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"There is now a
substantial gulf between
basic discoveries and
converting such
discoveries into
innovations that directly
benefit patients or
prevent disease”
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Improving National Health,
Incraasing Nationsd Wealth

"The UK has the

opportunity, through the
NHS, to transform the
efficiency and
effectiveness of clinical
trials conducted here”

Improving National Health;
Increasing National Wealth
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RESEARCH FOR PATIENT
BENEFIT WORKING PARTY

FINAL REPORT

“For us, science and research constitute a
front-line service, as they foo, reduce distress
and pain and save lives”

({Dr Johin Reid, Secretary of Stale for Health, 22 March 2004}

March 2004

"The most significant
contribution that the NHS
can make to R&D lies in
the applied domain, such as
trials, clinical
effectiveness, service
delivery research, and

public health.

It is critical that
incentives exist to reward
R&D in the applied
domain, which is not the
case today."
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£100m increase in NHS
Budget 2004 R&D funding

Parch 2004

A >
Prudence for a purpose:
A Britain of stabilivy and strength

HHM TREAFURY

"to achieve effective and
efficient translation of
scientific advances into
patient care”
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We want Britain to be the
P b S most attractive location in
| the world for science

Science & innovation
investment framework
2004 - 2014

July 2004 iy 230
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Best Research for Best Health: Best Research for Best Health

A New National Health Research
Strategy

A new waronal bewinl wreany sty

e BLIY camrvibuenon v Deslid sesavets
Lugliod: & coomaimosion

Consultation 2005 New Government
Strategy 2006
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NHS |
National Institute for
Health Research

Vision
To improve the health and

wealth of the nation through
research.

To create a health research
system in which the NHS
supports outstanding

individuals, working in world-
class facilities, conducting
leading-edge research,

focused on the needs of
patients and the public.
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Best Research for Best Health | NIHR

are to:

. esearch in the NHS

» increase the volume of applied health research for the
benefit of patients and the public

« develop and support the people who conduct and
contribute to applied health research

Delivered through:

» The creation of the National Institute for Health
Research (NIHR)
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’
Clinical Research

Networks “...the support and facilities the NHS
needs for first class research...”

N

Facilities &
Centres

Clinical Research]
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Clinical Research
Facilities &
Centres

.

|

NHS

National institute for
Health Research

« Clinical Research Facilities
- EXxperimental Medicine Facilities

 Research Centres for Patient Safety
and Quality

&Research Design Service

(Clinical Research Networks \

« Biomedical Research Centres & Units

/
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NIHR Biomedical Research Centres
* Specialist BRCs

Newcastle*

Cambridge

Imperial

University College
Great Ormond St*
Moorfields*

Guy’s & St Thomas’

NIHR Collaborations for Leadership in Applied
Health Research and Care (CLAHRCs)

South
Yorkshire

Nottinghamshire,

Leeds, York & .

4 Derbyshire &
Bradford Lincolnshire,
3;“”;;5 o Leicestershire,

R X Northamptonshire
& Rutland
Birmingham &
Black Country Cambridgeshire
& Peterborough
South West
Peninsula North West

London

NIHR Biomedical Research Units

NIHR-supported Clinical

s Newcastle
Research Facilities = Cancer
NRRGRE o~ 1220
g l:luIIlY rk
= Cancer o
- Milennium CRF SN ORE:
« CRII CRF heffie
*NIHR CRF .S Cmoer'gevelopmem
Liverpool
Cancer Development
Birmingham Leicester
« Cancer = Cancer
= Millennium CRF -
-CRII CRF Cgambndoe
= Cancer
Oxford -Miiennium CRF
= Cancer -CRII CRF

= CRIl CRF

Peninsula -

Cancer
«NIHR CRF * Millennium CRF Brighton . cRy| CRFx 4

= NIHR CRF
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Working with Industry

Four years on, NIHR

« Has established channels for dialogue at
strategic, policy and operational levels

« Achieved a common understanding on priorities

for improving the cost-effectiveness of the UK
trials environment

« |s providing opportunities for partnership
between industry, academia and the NHS
across the translational landscape



Why should we care? Funding of R&D m

000000OGCOGOOOS
Diabetes Research Network

1 Industry B Department of Health

Bl Higher education institutes O MRC
0 Medical charities

Figure 1. Funding of health-related R&D™
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NHS
National Institute for
Health Research

NIHR Clinical Research Network
delivering clinical research for Industry

Trained

Workforce

in place (e.g. study
nurses)

Research management
and governance advice

Clinical Specialty Groups
to advise and support

Coordinated System for
gaining NHS Permission
(CSP)

Research Passport to
work across Trust
boundaries

Standard agreements for
the conduct of research
{mCTAICIA)

Protocoll Feasibility
support

Support with
management and
administration of
study set up

Provision of
dedicated, trained
resource

Risk assessment and
performance
management with
sponsor partners

Industry Costing
Template

Performance
management of
underperforming
sites/studies

Increased numbers of
recruitable patients at
sites

Fewer ‘non-performing’
sites
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Investigators &
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Investigators

“a vibrant community of outstanding
individuals exchanging ideas about
research and innovation to improve the
health and well-being of the nation™
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...leading-edge research focused [ & ngramnfj'.es ]
on the needs of patients and the

public...” Research Units &
Schools




Research for Patient Benefit
* response-mode projects
Evaluations & Trials
HTA commissioned projects
HTA commissioned systematic reviews
response-mode trials
Public Health
« HSR
« EME - for MRC
Service Delivery & Organisation
« Commissioned & responsive projects
Research for Innovation

Speculation and Creativity (RISC)
* response-mode projects

Invention for Innovation
* Future Product Development streams 1-3
* Healthcare Technology Co-operatives

Programme Grants for Applied

Research
* response-mode programmes

NHS
National Institute for
Health Research

Research

Research Projects
& Programmes

Research Units &
Schools
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Research for Patient Benefit
* response-mode projects
Evaluations & Trials
HTA commissioned projects
HTA commissioned systematic reviews
response-mode trials
Public Health
« HSR
« EME - for MRC
Service Delivery & Organisation
« Commissioned & responsive projects
Research for Innovation

Speculation and Creativity (RISC)
* response-mode projects

Invention for Innovation
* Future Product Development streams 1-3
* Healthcare Technology Co-operatives

Programme Grants for Applied

Research
* response-mode programmes

NHS
National Institute for
Health Research

Research

Research Projects
& Programmes

Research Units &
Schools
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Developments

* Increased funding under ‘Best Research for Best Health’
* Increased funding from recent CSR

100
80
60
40+
20+

£EM

2006 2007 2008 2009 2010

Ocore M BrfBH M post CookseyCSR [ Total
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School for Primary Care Research
School for Social Care Research
Research Units

Clinical Trial Units

Collaborative Public Health
Initiatives

National Prevention Research Initiative
UKCRC Public Health Research Centres of
Excellence

UKCRC Translational Infection Research
Initiative

MRC / NIHR cohorts

NHS ) ®
Natienal Institute for L
Health Research
Research

Research Projects
& Programmes

Research Units &
Schools




INVENTION "=~ EVALUATION == ADOPTION
Basic Research _
Development Pathway Funding
Efficacy & Mechanism Evaluation
Invention for Innovation
Biomedical Research Centres

Biomedical Research Units

Patient Safety and Quality
Research Centres

Research for Innovation,

Speculation & Creativity

Research for Patient Benefit
Health Services Research

Programme Grants for
Applied Research

Public Health Research
Service Delivery & Organisation

MRC

National Institute
for Health Research

Health Technology Assessment
Collabs for Ldrshp in Appl Hith Res

. DIFFUSION

vork

This pathway covers the full range of
interventions - pharmaceuticals, biolegicals,
biotechnologies, procedures, therapies and
practices - for the full range of health and health
care delivery - prevention, detection, diagnosis,
prognosis, freatment, care.

and Care

Ctr for Reviews & Dissemination, Cochrane, TARs

NHS Purchasing & Supplies Agency
National Institute for Health & Clinical Excellence
NHS Evidence
MNHS Institute for Innovation & Improvement
Strategic Health Authorities

Centre for Evidence-based Purchasing
Guidance on Health & Healthcare
Access to Evidence

Support for the NHS
Duty of Innovation

Primary Care Trusts Healithcare Commissioning

NHS Providers [NPSERCSEN
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“...facilitating research and
safequarding patients...”

Research Research
Governance Information
Systems Systems

Systems



P N

@a;mnmmr NHS X
" of Neulth National . for vtk
Health Research

» Integrated Research Application System (IRAS)
» Research Capability Programme

» NIHR Coordinated system for gaining NHS
permission

» National Research Ethics Service & UK Regulatory
and Governance Advice Service
- Research Passports

» Model Clinical Trials Agreements
* Research governance and management as an
integral part of the NIHR Clinical Research Network

Research Research
Governance Information
Systems Systems

Systems
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Clinical Research /DRN

Networks bt ad ]

*NHS Infrastructure (e.g. research nurses)

= Currently 8 networks

= UK-wide

=\Working with industry - Industry
Roadmap Group

= Interfaces with funders



Background to creation of ...l
topic specific networks

m Designed to support optimal approaches to
disease prevention, diagnosis and treatment
(emphasis on clinical trials)

m Topic-specific networks in cancer, diabetes,
stroke, neurodegenerative diseases, mental
health, medicines for children

m Each has its own co-ordinating centre
m Primary Care Research Network
m Comprehensive Research Network




PCRN

NIHR Topic Specific
Research Networks

Professors Janet Darbyshire & -
( SRN Peter Selby ‘ |
UKCRN CC and PCRN " NCRN

Primary Care Research Network

Professor Paul Wallace

P& ®
Dlabetqsr 5‘?9'@27 %etwork

Stroke Research Network ﬁ
1’5.

Professor Gary Ford
Director, Stroke Research Network

National
Cancer
Research

Network

Professor David Cameron

Director, National Cancer

Research Network
T

UK Mental Health Research Network

Professor Ros Smyth
Director, Medicines for Children Research

Network
( DeNDRoN

[ R AR AR NN KN ]
Dementias & Neurodegenerative
Diseases Research Network

Professor Til Wykes
Director, Mental Health Research

Network
( DRN

ssesscscee
Diabetes Research Network

Professors Martin Rossor and lan McKeith
Co-Directors, Dementias and
Neurodegenerative Diseases Research Network

Professor Des Johnston
Director, Diabetes Research Network
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Diabetes Research Network

Why diabetes?

m Affects ~5% of population of England

m Diagnosed diabetes increased from 1.4 to 2.6
million since 1996

m Type 2 diabetes 92% of total

Diabetes UK: March 2010



The wn_por_tance of diabetic GN\
complications fisheestin

= Life expectancy reduced by 15 years in type 1 and by
5-7 years in type 2 diabetes

= Mortality from coronary heart disease and stroke 2-4
times higher

= Diabetes is the most common cause of non-traumatic
amputation (Fox & MacKinnon, 1999)

= Diabetes is leading cause of visual impairment (Evans,
1995) and of end-stage renal failure in the UK (Ansell
et al, 1999)



Importance of diabetes

m Cost — diabetes care consumes 5-15%
of health care budgets in the Western
world

m Most of cost Is due to complications
and mostly circulatory problems

m Decision partly political
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Diabetes Research Network

Local Research
Networks

SW Peninsula
Thames Valley

North West London
North East London
Eastern England
South East Midlands
North West

North & East Cumbria
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Diabetes Research Network

CLRN Areas with nominated
Leads for diabetes

CLRNSs that have not
identified any diabetes
research



L ocal Research Network r\
Resources v DRN

primary and secondary care
consultant and GP sessions
research staff

managerial, administrative support
other costs (e.g. pharmacy)



The Network — Types of (.22,

Research

Clinical treatment trials

Technology assessments in real world
Prevention studies

Epidemiology

Population genetics
Pharmacogenetics

Health Care Delivery

Health Economics




Impact of participation in clinical studies DRN

on outcome In ovarian cancer Diabetes Research Network

Du Bois et al, Int J Gynecol Cancer
2005, 15, 183.

1.00 -

0.75 -

=
=

Log-rank test; p = 0.006
HR=1.60 (95% CI. 1.14=-2.25)

0.25 «

— study hospitals (219 pis. J 72 evants)

=== rion-Sludy hospitals (133 pts. / 64 events)

0 ] 12 18 24 30
manths

Pis.at 219 1684 161 141 73 study hospitals
risk 133 107 92 80 36 non-study hospitaks

survival probahbility (Kaplan-baiar)

=
=
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Research Portfolio
a Non-commercial and commercial
a Non-commercial automatic adoption if:
: Government or AMRC funded
: Open national competitive process

o Peer review

Database: WWW.UKCRN.org



http://www.ukcrn.org/

The Network — Types of iy 8
Research

m All types

m Difficult studies e.g. uncommon
complications, unusual presentations, difficult
to access groups, large numbers required,
early intervention trials in type 1 diabetes
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The Diabetes Research Network — sosesssee
— Type 1 infrastructure project

m Therapeutic trials of agents aiming to
reverse established disease (e.g. anti-CD3
antibodies, anti-CD20 antibodies, antigen-
specific tolerance vaccination)

m Often need treatment to commence within 6-
12 weeks



Natural History of Type 1 Diabetes
DRN
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| GENETICALLY AT-RISK |

Immune Environmental
Dysregulation  Triggers and
Regulators

" IMULTIPLE ANTIBODY POSITIVE |

GADA ICA512A ICA

LOSS OF FIRST PHASE

Interactions
Loss of FPIR (IVGTT) | INSULIN RESPONSE

Between Genes
Yl‘ucose Intolerance
C-Peptide

Imparting Variable Insulitis
Absence

Susceptibility |geta Cell Sensitivity
and Resistance | 4 Injury

B Cell Mass

Pre-Diabetes > | NEWLY DIAGNOSED DIABETES |

Time —

A

Lancet. 2001. 358: 221-29.



The Diabetes Research Network — sosesssee
— Type 1 infrastructure project

m 200 adults and 300 children per year with
Incident type 1 diabetes (within 6-12 weeks)

m 300 siblings per year

m Clinical and demographic information on
database

m Sample repository including DNA

m Potential for additional information and
samples



Sample collection proposal ( DRN
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Diabetes Research Network

Samples collected
from DRN Sites

Samples sent to
Porton Down for
preparation and
storage

European collection
of cell cultures Porton
Down

200 pl Serum aliquot
sent to Bristol for
autoantibody status
measurement

Bristol (Polly

Bingley’s lab)




Patient or sibling

Blood samples collected and
sent to the ECACC for
preparation and storage

6ml blood sample for
preparation of serum

6ml for PBL & EBV

10ml for DNA transformation
Extraction collected in ACD
collected in EDTA treated tubes

treated tubes



ADDRESS Database
Patient Baseline form

Demographic data
Diabetes classification
Medical and social history
Pregnancy

Medication

Family History

Clinical measurements
Biochemistry

( DRN

000000OGCOGOOOS
Diabetes Research Network
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The Diabetes Research Network — sosesssee
— Type 1 infrastructure project

|. Ascertain the patients within 6 weeks of
diagnosis and consent (different levels)

|. Ascertain the siblings and obtain consent
ll. Create computerised database

V. Create sample repository

V. Infrastructure for access
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Agents for prevention of type 1 bkt i
diabetes - mechanisms

1. Antigen-specific tolerance
2. Immune mimicry

3. Anti-inflammatory

4. Monoclonal anti-CD3
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The Diabetes Research Network — sosesssee
— Type 1 infrastructure project

Intervention and prevention trials
|. Aetiopathogenesis studies
Il. Epidemiology
V. Other studies/trials




Diabetes Research
Network — the future

B Five year plan accepted
B Emphasis on value for money
B Ability to react to opportunities



The Diabetes Research Network — (...5......
Success

= 279 studies adopted
= 136 studies recruiting
= 06,527 patients recruited



The Clinical Research Network Portfolio

Recruitment Data Information

The table below shows the latest UKCRN Portfolio recruitment figures

Snapshot at 15 February 2010

DRN

000000OGCOGOOOS
Diabetes Research Network

Current Total Number of Studies Open or in

Set up

Comprehensive 1254
Primary Care 111
Cancer 405
Dementias and Neurodegenerative Diseases 109
Diabetes 141
Medicines for Children 123
Mental Health 234
Stroke 93
TOTAL 2470




Cumulative figures this financial year (1 April 2009 — 31 March 2010) at 15 Feb

Number of
Studies Open to

Recruitment
during 2009/10

Total Number of
Studies Reporting
Recruitment
during 2009/10

Total Recruitment
2009/10

Comprehensive 1308 1154 160141
Primary Care 144 133 58737
Cancer 402 378 31733
Dementias and Neurodegenerative 114 107 6009
Diseases

Diabetes 137 121 29899
Medicines for Children 99 90 5421
Mental Health 209 186 23696
Stroke 88 74 6745
TOTAL 2501 2243 322,381
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THE NHS

CONSTITUTION

the NS balongs tz usall

January 2009

“The NHS aspires to the
highest standards of
excellence and
professionalism... through
its commitment to innovation
and to the promotion and
conduct of research to

improve the current and
future health and care of the
population.”
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Handbook to the NHS Constitution reaith Research

NHS. Research enables the NHS to

Ll improve the current and future
- — health of the people it serves. The
NHS will do all it can to ensure that

patients, from every part of

England, are made aware of
research that is of particular
relevance to them. The NHS is
therefore putting in place
procedures to ensure that patients
are notified of opportunities to join
in relevant ethically approved
research and will be free to choose
whether they wish to do so.”

January 2009
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The Next Stage ReVieW:  yagons st el
High Quality Care for All Fleaith Research

(ANHS

East Midlands “We will continue to

ety transform health research in
the NHS by implementing,
consolidating and building
on the Government’s
strategy, Best Research for
Best Health, for the benefit
of patients and the public.”

High Quality Care For All

June 2008
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The NHS Operating Framework Heaith Research

NHS |

theoperating
framework.

for the NHS in England 2010/11

Preventativa « inn

Froductive = High

December 2009 kﬂ-:;."' Department
of Health

“All NHS organisations must play their
full part in supporting health research.

To achieve the national ambition set
out in the OLS blueprint publication, all
providers of NHS care will want to
continue to increase their level of
participation and performance in
hosting research funded by
noncommercial and commercial

research funders.

As part of that, in their Quality
Accounts we propose that NHS
providers should include the number of
patients recruited to clinical research.”
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nHsSHll  “SHAs, as part of their duty to innovate,
are expected to support the work of the
NIHR Clinical Research Networks

the ﬂpéﬁl"atng locally and to develop the collaborative
4w A UL capacity of the NHS iu join in research
framework_ studies and trials.

for the NH3 in England 2010/11 In dﬂil’lg SO thE}’ can |dent|fy where
there are any shortcomings.

Preventativa « inn

Froductive = High

December 2009 kﬂ-:;."' Department
of Health
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NHSl  “As we move into a more
challenging financial climate,

research and innovation will
.Ig?é?e%;itﬁl vteq great. become even more important

people-centred, in identifying the new ways of
productive. preventing, diagnosing and
treating disease that are
essential if we are to

continue to increase both the
quality and productivity of
services into the future.”

NHS 2010-2015:

December 2009 Q;,,f;*ﬁ:;j,_’f"
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NHSl  “As we move into a more
challenging financial climate,

research and innovation will
.Ig?é?e%;itﬁl vteq great. become even more important

people-centred, in identifying the new ways of
productive. preventing, diagnosing and
treating disease that are
essential if we are to

continue to increase both the
quality and productivity of
services into the future.”

NHS 2010-2015:

December 2009 Q;,,f;*ﬁ:;j,_’f"
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Quality Accounts

Health Bill [11L]
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NHS
National Institute for
Health Research

Subject to Parliamentary approval, all
NHS providers will be required by law
to publish Quality Accounts

NHS providers who conduct research
will be required to include in their

Quality Accounts:

“the number of patients recruited in
the previous year to clinical research
(i.e. research which has received
Research Ethics Committee
approval).”

) @
vork
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National Institute for ks
Health Research

SHA Duty to Promote Innovation

C[eating an
Innovative

culture

SHAs will produce an
Annual Innovation Report
which sets out progress
including:

“the actions the SHA has
taken to support the work
of the NIHR Clinical
Research Networks locally
and to develop the
collaborative capacity of
the NHS to join in
research studies and
trials.”
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Strategic
Health

Authorities

Providers

Trusts

NHS
Patients

NHS Constitution
NHS commitment to the promotion and conduct of research

NHS Operating Framework
All NHS Organisations must play their full part in supporting
research

|
|
|
|
|
|
|
-
Duty to Promote Innovation 1
SHAs to support NIHR Clinical Research Networks locally; 1
SHAs to develop the capacity of the NHS to support research :
|

|

|

-

NHS Operating Framework
SHAs to identify any shortcomings in their local organisations’
support for research

NHS Operating Framework

All providers to continue to increase their level of participation
and performance in hosting research funded by non-
commercial and commercial research funders.

|
|
|
|
Quality Accounts :
All providers to report on the number of patients in clinical I
research |
|
|
|
|

Handbook to NHS Constitution
The MNHS will do all it can to ensure that patients are made
aware of research that is of particular relevance to them

) ®
vork
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Prograss Reparl 2006=2008

Delivering
Health Research

Katonzl Irettuse for Hesltth fesearch

Progress Report 2008/09

SN

NHS .
National Institute for vark
Health Research

£1b

2005 2006 2011

nihr.ac.uk



Where to find more information

* www.UKDRN.o0rg

®* DRNinfo@imperial.ac.uk



http://www.ukdrn.org/
mailto:DRNinfo@imperial.ac.uk

