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Executive Summary
Clinical trials are a crucial step in the process of ensuring new treatments are
safe and effective. Not only do trials offer early access to potential treatments for
patients enrolled in them, they also provide an economic benefit, with commercial
clinical research bringing in £2.7bn to the UK economy in 2018/19 [1]. However, it
is currently estimated that only 1% of people who could participate in a dementia
clinical trial do so. This is despite the fact that there is currently no diseasemodifying treatment for all causes of dementia [2]. In fact, only 2% of people in
England with a diagnosis of dementia are registered with Join Dementia Research,
the organisation which matches people to dementia research in the UK [3]. This
represents around 0.6% of people estimated to have dementia in the UK who may or
may not have a formal diagnosis.
The UK has historically been a leader in early-stage clinical
research and the UK government has laid out an ambitious
industrial strategy that seeks to make the UK a world leader
in R&D and basic science. This is reflected in the 2020 Life
Science Competitiveness Indicators, [4] which has the UK
ranked second in government spend on health research and
development. The UK spent $3bn on medical research in
2017, when data is most recently available. The USA spent
over $33bn in the same year. Germany are the third largest
investors at just under $2bn in 2017.
Despite outspending the rest of the world barring the USA in
health R&D, this is not converted into a world-leading clinical
trial programme. In fact, the UK only ranks seventh in global
share of patients recruited to global studies and has seen a
steady decline since 2015. The USA has a significant lead with
around 33% of all patients recruited to a global study coming
from the USA. What is more concerning is that while the UK’s
share of patients is decreasing year-on-year, there have been
steady increases for Spain, France and Australia. Clearly a plan
of action to improve patient recruitment is needed to ensure
the UK remains competitive and can transition into a global
world leader in clinical trials.
To do so, the UK needs to urgently review the journey that
people with dementia go through from noticing symptoms
to entering the healthcare ecosystem and participating in
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clinical research which ultimately could help find diseasemodifying treatments. To become a world-leader in this area,
the UK must be able to rapidly recruit participants for clinical
trials and strive to be the most attractive place to host clinical
trials, particularly large, late-stage multi-site Phase III trials.
In January 2021, Matt Hancock, Secretary of State for Health
and Social Care, laid out his priorities for healthcare while the
UK holds the G7’s presidency. In doing so, he highlighted how
a lack of global standards can lead to duplication or unusable
data [5]. We hope the UK will translate this into ensuring that
the government’s forthcoming Dementia Strategy includes
setting targets to join ambitious global studies and further
integrate clinical research into healthcare to make the UK a
more appealing place to conduct research.
This report seeks to lay out how the healthcare system can
best be prepared for dementia clinical trials with a specific
focus on large, late-stage trials where we believe greater
progress can be made. Data suggests that the main barrier
to effective clinical research is the low percentage of eligible
participants who take part in trials [2]. This report recommends
policies that if implemented, will allow for greater patient
participation. This generates more commercial investment
and makes the UK a more attractive place to develop potential
disease-modifying medicines, giving us the best chance of
ensuring a global treatment for dementia.

Recommendations – How do we make the UK a world
leader in dementia clinical trials?
The UK can best achieve the aim of becoming a world leader in dementia clinical
trials by taking 8 key actions:
embed dementia
1. Fully
clinical research

the next
5. Ensure
Dementia Strategy

into standard healthcare
procedures and invest in
initiatives that integrate
research into clinical care
settings.

includes a plan to improve
clinical research and
diagnostics and how to
integrate it into clinical care.

further pilots of
2. Support
brain health clinics and

a network of
6. Establish
Alzheimer’s disease

conduct evaluations into
how they can best support
a greater cohesiveness of
research and clinical care.

clinical trial sites.

time for
3. Ensure
research is protected

to ensure
7. Continue
regulatory bodies can

for clinicians and research
nurses.

adapt to new innovations.

more support to
4. Provide
effectively engage all

dementia
8. Ensure
research forms part

communities, particularly
those historically
underrepresented in clinical
research. Ensure Join
Dementia Research (JDR)
plays a pivotal role in this
aim.

of the UK’s ‘Global Britain’
strategy and provide
avenues for investment
through existing and
innovative funding bodies.
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Introduction
Today, almost a million people in the UK are estimated to have dementia, with
Alzheimer’s disease responsible for most cases of dementia [6]. Dementia is a
leading cause of death in the UK. It is only through effective clinical research that
future life-changing treatments can be made available.
There is currently no disease-modifying treatment for
Alzheimer’s disease, which is the largest cause of dementia,
and it is estimated that almost a million people in the UK are
living with dementia [1]. It is a leading cause of death in the UK
and costs the UK economy over £26bn annually [2]. This cost
will exponentially rise over time. This makes dementia one of
the greatest health challenges of our time and, with a rapidly
ageing population, it is a challenge that will only intensify
until treatments are found.
As a global community, progress has been made towards
better understanding the causes of dementia and our ability
to diagnose and differentiate between different forms of
dementia. However, our journey to a world with a life-changing
dementia treatment is still in its early phases and more
must be done to meet the goal of having available diseasemodifying treatments [7].
A key aspect of meeting this challenge is providing an
excellent environment in which to do clinical trials, supporting
accurate and prompt evidence generation on the effectiveness
of potential treatments. Current thinking in the field theorises
that treating dementia with disease-modifying therapies
early will yield better outcomes for people over the long term,
as there is less damage to the brain and more opportunity
to tackle the underlying biological processes that result in
dementia.
However, this is a challenge as currently the diagnostic
pathway for dementia is complex and not enough people
are diagnosed early enough. Developing a clearer diagnostic
pathway and generating opportunities for participation in
research provide a unique opportunity to position the UK as a
great place to do dementia trials in the future.
This report will highlight the current situation on dementia
clinical trials and the barriers the UK will need to surmount to
become a world leader in dementia trials.

1. Plans to raise public awareness and improve the
perception of clinical research.
2. Suggestions for policies that will make the UK the
most attractive place to conduct late-stage clinical
trials, capitalising on its position as a great deliverer of
Phase I/II clinical research.
To develop this report, we conducted a series of interviews
with key stakeholders involved in clinical research. This
included key leaders of pharmaceutical companies that
conduct clinical research in dementia, practising clinicians,
regulatory bodies like the Medicines and Healthcare Products
Regulatory Agency (MHRA) and the Health Research Authority
(HRA) and we also involved those living with dementia and
the public. The focus of this research is Alzheimer’s disease
as it is the most common cause of dementia and there are
promising advancements in the field. We believe that many of
the recommendations made here will positively affect other
diseases that cause dementia such as dementia with Lewy
bodies, frontotemporal dementia and vascular dementia.
We are grateful to members of our Public and Patient
Involvement Group who helped shape the recommendations
in this report.
An analysis of the EU clinical trial database was also
undertaken to compare how the UK fares compared to the
five largest EU economies (Germany, France, Italy, Spain,
Netherlands) as well as Poland to gain an insight into one of
the fast-growing economies and clinical trial landscapes in
Europe.
This report builds upon some of the recommendations made
by Alzheimer’s Research UK in the ‘Delivering the dementia
moonshot’ policy paper [8] which sets out how the UK can be a
leading location for dementia clinical research.

The report will include:
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Data Analysis
To understand how the UK performs on the global stage, the number of clinical trial applications made
to the MHRA in the UK between 1 January 2016 to 31 December 2020 was compared with applications
made to the European Medicines Agency (EMA). We looked at EMA applications by the five largest
EU economies and an example of an emerging new site for trials. These are Germany, France, Italy,
Spain and the Netherlands, with Poland as the example of new emerging places. This data was
compiled using the European Clinical Trials Register (ECTR). These countries all largely provide
universal healthcare coverage and allow for private, independent clinicians to practice. Differences
will be largely down to investment in research and clinical trial infrastructure and how easy it is for
pharmaceutical companies to conduct trials in each country. The data has been normalised to UK
figures to make the results more readily apparent.

The data shows:
1. While the UK had the most applications to
perform clinical trials over this five year period
(3,469), it is closely followed by Spain (3,354)
and Germany (3,202) [Fig.1]
2. Despite this, the UK comes third in Phase
III trials (1,650) with Spain second (1,664) and
Germany top (1,675). The UK tops the Europe
ratings in Phase I and II trials. [Fig.1]
3. For comparison, the USA registered 39,339
trials with 6,255 of them being Phase III/IV
trials.

4. In dementia clinical trials, the UK comes
second (78 trials) behind Spain (81). The UK
hosts marginally more Phase II trials (42)
than Spain (40) but marginally fewer Phase III
trials than Spain (38 to 39). Germany is third
throughout but is closer to the UK in Phase
III dementia trial output compared to other
phases. [Fig.2]
7. Spain has the record in Europe for the most
dementia trials hosted in a calendar year (39
trials) and has the highest average number of
trials a year (25 trials). The UK is second with
an average number of trials per year at 21 with
Germany third with an average of 16 trials per
year. [Fig.3]

Data on the USA was also gathered using the clinicaltrials.gov database. The data on pre-COVID-19
trials shows the UK consistently hosting around 20-25 trials annually, usually less than Spain and
the USA. It is clear the USA consistently has a larger share of dementia clinical trials than any other
country. The gap between the number of dementia trials hosted in the USA and UK has widened
between 2016 and 2020, with the USA hosting 23 more trials than the UK in 2016 to 42 more in 2020.
The UK is losing ground in its quest to be globally competitive. While we do not have the same wealth
as the USA to spend, there are ways the UK can become a world leader through engaging patients,
innovating clinical trials and preparing the healthcare system for the future. To be more competitive,
the UK should enact the recommendations laid out in this report which will increase our attractiveness
to host clinical research for dementia.
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Figure 2. Comparison of all dementia interventionist clinical trials performed between 2016 and 2020, normalised to the UK data.

Apart from the Netherlands, Phase III trials are where every country performs the best when compared
against the UK. This indicates the UK underperforms at hosting late-stage clinical research compared
to earlier phases of the clinical trial process. Poland is an example of a country that has emerged as
an increasingly more attractive place to conduct Phase III clinical trials. This data compares broadly
equivalent nations. However, there has been a rapid increase in the number of clinical trials hosted
in China, who are now ahead of the UK in Phase I clinical trials. Global competition is particularly
fierce for Phase III trials where many countries like China, Switzerland, Australia and Hungary have
significantly increased their output of Phase III research year-on-year [9].

Dementia Clinical Trials each year from 2016 to 2020
80

UK

70
Trials

The data suggests the UK has a strong platform to build from but must continue to utilise its
position, develop and hone global partnerships and fulfil the commitments to R&D and
dementia research funding to become a world-leader.
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Figure 1. Comparison of all interventionist clinical trials performed between 2016 and 2020, normalised to the UK data.

Number of trials

What does clinical trial data tell us about the UK’s
ability to conduct interventionist trials?
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Figure 3. Year by year comparison of interventionist dementia clinical trials hosted between 2016 and 2020.
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Public, workforce and health service awareness
What are the problems?
Dementia research has one of the
lowest patient uptake rates
Participants are essential to the running of clinical trials
and the discovery of treatments. Late phase trials that
test drug efficacy require hundreds or even thousands
of participants. In fact, patient recruitment is the single
longest process in most clinical trials with around 30%
of an average clinical trial timeline taken up with patient
recruitment [10]. In some disease-modifying treatment
trials where participants need to be screened for mild
cognitive impairment (MCI), the recruitment phase can
take up to 60.4% of the entire trial process. This means it
takes approximately three years to recruit enough patients
to run an 18 month trial protocol [2]. As a comparison,
the average cancer clinical trial takes 2.3 years from
study start-up to finishing the trial. This means an entire
clinical trial can take place in the time it would take to
recruit enough patients for a dementia clinical trial. This
section will highlight what changes can be made to lower
recruitment times.
Patient uptake refers to the proportion of people who
could take part in a clinical trial and do so. This number is
low as many never participate due to numerous barriers.
The first barrier that exists is an individual’s difficulty in
recognising they have symptoms of neurological decline.
Symptoms, such as memory loss, often go unnoticed
or written off as part of the ageing process. Symptoms
often slowly progress and may not become clearer until a
person displays more severe symptoms of dementia. Our
current understanding of Alzheimer’s disease, the most
common cause of dementia, is that the earlier it is treated,
the more successful a disease-modifying treatment will
be. This is much the same as treatments for cancer. Many
current clinical trials for a disease-modifying treatment
for Alzheimer’s disease will screen for those who have a
mild Alzheimer’s disease or those with MCI that has not
developed into an Alzheimer’s disease diagnosis yet. This
creates a “window of opportunity” for people to participate
in clinical research before their symptoms progress to the
point where they cannot benefit from clinical research.
However, there are challenges with recruiting people in the
early stages of the disease. Over half of people diagnosed
with Alzheimer’s disease reported that they delayed
seeking a diagnosis due to downplaying issues with their
memory at an early stage [2]. It is an even greater challenge

to find people with preclinical Alzheimer’s disease, where
pathological changes to the brain have begun, such as a
build-up of amyloid-beta in the brain, but no symptoms
are yet presenting.
It has been estimated that around 86% of people who
could participate in clinical research do not visit a GP
before their condition worsens to the point where they
cannot participate in clinical trials, which are generally
seeking people at the early stage of progression. It is
therefore important to engage people as early as possible
to decrease this number.

Clinical research is not fully embedded
into conventional healthcare
Due to an overstretched healthcare system, it can
sometimes feel like clinical research is an addition to
healthcare but not part of a fully integrated solution.
Clinicians and nurses that are researchers often do not
have their research time protected [14] so can struggle to
carve out time for this sort of work. These issues have been
highlighted by the coronavirus pandemic which has seen
most dementia clinical research halted or delayed. This has
been true across other research areas and the long-term
ramifications are unclear.
Within dementia research [15]:

Awareness of clinical trials is low
Knowledge about clinical trials is limited. Public surveys
show a general lack of understanding about clinical
research [11] which can lead to lower recruitment rates. A
UCL study showed only 42% of people surveyed would
agree or strongly agree with the statement “Would you
join a clinical trial?” The Patient Recruitment Centre pilot
[12] represents a step forward by prioritising proactive
recruitment campaigns and a streamlined process to
increase the number of trials and reach a wider cohort of
people. According to Alzheimer’s Research UK’s Dementia
Attitudes Monitor, 82% of people think there is value in
being given a formal diagnosis of dementia with 50% of
people saying it will allow them access to treatment [12].
COVID-19 and the development of vaccines has raised the
profile of clinical research and it is important that this
profile is retained.
From a dementia standpoint, more GPs should be made
aware of Join Dementia Research (JDR) and highlight this
resource to people alongside any referral to a memory
service. JDR helps people with dementia, their carers, or
anyone interested in dementia research to be matched to
studies taking place in their area. Out of the approximately
one million people in the UK estimated to have dementia,
only around 5,600 are volunteers on JDR [3]. This represents
around 2% of diagnoses in the UK or around 0.6% of all
people estimated to have dementia in the UK.
A person is most likely to become aware of a clinical trial
if their local centre has the capacity to run one. As most
interventionist clinical trials in Alzheimer’s disease require
a highly sensitive reading of amyloid plaques in the brain,
they are usually centred close to molecular scanners which
are relatively rare in the UK. The recent Aducanumab 301
study used 15 UK sites and the largest distance between
trial site and PET scanner was 13 miles [13].

“At the time of Brenda’s diagnosis, we were sitting in the waiting room of the Memory
Clinic and we saw a screen presentation advertising “Join Dementia Research”. We were
told that if we went onto their website and registered our interest, we would be matched
with any suitable research studies. However, the clinicians at the Memory Clinic never
ever did make any mention of importance and the opportunity to take part in clinical
trials.”

•

•

•

Over a fifth (22%) of dementia researchers have left
or are considering leaving dementia research because
of COVID-19, with 34% considering leaving research
altogether
As a result of COVID-19, 95% of researchers have
had their research projects or clinical trials delayed,
and one in five have had research projects cancelled
completely.
Nearly a third (29%) of researchers have had their
funding suspended or cut, while 78% said future
funding opportunities have decreased.

Naturally, this is an issue that has affected global research,
but it is important the UK continues to commit to the
National Institute for Health Research’s (NIHR) Restart
framework to resume non-COVID clinical research once
it is safe to do so. They should also aid trial designers in
adopting lessons learned from the pandemic regarding
conducting more flexible and adaptive trials.

The problem with 92% of clinics being in a mental health
trust is that most clinical research is conducted in acute
(hospital) or university trusts. Therefore, many memory
clinics do not have good ties to potential clinical research
and often do not have the equipment to run diagnostic
tests themselves. These figures also show a massive degree
of variability between services in terms of how they discuss
clinical research with people diagnosed with dementia.
These patient journeys can often involve years of waiting
and multiple diagnostic tests across multiple sites that can
be physically and mentally exhausting. If a person then
wants to participate in clinical research, they may have to
travel to a different centre again to participate.
During our consultations with Alzheimer’s Research UK’s
Public and Patient Involvement Group, one of the main
issues highlighted was the apparent lack of standardisation
and clarity within the healthcare system for diagnosing
forms of dementia and signposting next steps. Even before
COVID-19, the NHS had been stretched and it is a huge
challenge to develop the skills and infrastructure to meet
the goal of diagnosing 67% of potential dementia cases. It
is harder again to do so early enough in the disease where
it is possible for the person to then participate in a clinical
trial. Recently, brain health clinics have emerged that seek
to integrate research into clinical care, offering patients
the opportunity to participate in research and improve
outcomes.
There is a consensus among Alzheimer’s disease
researchers that disease-modifying treatments will be best
given at an early stage in the disease’s progression and an
optimal pathway should be established to generate patient
cohorts which reflect research needs [17].

As most diagnoses for dementia are made in a memory
clinic, it is important to understand the patient journey.
A 2019 audit of English memory clinics found enormous
variation between services [16]:
•
•
•
•

Diagnosis waiting times varied in clinics from three
weeks to 34 weeks with a mean waiting time of 13
weeks.
Only 36% of people with dementia were offered
consent to contact for research: varying from 0% to
97%
Only 49% of services were Memory Services National
Accreditation Programme accredited.
A vast majority (92%) of clinics were inside a mental
health NHS trust.

“Dementia is a terminal neurodegenerative condition, yet patients given this diagnosis are
left with no clear pathway of how their disease is to be managed and no support as to how
they and their families will cope with this diagnosis. This must change.”
Kathleen Connor, Alzheimer’s Research UK’s Policy Involvement Panel member

Stephen Whittle, Carer and Alzheimer’s Research UK Champion
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What can be done?
The UK government has made progress in its public
investment in dementia research in the last decade
with investment nearly tripling from £28.2m to £82.5m
between 2010 and 2018 [18]. We are still calling on the
government to deliver on its latest promise to double
dementia research funding to £160 million a year. Large
investments in strategic programmes such as the Medical
Research Council’s investment in the UK Dementia
Research Institute and Dementias Platform UK have built
an ecosystem that is ripe for translation of basic science
discoveries into new treatments. However, the UK will
struggle to become a world leader for clinical research if
it cannot recruit patients for late-stage trials or have the
diagnostic capacity to run trials across the UK.

Recommendation 1.
Fully embed dementia clinical research
into standard healthcare procedures and
invest in initiatives that integrate research
into clinical care settings.
•

Ensure memory services meet key standards
around diagnosis rates, naming early dementia
leads, liaising with GPs and raising awareness of
JDR.

One of the key issues brought up by our Public and Patient
Involvement Group was the lack of consistency between
different memory services. It is clear that memory services
should meet certain key criteria that can ensure more
effective outcomes. We believe the following measures
should be met and memory services should look at
existing frameworks like the Memory Services National
Accreditation Programme or develop new frameworks to
achieve them:
•
•
•
•
•

Ensure all people who are diagnosed with a form
of dementia are made aware of JDR and given
information on how to effectively use it.
Name a lead for early onset dementia.
Effectively liaise with GPs to provide information
about how to conduct quality conversations about
dementia, dementia research and JDR.
Ensure at least two-thirds of people who have a
form of dementia in the area of a memory clinic get
a formal diagnosis.
Develop a good relationship between memory
services and local clinical trial sites.

This should ensure a more effective route from the public
ecosystem through the healthcare system into potential
clinical research.

Recommendation 2.
Support further pilots of brain health
clinics and conduct evaluations into
how they can best support a greater
cohesiveness of research and clinical care.
•

12

Analyse the successes of initial brain health
clinic pilots and evaluate a plan for the future of
integrated clinical care and research initiatives.
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The Edinburgh Consensus [18] highlighted an “optimal
care pathway” through a brain health clinic network of
sites with relevant expertise and resources. The NIHR and
NHS England should look at evaluating these existing
brain health clinics and develop a core set of strategies to
engage across disciplines to integrate clinical research into
clinical care. This should include strategies to incentivise
ways to diagnose dementia earlier by effectively
networking between psychiatrists and neurologists and
through investment in biomarkers that can effectively
diagnose forms of dementia earlier. They can also act as
cheap filter for screening patients for clinical trials. Any
new treatments are likely to be aimed at those who are in
the earliest phase of the disease pathway, so the optimal
care pathway needs to be configured to find those people
and integrate clinical research into clinical care.

Recommendation 3.
Ensure time for research is protected for
clinicians and research nurses.
•

Provide a greater focus on accessibility for
clinicians to have time to conduct research.

Clinical trials require clinicians and research nurses to
have dedicated time to perform research. We endorsed
Cancer Research UK’s recent “Creating time for research”
paper which highlights the need to protect research time in
contracts, uplift long-term funding for R&D funding bodies,
like the NIHR in-line with broader R&D uplifts and inflation
and expose more NHS staff to the opportunity to conduct
research. This will be an important step to increasing our
global attractiveness to host clinical trials.

Recommendation 4.
Provide more support to engage all
communities, particularly those
underrepresented in clinical research.
•
•
•

Encourage GPs to discuss brain health, dementia
and clinical trials more actively.
JDR should be discussed with every diagnosis to
give everyone the opportunity to participate in
clinical research.
Ensure the forthcoming Dementia Strategy
includes an action plan to ensure more
representation from ethnic minority groups and
those from a lower socioeconomic background,
both of which are largely underrepresented in
clinical trials for dementia and other areas.

As the Department of Health and Social Care (DHSC)
develops a new strategy to combat dementia to replace the
dementia 2020 challenge, there is an opportunity to build
on the previous recommendation for ‘Greater participation
of people with dementia in research.’ This will have to
be a strategy that can increase the number of people
diagnosed with dementia at an earlier stage in the disease
progression and bring people into platforms such as JDR.
JDR is the gateway for direct communication of available
clinical trials to those who could participate and are
interested in doing so. It is important to effectively inform
the public of JDR and give everyone the opportunity to
register an interest in clinical trials if they want to do so.
This requires a concerted effort from GPs and memory
services to ensure JDR is discussed alongside any
diagnosis. One such challenge is ensuring discussions

around dementia occur in the primary care setting. In our
recent Brain Health Report [19], we found that over 50% of
people over the age of 45 were likely to be motivated to
think more about their brain health by discussing the issue
with a GP or other health professional. By incentivising GPs
to talk to people about their brain health and providing
them with resources taking part in research, we can expand
the visibility of JDR which in turn can increase the visibility
of dementia clinical trials. Discussions with GPs as part of
routine care will make more people aware that dementia is
not an inevitable part of ageing.

It is widely recognised that people from ethnic minority
groups are underrepresented in clinical research [20]. The
reasons for this are complex but common themes include
lack of access in some areas with a higher number of
people from ethnic minority communities, historical
distrust and many of the co-factors shared with being
from a lower socioeconomic background. Those problems
include lack of access to transport or having to work longer
and/or less convenient hours with little to no holiday,
restricting time to participate in a clinical trial that could
last months or years. Therefore, it is essential that a
future Dementia Strategy engages with communities and
develops a public facing plan to increase awareness and
access to clinical trials.
Translating Science into Breakthroughs
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Supporting diagnosis and recruitment
What are the problems?
The UK has limited molecular
“biomarker” diagnostic capacity for
Alzheimer’s disease pathology
With our current understandings of Alzheimer’s disease,
diagnostic tools aim to find a build-up of amyloid-beta or
tau proteins in the brain which indicate the pathology of
the disease. Currently, the only diagnostic tools sensitive
enough to confirm a diagnosis as Alzheimer’s disease
is an amyloid PET scan or gathering cerebrospinal fluid
(CSF) via a lumbar puncture [21]. For participation in a
clinical trial, someone will usually have an MRI or CT
scan to look for brain damage and this will be followed up
with CSF gathering or a PET scan to confirm the presence
of amyloid-beta or tau. However, most diagnoses for
dementia are currently conducted through cognitive
assessments which tend to pick up the disease causing the
symptoms at a more severe stage. As potential treatments
are likely to be more effective at an earlier stage of the
disease, a system reliant on cognitive assessments alone
will not routinely find the people who stand to benefit the
most from new treatments.
A neurologist would have the best access to an amyloidPET scanner but the vast majority of diagnoses are handled
by psychiatrists who are less likely to have access to these
diagnostic tools and the clinics that run clinical trials
using them. This is due in part to the heterogeneous NHS
Trust system where mental health trusts are far less likely
to have access to molecular scanners than a neurologist
working in an acute/university trust. Many people
diagnosed with a form of dementia are diagnosed at a
late stage of disease progression in memory clinics, which
usually come under a mental health trust.
Amyloid PET scans need special tracing ligands which
are not widely produced and only have a limited half-life.
This limits the location of these PET scans and makes it
expensive, with a scan costing up to £3,000 [22]. Phase
III/IV clinical trials often require over 1,000 people so
scanning adds a significant cost to clinical trials. Due to
the expenses and need of ligand production, it is difficult
to scale up PET scan usage in the UK. The UK currently
only has 0.5 PET scanners per million people, about six
times less than Germany per capita and a tenth of that of
the USA [23]. This means there is less capacity to diagnose
and recruit those with MCI/pre-symptomatic Alzheimer’s
disease for clinical research. PET scans also require
radiologists to perform the procedures, of which there is a
UK shortage [24].
It is hoped that in the near-future, blood-based biomarkers
will become available that will allow for cheap, accurate
and non-invasive means to diagnose Alzheimer’s disease
or other rarer forms of dementia earlier. It is important

14

Alzheimer’s Research UK

that the UK prepares for this eventuality and has a plan
to roll out these biomarker tests when they become
available. If the UK can rapidly deploy these new tests
when they become available, this will enable the UK to find
more people who can participate in a trial and who will
eventually benefit the most from future disease-modifying
treatments.
Currently, there is a negative feedback loop where the lack
of disease-modifying treatment is given as a reason not to
diagnose people early, which in turn limits the number of
people who can participate in a clinical trial. This will then
make clinical trials slower and delay finding any diseasemodifying treatment to begin with.

The UK struggles to implement
multi-centre trials – especially for
Alzheimer’s disease research
The UK carries out more Phase I and Phase II clinical
research than any other European nation due to its
significant investment in basic science and R&D. However,
the UK comes third in Europe behind Germany and Spain
when it comes to the large, multi-centre Phase III trials.
This is due in part to the fact that less investment and
fewer policies have been put in place to support multicentre Phase III trials. For example, in the 2020 Dementia
Challenge, the term ‘clinical trial’ does not appear once.
These trials provide the best opportunity for participants to
benefit from clinical research as they recruit more patients
and the drugs being trialled will have demonstrated some
efficacy in the Phase II trial to progress. The UK is therefore
a country that helps a drug move through the trial process
but does not always get to reap any tangible reward in
early access to improved patient outcomes.
One of the main reasons for this is that the NHS is
composed of multiple trusts each with their own process.
This creates a complex and, at times, fragmented system
and despite the implementation of model site agreements
[25], pharmaceutical companies and Contract Research
Organisations (CROs) complain that trial start up can get
delayed in site negotiations. This slows recruitment times
and makes the UK a less attractive place to conduct Phase
III clinical research.

What can be done?
Recommendation 5.
Ensure the next Dementia Strategy
includes a plan to improve clinical research
and diagnostics and to integrate it into
clinical care.
•
•
•

Review demand and ease of access to diagnostic
tools for Alzheimer’s disease.
Implement frameworks to accelerate approval of
dementia clinical trials, bringing in lessons learned
from COVID-19 trials.
Ensure the future NHS long-term plan is built with
a mindset to accommodate clinical trials as part of
the integrated care system.

The UK needs to be ready for the next multi-centre trial for
a disease-modifying treatment for Alzheimer’s disease.
Policy makers, patient groups, clinicians and industry
should come together in the development of the updated
strategy to ensure the UK is ready to become a world
leader in dementia research. This strategy should provide
support in all stages in the research journey. This starts with
repurposing COVID-19 fast track frameworks to prioritise
and tackle other diseases with a large human and economic
impact. A plan must also be in place to provide better
education and training for clinicians of the benefits of
earlier diagnosis,
The next Dementia Strategy should be mindful of the
direction of dementia clinical research. The focus is on
diagnosing forms of dementia at the earliest stage and
progress has been made in the development of bloodbased biomarkers which could identify the pathology of
Alzheimer’s disease before clinical symptoms show. They
will have an important dual function of cheaply filtering
eligible people for clinical trials and also in the development
of surrogate endpoints for clinical trials. This will allow them
to run more quickly and be more in line with other disease
areas like cancer that have the ability to use these surrogate
endpoints. This has been in part due to the large amount
of funding that goes into cancer research where the UK
funds around 30p for cancer research for every £10 of the
cost of the disease. Meanwhile, dementia research receives
only 10p of government funding for every £10 of the cost
of the disease. We are certain that similar life-changing
breakthroughs can be made in dementia research with that
same commitment.
As the government looks to reform the NHS in England to
allow for greater integration between NHS organisations
[26], it will be important the DHSC works constructively with
the research sector to ensure changes that are made will
benefit patients. While we welcome a greater focus on local

leadership within the NHS, it is important that reforms
are then supplemented with adequate funding to achieve
the UK’s aims around dementia research. This will include
research for novel biomarkers to detect Alzheimer’s disease
earlier. It should also include investment into innovative
solutions such as building brain health centres to provide
the services required to diagnose people earlier and link
diagnosis to an opportunity to participate in clinical
research. Being able to accurately detect Alzheimer’s
disease at an earlier stage will:
•
•
•

Reduce the number of screen failures in clinical trials,
making them more efficient and cost-effective.
Increase the size of cohorts for clinical trials that could
benefit from future treatments.
Allow for a more scalable diagnostic solution that
can be far more flexible than PET scans or lumbar
punctures.

This is analogous to the difference between diagnosing
a person with Stage 1 prostate cancer versus diagnosing
someone with Stage 4 cancer that has spread across the
body. It is clear we can do far more for people living with
dementia if we can diagnose early and accurately.

Recommendation 6.
Establish a network of Alzheimer’s Disease
clinical trial sites.
•

•

Bring together sites with the infrastructure and
capacity to run Alzheimer’s disease clinical trials
into a single network and centralised entry point
for trial organisers.
Establish and expand a single contracting and
costing model for these sites.

One of the most common complaints levelled at the UK
clinical trial approach is that it often feels like NHS sites
are competing against each other and getting into timeconsuming negotiations with industry and CROs around
costings and contracts. As global trials require participating
countries to hit accrual rates, this negotiating phase
impacts recruitment time, which means the UK is more
likely to miss out on large global trials to other countries.
The UK has seen some good success stories in COVID-19
vaccine trials and should look to emulate some of the good
practices to generate a cohesive streamlined network of
sites with a single point of entry and a singular costing
and contracting process. This will build on the streamlining
of the approval process within the HRA and MHRA and
vastly decrease the time taken to set up a clinical trial for
Alzheimer’s disease research. The UK 2020 Spending Review
allocated £15bn in 2021-2022 in R&D for the development
of new treatments [27]. The UK should look to portion some of
this funding to develop this network, which could radically
transform the UK’s output in late-stage Alzheimer’s disease
clinical trials.

Translating Science into Breakthroughs
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The clinical trial infrastructure
What are the issues?
Time to pass through regulatory bodies
takes too long in the UK
For clinical trials to begin, it must have ethical approval
from a Research Ethics Committee (REC) and approval
from the HRA and the MHRA before the first patient can
be recruited to the study. A common complaint about the
UK is the time it takes to move through ethical approval.
Research shows the UK is about 5 times slower than the
USA and 2.2 times slower than the Ukraine or Poland [28].
This makes the UK less attractive for global trials as it will
take longer to recruit to the patient target times. Currently,
a REC has a mandatory 60 calendar days plus time for
applicant response to make a decision. RECs average
approximately 40 days with pauses for responses and 60
workdays total [29] though this varies between each REC.
There is currently a Combined Ways of Working (CWoW)
Pilot scheme that is in the process of streamlining the HRA
and MHRA applications into a single process, which will
hopefully expand to all RECs in 2021.
COVID-19 caused dramatic changes in the speed that
regulatory bodies could move, approving protocols for
COVID-19 vaccine trials in days as opposed to weeks and
prioritising studies [30]. As the impact of the pandemic
diminishes, it will be important to understand how these
new approaches can be used to benefit Alzheimer’s disease
research.
Variation between RECs was brought up as a common
theme by pharmaceutical companies, CROs and principal
investigators. Common themes included:
•
•
•

Similar protocols receiving very different outcomes in
different committees.
It can be difficult to fully understand why decisions
have been made.
There is a feeling the system is set up in a negative
fashion and designed to find faults as opposed to
working constructively with researchers.

All of this can undermine confidence in the UK’s ability to
host global clinical research where ability to meet accrual
rates is essential.

Many Alzheimer’s disease clinical trials
duplicate placebo treatment groups
Due to the inactive nature of the placebo treatments,
there can be minimal difference between placebo arms
in the protocols of different clinical trials. This is because
most of the focus on disease modifying treatments are
aimed at the same subset of patients which have early/
mild Alzheimer’s disease or MCI. This is a large inefficiency
which is a major issue for any trial but especially those
that already struggle to recruit due to the naturally low
accrual rate and difficulties in patient recruitment. There
can also be ethical implications in giving such a large ratio
of patients an inactive treatment if there are alternative
methods that can increase the number of people on active
medication.

Data join-up and cloud utilisation
needs improving
The NHS has made positive strides in moving towards being
paperless, although it has missed its 2020 target. It is also
moving towards the cloud as part of the UK’s “Cloud First”
digital strategy. However, patient data is still a hybrid of
paper, physical copies of scans and electronic data. This
data is also usually held locally and must be physically
shared between those that need access, increasing errors
and risk vectors for data integrity. Similarly, there is a lack
of access to clinical trial information and analytics that
can highlight when a patient is eligible for clinical research.
This level of analytics would be available on the cloud and
is a reason for the government’s “Cloud First” strategy. An
observational study of Hospital Episode Statistics in 2018
showed that nearly a quarter of hospital trusts don’t use
electronic health records. Over half of patients are seen
between 20 pairs of trusts and of those 20 pairs, only two
have the same electronic health record system [31]. This
means that many trusts cannot accurately share patient
records, leading to patients having to duplicate data into
another electronic healthcare record system. This also
greatly limits the UK-wide capability to roll out innovative
systems such as machine learning and AI. Any future
Dementia Strategy should consider the journey of patient
data and ensure there is a fully joined-up approach which
can be a foundation for future innovation.

Looking to the future
Recommendation 7.
Continue to ensure regulatory bodies can
adapt to new innovations.
•

•

The MHRA and HRA have made good progress in the last few
years. The MHRA’s Innovation Office allows trial designers
to interact with internal MHRA expertise throughout the
process at no cost. With further investment, this project
could expand and provide further specialised help for
clinical trials that are especially complex, expensive or
seek to do things differently. These are all terms that could
be applied to many clinical trials involving people with
Alzheimer’s disease or other rarer forms of dementia. This
will allow the service to effectively adapt to lessons learned
from COVID-19 which will help the UK become a world leader
in dementia clinical trials. COVID-19 has highlighted:
•
•
•

Recommendation 8.
Ensure dementia research forms part
of the UK’s ‘Global Britain’ strategy and
provide avenues for investment through
existing and innovative funding bodies.

•
•
•
•

Alzheimer’s Research UK

The need for flexible protocols so trials can promptly
adapt to changing circumstances within the trial or
externally.
How patients can be contacted remotely for aspects of
clinical trials such as briefings, consent or even direct
drug delivery or monitoring where appropriate.
How certain clinical studies should be prioritised and
fast-tracked through regulatory bodies.

We hope the HRA continues to focus on upskilling its chairs
and committee members in RECs and learning lessons in
how it has adapted to remote meetings. This is a key step
to ensuring there is more consistent decision making that
will instil trust from trial sponsors. Trust could also be built
through increasing the transparency of the committees.

•
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Ensure continued investment in the MHRA
Innovation Office to foster an environment that
encourages an open channel of dialogue between
trial sponsors and regulatory bodies that starts
before protocols are written and continues
throughout the process.
Conduct a review of RECs to ensure consistent and
transparent decision-making is being carried out.

The UK is currently a hub for research and development
in life sciences. This is due in part to the welcoming
environment for researchers across Europe and around
the world. As the UK shapes its new place in the world, the
government should ensure that we remain a welcoming hub
for researchers.
COVID-19 has shown the value of multi-national, multi-site
clinical trials in developing effective treatments. The UK
should ensure the processes and bureaucracy for a clinical
trial for dementia research is as streamlined as possible to
encourage pharmaceutical companies and CROs to set up
clinical trials in UK sites. Global platform studies may also
provide an opportunity to participate in research where
multiple drugs could be tested against a single placebo
arm, increasing the percentage of people on a trial with the
opportunity to take an active treatment. The UK government
should continue its efforts to build a task force that can
target funding to solve the biggest challenges of our time.
As a leading cause of death in the UK and with no disease
modifying treatment, dementia is the healthcare challenge
of our generation. Also, as mentioned earlier, dementia
costs the UK economy £26bn annually with this set to rise
to £55bn by 2040.
In the near future, it is hoped that clinical trials can reduce
the size of their placebo arms using real-world data. If this
becomes accepted practice, it will be essential that the UK
is able to use a fully interoperable system that can share
and analyse real-world data to generate a control sample,
allowing more people to be part of the active treatment arm
of a trial. It is important that the groundwork for harnessing
digital technology and data in the health system is put in
place as soon as possible to enable innovative approaches.
A committed unit with funding powers to invest in novel
biomarkers, potential new treatments and early detection
possibilities could very quickly make the UK the place to be
to conduct dementia research. This level of commitment
would be needed to meet the UK’s challenge of developing
a disease modifying treatment by 2025. The infrastructure
involved in clinical research for Alzheimer’s disease fulfils
this criteria. At the time of publication, it has been nearly
two decades since a new drug for Alzheimer’s disease was
approved (a decision from the US regulator on aducanumab,
a potential disease modifying treatment, is expected in the
summer of 2021). By dedicating a taskforce within the new
Advanced and Invention Agency (ARIA) that can stimulate
competition for funding and pick potential groundbreaking
innovations, the UK can strive to be an industry leader in
developing cheap and scalable biomarkers.

Ensure policies to simplify the movement of
researchers so the UK continues to benefit from its
world leading life sciences reputation.
Continue to accelerate and streamline procedures
to give regulatory approval to global studies.
Make sure the UK is a member of global platforms
for dementia clinical trials.
Review how improved data cohesiveness can
improve clinical research outcomes.
Investigate avenues to increase investment in
diagnostics through existing bodies such as
the MRC and also through innovations like the
Advanced Research & Invention Agency (ARIA).

Translating Science into Breakthroughs
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Conclusions

References

This report highlights the fact that while the UK is on the right track, more must be
done to accelerate our progress to cement ourselves as the best place in the world
to conduct all phases of dementia clinical research and become a world leader that
delivers new treatments to those that need them as quickly as possible.
Dementia clinical research is hugely complicated and
will require changes to how we engage with people on
the topic, how we regulate clinical trials, how we scale
up our diagnostic capabilities and how we continue
to revolutionise our data infrastructure to deliver new
insights. This will allow people to be diagnosed early and
placed into clinical trials that can set up faster and be part
of wider global studies that can deliver outcomes more
quickly.
Currently, only around 1% of people who could participate
in a clinical trial for Alzheimer’s disease get to take part.
This report has hopefully illuminated the key blockers
that the UK faces and has outlined strategic insights that
will already mesh with the UK policy regarding life science
investment, ‘Global Britain’ and an updated Dementia

Strategy. This will improve our patient engagement and
prepare our health services for the future of dementia
research and clinical trials.
This report will be followed by discussions with relevant
stakeholders to discuss how these recommendations can
best be implemented to ensure we can achieve our aim
of delivering a life changing treatment for Alzheimer’s
disease by 2025. We look forward to the development of a
new Dementia Strategy for 2022-2024 and the opportunity
to work with DHSC, clinicians, patients and industry to
ensure the UK can become a world leader in dementia
clinical trials.

About Alzheimer’s Research UK
Alzheimer’s Research UK is the UK’s leading dementia research charity dedicated to
diagnosis, prevention, treatment and cure.
Backed by our passionate scientists and supporters, we are challenging the way people think about dementia, bringing
together the people and organisations who can speed up progress, and investing in cutting-edge research.
We believe that medical research can and will deliver life-changing preventions, treatments and one day, a cure for dementia.
Alzheimer’s Research UK exists to make this happen and with your support, we will make life-changing breakthroughs
possible.
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