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Summary

Clinical trials are the experimental foundation on which modern medicine is built. Trials
also make a significant contribution to the UK economy and can provide patients with an
important means of accessing the most exciting and innovative new treatments, before
they reach the market.

Unfortunately, in recent years the number of trials taking place in the UK has fallen
steeply. This is partly due to the European Clinical Trials Directive (CTD), which since
2001 has posed a significant barrier to those wishing to conduct a trial in the European
Union, and the ongoing revision of which we keenly welcome. However, the CTD aside, a
unique regulatory and governance landscape means that the UK remains a particularly
challenging place in which to conduct a clinical trial.

To date, the Government has failed to eliminate the biggest barrier to initiating a trial in
the UK—the requirement for numerous, and potentially duplicate, governance approvals
from participating NHS organisations. The newly formed Health Research Authority
(HRA) was created to make it easier to conduct research in the NHS, but we have been
unable to judge whether it has been successful in achieving this objective as the necessary
performance indicators are not currently in place. We were also concerned to find that
some important stakeholders are only dimly aware of the HRA and its intended role. In
addition, despite positive public attitudes towards medical research, it is difficult for the
public to find out about potential research opportunities and Government efforts to rectify
this through the re-launch of the UK Clinical Trials Gateway have been only partially
successful.

While we are confident that the Government is aware of these problems and the need to
resolve them, its promises have yet to be matched by effective action. More can and should
be done to make the UK a more attractive location for clinical trials.

Another key focus of our inquiry has been the issue of clinical trial transparency. We
consider that information relating to trials should be shared in a way that is accessible,
assessable, intelligible and usable, and we have differentiated in our recommendations
between four distinct levels of trial transparency:

a) Universal trial registration is crucial to increasing transparency and, in future, all
clinical trials conducted in the UK, and all trials related to treatments used by the NHS,
should be registered. We extend this recommendation to past trials, and urge the
Government to support the retrospective registration of all trials conducted on
treatments currently in use by the NHS.

b) It is also important that summary-level trial results are made public, and we do not
accept the argument that it is not possible to publish “negative” results in peer-
reviewed scientific journals. We recommend that trial registration and publication of
summary-level results be made contractual requirements for all publicly-funded trials,
including those covered by the Charity Research Support Fund, and urge the
Government to conduct a retrospective audit of all large public trial grants awarded
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c)

d)

since 2000 to ensure that they have been registered and published.

It would be unduly burdensome to mandate that full trial reports—clinical study
reports (CSRs)—be produced for non-commercial trials. However, in cases where they
are already produced for regulatory reasons, CSRs can make a useful contribution to
the scientific literature. Once a regulatory decision has been reached, there is no
compelling reason why CSRs should not be placed in the public domain, with
identifiable patient data redacted.

We are not in favour of placing anonymised individual patient-level data (IPD) in the
public domain in an unrestricted manner, as the risk to patient confidentiality is too
great. Instead, specific individuals should be provided with controlled access to IPD
through carefully managed and secure “safe havens”. Access should be facilitated by an
independent “gatekeeper”, responsible for ensuring that data is handled responsibly
and in a way that makes a useful contribution to scientific knowledge.

We consider the current lack of trial transparency to be unacceptable and we have not been
impressed by the Government’s efforts to resolve this problem to date. We ask the
Government to enhance its efforts to increase transparency and to consider the
recommendations of this Report in preparing its response to the European Medicines
Agency’s ongoing consultation on access to clinical trial data.
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1 Introduction

1. The UK has long been a world leader in the field of medical research. Since the birth of
the pharmaceutical industry over a century ago, only the USA has discovered and
developed more drugs, and British researchers have played a central role in many of the
breakthroughs that have revolutionised both scientific understanding and standards of
patient care in the past 100 years.' More recently, this strong heritage has underpinned the
development of a life sciences industry described by the Government as “one of the most
successful globally” today.> The UK’s 4,500 pharmaceutical, medical technology and
medical biotechnology firms together employ over 165,000 staff, generate annual turnover
of over £50 billion and spend nearly £5 billion on research and development each year.” It
is perhaps therefore unsurprising that the Government has stated its desire to make the UK
“the location of choice” for the £700 billion global life sciences industry, ensuring that “life
sciences will continue to be vibrant in the UK and a key contributor to sustained economic
growth and health improvements”.*

2. Clinical trials, which test the safety and efficacy’ of medical treatments, provide the body
of scientific evidence on which this industry is built. Human medicines cannot be sold
without permission from a licensing authority and permission will not usually be granted
unless a clinical trial has demonstrated the medicine’s success in treating the condition for
which it will be marketed.® Clinical trials, in addition to generating valuable scientific
evidence, also provide patients with an important way of accessing products that have not
yet reached the market, offering hope to those for whom existing treatments have failed.”
The necessity for a clinical trial to be performed before a medicine can gain regulatory
approval means that trials are also big business. The global market for outsourced trial
services® alone is expected to be worth £19 billion a year by 2015 and the clinical trials
market as a whole has been estimated at £29 billion.

! Ev 98; See also, for example, “History”, Pfizer, pfizer.com; “Our history”, GSK, gsk.com, both accessed September
2013

2 Department for Business, Innovation and Skills, Office for Life Sciences, Strategy for UK Life Sciences, December
2011, p 4

3 Department for Business, Innovation and Skills, Office for Life Sciences, Strategy for UK Life Sciences, December
2011, p 4

4 “What we do”, Office for Life Sciences, Gov.uk, accessed September 2013; Deloitte, 20713 Global life sciences
outlook, p 1 (USD values converted approximately to GBP based on Oanda exchange rate on 29 August 2013)

5 Efficacy tests whether a treatment works under ideal conditions, while effectiveness tests whether a treatment
works under real-world conditions. Generally, a treatment tested under trial conditions tests efficacy rather than
real-world effectiveness, since trial conditions are usually to some extent artificial.

6 MHRA, Medicines and medical devices regulation: what you need to know, 2008, p 5; Council Directive 2001/83/EC
7 Q 92 [Professor Sikora]

8 Outsourced clinical trial services, performed by third parties known as contract research organisations (CROs),
include activities such as trial planning and design, patient recruitment, bioanalysis and data analysis

9 “'The Clinical Trials Market Will Exceed $30BN by 2015' says visiongain Report”, PR Newswire, 5 July 2011,
prnewswire.co.uk, accessed September 2013; “Clinical trial basics: global clinical trial market”, James Lind Institute,
jliedu.com, accessed September 2013 (USD values converted approximately to GBP based on Oanda exchange rate
on 29 August 2013)
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3. Historically, the UK captured a large slice of the market for clinical trials, enjoying in
2000 the third largest share of global trials, behind only the US and Germany."” Between
2000 and 2006, however, the UK’s ranking dropped to ninth and Britain’s global share of
patients in pharmaceutical trials fell sharply as trials moved to other jurisdictions.!
Between 2007 and 2011, the total number of UK trials also decreased, putting jobs at risk
and making it increasingly difficult for British patients to benefit from participation in
cutting-edge medical research.'? In the last two years, several efforts have been made to halt
this decline. The Government’s creation of the Health Research Authority in December
2011 was intended to streamline the process through which researchers could obtain
permission to conduct a UK trial, making it easier to get trials up and running.”’ In
addition, the Government has stated its hope that the planned revision of the 2001 EU
Clinical Trials Directive—the key piece of legislation regulating trials across the EU—
would make it easier to conduct a trial in the UK.

4. There are also long-standing concerns that, wherever in the world they take place, the
methods and results of many trials currently remain hidden from public view. This lack of
transparency, say campaigners, undermines public trust, breaks the ethical pact between
scientists and those participating in trials and leads to clinical decisions being made on the
basis of incomplete evidence, potentially leading to poorer outcomes for patients."> The
topic of clinical trial transparency received renewed attention in late 2012 with the
publication of Bad Pharma, a book by Dr Ben Goldacre that accused the pharmaceutical
industry of deliberately suppressing unfavourable trial results from public view.'s

5.In December 2012, we issued a call for written evidence addressing the following
questions:

a) Do the European Commission’s proposed revisions to the Clinical Trials Directive
address the main barriers to conducting clinical trials in the UK and EU?

b) What is the role of the Health Research Authority (HRA) in relation to clinical trials
and how effective has it been to date?

¢) What evidence is there that pharmaceutical companies withhold clinical trial data and
what impact does this have on public health?

d) How could the occurrence and results of clinical trials be made more open to scrutiny?
Who should be responsible?

© Kinapse, Commercial clinical research in the UK: A Report for the Ministerial Industry Strategy Group (MISG) Clinical
Research Working Group, November 2008, p 19

" Kinapse, Commercial clinical research in the UK: A Report for the Ministerial Industry Strategy Group (MISG) Clinical
Research Working Group, November 2008, p 19; Ev 79

2 Ev53, para4d

'3 Ev 54, paras 10-12

4 Ev53,parab

5 See Q88 [Dr Ben Goldacre]; Ev 67, para 1-3, appendix; Ev w110, para 23; Ev 116, appendix, paras 48-51
6 Ben Goldacre, Bad Pharma, 2012, Chapter 1



Clinical trials 7

e) Can lessons about transparency and disclosure of clinical data be learned from other
countries?"’

6. During the inquiry, we received written submissions from 62 organisations and
individuals and took oral evidence from 21 witnesses, including:

e Researchers, clinicians and others involved in the running of clinical trials in the UK;

e Representatives of commercial and non-commercial funders of UK trials, including the
pharmaceutical companies GlaxoSmithKline (GSK) and Roche;

e UK regulators and governing bodies, including the Medicines and Healthcare Products
Regulatory Agency (MHRA), the Health Research Authority (HRA) and the
Department of Health’s National Institute of Health Research (NIHR); and

e The Government, represented by Lord Howe, Parliamentary Under-Secretary of State
for Quality, Department of Health, (hereafter “the Minister”) and David Willetts MP,
Minister of State for Universities and Science, Department for Business, Innovation
and Skills (hereafter, “the Minister for Universities and Science”).!

We would like to thank those who provided written and oral evidence.

7. During our inquiry, several developments affected the regulatory landscape for clinical
trials and the ongoing debate about trial transparency. This Report therefore considers
these developments alongside the questions specified in the terms of reference. Chapter 2
defines the term “clinical trial” and outlines the current regulatory and governance
requirements for those based in the UK. Chapter 3 considers the reasons for the recent
decline in the UK’s share of clinical trials, and offers suggestions for how this might be put
right. Chapter 4 examines the subject of clinical trial transparency, considering the
different levels of data that can be generated by and disclosed for a clinical trial, and
evaluating recent developments designed to make trials more transparent. Chapter 4 also
considers how emerging evidence from clinical trials can be better incorporated into
clinical practice in order to improve medical outcomes. Chapter 5 sets out some final
conclusions and recommendations.

7 "Committee to inquire into clinical trials and disclosure of data”, Science and Technology Committee, 13 December
2012, parliament.uk/science

'8 A full list of witnesses is provided at the back of this Report
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2 Reqgulation and governance of UK trials

What are clinical trials?

8. There is no single definition for the term “clinical trial” and it can be used to describe
several different types of research. Most commonly, the term refers to trials testing the
effectiveness of experimental drugs. For example, Cancer Research UK told us that it used
the term “only when referring to a clinical trial of an investigational medicinal product”
(CTIMP),"” using the alternative phrase “clinical study” when referring to other types of
research conducted on humans.?’ The Medical Research Council (MRC) took a different
approach, explaining that it considered clinical trials to include trials of investigational
medicinal products (IMPs) but also trials “of medicines not defined as IMPs, or of devices
or other interventions, such as surgical techniques or behavioural therapies” ' In this
Report, we employ a broad definition similar to that offered by the MRC, considering
clinical trials to be experiments conducted on humans that are designed to assess the safety
and efficacy” of a particular health intervention, be it a drug, medical device, surgical
procedure, diagnostic test, public health programme or any other type of intervention.

9. Clinical trials are typically categorised into four phases, with each phase progressing only
if the previous phase has been deemed a success:

e Phase I trials aim to determine how the human body responds to an intervention and
how it will tolerate increasing doses. They can be high risk and therefore usually only
involve very small numbers of healthy volunteers, or patients who are ill and have few
other treatment options available to them.

e Phase II trials involve larger groups of patients—sometimes up to several hundred—
and test for the first time whether a treatment works for a particular condition. They do
this by helping to establish the most appropriate dosage, and by testing the treatment’s
efficacy.

e Phase III trials are large trials that aim to definitively assess a treatment’s efficacy for a
given condition. Large numbers of participants—often several thousand—may be
necessary to provide reliable evidence and to enable scientists to identify less common
side-effects of the treatment under investigation. Phase III clinical trials often cost
many millions of pounds to design and conduct, and can continue for several years.”

e Phase IV trials occur after a treatment has been licensed for marketing. They are
conducted for the purpose of safety surveillance (pharmacovigilance) to detect rare or
long-term adverse effects in the wider patient population, and to compare further a

' Clinical trials of investigational medicinal products, or CTIMPs, are discussed further in para 13
20 Ev 90, para 5

21 Ev 106, para 2; Q 39 [Dr Catherine Elliott]

22 See footnote to para 2 for a definition of “efficacy”

2 Manhattan Institute for Policy Research, Stifling new cures: the true cost of lengthy clinical drug trials, March 2012
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treatment’s performance against competitor products or current medical practice.*
Phase IV trials are not specifically dealt with in this Report as they are subject to a
somewhat different regulatory environment than other trial phases.”

Later phase trials, particularly phase III, often take the form of randomised-controlled trials
(RCTs).* In a typical RCT, trial participants are randomly split into two groups, one of
which receives the experimental treatment, the other of which receives either the standard
treatment for that condition, or, if no treatment is available, a dummy treatment known as
a placebo.”” Where possible, RCTs are often also “double blind”, meaning that neither the
participant nor the clinician knows which of the two groups the participant belongs to,
thereby minimising opportunities for bias to influence the results. Clinical trials can be
conducted by commercial organisations hoping to develop a new product or by charities
and publicly-funded researchers for various non-commercial purposes, such as testing a
new use for an existing drug, comparing the performance of two alternative treatments
already approved by regulators, or establishing the value of a new public health
intervention such as a screening programme. Box 1 provides an example of a non-
commercial phase III RCT.

Box 1: The COIN trial®®

The COIN trial was a phase III trial that took place between March 2005 and May 2008. It
was a non-commercial trial designed to test options for the treatment of advanced bowel

cancer, and was funded by Cancer Research UK, the MRC, the Experimental Cancer
Medicine Centre and the NIHR Cancer Research Network.

The COIN trial focused on two distinct questions of importance to patients with advanced
bowel cancer. Firstly, whether adding the drug cetuximab—developed by the
pharmaceutical company Merck and licensed for use in the EU in 2004*—to standard
chemotherapy could benefit patients by increasing lifespan, and secondly, whether taking
breaks from standard chemotherapy could improve patients’ quality of life while having

2 Parliamentary Office of Science and Technology, POSTnote: Clinical Trials, October 2011; “Types of trials: Phase 1, 2,
3 and 4 trials”, Cancer Research UK, cancerresearchuk.org, accessed September 2013

2 "QOverview of medicines legislation and guidance: pharmacovigilance”, MHRA, mhra.gov.uk, accessed September
2013

26 “About randomised trials”, Cancer Research UK, cancerresearchuk.org, accessed September 2013

27 A placebo is defined as any therapeutic procedure which has an effect on a patient, symptom, syndrome or disease,
but which is objectively without specific activity for the condition being treated. For ethical reasons, placebos are
only used in clinical trials if no standard treatment is available.

2 “Atrial looking at treatment for advanced bowel cancer (COIN trial)”, Cancer Research UK, cancerresearchuk.org,
accessed September 2013; “COIN trial in advanced bowel cancer - results presented at ECCO/ESMO conference and
NCRI meeting”, Medical Research Council, ctu.mrc.ac.uk, accessed September 2013

22 “Human Medicines: Erbuitux: authorisation details”, European Medicines Agency, ema.europe.eu, accessed
September 2013
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minimal impact on lifespan.

The trial recruited 2,445 patients from the UK and Ireland and split them into three
groups. Group A, the control group, was treated with continuous chemotherapy, group B
was treated with chemotherapy plus cetuximab, and group C was treated with intermittent
chemotherapy.

Results from the trial demonstrated that, on average, patients given cetuximab alongside
chemotherapy did not live any longer than patients treated with chemotherapy only. It also
found that people who had received continuous chemotherapy lived, on average, six weeks
longer than those who received intermittent treatment, but that patients receiving
continuous chemotherapy also suffered from more side effects and underwent an average
of ten weeks of additional treatment.

Cetuximab is not currently recommended by NICE for the treatment of advanced bowel
cancer, having not been found to be cost-effective.*® However, trials into the effectiveness
of the drug in treating a particular sub-group of patients have recently taken place.”

10. The imprecision and inconsistency of terminology surrounding clinical trials has
proved to be problematic. For example, Dr Catherine Elliott, the MRC’s Director of
Clinical Research Interests, told us that a common reason for grant-holders failing to
comply with their terms and conditions was “a difference in definition” between what the
two parties considered to constitute a clinical trial.** Dr Janet Wisely, Chief Executive of the
Health Research Authority (HRA), stated that the HRA needed to be “absolutely clear what
we mean” when categorising types of clinical research, and told us that the HRA was
currently in the process of defining what it considered to constitute a clinical trial.**

11. Clarity in use of the term “clinical trial” is essential. The establishment of consistent
terminology would be an important first step towards making the UK an easier place to
conduct clinical research. We recommend that the Government agrees a set of simple
definitions for the terms “clinical trial”, “clinical study” and “clinical research” and
ensures their consistent use across the Health Research Authority, Medicines and
Healthcare Products Regulatory Agency, Medical Research Council, National Institute of
Health Research and the NHS.

Regulatory and governing bodies for UK trials
12. The regulation and governance of UK trials is shared between three main bodies:

a) The European Medicines Agency (EMA): the EMA is the EU agency responsible for
“the scientific evaluation of medicines developed by pharmaceutical companies” for use

30 "TA242: Cetuximab, bevacizumab and panitumumab for the treatment of metastatic colorectal cancer after first-line
chemotherapy”, National Institute for Health and Care Excellence, nice.org.uk, accessed September 2013

31 “A trial looking at chemotherapy and cetuximab for advanced bowel cancer (COIN-B)”, Cancer Research UK,
cancerresearchuk.org, accessed September 2013
32 Q 49

3 Q152
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in the European Union.** Before being legally permitted to market a medicine in the
EU, a company must receive marketing authorisation either from a specific country or,
more commonly, through a centralised procedure led by the EMA, which results in the
award of a single marketing authorisation valid across all EU states.”> While not
currently directly responsible for the authorisation of clinical trials, the EMA holds
significant amounts of clinical trial data and uses this when making regulatory
decisions.*

b) The UK Medicines and Healthcare products Regulatory Agency (MHRA): the
MHRA, an executive agency of the Department of Health, is responsible for the
regulation of medicines, medical devices and healthcare equipment in the UK. It is also
legally responsible for approving UK-based trials through its clinical trial authorisation
process.”

c) The Health Research Authority (HRA): the HRA was established in December 2011
as a Special Health Authority, with a remit to “promote and protect the interests of
patients and the public in health research”.”® Although not currently legally responsible
for the conduct of clinical trials, it has a number of governance functions, including
operating the National Research Ethics Service and the integrated research application
system, a UK-wide e-submission system through which applications for various
regulatory and governance approvals can be made.”

The European Clinical Trials Directive

13. The primary legislative instrument regulating clinical trials in the UK is the European
Clinical Trials Directive (CTD), which sets out requirements for EU Member States
participating in clinical trials of investigational medicinal products (CTIMPs). CTIMPs
include most trials involving active pharmaceutical products such as drugs and vaccines,
but exclude trials of non-medicinal interventions such as behavioural therapies and
surgical techniques and “non-interventional” trials in which an approved medicine is
prescribed in the usual (and non-randomised) manner with no additional diagnostic or
monitoring procedures.* As such, the CTD applies to many, but not all, of the clinical
trials currently taking place across the UK and Europe.

14. The CTD, passed by the EU in 2001, was implemented in the UK through the 2004
Medicines for Human Use (Clinical Trials) Regulations.* Under the terms of these

34 “About us”, European Medicines Agency, ema.europa.eu, accessed September 2013

35 Including the European Economic Area countries Iceland, Liechtenstein and Norway; “What we do: marketing
authorisations”, European Medicines Agency, ema.europa.eu, accessed September 2013

36 “Special topics: clinical trials in human medicines”, European Medicines Agency, ema.europa.eu, accessed September
2013

37 “Licensing of medicines: clinical trials for medicines: is a clinical trial authorisation (CTA) required?”, MHRA,
mhra.gov.uk, accessed September 2013

3% Ev 103, para 1
3 Ev 99, para 2.2

40 *Is it a trial of a medicinal product?”, MHRA, mhra.gov.uk, accessed September 2013; Council Directive 2001/20/EC,
Article 1

41 The Medicines for Human Use (Clinical Trials) Regulations 2004
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regulations, before a CTIMP can begin it must obtain Clinical Trials Authorisation from
the MHRA, in addition to approval from an accredited Research Ethics Committee,
currently managed through the HRA. All clinical trials conducted within the NHS,
regardless of whether or not they fall within the scope of the CTD, also require sign-off
from a Research Ethics Committee and, like all health research conducted in the NHS, are
subject to approval from each NHS organisation taking part in the research—a process
known as NHS R&D approval.** Some trials also require additional authorisation from
bodies such as the Human Tissue Authority, the Human Fertilisation and Embryology
Authority, the Administration of Radioactive Substances Advisory Committee and the
National Offender Management Service.*

15. According to Sir Alasdair Breckenridge, former MHRA Chairman, the CTD was
intended to “afford greater protection to subjects in clinical trials, to ensure the quality of
clinical trials and to harmonise regulation and conduct of trials throughout Europe”.*
However, Sir Alasdair stated that “adoption of the CTD had a series of unintended
consequences”, which, according to the Academy of Medical Sciences, have led to the UK’s
strength in health research being “threatened”.* As a result of similar concerns across
Europe, the CTD is now undergoing revision and is expected to be replaced by a new
Clinical Trials Regulation in 2016.* The CTD and the proposed new Regulation are

discussed further in the next Chapter.

42 Department of Health, Governance arrangements for research ethics committees, May 2011, Section 2.3; “Approval
requirements: NHS R&D approval”, National Research Ethics Service, nres.nhs.uk, accessed September 2013

43 "Approval requirements: NHS R&D approval”, National Research Ethics Service, nres.nhs.uk, accessed September
2013

4 Evw33, paral
4 Ev w33, para 3; Ev 79 para 2

4 “Fostering EU's attractiveness in clinical research: commission proposes to revamp rules on trials with medicines”,
European Commission press release, 17 July 2012
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3 Barriers to conducting trials in the UK

Introduction

16. Between 2000 and 2006, the UK’s global share of patients in pharmaceutical trials fell
from 6% to 1.4%." Between 2007 and 2011, the number of trials conducted in the UK also
dropped by 22%, with the total number of trial applications to the Medicines and
Healthcare products Regulatory Agency (MHRA) falling from 1208 in 2007 to 947 in
2011.* In its evidence to our inquiry, the Government acknowledged this drop, stating that
recent years had seen “a decline in clinical trial activity” across the EU.* However, it also
considered there to be “cause for optimism”.** Lord Howe, Parliamentary Under-Secretary
of State for Quality, Department of Health, stated that last year “over 99% of NHS trusts
actively recruited patients” onto clinical studies and that there had been a 7% increase in
the numbers of participants recruited onto clinical trials since the previous year, reaching
630,000 in 2012.5' In addition, according to the Minister, “the number of new trials [...] in
the NIHR clinical research network has more than doubled over the past five years”.>
Dr Bina Rawal, Director of Research, Medical and Innovation at the Association of the
British Pharmaceutical Industry (ABPI), agreed that there had been an “upturn” in trial
activity since around 2010, but considered that the UK had “suffered in recent years as a
choice destination” for clinical trials compared with other parts of the world.”® This
Chapter examines some of the reasons for this decline.

European barriers to conducting a clinical trial

The Clinical Trials Directive

17. At least part of the decline in UK trial activity is the result of the Clinical Trials
Directive (CTD), which, since its adoption in 2001, has imposed a significant burden on
anyone wanting to conduct a clinical trial within the European Union. Both Cancer
Research UK and the Association of Medical Research Charities told us that it was “widely”
acknowledged that the CTD had “contributed to the general trend of decreasing numbers
of clinical trials in Europe” while failing to deliver significant benefits to patients.”* The
NHS Europe Office, established to represent NHS organisations at EU level, argued that
the CTD had “improved the safety and ethical soundness of clinical trials”, but
acknowledged that it had also:

47 Ev 79, para 2; "All together now: improving cross sector collaboration in the UK biomedical industry”, NESTA, 2011

4 Ev 53; “2007 applications received by phase” and “2011 applications received by phase”, available at “Clinical trials
for medicines: UK clinical trial authorisation assessment performance”, MHRA, mhra.gov.uk, accessed September
2013

4 Ev 53, parad
50 Q 185 [Lord Howe]

sQ185
2..Q185
53 Q63

% Evw 108, para 5; Ev90, para 6
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led to a significant increase in the cost and administrative burden for conducting
these studies and has significantly extended the time required for launching new
trials. These difficulties have contributed to making the EU a less attractive location
to conduct clinical trials, which has, in turn, resulted in a significant fall in clinical
trial activity in the UK.

The European Commission, which was responsible for drafting the CTD, stated in its
announcement of the CTD’s revision that this legislation had created “an unfavourable
regulatory framework for clinical research” which had contributed to the recent decline in
European clinical trial activity.*

18. Witnesses highlighted several issues with the CTD. Oxford University’s Centre for
Evidence-based Medicine described it as “too burdensome, too slow and beset with
unnecessary administration without clear upsides”, while a study conducted by CR-UK
suggested that the CTD had “resulted in a doubling of the cost of running non-commercial
cancer clinical trials in the UK” and had increased the time to set up a trial by 65%.”” Of
particular concern was the CTD’s perceived lack of proportionality, whereby trials of vastly
differing degrees of risk carried the same regulatory burden. Professor Sir Michael Rawlins,
Academy of Medical Sciences (AMS),*® described how, under the CTD, trials that involved
giving a patient a dose of paracetamol would require the same level of authorisation as
those involving “rather more toxic agents”.” Sir Michael went on to give an example of
how the CTD’s “one size fits all” approach had prevented a group of palliative care doctors
from conducting a low-risk trial investigating whether high-dose morphine affected
cognitive thinking in end-stage cancer patients.®® Sir Michael told us that, despite testing
what was a “normal” treatment for such patients, this trial was judged to fall within the
scope of the CTD, and researchers therefore had to obtain insurance, materially increasing
the cost of the research. According to Sir Michael, the researchers “decided to give up and
do something else”, adding that “this is the sort of problem that we have [with the CTD]”.%!

19. Sir Alasdair Breckenridge, former Chairman of the MHRA, also highlighted the
problem of “inconsistent interpretation of the Directive among [EU] member states”.®* He
cited the example of a trial investigating feeding formula for newborn babies, which was
judged by the UK’s MHRA to fall within the scope of the CTD, but was considered by
Dutch regulators to be out of scope and therefore not subject to the same regulatory
requirements.”” The Clinical Contract Research Association, a trade organisation, agreed
that the UK had been particularly stringent in its implementation of the CTD, claiming
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that the legislation had been “gold-plated” in the UK compared with other countries and
that, as a result, Europe had “not been a level playing field for clinical research”.%

The proposed Clinical Trials Regulation

20. In December 2008, the European Commission announced and consulted on plans to
review the functioning of the CTD and, in July 2012, the Commission adopted its proposal
for a new Clinical Trials Regulation, intended to replace the CTD from 2016. The MHRA
launched a consultation on the draft Regulation in late 2012, the results of which were fed
back to the Commission, and the draft has since been considered and voted on by the
European Parliament’s Environment, Public Health and Food Safety (ENVI) Committee.
The Regulation is scheduled for first reading at the European Parliament’s plenary session
in March 2014.%

21. Overall, the Regulation was viewed positively by witnesses, with Professor Sir John Bell,
Regius Professor of Medicine at the University of Oxford and a non-executive Director of
several life science companies, echoing the views of many when he told us that it
represented “a significant advance” over the CTD.%” Roche told us that “as one of Europe’s
largest sponsors of clinical trials” it saw “the changes being introduced through the new
clinical trials Regulation as positive” and the Biolndustry Association, a trade body
representing healthcare-focused bioscience companies, stated that it offered “an improved,
simplified and more efficient regulatory framework for clinical trials”.® Key differences
between the new Regulation and the existing CTD include the following:

e Legal form: as a Regulation rather than a Directive, the new legislation will
automatically become law across all Member States, reducing the potential for
inconsistent interpretation. Thus, according to CR-UK, “as a Regulation this legislation
will achieve one of its principal goals in harmonising the regulatory system for clinical
trials across Europe”.®

e Proportionality: the Regulation contains a greater level of differentiation between high
and low-risk trials than the CTD and the Government stated that it was “particularly
pleased” to see “the concept of low-intervention studies” introduced.”” However, the
Institute of Cancer Research and the Royal Marsden NHS Foundation Trust argued
that “the revisions make only a crude attempt at distinguishing between the different
levels of risk that trials present, and so fail to properly reshape the Directive’s flawed,
one-size-fits-all approach””" The Trial Steering Committee for two ongoing low-risk

6 Evw117, para 1
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trials agreed that “the substantive barriers to low-risk, cost-effective trials” had “not
been addressed by the 2012 proposed revision of the Directive”.”>

e Single submission and accelerated approval for clinical trials: Roche welcomed the
proposed consolidation and acceleration of the clinical trial application process, stating
that “a single portal for submission, with harmonised decision-making, is a major
simplification and the proposal to introduce a timeline for the ethical committee
approvals is most welcome”.”> The AMS agreed that “single submission via an EU
portal” and “ambitious timelines to speed up the approval process” were strengths of
the proposed Regulation.”

e Transparency requirements: plans to increase disclosure requirements for trials falling
within the scope of the Regulation were generally welcomed, with the Government
stating that it “view[ed] positively the elements of the proposal designed to do this”.”
However, not everyone felt that the Regulation went far enough. Dr Ben Goldacre, a
practising clinician, author and campaigner for greater trial transparency, stated that
“the current form of the draft EU Clinical Trials Regulation is weak, and does not
adequately address the problem of missing results for medicines currently in use”.”®

The topic of trial transparency is considered further in Chapter 4.

22. Although broadly welcomed, some agreed with the AMS that, while the Regulation
represented a marked improvement on the CTD, “outstanding concerns remain”.”” In
particular, it was suggested that a lack of clarity in the text of the Regulation might lead to it
being interpreted as “more restrictive” than intended, potentially undermining the
advantage of its more prescriptive legal form.” The Wellcome Trust referred to some of the
terminology used in the Regulation as “confusing” and urged the Government to “seek
further clarity on the amount of flexibility inherent in the Regulation”.”

23. The Government stated that it welcomed the European Commission’s proposal for a
new Clinical Trials Regulation, and considered this to have “the potential to create a more
favourable environment for the conduct of clinical trials in the EU”.® It also stressed the
active role it considered itself to have played in the Regulation’s development, stating that it
had been “fully engaged in the negotiations” taking place at European level.* The Minister
told us that:
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the MHRA has been very much at the forefront in all of these discussions and has
influenced the EU Commission very heavily on the direction of travel it has taken
throughout these negotiations. I think [the MHRA] deserves a lot of credit.*

Sir John Bell agreed that the MHRA had made a “substantial effort to ensure that the views
of the UK were heard during the process of re-drafting the directive”.?* Overall, according
to the Minister, the Government was “pleased by the tenor and direction of travel of the
[European] Commission in putting together its proposals” for the new Regulation.*

24. We recognise the significant barrier to research posed by the European Clinical
Trials Directive and welcome proposals for a new European Clinical Trials Regulation.
However, we are concerned that a lack of clarity in the detail of the Regulation could
lead to inconsistencies in its implementation across Member States, and we are not
persuaded that proposals go far enough in ensuring that low-risk trials are regulated in
a proportionate way. We urge the Government and MHRA to continue engaging at a
European level to resolve these issues and to work together to ensure that, when the
resulting legislation is introduced, the administration of clinical trials in the UK will be
pragmatic and proportionate.

UK barriers to conducting a clinical trial

25. Several witnesses pointed out that, while there were improvements to be made to the
regulatory framework at European level, there remained several barriers to conducting a
clinical trial “specifically within the UK”.* The result, according to Roche, was that UK
trials were becoming “increasingly costly and bureaucratic” compared to those conducted

elsewhere in the EU.*® This section of the Report examines these UK-specific issues.

Regulatory and governance complexity

26. Dr Catherine Elliott, Director of Clinical Research Interests, Medical Research Council
(MRC), stated that, while there was “no doubt” that the CTD had contributed to difficulties
in conducting trials across Europe, in the UK this legislation was “overlaid on to an already
complex regulatory framework”.*” This framework is illustrated through the Clinical Trials
Routemap (Figure 1)—an interactive resource developed by the Government in 2004 to
“help clinical trialists and R&D managers understand the regulations and requirements”
for conducting a trial in the UK.*

82 Q202
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Figure 1: The Clinical Trials Routemap®
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27. The complexity of this environment was widely acknowledged, including by the
Government: Bill Davidson, Acting Deputy Director and Head of Research Standards and
Support at the Department of Health, agreed that “the regulatory framework for research
has become increasingly complex, which is one of the main reasons why we established the
[HRA]”* When we asked Dr Janet Wisely, Chief Executive of the HRA, how easily
researchers were able to find their way through this framework in order to initiate a clinical
trial, she told us that “many do have a good understanding”, but acknowledged that “others
find it difficult to navigate what is a complex system”.”" She considered that, “however
much we improve the efficiencies around approvals, it is still going to be quite a complex
task” to initiate a clinical trial, and that researchers needed to make themselves familiar
with the system.”” Sir Kent Woods, Chief Executive of the MHRA at the time of our
inquiry, told us that this was particularly difficult for those “relatively new to the clinical
trials field and without the resources of a regulatory affairs department behind them”—a
view borne out by a May 2013 report published by the Association of Medical Research

8 “Clinical trials toolkit: Routemap”, National Institute for Health Research, ct-toolkit.ac.uk, accessed September 2013
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Charities, which found that 40% of polled hospital doctors “cited difficulties navigating
regulatory processes as a barrier to them taking part in medical research in the last two
years”.”> The Biolndustry Association (BIA) pointed out that delays in the commencement
of trials acted as a “significant drain on [..] companies’ finite resources”, and was
particularly detrimental to small to medium enterprises which were often “pre-revenue
and equity-backed” and were less likely to possess regulatory expertise.”

The performance of the Health Research Authority

28. A 2011 Academy of Medical Sciences report commissioned by the Department of
Health, A new pathway for the regulation and governance of health research, recommended
the establishment of a new independent agency, intended to bring together existing
approval processes and simplify the UK regulatory and governance landscape for clinical
trials.”” In response, the Government established the Health Research Authority (HRA) in
December 2011.% The HRA’s remit is to “promote and protect the interests of patients and
the public in health research” and, according to Dr Wisely, the HRA also has “a much
wider role, which is largely about making it easier to do good quality research within the
NHS”.”” Key HRA functions currently include:

operating the National Research Ethics Service;
e acting as the appointing authority for Research Ethics Committees (RECs) in England;

e operating the integrated research application system, which is “a UK-wide e-
submission system through which applications for [selected] regulatory and
governance approvals for health research” can be made;*

e providing access to confidential patient information under Section 251 of the NHS Act
2006;”

e encouraging patient and public involvement in health research, and

e encouraging transparency, both in the HRA’s own operations and by promoting good
research conduct.'”

29. Witnesses generally considered it too early to judge whether the HRA had been
successful in meeting its objectives, although its positive attitude was widely praised: the

% Q 150; Association of Medical Research Charities, Our vision for research in the NHS, May 2013, p 36
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2011", Department of Health, gov.uk, accessed September 2013
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BIA commended the HRA’s “open and transparent spirit of engagement” which it stated
had been “warmly welcomed by the sector” and the Clinical Contract Research Association
considered that the HRA had already “streamlined clinical trials ethics regulation”, making
the UK “a more attractive location to conduct clinical trials”.!"” However, the UK Clinical
Research Collaborations Registered Clinical Trials Units Network, a group responding on
behalf of 15 UK clinical trial units, while welcoming “the spirit of the HRA” argued that it
was yet to have “demonstrable impact [...] on the operations of clinical trials units”.'*
King’s Health Partners (KHP), one of England’s first academic health sciences centres,'”
stated that “most clinical researchers and R&D staff in KHP have very little awareness of
the HRA aside from the fact it exists”—a statement echoed by the Royal Pharmaceutical
Society and the National Pharmacy Clinical Trials Advisory Group.'**

30. According to its most recent Business Plan, the HRA is expected to spend £9.68 million
in 2013-14, over half of which relates to the operation of its ninety-one Research Ethics
Committees.'”” Roche questioned whether this budget was congruent with the HRA’s
objectives, claiming that there were concerns that it had “not been given the resources to
achieve its role effectively and therefore may be at risk of either scaling back its remit or
slowing down its work and the research and trials that rely upon it”.!* Although other
witnesses did not comment on the HRA’s budget, the Association of Medical Research
Charities emphasised the need for it to “assess and demonstrate its effectiveness”, and the
AMS agreed that the development of “reliable metrics” would be “extremely important
both in terms of providing feedback on the success of initiatives [and] communicating
success internationally to companies and researchers seeking locations for clinical trials”.'””
This need for formal performance measurement appears to have been recognised by the
HRA, which stated in its 2013-14 Business Plan that it needed to “do further work over the
coming months with stakeholders to identify what success will look like, feel like and
measures that can be used to demonstrate it”.'®® Nevertheless, it was the Minister’s view
that “by common consent the HRA has got off to a very good start indeed”.'*

31. We commend the establishment of the Health Research Authority (HRA) and note
that feedback on the HRA’s performance to date has been largely positive. However, we
are unable to judge whether the HRA has so far been effective in achieving its
objectives, as the necessary performance indicators are not currently in place. We
recommend that the HRA establishes and publishes a suite of relevant key performance
metrics and targets in its 2014/15 Business Plan, and monitors performance against these
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targets annually. We further recommend that a triennial review of the HRA takes place
no later than December 2014, three years after its creation as a Strategic Health
Authority.

32. Over a year after its creation, some stakeholders (including an academic health
science centre, intended to be a centre of excellence for UK health research) remained
unaware of the function, or even the existence, of the HRA. Although these
stakeholders also bear some responsibility for their own awareness of such
developments, we consider that the HRA should now place greater emphasis on
engaging with the clinical research community and raising the profile of its work. The
HRA should detail in its response to this Report how it intends to do this.

NHS research and development approval

33. According to many, “by far the greatest impediment” to conducting a clinical trial in
the UK is the requirement for researchers to obtain separate approvals from each NHS
organisation involved—a requirement referred to as NHS R&D approval.''® Professor Sir
Michael Rawlins, Academy of Medical Sciences (AMS), explained that most trials take
place across multiple NHS locations, each of which have their “own governance
arrangements, with all of them looking [separately] at things like criminal records reviews
and patient consent forms”.""" He gave the example of a principal investigator for a study
involving 62 hospitals, who underwent 62 Criminal Records Bureau checks before being
able to begin the trial.''* A further example was provided by the British Heart Foundation
(BHF), which told us about a study that “took more than a year to get started because of
delays caused by governance and NHS funding issues”.!” According to the BHF, “the
longest delays occurred in agreeing the contracts between the lead site at the University of
Cambridge and seven other centres”, which, as a result of each NHS site requesting
separate agreements for each of the three trials making up the study, led to the university
having to prepare 21 different contracts for a single study.'"* The BIA emphasised the
“added cost, both in terms of staff and time and financial outlays” incurred as a result of
such delays, which meant that many businesses found that conducting trials could be

“demonstrably cheaper and more efficient in other jurisdictions”.!"®

34. The problem of NHS R&D approval was strongly underscored by the AMS’s 2011
report, which recommended the creation of a National Research Governance Service
(NRGS) to streamline this process."'® The AMS envisaged that the NRGS would form a
“core component” of the HRA and would “oversee a streamlined, common process for
NHS R&D permission for all single and multi-site studies in the NHS in England”.""” The
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Government has not, to date, taken up this recommendation, although the Minister told us
that the HRA was “looking at ways to speed up the whole research journey”.""® He added
that the HRA was currently “running a feasibility study, including a number of pilots, to
test the effect of rationalising and combining NHS study-wide review with elements of the
Research Ethics Committee review into a single HRA assessment”.!”® This study,
announced in October 2012 and commenced in June 2013, was widely welcomed and
Cancer Research UK stated that, if successful, this would be the “biggest step” towards
achieving a more streamlined governance process for clinical trials."*® The Minister
cautioned that “we cannot expect overnight results” and was unable to provide us with any
milestones for next steps.'* The report of this study was considered by the HRA’s Board in
June 2013, following which recommendations were made to the Department of Health.'*
The HRA stated in August that the results of the feasibility study had demonstrated that
“both study-wide and local R&D assessments [could] be integrated into an HRA
assessment” and that a business case for implementation was currently being prepared.'*

35. We welcome moves by the HRA to streamline NHS governance arrangements and
stress the importance of this initiative, which, in our view, should be given the highest
priority. Following completion of the feasibility study, we recommend that a timeline
detailing the next steps be published as part of the HRA’s response to this Report. The
Government should assist the HRA in its efforts to meet this priority, including making
additional resources available if necessary.

Monitoring NHS Trust performance

36. The Government has repeatedly pledged to monitor “how many Trusts are getting
clinical trials started quickly” and stated, in 2011, that Trust performance against a 70 day
target would be published from 2012."** Oxford University’s Centre for Evidence-based
Medicine, however, considered this target to be “unobtainable for drug trials” since, “as a
lead investigator on a NIHR funded trial, the best we can currently obtain is around the
150-day mark, which is the European average”.'” When asked in June 2013 how NHS
Trusts were performing compared with this benchmark, the Minister replied that he did
“not yet have robust data” and would not be in a position to answer our question until later
in the year."?® The Minister explained that the benchmark had been included in all new
contracts with NHS Trusts since April 2012 and that a process to track performance was
currently being tested. When we asked if this target was likely to be achievable, the Minister
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replied “yes” but considered that “it may take a little time before we see majority
» 127

compliance”.
37. We are disappointed that the Government has failed to meet its own 2012 deadline
for measuring NHS Trust performance against a 70-day benchmark for clinical trial
initiation and we query whether this target is realistic in the short-term. We recommend
that the Government updates us on current performance and on how many NHS Trust
contracts now include this benchmark in its response to this Report.

Patient recruitment

Public attitudes to and awareness of clinical trials

38. Simon Denegri, NIHR National Director for Public Participation and Engagement in
Research and Chair of INVOLVE, the national advisory group for public involvement in
research, highlighted that clinical trials “would not happen if patients and people did not
come forward voluntarily and freely contribute their time”."*® Fortunately, public attitudes
to clinical trials in the UK are generally positive—according to a 2011 survey
commissioned by the Association of Medical Research Charities (AMRC), 72% of people
would like to be offered the opportunity to be involved in a clinical trial.'® Mr Denegri
suggested that many patients felt “as though they might get better care” as a result of
participating in a clinical trial, in addition to believing that they might benefit from a new
treatment or therapy.'”” Others confirmed that, for some conditions, clinical trials
represented an important treatment option. Professor Karol Sikora, Medical Director of
Cancer Partners UK and Dean of the University of Buckingham Medical School, said that
for cancer patients there was often “a sense of desperation” among those who have failed to
get better with conventional treatments, meaning that they “actively seek out centres where
there are clinical trials”."*! Professor Peter Johnson, Chief Clinician at Cancer Research UK
(CR-UK), added that different groups of people had “different levels of enthusiasm to take
part in research”, and considered that “in general, people diagnosed with cancer have a
very high level of motivation”."*> As a result, patient participation in cancer research is
high, with around one in five people diagnosed with the condition taking part in one of
CR-UK’s trials.'”*® However, positive attitudes appeared to be weaker when trials were
known to be funded by industry. A 2013 public dialogue exercise commissioned by the
HRA found that “the general public were deeply suspicious of the pharmaceutical sector
and many held a view that making a profit was incompatible with developing products of
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benefit to patients”.’** In addition, pharmaceutical trials were thought to develop in
isolation to the NHS and the links between different organisations were not recognised.'*

39. When asked what might prevent someone from becoming involved in a clinical trial,
Mr Denegri highlighted the issue of public awareness and told us that knowledge about
clinical trials was “pretty low in the general population”.** He continued, “it probably
increases as one becomes a patient, particularly if one has a condition such as cancer or if
one is going to be treated for a long period of time” but described the process through
which people could find out about clinical trials as “quite hit and miss”."”” Sharmila
Nebhrajani, Chief Executive of the AMRC, agreed that there was “definitely a knowledge
and access barrier” for people wanting to participate in a clinical trial, telling us that
“patients want to do it, but they have no idea how”."*® According to Professor Johnson, “a

much higher level of awareness among the general population would be enormously
helpful”."*

40. Despite generally positive public attitudes to clinical research, Roche told us that
recruiting the requisite number of patients to UK trials was “often a more time-consuming
process than in other EU countries”.!* William Burns, a Member of Roche’s Board of
Directors, considered that there was no “hesitancy from patients themselves” and that
difficulties in patient recruitment were down to “an issue of process”.'*! Roche considered
that this was because “the NHS does not see clinical trials as part of its day to day
operation” and others also highlighted what the British Heart Foundation called the
absence of a “research-oriented mentality” in the NHS."** A recent NIHR “mystery
shopper” survey, involving 82 hospital sites across 40 NHS Trusts, found that 91% of
hospitals did not have any public information about studies they were supporting in “basic
point of contact areas” and only 34% had information about clinical research on their
websites that was useful to patients.'**

41. Health professionals also appeared to be relatively uninformed about research
opportunities, making it difficult for them to talk to patients about potential participation.
Mr Denegri told us that a patient’s relationship with their doctor was “pivotal” in
influencing their decision about whether to take part in a trial but, according to the AMRC,
a third of surveyed GPs and nurses said that they were not very confident talking about
research with their patients, and 21% of health professionals were either unaware of, or
failed to use, any of the tailored information resources available to support such
conversations.'** A reluctance to discuss research also appeared to exist on the part of
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patients: a recent poll found that “only 21% of patients and the public said that they would
feel confident asking their doctor about research opportunities”.'* Mr Denegri considered
that health professionals, who in the past had “not been very helpful” to patients wanting to
find out about research opportunities, were gradually being excluded from the decision-
making process, as patients increasingly attempted to “self-refer to take part in research”.!*¢

42. The Government has responded to this reluctance to talk about research by launching
the OK to Ask campaign, which promotes “the fact that it's OK to ask about clinical
research”.'*” The Minister explained that this campaign was intended to:

raise awareness among patients and patient groups about the role of research in the
NHS; the role of patients in research; that it is okay to ask your doctor about clinical
research and, at the same time, to encourage clinicians and those working in the
clinical environment—for example, people working in care homes—to think
positively about research in the context of those they look after.'*

The launch of the OK to Ask campaign followed the March 2013 update of the NHS
Constitution, which strengthened the NHS’s commitment to health research by pledging
to “inform” patients of “research studies in which [they] may be able to participate”.'*
Professor Johnson welcomed this change as “extremely positive” and Nicola Perrin, Head
of Policy at the Wellcome Trust, agreed that the new pledge would “hopefully” be “very
helpful”, while adding that it needed to be “accompanied by much better information” for
patients.””® The AMRC agreed that patients needed to understand “what this commitment
means to them” and pointed out that staff also needed guidance on “how they should meet
this pledge and why”, concluding that the change to the NHS Constitution was “welcome,
but not sufficient”.”' The Minister told us that as a result of this “pledge to promote the
existence of clinical trials” there was now “an onus on the system itself to do this”.!*?

43. We welcome changes designed to make the NHS Constitution more research-
focused and the launch of the Government’s OK to Ask campaign. However, we are
cautious of any suggestion that the system, as a result of this new onus, will
automatically act to promote the existence of and encourage involvement in clinical
trials. We recommend that the Government provides details of how changes to the NHS
Constitution and the OK to Ask campaign have been communicated and promoted, both
within the NHS and to the general public. In twelve months’ time it should publish
evidence on how the measures have affected both public and professional attitudes to, and
participation in, clinical trials.
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44. We note the apparent lack of public confidence in the pharmaceutical industry and
are concerned that this may increasingly pose a barrier to conducting trials in the NHS.
Industry should act to regain trust lost through past examples of poor behaviour by
engaging more effectively and transparently with the public in the future. In addition,
Trusts need to do far more to educate patients about the benefits, both to them and to the
wider community, of participating in research and allowing properly controlled sharing
of patient data.

The Clinical Trials Gateway

45. In its 2011 Strategy for UK Life Sciences, the Department for Business, Innovation and
Skills (BIS) included a commitment to “re-launch an enhanced web-based UK Clinical
Trials Gateway”, which would “provide patients and the public with authoritative and
accessible information” about clinical trials taking place in the UK. The Gateway,
operated by the NIHR, was re-launched in April 2012 and currently contains details of
around 14,500 trials taking place in the UK, approximately 3,100 of which are listed as
recruiting.'*

46. Mr Denegri considered the Gateway to be a “good initiative” that had been “very much
welcomed” by patients, and the AMRC agreed that it was a “valuable resource”.!*® BioMed
Central, an open-access scientific publisher, cited the Gateway as evidence that “increased
participation in trials” remained “very much supported by the UK Government”.'*
However, the Gateway does have several limitations. Mr Denegri stated that there were
“two broad issues™:

First, knowledge of it is not great; and, secondly, from a patient perspective, it is a
little clunky and does not quite do everything you need. At the moment, you can
search generally and nationwide for trials in which you might be able to participate,
but you cannot search for trials that are local to you—perhaps 20 or 30 miles down
the road—which is a priority for someone with a busy life.”’

BioMed Central summarised the Gateway’s challenges slightly differently, as ones of
“coverage” and “accessibility”, explaining that additional trial databases would need to be
searched to ensure full coverage and pointing out that “clinical trial descriptions are often
not in plain English”, reducing the resource’s accessibility."*® A 2012 patient survey found
that 67% of respondents considered the information contained on the Gateway to be either
very clear or fairly clear but there were also “many requests for information to be kept up
to date, clear, simple and relevant to its purpose”.’”* Some respondents also felt that “there

53 Department for Business, Innovation and Skills, Office for Life Sciences, Strategy for UK Life Sciences, December
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was too much medical and technical information” and that lay summaries were used
inconsistently across the Gateway.'®

47. The same survey also found that 80% of respondents—primarily patients and carers,
who are the most likely users of the resource—had not heard of the Clinical Trials
Gateway.'® When questioned about this, the Minister acknowledged that “knowledge of
the Gateway is less than we would like” but added: “I understand that the NIHR is taking
various steps to promote the existence of the Gateway, as indeed the NHS itself must
do”.** When asked to expand upon how this was being achieved, the Minister responded
that the NIHR had ensured that all parts of the NHS were “made aware” of the Gateway’s
existence, so that “at relevant opportunities, clinicians and others are encouraged to draw
attention to it when they have a patient sitting in front of them”.!”® However, he
acknowledged that efforts to “promulgate the existence of the Gateway” had had “limited
success so far”.'** The Minister also stressed that the Gateway had “recently been updated
and renewed and is in the process of being improved still further”, for example by giving it
a better geographical focus, as highlighted by Mr Denegri, “so that, if you are living in a
certain part of the country, you can find out what trials are going on nearby”.'®

48. The CancerHelp UK clinical trials database, funded and operated by CR-UK, is an
online resource dedicated to UK cancer trials. According to CR-UK, unlike other trial
registries, which are typically clinician or researcher-focused, the trial summaries included
on CancerHelp UK “are written specifically with patients in mind”.'*® Professor Johnson,
CR-UK’s Chief Clinician, stated that “about six whole-time equivalent staft” were
“continuously trawling the different databases” to identify new trials, following which they
wrote bespoke trial information sheets, “usually in concert with the researchers”.'’” He
continued:

we check the accuracy of what we are putting up with the researchers conducting the
trials to make sure that we have got it absolutely right and that we put it in terms that
are readily understandable to the people arriving on the website.'*®

In comparison, support and development of the Government’s Clinical Trials Gateway is
performed by contract staff, equating in total to “two whole time equivalents” and most of
the information it contains is pulled from existing sources, such as regulatory trial registers,
not specifically designed for a lay audience.'® Box 2 contains a comparison of entries for a

60 National Institute for Health Research, UK Clinical Trials Gateway: public and patient survey 2012, January 2013, p 16

61 National Institute for Health Research, UK Clinical Trials Gateway: public and patient survey 2012, January 2013, p10;
p12

%2 Q186

3 Q187

%4 Q188

% Q186

66 Ev 94, para 2

Q55

% Q55

69 Ev 58; “What the UKCTG is”, National Institute of Health Research, ukctg.nihr.ac.uk, accessed September 2013



28 Clinical trials

current phase I/II cancer trial on the Clinical Trials Gateway and the CancerHelp UK trials
database.

49. Dr Elliott, MRC, stated that CR-UK had done a “great job with CancerHelp” and
Ms Perrin, Wellcome Trust, agreed that it was an “excellent” resource.'” This is reflected in
the level of traffic received by the site: according to CR-UK, each month, on average,
35,000 full trial summaries are viewed on the CancerHelp UK database—more than the
number of people diagnosed with cancer each month."”! In comparison, the Government
stated that in May 2013 (a month that included International Clinical Trials Day'’* and the
launch of the Government’s OK to Ask campaign) 41,115 pages on the Clinical Trials
Gateway—covering not just cancer, but all conditions—were viewed, although it did not
specify whether all of these views were of trial summaries.’”” The Government told us that,
since 2008, it had invested £611,000 in the Gateway, part of which related to “limited
advertising and promotional materials” including leaflets, postcards and placards.”

Box 2: Comparison of information on the UK Clinical Trials Gateway and CancerHelp UK

The ARISTOTLE study is a phase III trial looking at the use of irinotecan, a chemotherapy
drug, in treating rectal cancer. It is currently attempting to recruit patients in the UK and is
detailed on both the CancerHelp UK trials database and the UK Clinical Trials Gateway.

The “lay summary” contained on the Clinical Trials Gateway was taken directly from the
UK Clinical Research Network (UKCRN) portfolio database—a system designed for use by
clinical researchers.'” It stated that:

ARISTOTLE is a randomised multi-centre phase III trial with a target accrual of 920 patients
with MRI defined locally advanced non metastatic rectal cancer. [...]

The trial aims to determine whether the addition of a second drug (irinotecan) to the standard
treatment of oral chemotherapy using capecitabine and radiotherapy improves outcome.'”®

In contrast, the summary provided by CancerHelp UK was written specifically for a lay
audience and described the trial as follows:

This trial is looking at adding irinotecan to the standard treatment for cancer of the rectum that
has spread into the surrounding tissues (locally advanced cancer). [...]

70 Q 45 [Dr Elliott]; Q 54 [Ms Perrin]
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Doctors usually treat locally advanced rectal cancer with chemotherapy and radiotherapy
followed by surgery. Having both treatments together is called chemoradiotherapy. As well as
killing cancer cells, some chemotherapy drugs can make cancer cells more sensitive to
radiotherapy. Having chemotherapy with radiotherapy is often better at shrinking cancer than
radiotherapy alone. The chemotherapy drug capecitabine with radiotherapy is standard
treatment to shrink rectal cancer before having surgery to remove it.

In this trial, researchers are looking at adding another chemotherapy drug called irinotecan.
They want to find out

e Ifadding irinotecan to standard treatment stops or helps to delay the cancer coming
back following surgery
e More about the side effects

This is a randomised trial. It will recruit about 920 people in the UK. The people taking part are
put into 2 groups by a computer. Neither you nor your doctor will be able to decide which group
you are in."”’

50. We were impressed by the quality and accessibility of Cancer Research UK’s trials
database, which is reflected in the high volume of traffic that it receives. In contrast,
while we are satisfied that the Government is working to improve and promote its own
Clinical Trials Gateway, we were concerned to find that only 20% of its target users
were aware of its existence as of mid-2012, and that the Minister was unable to give us a
more detailed account of what was being done to improve this. The Government must
improve the Clinical Trials Gateway and raise its profile with patients, clinicians and the
general public. We recommend that the Government provides details about how it will
achieve this, together with indicative timelines and targets, in its response to our Report.

51. We consider it important that the information contained on the Clinical Trials
Gateway is accessible to the lay person, which does not appear to be consistently the
case at present. The Government should ensure that all trials listed on the Gateway
include a plain language summary written specifically for a lay audience. Where such
summaries are not already in existence, the Government must be prepared to commit the
time and effort needed to create them. Taking into account the Gateway’s current
resource levels, we recommend that, where possible, preparation of a lay summary should
be included as a requirement for publicly-funded trials, but that the Government remain
open to the option of increasing the level of resource dedicated to the Gateway if
necessary.

77 "A trial looking at standard treatment with or without irinotecan for cancer of the rectum (ARISTOTLE)", Cancer
Research UK, cancerresearchuk.org, accessed September 2013
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4 Clinical trial transparency

The need for trial transparency

52. Clinical trials generate large amounts of information, much of which is used by
regulators when evaluating a drug for licensing. The term clinical trial transparency
generally refers to the extent to which this data is made more widely available, to other
scientists, clinicians and members of the public."”® Witnesses to our inquiry broadly
supported the notion of greater trial transparency and pointed out that this would be likely
to bring about a number of benefits, including:

Improved patient outcomes: several witnesses drew a connection between greater
transparency and improved clinical decision-making—the AllTrials campaign'”
claimed that failures to register and publish trials led directly to “bad treatment
decisions” and “missed opportunities for good medicine”.'"® Dr Ben Goldacre, co-
founder of the AllTrials campaign and a practising clinician and author, explained that
“healthcare professionals and patients need the results of clinical trials to make
informed choices about which treatment is best” and added that it was “not satisfactory
to say that the results of trials should be reported only to regulators”.’! The Academy
of Medical Sciences (AMS) agreed that if only a subset of clinical trials “with extreme,
or favourable, results” reached the public domain, “a biased conclusion” could be
drawn about a treatment’s effectiveness, potentially leading to the wrong medical
decisions being made.'®

Enhanced scientific knowledge: according to the AMS, “greater access to
appropriately controlled data for valid scientific inquiry offers significant scientific
benefits and helps ensure scientific validity” by opening research up to greater
scrutiny.'® Tracey Brown, Managing Director of Sense about Science, agreed that this
ability to “self-correct” is essential to science, explaining that:

We do not have the modern scientific approach that we have today because
everybody has secretly gone off and done things in the cupboard; we have it because
people have tested each other’s ideas, pulled them apart and asked if something could
have been done better. That is a very important part of scientific medical advance.'®

Sense about Science also stated that greater transparency could provide “a richer
research base for both industry and academia” by increasing the visibility of research
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and thereby expanding the potential for collaboration and could also prevent the same
trial from being unknowingly conducted more than once.'*

Increased public trust in research: it was a common view that greater transparency of
trial data would engender greater public trust in medical research. Dr Margaret
McCartney, a General Practitioner and medical writer, told us that lack of transparency
in the past meant that she could currently “have no faith that patients taking part in
clinical trials are not doing themselves harm”.'"®® INVOLVE, the national advisory
group for public involvement in research, agreed that there needed to be “far greater
openness and transparency in the publishing and accessibility of research findings” if
the public were to “trust and have confidence” in clinical trials.'®

Fulfilment of basic ethical standards: several witnesses felt that it was unethical not to
make the results of clinical trials public. A group from the Cochrane Collaboration, an
independent research organisation, stated that for “experiments conducted on human
beings” the full reporting of results “should be a right, not a gift”."*® Dr Goldacre agreed,
telling us that by failing to make trial data transparent researchers were “breaching the
ethical pacts” forged with patients when they agreed to take part in a clinical trial."** A
letter from 53 trial participants to the European Medicines Agency (EMA), provided to
us by Sense about Science, stated that failure to publish the results of clinical trials was
“a betrayal of our trust in clinical trial regulation, and the trust of the families of those

patients who volunteer for trials having had a terminal diagnosis™.'

53. While support for the notion of greater trial transparency was strong, witnesses
acknowledged that there were challenges, including the need to:

protect the privacy of patients participating in clinical trials and ensure that data
disclosure did not go beyond the confines of patient consent;

protect any intellectual property contained within clinical trial data and respect
commercial sensitivities, and

mitigate the risk that clinical trial data would be re-analysed in an inexpert or
irresponsible way, potentially leading to regulatory decisions being undermined and
misleading conclusions reaching the public domain.

54. The most significant of these concerns related to patient privacy. Clinical trials can use
and generate a large quantity of personal data, many of which could serve in combination
to identify the patient even if their name were removed (for example, the patient’s age,
weight, occupation, the condition that is being treated and the location of their local
hospital). While the disclosure policies currently applied by most pharmaceutical
companies may limit trial transparency, according to the Association of the British
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Pharmaceutical Industry (ABPI) they also “protect patients’ personal data” as “consent is
not given for [patients’] data to be utilised by other third parties”.!”* Roche also noted that
“many of the trials of today’s medicines were conducted many years ago when the
imperative for transparency of patient-level data was somewhat less” and, as a result, “they
were not always conducted in a way which supported easy disclosure of patient-level
data”.’> In particular, according to Roche, in many cases “the wording of the patient
consent forms” from past trials makes data-sharing “very difficult to achieve”.'”> The ABPI,
Biolndustry Association (BIA) and others also emphasised the need to protect commercial
interests."”* The BIA argued that regard must be given to the “considerable investment in
intellectual effort, inventive skill, time and money” represented by a clinical trial, which
could be put at risk if “trade secrets” were revealed through a requirement for increased
data disclosure.'”” The concern that making trial data more widely available would make it
vulnerable to inappropriate re-analysis was also widespread.”® Sir John Bell, Regius
Professor of Medicine at the University of Oxford and a non-executive Director of several
life science companies, described the threat as follows:

Large trial analysis can be done using multiple tools and, by parsing the data in a
variety of ways, many different conclusions can be drawn. The public and the press
are ill-equipped to deal with such assertions and it can take many years before the
effects of such analyses are corrected."”’

Dr Keith Bragman, President of the Faculty of Pharmaceutical Medicine (FPM), agreed,
arguing that “simply to open up these data resources to anybody, and for them to do
anything that they wish and perhaps come up with claims that cannot be substantiated,
could create a chaotic situation”."®

55. Others, however, disputed the significance of each of these challenges. Dr Goldacre, for
example, while acknowledging that there were “challenges in ensuring confidentiality for
individual patients”, felt that these challenges could “be overcome”, and Sense about
Science pointed out that many forms of trial data did not include individual patient-level
information and suggested that, where they did, such data could be redacted.” There was
also disagreement about the extent to which trial data should be treated as commercially
confidential, with the BM] asserting that many data did not include commercially sensitive
information and arguing that, even where it did, “citizens’ right to know should override
commercial confidentiality”.”” Sir John’s argument that the public was “ill-equipped” to
deal with the conclusions drawn from secondary analysis was disputed by Dr Helen
Jamison of the Science Media Centre, who argued that the mainstream media was now
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more able to deal responsibly with medical “scare stories” than it was in the past, making it
less likely that misleading and potentially harmful analyses would reach the public
domain.””! These arguments are considered further later in the Report.**

56. In bringing about greater transparency, several witnesses also emphasised the need to
extend policies to trials that had occurred in the past, as well as those that will occur in the
future.*” In Dr Goldacre’s words, since most of the drugs currently in use came onto the
market as a result of trials conducted several years ago, efforts focused only on future trials
will “do nothing to improve medicine until most of us are dead”.”** While acknowledging
these calls for retrospective action, the AMS nevertheless considered that “the focus should
be on developing mechanisms to ensure rapid prospective posting and publication of
current and future trials as this can be practically addressed more swiftly”.* It cautioned
that resources, in particular, “could be a key constraint” when considering retrospective

disclosure.?%

57. It is not enough simply to release data; Professor Peter Johnson, Chief Clinician at
Cancer Research UK, explained that greater transparency would be of limited value if it
resulted in scientists and the public being “simply swamped in largely meaningless”
information.””” According to the Royal Society, in order to avoid this scenario and realise
the benefits of open scientific data, data must be:

e accessible and readily located;
 intelligible to those who wish to scrutinise them;

o assessable so that judgments can be made about their reliability and the
competence of those who created them; and

e usable by others.**®

The AMS agreed that information from clinical trials should be shared in a way that was
“intelligible, assessable, reliable and usable” and Ms Brown also considered that an
“intelligent approach” to data sharing was needed, adding that “we do not want a situation
where [...] people put things into the public domain in binary code [for example], or where
there is data dumping”.*”

58. Clinical trial transparency is important and greater transparency would be likely to
provide a number of benefits, particularly if applied retrospectively. However, there are
obstacles to achieving this and the drive for greater transparency must be balanced
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against other concerns, particularly the need to protect patient privacy. Greater
disclosure does not necessarily equate to greater transparency if the information shared
cannot easily be understood and we therefore recommend that efforts to increase the
availability of clinical trial data focus on providing information that is accessible,
assessable, intelligible and usable.

The four levels of clinical trial transparency

59. The costs and benefits of making clinical trials more transparent are closely linked to
the types of information being discussed, which can range from high-level facts about the
aims and planned methods of a trial, to the thousands of lines of raw data generated over
its course. The AMS explained that “clarity about which aspect of transparency” was being
discussed was important, “as each presents different issues” which could significantly affect
the arguments for and against making a particular level of trial data more transparent.*'
We agree and have therefore differentiated between four levels of trial transparency in
drawing our conclusions. These are:

e trial registration (level 1): a record that the trial has been conducted, from a clinical trial
register detailing basic trial information;

e summary-level trial results (level 2): a brief summary of the trial’s results, together with
key conclusions, most commonly in an academic journal or trial register;

e clinical study report (level 3): a detailed report, usually prepared for regulatory
purposes, of the method, conduct and outcome of a trial, often running to several
hundred pages in length; and

¢ individual patient-level data (level 4): the raw patient data generated over the course of
a trial, from which aggregate results and other conclusions are drawn.

Level 1: Trial registration

60. A registered trial is one whose details have been entered onto a publicly-accessible
database in advance of its commencement. There are many trial registries currently in
existence but, as of mid-2013, only 15 were recognised as “primary registries” by the World
Health Organisation (WHO).?"' To be listed as a primary registry, registers must include
details of:

e the trial sponsor and source of funding;
e countries of recruitment;
e adescription of the intervention being tested;

e key inclusion and exclusion criteria for trial participants;

210 Fy 82, para 28
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o target sample size (the number of participants the trial intends to enrol), and
o the outcomes that the trial is intended to test.*?

Current WHO primary registries include several national trial registries, the EU Clinical
Trials Register*"? and ISRCTN.org, a global database that accepts registration of any study
designed to assess the efficacy of a health intervention in a human population.®'*

61. Witnesses were unanimous in their support of trial registration. The Wellcome Trust
stated that registration was “the most important” way in which clinical trials could be made
more open to scrutiny, while Dr Fiona Godlee, editor-in-chief of the British Medical
Journal (BM]J), claimed to “only see benefits”, explaining that “if prospective trial
registration were working [...], it would ensure that we would have a full record of all the
ongoing trials and, therefore, the potential to chase up and obtain the full results of those
trials”.*"> Tracey Brown, Sense about Science, agreed that, at present:

We do not even have the contents list, if you like, of what has been done, never mind
being able to track down some of the results. That is something that reviewers who
are looking across a whole range of studies really struggle with; they spend a lot of
time just trying to find out what has actually been done but been left in a cupboard
somewhere. Registration is about knowing what the trial is for and registering the
protocols.*'®

Dr Elizabeth Wager, a freelance writer and publications consultant, noted the particular
importance of registering design details before a study began, in order to “help to reduce,
or at least identify, the selective reporting of outcomes, or changes in study design

occurring between initiation and publication”.*"”

62. Although several attempts have been made to increase the level of trial registration,*®

evidence suggests that many trials remain unregistered. According to Dr Goldacre, a 2009
study found that “half of all trials published in major medical journals [...] had not been
properly registered, and a quarter had not been registered at all”.?’* In the UK, a 2013
sample audit conducted by the Medical Research Council (MRC) also found that a
significant proportion of MRC-funded trials—14%—had not been registered, even though
this was a condition of the grant.*® The Minister, however, while agreeing that all trials
should be registered “whatever their nature”, appeared to believe that there was currently
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“no problem” with this aspect of transparency since a number of publicly-accessible
registers were already in existence.?*!

63. We consider universal trial registration to be a crucial step in increasing clinical
trial transparency and believe that all future trials should be included in a publicly-
accessible register. This is clearly not the case at present, even for trials conducted in the
UK. We recommend that the Government take steps to ensure that, in future, all clinical
trials conducted in the UK, and all trials related to treatments used by the NHS, are
registered in a WHO-listed primary registry.

64. Since the trials of treatments currently in use often occurred many years ago,
retrospective disclosure is important if the benefits of clinical trial transparency are to
be realised in the short to medium-term. Although retrospective trial registration will
incur some cost, we consider that this will be outweighed by the public health benefit of
having a complete picture of the trials conducted on treatments currently available to
patients. The Government should support the retrospective registration of all trials
conducted on treatments currently available through the NHS and should actively pursue
policies to bring this about.

Level 2: Summary-level trial results

65. The term “summary-level trial results” refers to the relatively basic information needed
to understand the outcome and potential implications of a clinical trial. Such information
is most often found in a scientific journal but can also be included in a variety of other
media, such as trial registers, sponsor websites, regulatory documents and conference
posters and presentations. Although summary-level results can come in many forms, there
are some common standards, and such summaries usually include an exposition of the
aims, methods, results and statistical findings of a trial.*

66. Most of those who submitted evidence to our inquiry agreed that summary-level results
should be published for all trials, and the Government also stated that it was “fully
supportive of transparency in the publication of clinical trial results”.?*> However, there was
some debate over the most appropriate mode of publication for this type of data. The AMS
recommended the use of “peer-reviewed media such as scientific journals”, as did the
Cochrane Collaboration’s meta-analysis methods group, which stated that formal
publishing would be “preferable” to alternative models “because of the more permanent
nature of journals and [the] advantage of peer review”.*** Dr Wager agreed that publication
in the peer-reviewed literature had many benefits, including “permanence, the possibility
for corrections or retractions, some measure of quality control via peer review, [and] the
opportunity for post-publication commentary and discussion”.?* In 2011, we reached a
similar conclusion in our Report on Peer review in scientific publications, which stated that
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“peer review in scholarly publishing, in one form or another, is crucial to the reputation
and reliability of scientific research”.?

67. However, there are several limitations to academic journals as a source of summary-
level trial results, the most significant of which, according to the advocacy groups Healthy
Skepticism UK (HS-UK) and Health Action International (HAI), is the potential for
journal articles to “not only misrepresent the actual results or conclusions of that study but
also skew the larger body of evidence”.*” HS-UK and HAI stated that misrepresentation
could come in the form of several types of reporting bias, which affect how, when and
where a trial is published, based on the nature and direction of its results.”® The most
frequently highlighted bias was publication bias, whereby “positive” results—those which
suggest that a treatment is effective—are placed in the public domain more frequently than
“negative” results. Dr Wager, an ex-employee of the pharmaceutical industry, agreed that
“under-reporting” was a problem, particularly for negative results, and put this down to a
number of causes including:

e clinical investigators being uninterested in unexciting or unfavourable results;
e journal space constraints and the rejection of papers detailing “negative” results;
¢ deliberate omission of unfavourable or inexplicable outcomes; and

e resources being transferred away from drugs that were no longer being developed,
making publication of the results of related trials a low priority.*

The Global Alliance of Publication Professionals (GAPP) agreed with Dr Wager that
“publications do not write themselves” and suggested that many studies remained
unpublished simply because researchers “lack the resources to write up their results”.>*
Dr Godlee, BM]J, however, criticised researchers who kept trial results “in their bottom
drawer” if they did not “come up with the results that they wish[ed] for”.**' Dr Godlee
agreed that in the past journals had also been at fault in failing to publish “negative” results,
but claimed that the introduction of “open access journals and online journals that have
lots of space to publish negative and neutral results” meant that this was no longer the
case.””> BioMed Central, an academic publisher, concurred, suggesting that rejection by
journals was no longer a valid reason for non-publication since “many peer-reviewed
journals [...] strongly encourage publication of negative results” and “at least one journal
makes publication of negative results its mission™ the Journal of Negative Results in
Biomedicine.*”
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68. We consider that summary-level results should be made publicly available for all
clinical trials and we welcome the many new media through which it is now possible to
share this information. Nevertheless, peer review is vital to the reputation and
reliability of scientific research and we deem it appropriate that journal articles remain
the primary instrument for the publication of summary-level trial results.

69. Many historic trials remain unpublished, which is far from ideal. However,
retrospective publication of all trials of all treatments currently in use, while desirable,
would almost certainly be unachievable given the likely time and resources that this
would require. We therefore emphasise again the importance of retrospective trial
registration as a means of providing a vital “index” against which individual cases of
non-publication can be identified and, where of particular importance, pursued on an
ad hoc basis.

70. Given recent changes to academic publication models, we do not recognise as
legitimate the argument that it is not possible to publish “negative” results in a peer-
reviewed journal and we consider failure to publish on a timely basis to be poor
scientific practice. However, we are sympathetic to the pressure that scientists are often
working under and therefore we urge the Government and other trial funders to ensure
that researchers are provided with the time and resources needed to meet their
publication obligations.

71. In 1981, Franz Ingelfinger, editor of the New England Journal of Medicine (NEJM)
stated that, in future, the NEJM would only accept papers on the understanding that
“neither the substance of the article nor any of its pictures or tables have been published or
will be submitted for publication elsewhere”.”** Many other medical journals followed suit,
applying the “Ingelfinger Rule” to their own publications, with the result, according to
Dr Wager, that “if a company wishes to publish an article in a medical journal it will be
deterred from posting a study report or extended summary on a website”.*>> CR-UK
demonstrated the ongoing impact of the Ingelfinger rule, stating that in some cases, if trial
results were due to be published in an academic journal, it could not add results to its own
CancerHelp UK database until the publication date had passed.>*

72. We encourage academic publishers to remove “Ingelfinger” restrictions on the pre-
publication of summary-level results through media such as trial registries, in order to
facilitate greater openness and faster access to important scientific data.

Level 3: Clinical study reports

73. A clinical study report (CSR) is a standardised account of the plan, conduct and
outcome of a clinical trial. A CSR includes significantly more detail than summary-level
trial results and contains in its appendices large amounts of information not usually found
elsewhere, such as patient data listings, names and CVs of the investigators involved in a

24 “The Ingelfinger Rule”, New England Journal of Medicine, October 1 1981, vol 305, pp 824-826
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trial, documentation of statistical methods and case report forms.”*” The standard CSR
format was designed by an international collaboration in 1995,*® in the hope that “the
compilation of a single core clinical study report acceptable to all regulatory authorities”
would ease the burden on sponsors hoping to gain approval for a new product in multiple
jurisdictions.” Today, CSRs—often running to several hundred pages in length—are
primarily used as regulatory documents and are not generally prepared for non-
commercial trials.**

74. We heard mixed evidence about the importance of CSRs and whether or not they
should be placed in the public domain. According to GAPP, “making [CSRs] available
would do considerably more for transparency than any attempt to increase rates of
publication in peer-reviewed journals” because the level of detail included in a CSR “far
exceeds” that of an academic paper.**! The Cochrane Collaboration agreed that, while CSRs
were “massively complex documents, containing hundreds or thousands of pages of
information with minute details about trials, their planning and execution”, they were
nevertheless an important source of additional data because they allowed for scrutiny of
what had been published about a trial in the academic literature.”** Dr Goldacre drew on
the example of Roche’s drug Tamiflu to highlight this point:

By comparing clinical study reports on Tamiflu against brief published reports,
Cochrane has already found discrepancies. For example, things that were described
as placebos in the academic journal article turned out to be, first, a different colour
from the active treatment, and, secondly, not to be inert placebos at all; in fact they
had active ingredients. [...] It is to resolve discrepancies like that that we need better
access to clinical study reports.**?

In light of their potential value, Oxford University’s Centre for Evidence-based Medicine
proposed that legislation be introduced “to make clinical study reports, of all completed
trials, available within one year of trial completion”.”** Sense about Science’s AllTrials
campaign made a similar call for “the publication of the results (that is, full clinical study
reports) from all clinical trials—past, present and future—on all treatments currently being
used”.**

75. In contrast, many other witnesses stressed the relative unimportance of CSRs when
compared with other forms of disclosure, such as trial registration and the publication of
summary-level results. When asked whether he would be in favour of publishing CSRs for

27 A case report form is the document on which much of the information relevant to an individual’s participation in a
trial is recorded. It may include information such as the patient’s age, sex and ethnicity, medical history, results of
physical examinations and blood tests and hospital visit dates.

28 The International Conference on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for
Human Use (ICH)
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all trials, Professor Sir Michael Rawlins, AMS, told us that he was “ambivalent” about
whether it was worth publishing them, explaining that were “voluminous”, sometimes
running “to thousands of pages” and did not “add very much”.* Professor Johnson, CR-
UK, agreed that it was “important to dispel any misconception” about how useful a CSR
was “in its unedited and unanalysed form”, and warned us of the “opportunity cost” that
would be associated with preparing them for non-commercial trials, telling us that “doing
more trials and doing them faster” represented better use of limited resources.?” Other
non-commercial trial sponsors agreed that a “huge additional financial and time burden”
would be introduced if they were to start producing CSRs, as was being discussed at EU-
level as part of the revision of the Clinical Trials Directive in early 2013.2* The MRC stated
that mandatory CSR production for non-commercial trials would introduce “a significant
burden on academic funders” with each CSR taking “about three months’ additional work
to produce” **

76. Even for commercial trials, for which CSRs are already produced as standard, there are
potential problems associated with greater transparency. There were mixed views on
whether or not CSRs contained commercially sensitive information, the disclosure of
which could potentially harm industry. According to the ABPI:

As clinical study reports, until now, have been written for a regulatory audience and
assuming confidentiality, they may describe commercial plans of the company. For
instance, the development strategy for future studies on new indications may be
described to put the particular study in context. [...] Furthermore, study reports often
include appendices with detailed information on analytical methods (chemical and
physical) and on the manufacturing of the clinical trials material **°

Disputing this, however, Dr Goldacre pointed out that the European Medicines Agency
(EMA) had already shared some of the CSRs that it held, suggesting that this information
was not commercially sensitive.””' According to the BMJ, the European ombudsman had
also declared that there was “no commercially confidential information” in a CSR.>*

77. There was greater consensus over the legitimacy of the issue of patient confidentiality,
although there remained disagreement over how easy this might be to resolve. Sir Kent
Woods, then Chief Executive of the MHRA and Chair of the EMA’s Management Board,
told us that “to ensure that one is not releasing personal, identifiable data”, CSRs “need to
be quite carefully scrutinised before release and may need to be redacted in places; and that
is a very labour-intensive process”.”’ He explained that the EMA had released 1.6 million
pages of clinical trial data over two years, and that this had cost it “somewhere between €2

2 Q24
27 Q57

248 Q59 [Ms Perrin]; European Parliament, Committee on the Environment, Public Health and Food Safety, Draft report
on the proposal for a regulation of the European Parliament and of the Council on clinical trials on medicinal
products for human use and repealing Directive 2001/20/EC, 31 January 2013, p 51

29 Ev 108, para 13; Q 57 [Dr Elliott]

250 Ev 68, appendix 1

251 Ev 112, para 33; P. C. Gotzsche, “Opening up data at the European Medicines Agency”, BMJ, 10 May 2011
22 Ey 75, para 1(iii)

#3 Q159



Clinical trials 41

million and €3 million”.** Dr Goldacre disputed this point, claiming that it was “easy to

redact” patient confidential information from CSRs and that the European Ombudsman
had agreed that “the administrative burden” of preparing CSRs for publication was “not
significant”.>*® Dr James Shannon, GSK’s Chief Medical Officer, also believed that it could
be “very difficult” to redact patient data included in historical CSRs because this
information is “on paper” rather than in electronic databases.”® Nevertheless, in February
2013, GSK committed to posting CSRs on its own dedicated clinical trials register for all
approved medicines dating back to the company’s formation in 2000, suggesting that while
potentially difficult, comprehensive publication of redacted CSRs was not impossible.””
(This and other industry-led initiatives to increase trial transparency are discussed later in
the Report).

78. The Minister commended GSK for its “good work” in this area, although he stated that
the Government considered “publication of summaries” rather than CSRs to represent “the
right level” of trial transparency.”®® The Minister added that he considered it “unduly
burdensome” to require publication of “a fully fledged CSR” for all trials, and told us that
the Government had been “concerned” about EU discussions earlier in the year which had
suggested that CSR preparation might become mandatory for all trials as part of the revised
Clinical Trials Regulation.” Following further discussion, however, the current draft
Regulation does not include this requirement.*®

79. It would be unduly burdensome to mandate that clinical study reports (CSRs) be
produced for non-commercial trials. We also consider that issues concerning the
reliability of the information contained in academic journal articles should be dealt
with at source, for example by strengthening the peer review process as recommended
in our 2011 Report, rather than by effectively bypassing academic publication through
greater reliance on CSRs. We therefore do not support any move to make it mandatory
for non-commercial trials to produce a CSR, or any other document of an equivalent
level of detail. However, we recognise that CSRs can provide a useful contribution to
the scientific literature and, once a regulatory decision has been reached, we see no
compelling reason why CSRs should not be placed in the public domain, with
identifiable patient data redacted.

Level 4: Individual patient-level data

80. Individual patient-level data (IPD) are the underlying data collected from patients
participating in a clinical trial. For example, IPD from a trial of a new diabetes drug might

#4 Q159

255 Q 86; Ev 112, para 33
26 Q75

27 Ev 124, para 4.2

258 Q215;Q218

259 Q 218; European Parliament, Committee on the Environment, Public Health and Food Safety, Draft report on the
proposal for a regulation of the European Parliament and of the Council on clinical trials on medicinal products for
human use and repealing Directive 2001/20/EC, 31 January 2013, p 51

260 European Parliament, Committee on the Environment, Public Health and Food Safety, Report on the proposal for a
regulation of the European Parliament and of the Council on clinical trials on medicinal products for human use and
repealing Directive 2001/20/EC, 7 June 2013



42 Clinical trials

include details of a participant’s changing blood sugar levels over time, together with their
age, gender, height, weight, dates and locations of hospital visits, and various other pieces
of personal, clinical and administrative information.

81. At present, public disclosure of IDP is not mandatory for any type of trial, and the
European Medicines Agency (EMA) does not regularly request access to IPD for the trials
that it evaluates, unlike the US Food and Drug Administration (FDA).**' However, several
witnesses emphasised the potential scientific value of this data and advocated greater access
to it. For example, the data-sharing company PatientsLikeMe considered that “society
would benefit significantly” from the transition of trial results from “inaccessible records”
to “an open repository of machine-readable data” and several witnesses pointed out the
potential for such data to be reanalysed and combined to produce much more reliable and
statistically significant results.*® As a result, Michael Power, a clinical researcher,
recommended that the Government commit to making all trial data, suitably anonymised,
“publicly and freely available on the internet without unreasonable delay”.*** In an effort to
increase the transparency of IPD, in January 2013 the BMJ announced that it would “no
longer publish any trials of drugs or devices where the authors do not commit to making
the relevant anonymised patient-level data available upon reasonable request”.”** In
contrast, Professor Sir John Bell believed that “the extreme position of making all patient
line data available to all comers” had not been “properly thought through”, adding that, “if
applied forcefully for early stage trials”, such as position would “essentially eliminate the
biotechnology sector in the UK”.>*> He, and several other witnesses, cited three issues in
particular in opening IPD up to wider scrutiny: the potential detrimental effect on
industry, the risk of inappropriate reanalysis and reinterpretation of data, and the need to
protect patient confidentiality.

82. In considering the costs and benefits of sharing IPD, the ABPI stressed the need to
protect the “legitimate interests of companies”.**® Dr James Shannon, Chief Medical Officer
of GSK, also acknowledged that “if companies make [individual patient-level] data
available, other companies will access it”, describing how, during four hours in which
GSK’s new IPD-sharing system prematurely went live by accident, “three other companies
accessed the data, plus Johns Hopkins hospital in the United States”, despite there being no
announcement of the system’s activation or guidance in accessing it.*” However,
Dr Shannon considered that “the more eyes that are put on data the better, and that is why
GSK has taken the lead to commit both to patient level data transparency as well as clinical
study reports”.?6
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83. On the topic of inappropriate reanalysis and reinterpretation of IPD, the co-convenors
of the Cochrane Collaboration IPD meta-analysis methods group told us that:

Our experience of obtaining IPD directly from those responsible for trials has
highlighted the difficulty of understanding datasets at face value. A detailed dialogue
with the trial investigators is often required to reach a full understanding of the trial
and its data. This understanding is necessary to avoid inappropriate or naive
analyses.>

The Ethical Medicines Industry Group, a trade body representing small and medium-sized
biopharmaceutical companies, warned that “sub-optimal analyses” could “only inevitably
lead to sub-optimal conclusions and sometimes these will be dangerous to public health”,
and Dr Jamison, SMC, agreed that there was “a risk that, if there is more information out
there, there is an opportunity for groups and individuals to either misuse that information
or for groups who have an agenda to seize on it”. *”° Roche cited “the scares around MMR
vaccines” as an example that highlighted “the importance of handling data in a responsible
way”.””! However, Dr Jamison questioned whether this was a valid comparison, stating that
she did not think that we were “in the situation that we were in when we had the MMR
scandal in the 1990s”, and pointing out that “if you do not put that data out there, it may

equally lead to scare stories, mistrust and confusion”.*”

84. The most substantial barrier to the sharing of IPD is the risk that it would violate
patient privacy. IPD contains large amounts of personal information, and although
anonymisation can reduce the risk of trial participants being identified from their data,
several witnesses pointed out that this risk could not be entirely eliminated.”””> William
Burns, a Roche Board Member, told us that patient confidentiality was a particular issue for
trials of rare (“orphan”) diseases, and other trials involving small numbers of participants,
since this made it “more difficult” to effectively anonymise patients.””* For example:

If you had cystic fibrosis but you give a postcode, there may be only one child in that
postcode that has the disease. As you get down to the more orphan diseases, it needs
a little more thoughtfulness about how to protect the interests of the patient.””

The Cochrane IPD meta-analysis methods group agreed that relying on anonymisation of
IPD “would retain some risk of disclosure” and told us that this would also “render the data
less useful for research purposes” because of the information necessarily removed in the
process of anonymisation (for example, the conversion of dates of birth into age brackets,
or the removal of information such as a participant’s occupation).*”®
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85. In March 2013, the Department of Health published a review looking at the balance
between sharing personal information and protecting individuals’ confidentiality. The
Information Governance Review, led by Dame Fiona Caldicott—known as the Caldicott 2
Review—concluded that:

while from a legal perspective, patient data exists in one of two forms—with patients
either identified or anonymous, in reality, the situation is more complex. In
particular, there is a ‘grey area’ of data that on its own does not identify individuals,
but could potentially do so if it were to be linked to other information”.?””

Peter Knight, Deputy Director, Head of Research Information and Intelligence at the
Department of Health, told us that the IPD generated from a clinical trial was likely to fall
into this “grey area”, for which anonymisation was “a starting point” but where there
remained a risk that participants could be re-identified by “meshing [...] together” other
datasets in the public domain.””® The Caldicott 2 Review recommended that for such data
there should always be “safeguards for limited access” comprised of two components, “a
contractual agreement and a set of data stewardship functions”, recommending that such

data could be managed through secure environments known as safe havens.””

86. Dr Godlee considered that an alternative solution would be to simply obtain a patient’s
consent to share their data at the outset.”® Mr Denegri, NIHR and INVOLVE, agreed that
patient consent could provide part of the solution, explaining that:

There will always be some people who are concerned about [making their data
available], and some quite rightly because they have a stigmatised disease and have a
life experience that is extremely arduous. But, generally speaking, if you enter into a
dialogue with a group of patients, they readily get the idea about data and why data
need to be shared, or why it is beneficial to do so, and they will readily buy into that,
as long as the rules are clear, the risks are clear and they know where they can get
turther information.?'

CR-UK pointed out, however, that when it comes to retrospective disclosure of IPD, lack
of patient consent may be a more difficult problem to overcome, since “patients may have
only provided consent for their data to be used in a certain way”, which prevents it from
being shared with other researchers, for example.?®* A possible solution to this problem
would be to contact patients again retrospectively to request consent. However, Professor
Karol Sikora, Medical Director of Cancer Partners UK and Dean of the University of
Buckingham Medical School, told us that this would be a difficult exercise and one that
might “rekindle unpleasant memories” for patients and their families, particularly if the
trial had not been a success.?®
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87. Serious reservations were expressed about increasing the transparency of IPD. For
example, Sir Michael Rawlins, AMS, questioned how useful this type of data would be to
“anybody who was not an expert statistician” and even the Cochrane Collaboration’s IPD
meta-analysis methods group—a group dedicated to providing guidance to those wishing
to use IPD—stated that it would “not support open public access to clinical trial IPD”.2
David Willetts, Minister for Universities and Science, also expressed doubts, telling us that
allowing for greater transparency of IPD while protecting patient privacy was “not at all
straightforward”.”® Dr Janet Wisely, Chief Executive of the HRA, stressed the importance
of restricting access, explaining that a recent survey indicated that while the public was
“very comfortable” with researchers having access to anonymised data, there was “caution”
about allowing wider access, for example, by researchers working outside the NHS.*¢
Nevertheless, according to Lord Howe, Parliamentary Under-Secretary of State for Quality,
Department of Health, there are “ways in which we and the pharmaceutical industry see a
way through this”; namely, through the use of accredited safe havens—secure
environments within which datasets can be combined and analysed in a way that protects
patient privacy.”

88. We are not in favour of placing anonymised individual patient-level data (IPD) in
the public domain in an unrestricted manner, as we consider that the risk to patient
confidentiality is too great and, for many past and current trials, this level of disclosure
would go beyond the confines of previously obtained patient consent. Nevertheless, we
recognise the scientific value of IPD and consider these data to be currently
underutilised. We agree with the Caldicott 2 Review that providing specific individuals
with controlled access to personal confidential data such as IPD through carefully
managed and secure “safe havens”, together with contractual agreements about how that
data can be used, is the best way forward. We also consider that access should be
facilitated by an independent “gatekeeper”, responsible for evaluating research proposals
and ensuring that data is handled responsibly and in a way that makes a useful
contribution to scientific knowledge.

89. The UK could take the lead in shaping how a global system for sharing IPD for non-
commercial trials might operate and a national system covering all non-commercial
UK trials would be capable of delivering potentially significant benefits. We consider
that the Health Research Authority (HRA) could act as developer, administrator and
gatekeeper for a central repository of IPD for non-commercial UK trials. In order to
achieve this, template consent forms provided by the HRA should allow for and
emphasise to trial participants the benefits of data sharing. Research Ethics Committees
should also take into account any transparency restrictions imposed by patient consent
forms when evaluating research proposals for clinical trials.
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Past initiatives to increase clinical trial transparency

90. Over the last decade, several initiatives have attempted to bring about a greater level of
transparency for trials conducted in the UK, Europe and the rest of the world. A brief
overview of these initiatives is provided below and is summarised in Figure 2.

Figure 2: Past and current initiatives to increase trial transparency?®

Initiative
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- EU Clinical
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The EU Clinical Trials Register and ClinicalTrials.gov

91. In May 2004, the European Medicines Agency (EMA) established the EudraCT clinical
trials database, a restricted-access record of all clinical trials of investigational medicinal
products (CTIMPs) conducted in the EU.?** Since March 2011, basic details of the trials
contained within EudraCT (excluding phase I trials) have been made publicly available
through the EU Clinical Trials Register (EU CTR), and from late 2013 it is planned that the
EU CTR will also provide public access to summary-level trial results (although a previous
pledge to include results on the register by 2012 was not met).*® Since 2000, the
ClinicalTrials.gov registry has fulfilled a similar role for US-based trials and is the currently
the largest trials register globally.?! Although largely US-focused, ClinicalTrials.gov also
contains some UK-based trials and, since 2007, has included summary-level results.**?

92. The EU CTR was described by the academic publisher BioMed Central as a “step
towards increased transparency” and many other witnesses also referred positively to the
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register in their evidence*® However, Dr Goldacre described the register as a “failed
initiative” which was “incomplete by design” because it contained only “a small subset of
all the trials that have been conducted” on a particular medicine.”* Dr Goldacre explained
that:

The European Clinical Trials Register is a list of trials conducted within Europe over
the past few years. It is not a list of all the trials that have been conducted on all the
medicines currently available in Europe. It should be, or it should at least strive to be.
Clinicaltrials.gov, similarly, is mostly trials conducted in the US, mostly from the past
ten years, and with compulsory registration only since 2007.%%

The Minister stated that the Government had “supported the work of the EMA” in
developing EudraCT and described the EU CTR as “a public registry of all trials of
medicines in the EU”.»*

93. We received mixed evidence regarding the level of compliance with regulatory
registers, including both the EU CTR and its US equivalent, ClinicalTrials.gov. According
to Dr Goldacre, a recent US law requiring trial results to be included on ClinicalTrials.gov
“is widely cited as evidence that the problem of missing trials has been fixed. However
there was no routine public audit of implementation, and when one was finally conducted
[by Prayle et al in 2012] [...] it found that this law has been ignored by four trials out of
five”*” According to the ABPI, a representative of the US Food and Drug Administration
has since “challenged the results of the above mentioned study, finding several flaws in the

2
analysis™

The US FDA'’s preliminary review of Prayle’s results found that instead of 77.9% of
trial summary results being overdue, 34.6% trial results were overdue by January
2011. Updating this analysis to May 31 2012, 21.1% of trial results were overdue, a
compliance rate of 78.9%.*%

The ABPI has since conducted its own research which suggested that for US trials of
products approved by the European Medicines Agency between 2009 and 2011, 76% had
published summary results within 12 months and 89% had published summary results as
of January 2013—a far remove from the 22% compliance rate found by Prayle et al*® (We
note that the ABPT’s figures have not been subject to peer review and are based on a smaller
and more recent sample of ClinicalTrials.gov data than the Prayle et al study.)

94. We support the development of the EU Clinical Trials Register (EU CTR) and hope
it will also include summary-level results, as promised, by the end of 2013. However, we
do not consider the register to represent a complete solution to the problem of non-
registration of clinical trials, as it does not include all the trials that have been
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conducted on all medicines currently available in Europe. The Government should
encourage the EMA to further increase the scope of the EU CTR, for example by including
phase 1 trials and trials conducted outside of the EU. We also recommend that the
Government monitor the EMA’s fulfilment of its pledge to include trial results on the
register and obtain an explanation if the EMA fails to do so by the end of 2013.

Public and charitable grant requirements

95. The UK Clinical Research Collaboration estimated that of approximately £8 billion
spent each year in the UK on health-related research and development, £3.5 billion is spent
by the public and not-for-profit sectors.’*® Two large public funders of UK trials are the
MRC, which funds first-in-man and early phase studies™ and the National Institute for
Health Research (NIHR), which, since its formation in 2006, has had responsibility for
funding later phase clinical trials.’*®* The Government also provides indirect support to
many trials funded by the charitable sector through its Charity Research Support Fund
(CRSF).*®

96. During our inquiry we discovered that, while the transparency requirements of the
MRC and the NIHR were broadly similar, they varied in their detail. For example, while
both required that the trials that they funded were registered and published, only the MRC
set out a timescale for publication and only the NIHR stipulated that this must be in a
“suitable peer-reviewed journal”*** Compliance with these requirements, however, is
mixed and is substantially below 100%. A 2013 audit of a sample of MRC-funded trials
found that 11% had not yet been published and at least 14% had not been registered.’®> We
were told that the rate of publication from NIHR-funded research was also variable,
although the NIHR’s Health Technology Assessment programme, which requires trial
registration prior to monies being paid and which publishes research in its own dedicated
journal, was unique in achieving “near total and complete publication for its research
findings” (estimated to be around 98%).>

97. Sharmila Nebhrajani, Chief Executive of the Association of Medical Research Charities
(AMRC), told us that 80% of AMRC member charities set out transparency requirements
in the terms and conditions of their research grants.*”” Compliance, however, is mixed and
not consistently monitored. Nicola Perrin, Head of Policy at the Wellcome Trust, stated
that the organisation required all of its trials “to be registered and we expect publication as
well”, but admitted that “it is not an area that we have actively policed until now” and was
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unable to provide a current figure for compliance.’® In contrast, Professor Peter Johnson,
Chief Clinician at CR-UK, was confident that his charity achieved a high level of
compliance, explaining that:

It is a condition of funding by Cancer Research UK that any trial is registered. The
way we police that is to check at the first annual renewal of the grant that the trial is
indeed registered, so we think we have 100% take-up rate for registration and very
high rates of publication.’®”

98. When questioned, David Willetts, the Minister for Universities and Science, told us
that the Government “would usually expect that publicly-funded research should be made
publicly available” and Lord Howe referred to the fact that the NIHR and MRC already
required all clinical trials to be published, adding that the Government “would expect
compliance [with this requirement] to be 100%”.°'° Acknowledging that this was not
currently the case, the Government told us that “applicant-declared intentions to register
and publish trial results” would be more closely monitored in the future through a software
programme called Researchfish’ When asked whether current registration and
publication policies should also be imposed retrospectively, the Minister pointed out that
the Government was encouraging industry to publish the results of past trials, but made no
comment on the retrospe