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OPINION

Delivering trials in the NHS: more than worth it

Authors: Richard Haynes,* Marion Mafham,® Cheng Hock Toh® and Martin J Landray®

Randomised trials are the best method to determine the
efficacy and safety of health technologies. A recent report
by Lord O’Shaughnessy highlighted many of the current
challenges to delivering trials in the UK and proposed
potential solutions. Among these, making trials the business
of all NHS institutions and a valued part of all doctors’ work,
while leveraging the potential of the data that the NHS
collects routinely, offers an opportunity to improve NHS
efficiency, doctors’ job satisfaction and population health
simultaneously.
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The Coronavirus 2019 (COVID-19) pandemic showed much of
what is good about the NHS to the world, such as its ability to
treat people equitably while under unprecedented pressure,
and to vaccinate its population rapidly and comprehensively.

It also delivered research that changed policy and practice
globally in a way that many other countries viewed with envy."
Within 100 days of the pandemic being declared, the RECOVERY
trial silenced misconceptions by demonstrating the futility (at
best) of hydroxychloroquine and the life-saving benefits of
dexamethasone.? All acute hospitals in the UK embraced the
uncertainty around these (and many other) treatment decisions
and worked together to randomise large numbers of patients
as rapidly as possible, which is the best method to resolve such
therapeutic uncertainties.'

Sadly, one legacy of the pandemic has been an accelerated
reduction in the contribution of the NHS to trials, most notably
those described as commercial (broadly defined to include those
funded or sponsored by organisations other than government
and to which industry has provided medical technologies free
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of charge, which would include RECOVERY and the Oxford—
AstraZeneca vaccine trials). The UK Government commissioned
areview led by Lord O’Shaughnessy, published at the end of May
2023, which highlighted the challenge: UK recruitment to such
trials fell by over 40% over recent years and is now less than half
of that seen in Poland and Germany. The report identified eight
broad problems and made 27 recommendations, with the overall
aim of doubling recruitment into clinical trials within 2 years, and
then doubling it again by 2027.3

Even before the pandemic, the positive association between
research activity and clinical outcomes was well recognised.” In
the UK, changes in the law, such as the Health and Care Act 2022,
align with guidance from medical royal colleges and professional
regulators to embed research into clinical practice.>® As the report
recognises, this will require clinicians (doctors in both primary and
secondary care, nurses and allied health professionals) to be paid
to deliver research. Although additional costs are not welcome
in the current economic climate, the report provides plenty of
evidence that such changes could pay for themselves. Research
must become part of the business of NHS organisations, starting
with the executive, with appropriate recognition and reward for
those delivering it.

However, providing funding is not enough: it is time that is
the scarcest commodity. Burdensome bureaucracy, redundant
training, excessive double-checking of documentation and the
pressure of internal and external governance and inspection
processes are profoundly demotivating. We cannot continue
with a system in which it is less effort (and with less scrutiny)
to practice medicine in ignorance of the benefits and harms of
medicines (those we already have and the new ones that could be
in the pipeline) than it is to contribute to the evidence-generation
process through participation and support for randomised trials.
At many hospitals in the UK, recruitment into RECOVERY became
part of the ‘standard’ care pathway and the benefits of doing
so were clear, not only to public health, but also to morale in the
workforce, who relished the value research added to their clinical
care.?

O’Shaughnessy recognised that the UK is not making the most of
the data it captures routinely during the daily business of the NHS.
Such data can save lives. Their use can determine where best to
place trial sites in the UK; to identify and invite potential participants
(with appropriate trustworthy privacy arrangements); and to inform
the analyses of efficacy and safety.” This is only one example of
innovation in trial conduct that must be fostered and not hampered
by duplicative and occasionally contradictory application procedures,
alesson learnt by those responsible for ethics committees many
years ago to the benefit of all involved in clinical research. Such
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approaches can radically alter the way in which trials are conducted
and simultaneously improve quality. Trials are beginning to leverage
the power of these data, but, as raised in another part of the report,
trial regulations need to be rewritten to be fit for purpose with modern
trial methodology. The recent UK Government consultation of its
clinical trials regulation and the current revision of Good Clinical
Practice guidance are welcome 2 but good intentions are not enough
and regulatory practice must change.

Those responsible for designing trials must also adapt.
Anyone can design a trial that no-one can do or would want to
participate in; designing trials that align with care pathways
and cause minimal disruption to participants is key to success.
Carefully designed and executed trials will generate robust
evidence on which to base future NHS practice, whether with
novel technologies or well-known interventions. These are
the trials that O’Shaughnessy’s recommended ‘clinical trial
acceleration networks’ should focus on (and the UK Government
should commit to funding in full, not in part as suggested by its
response).m These are the trials that the UK research community,
supported, not hindered by the Government, must aim to lead
globally with its combination of academia, commercial, charitable
and non-profit sectors operating in alignment with, and for the
benefit of, the NHS, its staff and population health. |

Acknowledgements

MIL, RH and MM are employees of the University of Oxford. MIL is

the chief executive officer of, and RH is chief scientist of Protas, a
not-for-profit company established to facilitate the design and delivery
of randomised trials for common health conditions. Protas has received
grant funding from NHS England, Sanofi, Regeneron, Moderna, Google
Ventures, Schmidt Futures and Flu Lab. MIL is lead of the Good Clinical
Trials Collaborative, funded by grants from Wellcome Trust and the Bill
and Melinda Gates Foundation. MIL, MM and RH have designed and
conducted clinical trials funded by grants from Boehringer Ingelheim
and Novartis to University of Oxford. MJL, MM and RH designed and
coordinate (with others) the RECOVERY trial, which is funded by grants
from Medical Research Council, National Institute for Health Research
and Wellcome Trust, and which has received treatment for inclusion

in the trial from Roche, Regeneron, AbbVie, GSK-Vir and Boehringer
Ingelheim. M]L is an adviser to the Regulatory Affairs Committee of the
European Society of Cardiology and provided oral and written informa-
tion to Lord O’Shaughnessy’s review of UK commercial clinical trials

(all unpaid). None of the authors have any personal financial interests in
companies involved in the pharmaceutical industry.

References

1 Califf RM, Cavazzoni P, Woodcock J. Benefits of streamlined point-
of-care trial designs: lessons learned from the UK RECOVERY study.
JAMA Intern Med 2022;182:1243—4.

526

2 Pessoa-Amorim G, Campbell M, Fletcher L et al. Making trials part
of good clinical care: lessons from the RECOVERY trial. Future
Healthc ] 2021:8:e243-50.

3 O’Shaughnessy J. Commercial clinical trials in the UK: the Lord
0’Shaughnessy review - final report. www.gov.uk/government/
publications/commercial-clinical-trials-in-the-uk-the-lord-
oshaughnessy-review/commercial-clinical-trials-in-the-uk-the-lord-
oshaughnessy-review-final-report [Accessed 31 July 2023].

4 Jonker L, Fisher SJ. The correlation between National Health
Service trusts’ clinical trial activity and both mortality rates and
care quality commission ratings: a retrospective cross-sectional
study. Public Health 2018;157:1-6.

5 Royal College of Physicians. Research for all: developing, delivering
and driving better research. RCP, 2020. [www.rcplondon.ac.uk/pro-
jects/outputs/research-all-developing-delivering-and-driving-better-
research [Accessed 31 July 2023].

6 General Medical Council. Normalising research - promoting
research for all doctors. GMC, 2023. www.gmc-uk.org/education/
standards-guidance-and-curricula/position-statements/normalising-
research—promoting-research-for-all-doctors [Accessed 31 July
2023].

7 NHS Digital. NHS Digitrials. https://digital.nhs.uk/services/nhs-
digitrials [Accessed 31 July 2023].

8 International Council for Harmonisation of Technical Requirements
for Pharmaceuticals for Human Use. International Council for
Harmonisation Harmonised Guideline Good Clinical Practice (GCP)
E6(R3). Draft version. ICH, 2023. https://database.ich.org/sites/
default/files/ICH_E6 % 28R3 % 29_DraftGuideline_2023_0519.pdf
[Accessed 31 July 2023].

9 Medicines and Healthcare Products Regulatory Agency.
Consultation on proposals for legislative changes for clinical trials
2023. www.gov.uk/government/consultations/consultation-on-
proposals-for-legislative-changes-for-clinical-trials [Accessed 31 July
2023].

10 UK Government.Government response to the Lord O’Shaughnessy
review into commercial clinical trials in the UK 2023. www.gov.uk/
government/publications/commercial-clinical-trials-in-the-uk-the-
lord-oshaughnessy-review/government-response-to-the-lord-
oshaughnessy-review-into-commercial-clinical-trials-in-the-uk
[Accessed 31 July 2023].

Address for correspondence: Professor Martin J Landray
FMedSci, Nuffield Department of Population Health,
University of Oxford, Oxford, UK.

Email: martin.landray@ndph.ox.ac.uk

© Royal College of Physicians 2023. All rights reserved.


https://database.ich.org/sites/default/files/ICH_E6%28R3%29_DraftGuideline_2023_0519.pdf
www.gov.uk/government/publications/commercial-clinical-trials-in-the-uk-the-lord-oshaughnessy-review/government-response-to-the-lord-oshaughnessy-review-into-commercial-clinical-trials-in-the-uk

