
DARS Protocol V2.0_100203 1

DARS
Dopamine Augmented Rehabilitation in Stroke

Does Co-careldopa treatment in combination with routine NHS
occupational and physical therapy, delivered early after stroke within
a stroke service, improve functional recovery including walking and

arm function?

Chief Investigator: Professor Bipin Bhakta
Charterhouse Professor in Rehabilitation Medicine
NHS Consultant Physician in Rehabilitation Medicine

Sponsor: University of Leeds

Authors: Professor Bipin Bhakta, Dr Alastair Cozens, Ms Amanda Farrin, Professor
Gary Ford, Mr Dean Langan, Professor Christopher McCabe, Mr Oswald
Newell, Mrs Sharon Ruddock, Professor Catherine Sackley, Mrs Emma
Skinner, Professor Marion Walker

Co-ordinating Groups: Academic Department of Rehabilitation Medicine,
Leeds Institute of Molecular Medicine,
Faculty of Medicine and Health,

Academic Unit of Health Economics,
Leeds Institute of Health Sciences, University of Leeds, UK

Clinical Trials Research Unit, University of Leeds, UK

Protocol Version: 2.0, 3 February 2010
EME Reference Number: 08-43-61
ISRCTN Number: 99643613
EudraCT Number: 2009-017925-20
Sponsor Reference Number: RR08/8789

DARSDARS



DARS Protocol V2.0_100203 2

KEY CONTACTS

Chief Investigator
Professor Bipin Bhakta Tel: 0113 392 2531
Charterhouse Professor in Rehabilitation Medicine Fax: 0113 392 2559
NHS Consultant Physician in Rehabilitation Medicine Email: b.bhakta@leeds.ac.uk
Academic Department of Rehabilitation Medicine
Leeds Institute of Molecular Medicine
Faculty of Medicine and Health, University of Leeds
Level D, Martin Wing, Leeds General Infirmary
Leeds, LS1 3EX

Sponsor
Dr Neville Young Tel: 0113 392 6459
Quality Assurance Manager – Clinical Trials Fax: 0113 392 6397
University of Leeds / E-mail: neville.young@leedsth.nhs.uk
Leeds Teaching Hospitals NHS Trust
Research and Development
34 Hyde Terrace
Leeds, LS2 6LN

Research Fellow / Clinical Co-ordinator
To be appointed

Senior Trial Co-ordinator
Mrs Sharon Ruddock Tel: 0113 343 7588
Health Sciences Division Fax: 0113 343 1471
Clinical Trials Research Unit Email: s.p.ruddock@leeds.ac.uk
University of Leeds
Leeds, LS2 9JT

CTRU Trial Management Lead
Mrs Emma Skinner Tel: 0113 343 6428
Head of Trial Management Fax: 0113 343 1471
Comprehensive Health Research Email: e.j.skinner@leeds.ac.uk
Clinical Trials Research Unit
University of Leeds
Leeds, LS2 9JT

Lead Methodologist and Supervising Statistician
Ms Amanda Farrin Tel: 0113 343 8017
Director / Principal Statistician Fax: 0113 343 1471
Health Sciences Division Email: a.j.farrin@leeds.ac.uk
Clinical Trials Research Unit
University of Leeds
Leeds, LS2 9JT

Trial Statistician
Mr Dean Langan Tel: 0113 343 1493
Medical Statistician Fax: 0113 343 1471
Clinical Trials Research Unit Email: D.P.Langan@leeds.ac.uk
University of Leeds
Leeds, LS2 9JT



DARS Protocol V2.0_100203 3

Pharmacy Advisor
Mrs Caroline Bedford Tel: 0113 392 2459
Clinical Trials Pharmacist Fax: 0113 392 8279
Leeds Teaching Hospitals NHS Trust Email: Caroline.Bedford@leedsth.nhs.uk
Great George Street
Leeds, LS1 3EX

Other collaborators are detailed in Appendix 1: Trial Management Group



DARS Protocol V2.0_100203 4

CONTENTS PAGE

CONTENTS PAGE ...................................................................................................................................................4

1.0 TRIAL SUMMARY .....................................................................................................................................7

1.1 TRIAL FLOW DIAGRAM.......................................................................................................................... 7
1.2 PATIENT RECRUITMENT PATHWAY - FLOW CHART 1........................................................................ 8
1.3 PATIENT TREATMENT SCENARIOS - FLOW CHART 2.......................................................................... 9

2.0 GLOSSARY OF TERMS AND DEFINITIONS.........................................................................................10

2.1 DEFINITIONS.......................................................................................................................................... 10
2.2 GLOSSARY ................................................................................................................................................ 11

3.0 BACKGROUND..........................................................................................................................................11

3.1 STROKE ................................................................................................................................................... 11
3.2 PHARMACOLOGICAL PRIMING OF THE BRAIN AND MOTOR SKILL ACQUISITION ............... 11
3.3 RECENT STUDIES INVOLVING DRUGS AND LEARNING............................................................... 12
3.4 RATIONALE FOR CURRENT STUDY................................................................................................... 13

4.0 AIMS AND OBJECTIVES.........................................................................................................................13

4.1 PRIMARY OBJECTIVE........................................................................................................................... 13
4.2 SECONDARY OBJECTIVE..................................................................................................................... 13

5.0 DESIGN........................................................................................................................................................14

6.0 ELIGIBLITY ...............................................................................................................................................14

6.1 INCLUSION CRITERIA........................................................................................................................... 14
6.2 EXCLUSION CRITERIA ......................................................................................................................... 15

7.0 RECRUITMENT AND RANDOMISATION ...........................................................................................15

7.1 RECRUITMENT DETAILS ..................................................................................................................... 15
7.2 RECRUITMENT PROCESS..................................................................................................................... 15
7.3 INFORMED CONSENT ........................................................................................................................... 16
7.4 SCREENING............................................................................................................................................. 17
7.5 RANDOMISATION.................................................................................................................................. 17
7.6 CARER INVOLVEMENT ........................................................................................................................ 18

8.0 TRIAL MEDICINAL PRODUCT MANAGEMENT ..............................................................................18

8.1 SUPPLY AND HANDLING OF IMP ....................................................................................................... 18
8.2 IMP PACKAGING AND LABELLING.................................................................................................... 19

9.0 INTERVENTION DETAILS......................................................................................................................20

9.1 TREATMENT REGIMEN DETAILS....................................................................................................... 20
9.2 ADMINISTRATION OF TRIAL DRUG .................................................................................................. 21
9.3 ADHERENCE TO TREATMENT............................................................................................................ 22
9.4 TREATMENT MODIFICATIONS........................................................................................................... 23
9.5 EMERGENCY UNBLINDING................................................................................................................. 24
9.6 WITHDRAWAL OF TREATMENT ........................................................................................................ 24

10 DATA COLLECTION / ASSESSMENTS.................................................................................................25

10.1 ASSESSMENTS................................................................................................................................... 25
10.2 DATA REQUIRED FOR STRATIFICATION AND RANDOMISATION ......................................... 27
10.3 BASELINE DATA ............................................................................................................................... 27
10.4 FOLLOW-UP TIME POINTS.............................................................................................................. 28
10.5 FOLLOW-UP PROCESSES................................................................................................................. 28
10.6 OUTCOME DATA............................................................................................................................... 28
10.7 MEDICAL / REHABILITATION INTERVENTION AND IMPLEMENTATION DATA................. 29



DARS Protocol V2.0_100203 5

10.8 ASSESSMENT INSTRUMENTS ........................................................................................................ 29
10.9 DEFINITION OF END OF TRIAL....................................................................................................... 31

11.0 PHARMACOVIGILANCE ........................................................................................................................31

11.1 GENERAL DEFINITIONS .................................................................................................................. 31
11.1.1 ADVERSE EVENT ............................................................................................................................31
11.1.2 ADVERSE REACTION .....................................................................................................................31
11.1.3 SERIOUS ADVERSE EVENTS .........................................................................................................31
11.1.4 SUSPECTED UNEXPECTED SERIOUS ADVERSE REACTIONS .................................................33

11.2 OPERATIONAL DEFINITIONS OF AND REPORTING ADVERSE EVENTS AND REACTIONS33
11.3 OPERATIONAL DEFINITION OF SERIOUS ADVERSE EVENTS.................................................. 34

11.3.1 EVENTR NOT CLASSES AS SAEs...................................................................................................34
11.3.2 EXPECTED SAEs .............................................................................................................................34
11.3.3 RECORDING AND REPORTING SAES AND SUSARS ...................................................................34

11.4 DATA ITEMS...................................................................................................................................... 35
11.5 ATTRIBUTION OF CAUSALITY AND EXPECTEDNESS FOR SAES ........................................... 35
11.6 TIMELINES FOR REPORTING SAES AND SUSARS ...................................................................... 35
11.7 REPORTING PATIENT DEATHS...................................................................................................... 36
11.8 PREGNANCIES................................................................................................................................... 36
11.9 RESPONSIBILITIES ........................................................................................................................... 36

12.0 HEALTH ECONOMICS ............................................................................................................................37

12.1 ECONOMIC EVALUATION............................................................................................................... 37
12.2 WITHIN TRIAL COST EFFECTIVENESS ANALYSIS .................................................................... 37

12.2.1 MEASUREMENT OF RESOURCE USE ..........................................................................................37
12.2.2 MEASUREMENT OF OUTCOMES..................................................................................................38

12.3 WITHIN TRIAL – UNCERTAINTY ANALYSIS ............................................................................... 38
12.4 WITHIN TRIAL – SENSITIVITY ANALYSIS................................................................................... 38
12.5 LIFETIME ANALYSIS........................................................................................................................ 38

13.0 ENDPOINTS................................................................................................................................................39

13.1 PRIMARY ENDPOINT ....................................................................................................................... 39
13.2 SECONDARY ENDPOINTS ............................................................................................................... 39

13.2.1 PATIENT ENDPOINTS AT 8 WEEKS, 6 & 12 MONTHS ................................................................39
13.2.2 CAREGIVER ENDPOINTS AT 8 WEEKS, 6 & 12 MONTHS...........................................................39
13.2.3 QUALITATIVE FOLLOW UP AT 8 WEEKS ....................................................................................39
13.2.4 CLINICAL FOLLOW UP DATA AT 8 WEEKS.................................................................................39

13.3 MODERATOR AND MEDIATOR VARIABLES ............................................................................... 40

14 STATISTICAL CONSIDERATIONS .......................................................................................................40

14.1 SAMPLE SIZE ..................................................................................................................................... 40
14.2 ACCRUAL ........................................................................................................................................... 40

15 STATISTICAL ANALYSIS........................................................................................................................40

15.1 GENERAL CONSIDERATIONS......................................................................................................... 40
15.2 FREQUENCY OF ANALYSES ........................................................................................................... 41
15.3 ENDPOINT ANALYSIS ...................................................................................................................... 41
15.4 PRIMARY ENDPOINT ANALYSIS ................................................................................................... 41
15.5 SECONDARY ENDPOINT ANALYSIS ............................................................................................. 41
15.6 FURTHER SECONDARY ANALYSES.............................................................................................. 41
15.7 SUB-GROUP ANALYSES .................................................................................................................. 42

16.0 DATA MONITORING ...............................................................................................................................42

16.1 DATA MONITORING......................................................................................................................... 42
16.2 DATA MONITORING AND ETHICS COMMITTEE ........................................................................ 42
16.3 TRIAL STEERING COMMITTEE (TSC) ........................................................................................... 42
16.4 CLINICAL GOVERNANCE ISSUES.................................................................................................. 42

17.0 QUALITY ASSURANCE AND ETHICAL CONSIDERATIONS..........................................................43



DARS Protocol V2.0_100203 6

17.1 QUALITY ASSURANCE .................................................................................................................... 43
17.2 ETHICAL CONSIDERATIONS .......................................................................................................... 43

18.0 CONFIDENTIALITY .................................................................................................................................43

18.1 ARCHIVING........................................................................................................................................ 44

19.0 STATEMENT OF INDEMNITY ...............................................................................................................44

20.0 STUDY ORGANISATIONAL STRUCTURE ..........................................................................................44

20.1 RESPONSIBILITIES ........................................................................................................................... 44
20.2 OPERATIONAL STRUCTURE........................................................................................................... 45

21.0 PUBLICATION POLICY...........................................................................................................................47

22.0 REFERENCES ............................................................................................................................................49

23.0 APPENDICES..............................................................................................................................................51

APPENDIX 1: TRIAL MANAGEMENT GROUP............................................................................................. 51
APPENDIX 2: COMMITTEE TERMS OF REFERENCE AND RESPONSIBILITIES .................................... 52



DARS Protocol V2.0_100203 7

1.0 TRIAL SUMMARY

1.1 TRIAL FLOW DIAGRAM

Assessed for eligibility
People with new clinically diagnosed stroke, cannot walk 10 metres, aged 18
years or above, able to give informed, ongoing rehabilitation treatment, able
to comply with treatment schedule

Not expected to survive for
more than 2 months,
Parkinson's disease or
known sensitivity to Co-
careldopa, taking MAOIs,
dopaminergic or
sympathomimetic agents,
unable to walk prior to stroke
because of pre-existing co-
morbidities (e.g. heart
failure, osteoarthritis),
Postural hypotension,
Pregnancy or lactation or
women child-bearing age.

ITT, masked to randomised allocation, with statistical significance assessed at 5% level.
Outcome measures will be analysed for each time point. Primary analysis of independent
walking ability will be undertaken using logistic regression adjusting for patient-level
covariates. Cost effectiveness analysis will estimate within incremental cost per QALY
gained from active treatment compared with placebo.

Placebo group (n=286)
Placebo will be given to
patients as a single oral
tablet 45-60 minutes before
physical therapy or
occupational therapy
sessions during a 6 week
period that are focused on
motor skills (e.g. standing,
walking, dressing).

Follow up times: 8 weeks (primary end point), 6 months, 12 months

Primary outcome:
Rivermead Mobility Index – score of 7 or higher
Secondary outcomes:
Rivermead Mobility Index, ABILHAND scale, Nottingham Extended Activities of Daily
Living Scale, GHQ 12, EQ-5D, Barthel 20, Modified Rankin Scale, MSK-SSP Manikin,
Fatigue Assessment Scale, Health Economics Resource Use Questionnaire,
Northwick Park Dependency Score* (*baseline and week 8 - professional completed)

Active group (n=286)
Co-careldopa (Levodopa
100mg in conjunction with
carbidopa 25mg) as a single
tablet will be given to patients
45-60 minutes before
physical therapy or
occupational therapy
sessions during a 6 week
period that are focused on
motor skills (e.g. standing,
walking, dressing).

Allocation

Analysis

Enrollment

Consent then baseline assessments (see
section 6,7). Consenting eligible patients will be
randomized within two weeks of stroke by the
Local SRN nurse via a secure automated 24
hour system provided by CTRU. n= 572

Follow up

Excluded
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* Rehabilitation treatment appropriate for drug administration within DARS is defined as an active treatment (i.e. most physical
and occupational therapy, but not ‘inactive’ sessions such as speech and language therapy, swallowing, splinting).

Treatment day
1

Patient
discharged from

rehabilitation6 weeks
max

Study drug
stops

Study drug stops

1.3 PATIENT TREATMENT SCENARIOS - Flow Chart 2

Randomisation
Scenario A Scenario B Scenario C

In-patient
rehabilitation

Community
Stroke Team
rehabilitation

In-patient
rehabilitation

In-patient
rehabilitation

Community
Stroke Team
rehabilitation

Study drug
taken 45-60

minutes prior
to each rehab

treatment*
session

(whether in-
patient or

community
rehab)
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2.0 GLOSSARY OF TERMS AND DEFINITIONS

2.1 DEFINITIONS
ABILHAND ABILHAND Manual Ability Measure
AE Adverse Event
BI Barthel Index
BNF British National Formulary
ADRM Academic Department of Rehabilitation Medicine
CBS Caregiver Burden Scale
CEA Cost Effectiveness Analysis
CEACs Cost-Effectiveness Acceptability Curves
CI Chief Investigator
CRF Case Report Form
CTRU Clinical Trials Research Unit
DMEC Data Monitoring and Ethics Committee
EuroQoL European Quality of Life Group
FSS Fatigue Severity Scale
GCP Good Clinical Practice
GHQ-12 General Health Questionnaire 12 (12 item version)
HrQoL Health Related Quality of Life
ICC Intracluster Correlation Coefficient
ICERs Incremental Cost-Effectiveness Ratio
IMP Investigational Medicinal Product
ITT Intention To Treat
LRNs Local stroke Research Networks
MRC Medical Research Council
MRS Modified Rankin Scale
MSK-SSP Manikin Musculoskeletal symptoms/signs and pain Manikin
NEADL Nottingham Extended Activities of Daily Living
NIHR National Institute of Health Research
NPDS Northwick Park Dependency Score
NRES National Research Ethics Service
NSA National Stroke Audit
OT Occupational Therapy
PI Principal Investigator
PT Physical Therapy
PSSRU Personal Social Services Research Unit
QALY Quality-Adjusted Life-Year
R&D Research & Development
RCT Randomised Controlled Trial
REC Research Ethics Committee
RMI Rivermead Mobility Index
SAE Serious Adverse Event
SOP Standard Operating Procedure
SRN Stroke Research Network
Stroke service/unit Organised Stroke service/Unit
SUSAR Suspected Unexpected Serious Adverse Reaction
TMG Trial Management Group
TSC Trial Steering Committee
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2.2 GLOSSARY
Rehabilitation Occupational therapy / physical therapy which is addressing physical

functioning (e.g. sitting practice, standing, dressing, kitchen skills).
Researcher Research Nurse employed by local Stroke Research Network or DARS

researcher
Caregiver Unpaid carers who live with or provide a substantial amount of daily care to

patients consenting to participate in this study

3.0 BACKGROUND

3.1 STROKE
Stroke is the commonest cause of severe disability (annual UK incidence of first stroke is
100,000). Stroke has a huge impact leaving over a third of affected people with lasting disability
affecting self care. One year after a stroke 31% are still dependent for outside mobility and 15%
dependent for inside mobility. The number of disabled stroke survivors will increase due to ageing
population demographics. The cost of stroke accounts for 6% of the total NHS and social services
expenditure. Although acute stroke interventions such as thrombolysis can reduce mortality and
morbidity, rehabilitation remains the cornerstone treatment for the majority of people with stroke.
The role of high quality rehabilitation within comprehensive stroke services is widely acknowledged
as described by the National Stroke Strategy.

Despite the clear benefits of organised stroke care at least 30,000 people in the UK each year are
left with physical disability, increasing the long term societal costs of dependency and major impact
of quality of life of those individuals and their families. Despite clear benefits of organised stroke
care, a third of people with stroke are left with significant physical disabilities. Physical and
occupational therapies have been shown to benefit people but residual disability for a large
proportion of patients still remains a key issue in regaining full independence.

Learning is an essential process by which recovery of mobility and arm function occurs after
stroke, either through relearning to use the affected body parts and/or learning to compensate with
the lesser affected side (e.g. one-handed dressing). These situations involve the patient becoming
attuned to the perceptions which guide skilled movement, such as vision and proprioception. At a
clinical level, the patient practises motor skills with guidance and support from therapists (Pollock
2007). At a biological level, this practice leads to changes in behaviour (learning) through
functional re-organization of the central nervous system (CNS) by a process of neural plasticity
(Ward 2004).

3.2 PHARMACOLOGICAL PRIMING OF THE BRAIN AND MOTOR
SKILL ACQUISITION

Evidence from animal and human studies indicates an important role of noradrenergic /
dopaminergic brain pathways in motor skill acquisition (Wise 2004, Ziemann 2006). Animal studies
demonstrate that neural plasticity comprises cellular processes (e.g. changes in synaptic
morphology, synaptic potentiation / depression, dendrite sprouting and alteration of axonal
trajectories (Nudo 2006)). Involvement of adrenergic neurotransmitters in these processes raises
the possibility of pharmacologically promoting neural plasticity by increasing catecholamine levels
in the CNS (e.g. oral amphetamine increases the brain levels of dopamine, serotonin and
norepinephrine) which can modulate long-term changes in synaptic function. Studies in rats
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suggest that amphetamines can promote relearning after experimental brain injury (Feeney 1982).

There is emerging evidence from pilot studies which indicate that combining certain drugs with
physical and occupational therapy may improve the recovery of arm and leg movements and thus
essential day to day activities such as walking and getting dressed. These improvements are in
addition to the benefits gained from physiotherapy and occupational therapy alone. These studies
suggest that the nerve circuits in the brain respond better to the usual therapy when they are also
exposed to drugs such as dopamine at the same time as having occupational or physiotherapy. A
lot of this evidence comes from small studies.

3.3 RECENT STUDIES INVOLVING DRUGS AND LEARNING
Learning is an essential process by which recovery of mobility and arm function occurs after
stroke, either through relearning to use the affected body parts and/or learning to compensate with
the lesser affected side (e.g. one-handed dressing). These situations involve the patient becoming
attuned to the perceptions which guide skilled movement, such as vision and proprioception. At a
clinical level, the patient practises motor skills with guidance and support from therapists (Pollock
2007). At a biological level, this practice leads to changes in behaviour (learning) through
functional re-organization of the central nervous system (CNS) by a process of neural plasticity
(Ward 2004).

Evidence from animal and human studies indicates an important role of noradrenergic /
dopaminergic brain pathways in motor skill acquisition (Wise 2004, Ziemann 2006). Animal studies
demonstrate that neural plasticity comprises cellular processes (e.g. changes in synaptic
morphology, synaptic potentiation / depression, dendrite sprouting and alteration of axonal
trajectories (Nudo 2006)). Involvement of adrenergic neurotransmitters in these processes raises
the possibility of pharmacologically promoting neural plasticity by increasing catecholamine levels
in the CNS (e.g. oral amphetamine increases the brain levels of dopamine, serotonin and
norepinephrine) which can modulate long-term changes in synaptic function. Studies in rats
suggest that amphetamines can promote relearning after experimental brain injury (Feeney 1982).
Encouraged by this evidence, several clinical trials of amphetamines in stroke patients have been
undertaken. A recent Cochrane review of 12 small clinical trials (344 patients) reports a trend
towards improved motor function (Martinsson 2007) and suggested further studies to confirm an
effect on motor recovery were warranted. There is no evidence of increased mortality /
dependency with amphetamine administration in stroke patients. However, adverse
sympathomimetic effects with amphetamines, such as tachycardia and hypertension are reported.

A growing body of evidence suggests that learning and motor skill acquisition occurs through the
dopaminergic system rather than through direct noradrenergic action of general arousal. Therefore
drugs that promote dopaminergic activity directly may be more appropriate as targeted brain
modulators (Breitenstein 2006) in the context of motor skill acquisition, and be associated with
fewer adverse cardiovascular effects.

Levodopa is a precursor of dopamine which crosses the blood-brain barrier and is converted to
dopamine in the brain. Co-careldopa is a routinely available inexpensive medication that will be
used to deliver 100mg of Levodopa through its combination with 25mg carbidopa. Co-careldopa is
used to deliver Levodopa as this contains carbidopa a peripheral dopa-decarboxylase inhibitor
which reduces the peripheral adverse effects of Levodopa. The peak effect is 0.5 to 2 hours after
an oral dose and plasma half-life is 1 to 3 hours.

The impact of L-dopa (Levodopa) on motor function in stroke has been investigated in small scale
clinical studies taking into account the temporal linkage between drug administration and physical
therapy treatment (Scheidtmann 2001). This randomized controlled trial reported the effect of L-
dopa (oral co-careldopa – 100 mg Levodopa/25 mg carbidopa) on motor function in 53 people who
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of the study, provide information booklets and give participants at least 24 hours to decide whether
they would like to take part. We will provide the information in two stages. Firstly a simple sheet
summarising the study in a few key bullet points will be given to eligible patients. Then, if having
read the initial summary the patient is interested in receiving further information about the study
they will be given the main Patient Information Booklet

If they agree to take part they will be asked to give written consent before baseline assessment
and randomisation. Written consent should always be obtained by the local Principal Investigator
(or appropriate delegate).

A local researcher (e.g. Local Stroke Research Network research nurse) will undertake the
baseline assessment after consent and prior to randomisation.

7.3 INFORMED CONSENT

Whilst they are in-patients on the stroke unit, patients will be considered for the trial entry from day
7 post-stroke and will be required to consent by day 14 (+ 3 days if required) to allow sufficient
time for randomisation. They will be provided with verbal and written details about the trial. The
verbal explanation of the trial and Patient Information Sheet and Consent Form will be provided by
the Local Stroke Research Network staff, ward nurses and / or therapists for the patient to
consider. This will include detailed information about the rationale, design and personal
implications of the trial. Following information provision, patients will have as long as they need to
consider participation (a minimum of 24 hours) and will be given the opportunity to discuss the trial
with their family and other healthcare professionals before they are asked whether they would be
willing to take part in the trial.

The Principal Investigator or any other medically qualified members of the trial team who has
received GCP training and is approved by the Principal Investigator are permitted to take informed
consent. The right of a patient to refuse consent without giving reasons will be respected. Further,
the patient will remain free to withdraw from the study at any time without giving reasons and
without prejudicing any further treatment.

A record of the consent process detailing the date of consent and all those present will be
recorded in the patient’s medical notes. The original consent form will be retained in the
Investigator Site File, a copy of the consent form will be given to the patient, a second copy filed in
the hospital medical records (as per local practice) and a third copy will be returned to the CTRU.

The responsibility for treatment with the trial drug or placebo and the prescription of study drug
ultimately remains with the Principal Investigator. Should important new information become
available that may be relevant to the safety or wellbeing of the participant, this will be notified to
existing participants by the local researcher and detailed in updated consent documentation.

Where valid, informed consent is obtained from the patient and the patient subsequently becomes
unable to give informed consent by virtue of physical or mental incapacity, the consent previously
given when capable remains legally valid. Ongoing trial participation should be at the discretion of
the treating therapist in consultation with the local PI and patient’s carer / family.

A trial participation card will be provided to each consenting patient, and he/she will be asked to
carry this at all times whilst taking part in the trial. The card will indicate the patient's involvement
in a clinical trial, the name of the local investigator, any concomitant medications that should be
avoided during trial treatment, how to obtain the un-blinding of the randomised treatment, and
information on follow-up. The patient should be instructed to show the card to any other medical
or healthcare practitioners they consult during the trial whilst they are receiving study drug. In
addition to this, it must be made clear in the patient’s hospital notes that they are a part of the
DARS trial. It is recommended that a sticker or statement is added to the patient’s notes to clearly
indicate their participation in the trial in accordance with local policy.
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The trial medication must only be used to treat patients who are participating in the DARS trial and
should only be accessible by authorised staff.

The site pharmacist will be notified of all patients randomised at that site, their trial number and
IMP kit number by CTRU. The CTRU will arrange for supplies to be sent to each hospital
pharmacy prior to the site opening to recruitment,

A drug accountability log will be kept by the Pharmacy Department to record the dispensing of trial
treatment packs. Where the patient will be taking the IMP at home in the context of community
based rehabilitation interventions and therefore takes the drug supply home, the patient (or their
carer if appropriate) will be asked to record details of when they take the trial drug by way of a
diary card. To supplement this the therapist who attends the home to provide the community
based rehabilitation will also document whether the IMP has been taken and at what time. There is
no single fool proof method of ensuring IMP compliance and therefore a number of approaches as
above will be used to identify compliance with IMP protocol.

Please refer to the DARS Pharmacy and IMP Study Site Operation Procedure for full details of the
trial IMP management requirements.

8.2 IMP PACKAGING AND LABELLING

Packaging is considered to be a determinant in improving compliance rates for this trial. Push-
through blister packs will be used to protect the IMP integrity. As well as the trial-specific label, the
packs will also be appropriately labelled so that the study drug is taken in relation to the
rehabilitation sessions whether in the community or in hospital. The packaging will serve as a
visual aid, encouraging patients to take the trial medication at the appropriate times and giving the
patient the ability to recognize whether or not they have taken the scheduled dose. Prescription
information and educational materials will form part of the medication’s packaging/labelling. We
will ask up to 10 people with stroke to discuss with us (as part of protocol design) their opinion on
the proposed packaging and labelling of the study medication. The final design of the packaging
and any supplementary information for the patients will be implemented within the study IMP
packaging before the start of recruitment to the RCT. Design of the packaging will be undertaken
in collaboration with clinicians, pharmacy staff, consumer group representatives and the IMP
Manufacturer (manufacturer to be determined). For example, the study medication will be
packaged in such a way to enable one handed opening for easy access by the patient when self-
administering at home

As well as instructions to ensure compliance with the treatment schedule, IMP supplies will contain
a trial specific label, complying with Directive 2001/20/EC and the Medicines for Human Use
(Clinical Trials) Regulations 2004 (amended 2006). Co-careldopa and Placebo will both be
labelled by the Manufacturer with identical labels. The pharmacy will be responsible for
completing individual patient details on each label.
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allowable within the protocol as long as the patient is restarted on the IMP within the 6 week time
frame after randomisation and the treating clinician feels it is appropriate to do so.

Safety and treatment stopping rules for placebo will be as per active intervention.

9.5 EMERGENCY UNBLINDING

Whilst the safety of patients in the trial must always take priority, maintenance of blinding is crucial
to the integrity of the trial. Investigators should only break the blind when information about the
patient’s trial treatment is clearly necessary for the appropriate medical management of the
patient.

Unblinding may be requested on the grounds of safety by the Chief Investigator or Local Principal
Investigator or treating physician. It is anticipated that requests for unblinding will most likely
originate from a patient, carer (or friend/family member) or personal physician (eg GP) at the time
of an adverse event or planned change in non-trial related drug therapy. Requests for unblinding
will first be handled by the Local Investigator who will explore the reason for the request and
evaluate the importance of knowledge of treatment assignment for patient safety. In the event of
an SAE, all patients should be treated as though they are receiving the active medication

Should an alternative to unblinding not be identified, and if unblinding is required to optimise
clinical management of the patient. During Office Hours (Monday to Friday 9am-5pm other than
bank holidays and the Tuesday following bank holiday Mondays), Investigators should telephone
CTRU who will carry out the unblinding procedure. Outside of Office Hours, or where the
Investigator is unable to contact CTRU, emergency unblinding may also be undertaken by
contacting the local pharmacy department at the respective centre who will also hold code-
breaking envelopes.

It is encouraged that requests for Emergency unblinding should be made directly with
CTRU wherever possible.

If the patient is unblinded at any stage during the trial, then they must discontinue use of the trial
drug. These patients should continue to be followed up, and all data collected will be used in the
final analysis.

Once all patients at a participating site have completed trial treatment, all unopened codebreaks
will be returned to CTRU by the site pharmacy department. Codebreaks will not be opened for
patients when they have completed trial therapy

Further information on emergency unblinding can be found in the Emergency Unblinding Study
Site Operating Procedure. The reason for emergency unblinding will be collected on the
Emergency Unblinding Case Report Form.

9.6 WITHDRAWAL OF TREATMENT

The patient will not continue to receive the IMP after randomisation if he/she develops
contraindications to Co-careldopa treatment or if the treating physician deems that the patient
is at a significant health risk from continued participation in the trial. As the patients will be
started on study medication in hospital we will be able to closely observe patients for presence

CTRU TELEPHONE NUMBER FOR EMERGENCY UNBLINDING:
0113 343 XXXX
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Table 1: Summary of Assessments

Assessment Timeline (months post-
randomisation)

Baseline 8 weeks 6 months 12
months

Eligibility and consent X
Baseline data (researcher/nurse completed from routinely collected data and ward staff)

Rivemead Mobility Index (professional perspective on patient’s
ability)

X

Symptoms and signs, concurrent medication, past medical
history

X

Lesion location and type
X

Blood pressure (prior to commencing DARS Study drug)
X

Randomisation
X

Patient questionnaires (completed via researcher interview with patient)

Rivermead Mobility Index (patient’s perspective on ability)
X X X X

ABILHAND scale
X X X X

Nottingham Extended Activities of Daily Living Scale
X1 X X X

General Health Questionnaire 12
X X X X

EQ-5D
X X X X

Barthel 20 (postal version but collected face to face)
X X X X

Modified Rankin Scale
X X X X

MSK-SSP Manikin
X X X X

Fatigue Assessment Scale
X X X X

Health Economics Resource Use Questionnaire
X X X X

Care-giver questionnaires (Care-giver completed)

Caregiver Burden Scale
X X X

Qualitative follow-up

Patient/therapist perspective regarding use of IMP
X

Clinical follow-up data (researcher/nurse completed)

Northwick Park Nursing Dependency Score
X X

Treatment data (rehabilitation and drug compliance)
X

Barthel Index 20 (professional perspective on patient’s ability)
X

Concurrent medication
X

Serious and non-serious adverse event monitoring
Continuous reporting as occur

New significant medical / surgical illness (e.g. for stroke,
myocardial infarction, cancer, fracture, elective surgical
procedures)

X X X

Case report Forms (CRFs) will be developed in collaboration with patients (see section 8.2) to
document all of the above data. We will ask up to 10 people with stroke to discuss with us (as
part of protocol design) their opinion on the feasibility of capturing the functional information via
face to face interviews using the questionnaires listed above (this includes time taken to
complete the questionnaire).

1 Pre-stroke NEADL score collected at Baseline
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transferring from bed to chair, dressing, feeding, mobility, climbing stairs, toilet use, grooming, and
bladder and bowel continence).

ABILHAND
The ABILHAND questionnaire is a Rasch derived person-centered measure of the manual
ability in everyday bimanual tasks in people with chronic stroke.

Nottingham Extended Activities of Daily Living Scale
Physical and social independence will be measured using the Nottingham Extended ADL Scale
(NEADL) (Nouri F, 1987). It was designed as a postal questionnaire and assesses aspects of
physical and social independence performance across 22 items (score range 0 – 66) grouped in
four categories (mobility, kitchen, domestic and leisure activities). It has been widely used as an
outcome measure in rehabilitation trials. It has proven validity, reliability and has demonstrated
responsiveness to change and able to discriminate between services.

General Health Questionnaire 12
Patient and carer emotional health will be assessed using the General Health Questionnaire 12
(GHQ12). This reflects the high priority patients and carers give to emotional well-being after
stroke, is consistent with a patient-centred model of stroke recovery in which adjustment to
disability is seen as a critical issue, reflects the high prevalence of psychological symptoms after
stroke, and that psychological problems become more prevalent with time. It has been
demonstrated that mood is associated with a range of other stroke effects and can be a
determinant of physical functioning. The GHQ12 contains 12 questions addressing issues of
decision making, loss of sleep and confidence, feelings of strain, enjoyment of daily activities,
confidence and happiness

Caregiver Burden Scale
Caregiver burden will be measured using a proven and reliable Caregiver Burden Scale. This 22-
item scale will assess various aspects of caregiver burden including general strain, isolation,
disappointment, emotional involvement and environment. If Co-caredopa accelerates functional
independence for the patient then this may translate into reduced carer burden.

EQ-5D
The non-disease-specific EQ-5D instrument (Krabbe P 2003) will be used to evaluate health
related quality of life for patients via a six component questionnaire. It was developed to yield a
fundamental index of health, which can be used to calculate quality-adjusted life year (QALY)
gains, and thus will facilitate the health economic evaluation.

Musculoskeletal Symptoms/Signs and Pain Manikin (MSK-SSP manikin)
MSK-SS manikin has been used in a self report epidemiological survey to identify pain in
community dwelling persons. Musculoskeletal complaints are common in the general
population and estimates suggest that 15% of the adult population have joint pain, with two out
of three people over the age of 50 reporting recent musculoskeletal pain. Both stroke and
musculoskeletal pain are common causes of disability and therefore in order to ascertain the
long term impact of stroke interventions on disability one needs to take account the influence
of existing or new musculoskeletal complaints (Chakravarty K 1993, Keenan, 2006).

Fatigue Assessment Scale
Fatigue is likely to be an important determinant of physical functioning in stroke and therefore
important to measure for statistical modelling used in the secondary analyses. The FAS was
recommended in a review of fatigue scales because it had face validity, feasible to use with
most patients, good test-retest reliability and high construct validity. It had low internal
consistency compared to others but was deemed to be overall a reasonable tools to capture
fatigue.
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Where an SAE is deemed to have been related to the IMP, the event is termed as a Serious
Adverse Reaction (SAR).

Important SAE/SARs that are not immediately life-threatening or do not result in death or
hospitalisation but may jeopardise the subject or may require intervention to prevent one or the
other outcomes listed in the definition above, should also be considered serious.
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Chief Investigator (or nominated individual in CIs absence):
1. Assign causality and expected nature of SAEs where it has not been possible to obtain

local assessment.
2. Review all SAEs for seriousness, expectedness and causality in accordance with agreed

process for the trial.
3. Review all events assessed as SUSARs in the opinion of the local investigator. In the

event of disagreement between local assessment and CI review with regards to SUSAR
status, local assessment will not be overruled, but the CI may add comments prior to
expedited reporting.

4. Assign code to all SAEs suspected to be related to trial treatment using the MedDra
Body System Organ Class coding, prior to submission of annual safety reports.

In addition to the responsibilities set out above, it is expected that under the supervision of the
local PI, the Researcher and Research Nurse will also have specific responsibilities

12.0 HEALTH ECONOMICS

12.1 ECONOMIC EVALUATION

The objective of the economic evaluation is to identify the within trial and long term incremental
cost effectiveness ratio for Co-careldopa augmented rehabilitation for stroke compared to usual
care for individuals within stroke services after their first stroke.

12.2 WITHIN TRIAL COST EFFECTIVENESS ANALYSIS

12.2.1 MEASUREMENT OF RESOURCE USE

NHS resource use associated with each treatment modality will be extracted from patient records
(investigations, drugs, referrals for other services) and through trial case report forms contained in
the patient questionnaire (contact with primary, community and social care services).

Detailed information will be collected regarding the six week period of Co-careldopa and placebo
management from therapy and nursing staff (see section 10). These intervention costs will
provide a clearer picture of any additional unforeseen costs associated with Co-careldopa
management within the 6 week administration.

Therapy and nursing staff will also provide resource use information associated with the
physiotherapy or occupational therapy sessions (assuming a maximum of 2 sessions of either of
the therapy session per day for 30 days over a six week treatment period). This will include staff
time, facilities hire and any equipment used.

Unit costs for health service staff and resources will be obtained from national sources such as the
PSSRU, the BNF and NHS Reference cost database. Where national unit costs are not available
the finance departments of trusts participating in the study will be asked to provide local cost data.
The mean of these costs will be used as the unit cost estimate in the analysis.
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12.2.2 MEASUREMENT OF OUTCOMES

The primary outcome measure of the trial is a score of 7 or higher on the Rivermead Mobility
Index. The trial economic evaluation will, for consistency, use the same primary outcome measure.
However, as economic evaluations are designed to inform resource allocation decisions, we will
also be produced and evaluation using the Quality adjusted life years (QALYs) outcome measure.

The estimation of QALYs requires the production of utility weights for each health state observed
in the trial population. We will use the EQ-5D (EuroQol) instrument for this purpose.(Krabbe P
2003). The EQ-5D is a very simple instrument to complete and will therefore be collected at
baseline, 8 weeks, 6 and 12 months post randomisation. This will limit the need to interpolate
quality of life between observation points and the associated inaccuracy in the estimation of the
HrQol differences between therapies (Manca A 2006).

Perspective for analysis: The primary cost effectiveness analyses will adopt the perspective of
the NHS and social services.

Discounting: There remains some uncertainty regarding the correct approach to discounting
costs and benefits. The analysis will follow the recommendations current at the time. Under
current recommendations this would mean that costs and outcomes would be discounted at 3.5%
per annum (Brouwer WB 2005, NICE 2008).

Within trial Analysis: The primary, within-trial analysis will be a cost utility analysis, which will be
undertaken using EQ-5D. Health state utilities will be derived from the EQ-5D data using the UK
General Population algorithm. Cost effectiveness analysis will be a within trial estimate of the
incremental cost per QALY gained from Co-careldopa treatment compared with usual care.

If costs are greater and intervention more effective or if the intervention is cheaper and less
effective, results will be presented as expected incremental cost effectiveness ratio (ICERs),
expected net benefit assuming lambda=£20,000 and cost effectiveness acceptability curve.

12.3 WITHIN TRIAL – UNCERTAINTY ANALYSIS

Probabilistic analysis will be undertaken using non-parametric bootstrap simulation. Where
necessary, censored data will be adjusted using appropriate techniques. The confidence region
around the ICER will be estimated using appropriate statistical techniques (e.g. non-parametric
bootstrap method). This stochastic analysis will enable a cost effectiveness acceptability curve to
be produced illustrating the uncertainty surrounding the optimal decision.

12.4 WITHIN TRIAL – SENSITIVITY ANALYSIS

Probabilistic sensitivity analysis will be undertaken to test the robustness of the results to
parameter uncertainty. Sub-group analysis will be informed by the secondary analysis exploring
potential response predictors. No interim analysis is planned unless requested to do so by DMEC.

12.5 LIFETIME ANALYSIS

A secondary CEA will adopt a lifetime horizon using a decision analytic cost effectiveness model
developed with clinical investigators. The exact structure of the cost effectiveness model will be
established in discussions with the clinicians on the study team and after analysis of the adverse
event data observed in the trial. The consequences in terms of patient-specific resource use will
be measured using responses to the 8 week, 6 and 12 month assessments. This will capture
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undertaken. The analysis plan will be written in accordance with current CTRU standard operating
procedures and will be finalised and agreed by the following people: the trial statistician and
supervising statistician, the Chief Investigator, the CTRU principal investigator and the senior trial
coordinator. Any changes to the final analysis plan and reasons for change will be documented.

All analyses will be conducted on the intention-to-treat population defined as all participants
randomised regardless of non-compliance with the intervention. An overall two-sided 5%
significance level will be used for all endpoint comparisons.

15.2 FREQUENCY OF ANALYSES

Outcome data will be analysed once only, at final analysis, although statistical monitoring of
safety data will be conducted throughout the trial and reported at agreed intervals to the Data
Monitoring and Ethics Committee (DMEC).

15.3 ENDPOINT ANALYSIS

Primary and secondary analysis will be on an ‘Intention to treat’ basis, blind to random
allocation, with statistical significance assessed at 5% level. Outcome measures will be
analysed for each time point by regression models appropriate to the data type. Such
analyses will adjust for patient-level covariates included as strata within the randomisation
process including gender, type of stroke, centre and RMI; this will address the remaining
inconsistencies between treatment groups. Additionally, physical ability and lesion location will
be adjusted for in the model.

15.4 PRIMARY ENDPOINT ANALYSIS

Primary analysis of independent walking ability at 8 weeks post-randomisation (defined by a
score of 7 or above on the Rivermead Mobility Index) will be undertaken using logistic
regression while adjusting for gender, type of stroke, centre, RMI at baseline and lesion
location. It will be assumed for the primary outcome ITT analysis that patients who die or are
lost to follow-up are categorized as “unable to walk independently”. A sensitivity analysis will
be undertaken to test the robustness of conclusions to this assumption.

15.5 SECONDARY ENDPOINT ANALYSIS

Independent walking ability (primary outcome, defined by a score of 7 or above on the Rivermead
Mobility Index) will be analysed 6 and 12 months post-randomisation using a logistic regression
model while adjusting for the patient level covariates gender, type of stroke, centre, RMI and lesion
location. Other secondary endpoints will be analysed at 8 weeks, 6 and 12 months by regression
modelling which is dependent on the type of outcome while adjusting for the same covariates and
baseline outcome measurement: continuous endpoint analysis will use linear regression; binary
endpoint analysis will use logistic regression and ordinal endpoint analysis will use ordinal logistic
regression.

15.6 FURTHER SECONDARY ANALYSES

Potential predictors of response to Co-careldopa will be explored using baseline measurements
taken for primary and secondary outcomes (see section 14). In addition we plan to model the
relationship between potential moderator and mediator variables (for example, record of
rehabilitation, compliance with medication; concurrent medication problems, fatigue and
musculoskeletal pain) and treatment effect. This will enable us to determine which types of
patients benefit most from treatment.
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Sensitivity analyses will be conducted assessing the effect of patients lost to follow up by making
various assumptions of their proceeding Rivermead mobility index (dichotomised at a score of 7)
and other secondary outcomes. Due to the possibility of assistance on patient-completed
questionnaires, analysis will determine whether results are sensitive to varying responses between
equivalent questionnaires competed with assistance or independently. A per-protocol analysis will
be carried out to determine whether results are sensitive to the exclusion of patients who violated
the protocol.

A standardised register of all patients referred to the participating stroke unit will be kept.
Anonymised data will be used to identify systematic differences in those not recruited and those
recruited. An exit poll undertaken by the stroke centre research nurse at eight weeks (patients and
therapists), using a standardized proforma, will ascertain the level of masking to active drug.

15.7 SUB-GROUP ANALYSES

No sub-group analyses are planned.

16.0 DATA MONITORING

16.1 DATA MONITORING

Data will be monitored for quality and completeness by the CTRU. Missing data will be chased
until it is received, confirmed as not available or the trial is at analysis. The CTRU/Sponsor will
reserve the right to intermittently conduct source data verification exercises on a sample of
patients, which will be carried out by staff from the CTRU/Sponsor. Source data verification will
involve direct access to patient notes at the participating hospital sites and the ongoing central
collection of copies of consent forms and other relevant investigation reports. A Trial
Monitoring Plan will be developed and a Meeting Group Monitoring Schedule (i.e. an agreed
list of data items to be reviewed) including primary endpoint and safety data will be defined and
agreed by the Trial Management Group (TMG) if necessary.

16.2 DATA MONITORING AND ETHICS COMMITTEE

An independent DMEC will be established to review the safety and ethics of the trial. Contents of
the unblinded reports will be agreed between the DMEC and CTRU at the initial DMEC meeting
during set-up. These annual reports will be prepared by the CTRU for the DMEC during
recruitment and follow-up. SAEs, SARs and SUSARs will be summarised by treatment group in a
regular safety report sent to the DMEC.

16.3 TRIAL STEERING COMMITTEE (TSC)

A TSC will be established to provide overall supervision of the trial, in particular, trial progress,
adherence to protocol, patient safety, and consideration of new information. The committee will
meet once during the set-up period and six monthly thereafter for the duration of the trial.

16.4 CLINICAL GOVERNANCE ISSUES

To ensure responsibility and accountability for the overall quality of care received by participants
during the study period, clinical governance issues pertaining to all aspect of routine management
will be brought to the attention of the TSC and where applicable to individual NHS Trusts.
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Clinical Research Fellow
To assist the Chief Investigator and the Clinical Trials Research Unit in the implementation and
management of the DARs project. This will include the development of methods to standardise
routinely collected brain imaging data and development analytical models supported to investigate
the effect of the intervention.

Health Economists
The Health Economics collaborators will assist the CTRU in protocol and CRF development and
will be responsible for the selection and / or design of the economic questionnaires, collation of
unit costs, and the conduct, interpretation and writing up of the economic evaluation.

Principal Investigator
Overall responsibly for conduct of the study at the participating site, including (but not limited to)
assessment of eligibility, informed consent and patient safety.

LRN Staff
Assist in the informed consent process, and undertaking completion of screening and baseline
assessments in collaboration with ward staff. Telephone contact with the patients as required.

Ward Staff
Administering IMP to patient whilst they are in hospital and assisting LRN staff in undertaking
baseline clinical monitoring. Documenting timing that IMP was given. Reporting adverse events as
described in section 11. Assisting the LRN Staff/DARS researcher to complete the Northwick Park
Nursing Dependency Score at baseline

Therapists (in-patient)
Documenting type of therapy treatment given during each session. Assisting the LRN Staff/DARS
researcher to complete the Northwick Park Nursing Dependency Score at baseline. Reporting
adverse events as described in section 11.

Therapists (community)
Documenting type of therapy treatment given during each session, alerting patient by telephone
reminder to take IMP at appropriate time, assisting the DARS researcher to complete the
Northwick Park Nursing Dependency Score at week 8. Reporting adverse events as described in
section 11.

Researcher
Trial-specific Researchers will have responsibility for the assessment and follow-up of participants
identified for inclusion in the trial. Each participating site will have an associated Researcher.

20.2 OPERATIONAL STRUCTURE

Trial Management Group (TMG)
The TMG, comprising the Chief Investigator, CTRU team and co-investigators will be assigned
responsibility for the clinical set-up, on-going management, promotion of the trial, and for the
interpretation of results. Specifically the TMG will be responsible for (i) protocol completion, (ii)
CRF development, (iii) obtaining approval from the main REC and supporting applications for Site
Specific Assessments (SSA), (iv) submitting a CTA application and obtaining approval from the
MHRA, (v) completing cost estimates and project initiation, (vi) appointing and facilitating the TSC
and DMEC, (vii) reporting of serious adverse events, (vii) monitoring of screening, recruitment,
consent, treatment and follow-up procedures, safety, data quality and compliance (viii) of results
and contribution to publications. The TMG will report to the DMEC and the TSC.
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Clinical Trials Research Unit (CTRU)
The CTRU will provide set-up and monitoring of trial conduct to CTRU SOPs and ICH GCP and
the GCP Conditions and Principles as detailed in the UK Medicines for Human Use (Clinical Trials)
Regulations 2006, including randomisation design and implementation, database development
and provision, protocol development, CRF design, trial design, source data verification, monitoring
schedule and statistical analysis of clinical endpoints for the trial. In addition the CTRU will
support main REC, SSA and R&D submissions and clinical set-up, ongoing management
including training, monitoring reports and promotion of the trial. The CTRU will be responsible for
the day to day running of the trial, including trial administration, database administrative functions,
data management including, safety reporting, all statistical analyses of clinical endpoints and
drafting of publications..

Trial Steering Committee (TSC)
The Trial Steering Committee, with an independent Chair, will provide overall supervision of the
trial, in particular trial progress, adherence to protocol, patient safety and consideration of new
information. Also, it will provide clinical and professional advice relating to the trial design, where
relevant. The role of the TSC is to consider new information relevant to the trial, including reports
from the Data Monitoring and Ethics Committee (DMEC) (where applicable) and the results of
other studies, particularly if the results may have a direct bearing on the future conduct of the trial.
It will include an Independent Chair, and not less than two other independent members, including a
statistician. The Chief Investigator and other members of the TMG will attend the TSC meetings
and present and report progress. The committee will meet annually as a minimum. The TSC will
report to the Sponsor and funder.

Data Monitoring and Ethics Committee (DMEC)
The DMEC will review the safety and ethics of the trial by reviewing interim unblinded data during
recruitment and will provide independent advice and recommendation, based on relevant clinical
and professional expertise. The Committee will meet or communicate via teleconference
approximately annually. The DMEC is accountable to the TSC. The DMEC is responsible for
escalating any issues for concern to the TSC.
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submission
- timely (and appropriate) circulation of reviewers’ comments to all co-authors
- incorporation of comments into subsequent drafts
- communication with the TSC (i.e. ensuring submission is in line with TSC publication plan,

and ensuring TSC receive the final draft prior to submission)

The first author is responsible for submission of the publication and must keep the TMG and all
authors informed of the abstract’s or manuscript’s status. The TSC will be kept informed of
rejections and publications as these occur. On publication, the first author should send copies of
the abstract or manuscript to the TSC, the TMG, the Sponsor and to all co-authors, and ensure
communication with the NIHR EME programme as outlined below.

NIHR Efficacy and Mechanism Evaluation (EME) programme requirements
In accordance with the NIHR EME programme‘s requirements, EME will be notified in advance of
all published work related to the project throughout the course of the research. In addition to this,
The EME Programme will be sent a draft final report by the project team within 14 days. This will
be peer reviewed and then published on the EME website.
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23.0 APPENDICES

APPENDIX 1: TRIAL MANAGEMENT GROUP
The TMG includes those listed as key contacts and the following Co-applicants:

Dr Alastair Cozens
Consultant in Rehabilitation Medicine
Rehabilitation Medicine
Grampian University Hospitals NHS Trust
Woodend Hospital
Eday Road
Aberdeen
AB15 6LS

Professor Gary Ford
Consultant Stroke Physician Director UKSRN
Clinical Research Centre
University of Newcastle upon Tyne
4th Floor, Leazes Wing
Newcastle upon Tyne
NE1 4LP

Professor Christopher McCabe
Professor of Health Economics
Institute of Health Sciences
University of Leeds
Woodhouse Lane
Leeds, LS2 9JT

Mr Oswald Newell
Chair of Stroke Research Network
NHS
The Coach House
6 Melvell Court
Clumber Road East, The Park
Nottingham, NG7 1BD

Professor Catherine Sackley
Professor of Physiotherapy Research
Primary Care Clinical Sciences
University of Birmingham
Primary Care Clinical Sciences Building
Edgbaston, Birmingham, B15 2TT


