Protection Act and the Health and Social Care Act 2008), and the implementation 
processes. The situation also differs in the devolved administrations.  This needs urgent 
resolution, particularly defining more clearly where it is necessary to apply to the NIGB for 
approval.  The two key areas where there is a lack of clarity are as follows: 

• Pseudonymised information and linked datasets:   in many cases, researchers will 
need to use data that are pseudonymised (coded), allowing a link back to the original 
data, for example to check the validity of data. The use of coded data means it might be 
possible directly, or indirectly, to identify patients.  In cases where data relate to 
individuals with rare illnesses or exposures, or small or unusual populations, the 
likelihood of identification is increased. Alternatively, data may become identifiable when 
used together with other data sources.  By its nature, linking different data sources 
creates a more valuable source of information for research but it also leads to an 
increasing likelihood of identification.14  Researchers have reported that they are often 
given inconsistent advice as to whether linkage should be allowed – with ethics 
committees, NIGB and independent scientific committees giving different views. As a 
result, the process of data linkage can often be slow and time-consuming.  For example, 
one study to link cancer registration data to GPRD was approved by GPRD in 2007 but, 
three years later, the researchers have still not been able to link the data.  

14 Linking datasets from different areas – for example health data with educational data or housing 
information – is likely to offer a particularly valuable resource for research going forward.  However, crossing 
different sectors will need clear governance and accountability.  The Data Sharing Review recommendations 
relating to safe havens (see below) could help address this. 
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• Using identifiable information to identify people to invite to take part in trials 
(‘consent for consent’):  Researchers report that it is increasingly difficult to access 
patient registers to identify potential trial participants.  GPs are often required to contact 
patients in the first instance to ask if they are happy to be contacted at a later time with 
information about a study.  Only after this initial contact can researchers contact patients 
to invite them to participate in the study.  However, GP involvement in contacting patients 
may require significant time and resource, and is often a substantial barrier to conducting 
research.   

63. A solution to both these issues was proposed in the Data Sharing Review, undertaken by the 
Information Commissioner, Richard Thomas, and Mark Walport, Director of the Wellcome Trust 
in July 2008.15  The Review concluded that: 

'Safe havens' should be developed as an environment for population-based research and 
statistical analysis in which the risk of identifying individuals is minimised; and 
furthermore we recommend that a system of approving or accrediting researchers who 
meet the relevant criteria to work within those safe havens is established. We think that 
implementation of this recommendation will require legislation, following the precedent of 
the Statistics and Registration Service Act 2007. This will ensure that researchers 
working in 'safe havens' are bound by a strict code, preventing disclosure of any 
personally identifying information, and providing criminal sanctions in case of breach of 
confidentiality. [Rec15] 

64. Specifically in relation to healthcare records, the Review recommended that: 

 “the NHS should develop a system to allow approved researchers to work with 
healthcare providers to identify potential patients, who may then be approached to take 
part in clinical studies for which consent is needed.”  [Rec 17] 

65. The last Government published its response in November 2008, accepting these 
recommendations.  In relation to the Department of Health, they specifically accepted the 
recommendation to develop ‘safe havens’ and to devise a system to ensure that only 
accredited people do work within safe havens.  However, there has been very little action to 
implement the Data Sharing Review recommendations, particularly in the health arena.  The 
General Medical Council has also updated its guidance relating to confidentiality and its 
position is in line with the Data Sharing Review recommendations.16  We encourage the AMS 
Review to urge for further action in this area.  

66. We understand that there are now proposals for two pilots to explore new approaches: an 
approved NHS Research Facilitators scheme, and a pilot to explore opt-out approaches 
planned by the Research Capability Programme. The proposals for a scheme for Approved 
NHS Research Facilitators would help identify patients who are eligible for a specific study, so 
that they can be notified of the opportunity to join.  While this would help address the ‘consent 
for consent’ issue, we are concerned that the current proposals are very specific and do not 
address the need for accredited researchers working in a safe haven.   Separately, the 
Research Capability Programme and Health Research Support Service are working to 
streamline access to linked datasets, and are understood to be exploring issues relating to safe 
havens.  Progress is very slow in the area, and it remains unclear how the governance 
framework will work.   This must be resolved as a matter of urgency. 

67. While a clearer regulatory framework is essential, it is also important to improve public 
confidence in the use of patient information for research.  The lack of real understanding about 
what the public think about the use of identifiable information means that the default position 
for many authorities is to assume that access should not be allowed - when this may not be the 
correct assumption.  The UKCRC is leading work to raise awareness of the use of patient 
records, and it will be important to provide reassurance about the processes that are in place to 

15 Data Sharing Review (2008) http://www.justice.gov.uk/reviews/datasharing-intro.htm 
16 http://www.gmc-uk.org/publications/standards_guidance_for_doctors.asp 
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safeguard the confidentiality of data.  It will also be essential to have clear opt-out mechanisms 
so that patients can choose whether to allow the use of their identifiable data in research.  

National Information Governance Board 

68. The Ethics and Confidentiality Committee (ECC) of the NIGB is responsible for providing 
advice under Section 251 of the NHS Act, although it is not a regulatory body as such.  
Researchers have welcomed the fact that there is now an NIGB option on the IRAS application 
to help facilitate approvals under Section 251 of the NHS Act.  However, there remain 
concerns about when applications need to be passed to the ECC.  Implementation of the 
recommendations made in the Data Sharing Review (DSR) should mean that not all 
applications for access to linked datasets or for ‘consent to consent’ need to be referred to the 
National Information Governance Board (NIGB).  Ethics committees, with suitable guidance 
and training, should also be able to play a greater role in providing advice about the use of 
personal information in research.  There are also complaints that the NIGB approval process is 
often very slow, and researchers have received inconsistent advice regarding administrative 
issues.  Above all, if the ECC is to serve a useful function, it must ensure a consistent and 
transparent decision-making process, with much clearer guidance for researchers about the 
application and approval process.  

69. The situation is different in Scotland.  A Privacy Advisory Committee must give approval, but 
because it does not have statutory authority, separate approval must also be obtained from 
each of the relevant NHS Trusts and Caldicott Guardians – adding further delays and 
inconsistencies to the process.17  Graeme Laurie has prepared a helpful overview of the 
similarities and differences between the Scottish and English systems, which we hope will be 
useful to the Review group. 

ADDITIONAL COMMENTS 

70. Future developments:  The following areas of potential future development in medical 
research require further consideration as to how they will be regulated: 

• novel radio-tracers: the development of organ-specific Positron Emission 
Tomography (PET) imaging technology for screening, research and clinical patient 
management requires the development of clinical validation of novel radiotracers.  
Use of such tracers will need be considered by regulators; 

• stem cell therapies: regulation needs to keep pace with technologies in this field 
and facilitate clinical trials of stem cell technologies, whilst ensuring proportionate 
controls between patient safety, public confidence in the therapies and facilitating 
research; 

• synthetic biology: the development of synthetic biology, its potential uses in 
biomedical research (as yet unknown), and the development of therapeutics will 
require considerable consultation with the public, researchers and regulators to 
develop proportionate regulations; and 

• infectious disease outbreaks: regulation and governance mechanisms need to be 
capable of ‘fast-tracking’ when required for public emergencies, such as research 
into infectious disease outbreaks.  For example, various regulator authorities were 
able to quickly process applications for flu vaccines when the pandemic broke out.  
However, a separate flu MOSAIC project was also delayed by regulatory issues.  

71. Self-regulation:   There are some areas of medical research which have developed their own 
codes of practice and are efficiently and effectively self-regulating.  The UK Biobank Ethics and 
Governance Council is one good example of self-regulation to ensure best practice.  Other 
large cohort studies and Genome Wide Association Studies (GWAS) have successfully 
developed common standards of best practice and access to data provisions through 

17 See attached letter from Professor Andrew Morris to Sir John Savill, May 2009 
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consultation with various stakeholders.  We would urge greater use of similar self-regulation 
models where possible and caution against the need to regulate this field through legislative 
frameworks. 

72. Use of animals in research: We note that the AMS review specifically excludes regulations 
governing the use of animals in research.  The use of animals in research is very important to 
validate fundamental findings and forms an integral part of the translational process from basic 
research to therapeutics for human and animal health.  The Animals (Scientific Procedures) 
Act 1986 (ASPA) and regulation of the ASPA carries with it impediments to research, the 
principles of which are very similar to those discussed above for other modes of regulation.  
While we do not expect the AMS to explore these issues in the current review, it is important to 
note the potential burden that these regulations can have on research, and to recognise the 
need for further streamlining of bureaucracy in this area.  This will be particularly important with 
the implementation of the EU Directive on animal research. 

73. International comparison:  For commentary on different experiences of regulation of medical 
research overseas, we refer the Review to the MRC/Wellcome Trust Workshop on Regulation 
and Biomedical Research.18  The report includes discussion about the experience of regulation 
in Canada and Finland and other Nordic countries.   

 

18 http://www.wellcome.ac.uk/About-us/Publications/Reports/Biomedical-science/WTX053465.htm 
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ANNEX A:   Lack of Risk Differentiation in the EUCTD 

Below are examples of different trials that fall under the EU Clinical Trials Directive (EUCTD). As a 
result of there being no risk-differentiation built into the EUCTD, they are all considered to require 
the same stringency of regulation as, for example, first-in-man studies of a new agent. 

a) A UK academic trial investigating a peptide hormone that suppresses appetite and thus has 
potential as an obesity treatment: Following initial studies in mice and rats, the group wanted to 
investigate how small changes to the molecule altered its efficacy in humans.  The analogues 
to be tested were naturally-occurring variants of the human hormone, which are less sensitive 
than the wild-type hormone to degradation by enzyme systems in man; the wild-type hormone 
cannot be used therapeutically because of its short half-life.  However, under the Directive, 
each molecule must individually go through the full CTA procedure, which is expensive and 
time consuming.  Consequently, the group were only able to test one analogue, and thus may 
not identify the most effective one. 

b) A study examining vitamin D, but using a formulation that did not include a calcium 
supplement: To obtain the vitamin alone, the group needed to get the vitamin D directly from 
the manufacturer.  Vitamin D is a non-medicinal product, frequently taken by individuals and 
available over the counter.  The regulations set out in the Directive stipulated that the 
manufacturer was required to have ‘good manufacturing practice’ (GMP) compliance 
recognised by its national health authority, a process that delayed the trial by months. 

c) A study to test the sensitivity of MRI techniques for detecting changes that occur in the brains 
of patients with liver disease and associated hepatic encephalopathy: The group planned to 
investigate whether the psychometric performance of encephalopathic patients can be related 
to improvements observed on MRI scans.  They planned to compare healthy volunteers with 
patients taking L-ornithine L-aspartate (LOLA) to treat the encephalopathy.  LOLA is available 
over the counter; is licensed as an encephalopathy treatment in Germany; and has also been 
shown to be of benefit in randomised controlled trials. LOLA was to be used to assess the 
sensitivity and refine the MRI technique.  However, the study was deemed to be a clinical trial 
and required full approval via the Directive, bringing time and cost implications. 

d) A study on the ventilation of preterm babies: An assessment of a clinical care process for 
preterm babies sought to optimise oxygen saturation limits, within a widely used and 
acceptable range, with the aim of formalising the clinical care processes used for ventilating 
preterm babies.  However, the assessment was treated as a clinical trial and the systems in 
place meant that it was as burdensome as a trial of a new agent being used for the first time in 
a vulnerable group. 
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ANNEX B:  Specific areas of the Clinical Trials Directive which require clarification 

• Classification of Investigational Medicinal Products (IMPs): In the UK, very similar 
products are not consistently classified in the same class of interventional or non-interventional 
medicinal products, resulting in some non-interventional products being subject to clinical trial 
regulations (see examples in Box A).  There are concerns that experimental medicine is 
already being hindered by being inappropriately classified as falling under the scope of the 
Directive.  Experimental medicine covers a wide range of methods from standard tests, to self-
reporting of symptoms and questionnaires, through to biomarkers, imaging and biosensors.  
These studies are crucial in improving understanding of human physiology and the 
pathophysiology of diseases.  However, researchers are concerned that the Directive is 
impeding this work because it imposes the same regulatory standards as those required to 
obtain market authorisation. 

• Differentiation between academic and commercial trials:  There is little differentiation made 
between the requirements for academic clinical trials where no submission for marketing will be 
made or where the drugs are already licensed for other indications, as opposed to commercial 
trials for new products where rules for labelling and quality control of an IMP is a significant 
expense.  Currently the same onerous requirements apply which is often not appropriate. 

• Lack of clarity regarding training requirements:  It is not clear which staff need Good 
Clinical Practice (GCP) training for non-commercial and low risk commercial trials.  For 
example, would every member of nursing staff need to be GCP trained if they are 
administering a low risk intervention to newborn babies?  This issue would benefit from 
clarification and it is important that the resulting requirement is proportionate to the risk 
involved. 

• Lack of clarification of what constitutes a ‘substantial amendment’: There is a view that 
many amendments to the terms of the application or the trial protocol are reported to avoid 
non-compliance (“box ticking”), rather than because they are ‘substantial’. The definition itself 
needs revision to ensure reporting is for the protection of study participants.   

• Lack of clarity in defining ‘extemporaneous preparation’: Concern exists regarding how 
the UK interprets ‘extemporaneous preparation,’ which currently requires a clinical trials 
manufacturing licence and Qualified Persons (QP) authorised release of products.  It appears 
that requirements differ for industry verified preparations of this type in other Member States 
and in the US.  Simplified approval requirements might facilitate the acceleration of drug 
development; we understand this issue has been raised with the EMEA. 

Box A:   Classification of IMPs 

1. The drug Zonisamide has recently been licensed in the UK for epilepsy, clinical trials were 
carried out in the US and Japan.   To test UK treatment resistant patients would require all the 
requirements of a clinical trial to be met, yet there is no risk to the patient. 

2. For an academic clinical trial in the UK on dichloroacetate, an unlicensed and widely available 
compound, it was unclear what information was required to support the application to conduct 
the trial, leading to an extended timescale to gain approval. 

3. Urea cream is routinely recommended for diabetics who have dry skin in order to soften the 
skin and prevent foot ulcers, but there is little scientific evidence to support this.  A study to 
collect data on this was planned, but the cream was not licensed as a medicinal compound 
and therefore did not meet the terms of Directive, despite being widely used in routine 
practice.  The delay led to the study being abandoned. 

4. Research planned to compare liquid nitrogen and 60 per cent salicylic acid as treatments of 
warts was significantly delayed because the UK MHRA was not clear whether liquid nitrogen 
was a medicinal product.  Consequently, a large amount of time was spent finding out who 
manufactured the nitrogen and whether the conditions of manufacture met the conditions laid 
in the Directive.  The MHRA subsequently decided that liquid nitrogen was not a medicinal 
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product and fell outside the terms of the Directive.  These extended deliberations caused a 
significant delay in the research project.  

5. In a study to look at use of ACE inhibitors in the treatment of cardiomyopathy in patients with 
mitochondrial disease the NHS R & D were unclear whether monitoring of the efficacy of drugs 
already prescribed using cardio MRI (non-invasive assessment equipment) constituted a 
clinical trial or not.  The delay in decision making held up the research and data gathering 
exercise. 

6. In a blinded trial where a patient who is on a drug, such as pregabalin for chronic pain is given 
a placebo to see if the drug is effective, this process would be classified as a clinical trial and 
therefore require significant bureaucracy when again the intervention is of very low risk.  
Stopping such a trial reduces the opportunity to gather data on the effects of licensed 
medications and the opportunity to define the real benefit of a drug.

 

 


