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7. Participating sites 
 

We have been listed on the NIHR CRN portfolio. For a limited period we will make the trial ‘open to 
new sites’, who may wish to take part. We will consider such sites if they can ensure sufficient local 
infrastructure to take part in the central training, deliver the intervention and ensure recruitment and 
robust data collection. We have already had interest from such sites. We will conduct the prior 
mapping in these sites to ensure baseline information and to help assess whether they can be 
included in the study. 

 

Site Number  

King’s College Hospital NHS Foundation Trust, 
London   

01 

The Walton Centre NHS Foundation Trust, 
Liverpool  

02 

Cardiff & Vale University Hospital of Wales, 
Wales    

03 

Nottingham University Hospitals NHS trust / 
University of Nottingham  

04  

Brighton & Sussex University Hospitals NHS 
Trusts / University of Sussex/Sussex 
Community NHS Trust 

05 
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8. Trial Flowchart 
 

 

 
 
 
 
 

  

Title:  Evaluation of the clinical and cost-effectiveness of Short-term Integrated Palliative Care Services 

(SIPC) to OPTimise CARE for people with advanced long-term Neurological conditions (LTNCs) 

Development, Set up and Trial commencement with assessment of feasibility 
Month 1-9: mapping, feasibility, qualitative exploration. Month 12: trial commences (monthly review).  Month 14: formal review.  

•  Continue recruitment in trial (to month 33) 
• Continue follow up interviews (to month 36 for primary outcome analysis) 
• Continue follow up interviews and extraction from clinical records (to month 39 for secondary outcome analysis) 
• Qualitative interviews with 6 patients and caregivers per centre who received SIPC     

Setting  
Five + centres with neurology, palliative care and rehabilitation services in South London, Brighton, Cardiff, Liverpool and Nottingham 

Excluded 
Not meeting inclusion criteria (patient receiving palliative care 
currently or in the last 6 months; patient lacking capacity and no 
caregiver to complete questionnaires) 

Population-recruitment 
Patients severely affected by long-term neurological condition (MS, PRDs, MND) and deemed (by clinicians) to be optimally managed 
yet have an unresolved symptom, and at least one of the following: unresolved other symptom, cognitive problems, complex 
psychological or social needs. Living in catchment area of SIPC. The nearest caregiver.  

Randomisation with minimization (with random element) stratified by: centre, disease and cognitive impairment  

Standard Care (Control/Delayed 
intervention arm, n=178)   
After randomisation, patients will 
continue their usual services and 
treatments. 
After the second follow-up 
interview (approximately 12 
weeks), they will be offered the 
SIPC and followed up to the end of 
the study.  

Baseline interview 
•  Participant baseline demographics, clinical details, cognitive impairment and neurological disabilities 
•  Participant completed questionnaires – e.g. IPOS Neuro-S8, EQ5D, ICECAP-A, HADS, CSRI  
•  Caregiver details and caregiver questionnaires – e.g. VR-12, ZBI-12 + positivity 

Follow-up at 6, 12*, 18 and 24 Weeks (* patients in control arm are offered SIPC) 
Primary Outcome 
Symptom reduction at 12 weeks measured by the Integrated Palliative care Outcome Scale for neurological conditions (IPOS Neuro-S8) 
 
Main secondary Outcomes  
1) Patients’ palliative needs and symptoms: measured by the IPOS Neuro; 
2) Patients’ health-related quality of life and well-being: measured by the EQ-5D and ICECAP-A; 
3) Patients’ psychological distress: measured by the 14 item Hospital Anxiety and Depression Scale (HADS); 
4) Patients’ satisfaction, self-efficacy and other aspects: measured by the modified FAMCARE scale (FAMCARE-P16), the Self-Efficacy to 

Manage Chronic Disease Scale (SEMCD), an advance care planning scale additional questions covering patients’ experiences of the study; 
5) Hospital and service use, recorded using an adapted version of the Client Service Receipt Inventory (CSRI), and patient survival, as assessed 

in days from consent; 
6) Caregiver burden and quality of life: measured by the 12 item Zarit Burden Inventory (ZBI-12), the VR-12 and the modified FAMCARE scale 
(FAMCARE 2); 
7) Economic evaluations (cost-effectiveness): as measured by quality adjusted life years using the EQ-5D and ICECAP-A;  
8) Comparison of effects to test timing of referral and how the effect changes over time 

Standard Care + SIPC (Fast-track Intervention arm, n=178)  
SIPC will be offered to patients immediately after randomisation in addition to their usual 
services and treatments (Standard Care). SIPC will be delivered through existing 
Multiprofessional Palliative Care Teams (MPCTs), linked with local neurology and rehabilitation 
services. Following referral, a key worker will undertake a comprehensive palliative care 
assessment on the patient within 5 working days. In keeping with the multi-disciplinary ethos 
of palliative care, the detailed assessment is discussed with the MPCT who: suggest ways to 
improve management of physical, emotional, social and other problems, provide specialist 
welfare benefits advice, help with advance care planning, liaises with and acts as a catalyst 
with local health services (primary and specialist teams, and social care). 
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9. Study Synopsis 

TITLE OF CLINICAL TRIAL: 
Evaluation of the clinical and cost-effectiveness of Short-term 
Integrated Palliative Care Services (SIPC) to OPTimise CARE 
for people with advanced long-term Neurological conditions 

Protocol Short Title/ Acronym: OPTCARE Neuro 

Study Phase If Not Mentioned In 
Title: 

Phase III 

Sponsor Name: King’s College London 

Chief Investigator: Professor Irene J Higginson 

UKCRN Number: 18030  

REC Number: 14/LO/1765 

Medical Condition Or Disease 
Under Investigation: 

Long-term neurological conditions 

Purpose Of Clinical Trial: 

To determine the effectiveness and cost-effectiveness of Short-
term Integrated Palliative Care Services (SIPC) in improving 
symptoms, selected patient and caregiver reported outcomes 
and in reducing hospital utilisation for people severely affected 
by long-term neurological conditions (LTNCs) 

Primary Objective: 
To determine the effectiveness of SIPC for people severely 
affected by LTNCs compared to standard care according to the 
primary outcome of reduction in key symptoms 

Secondary Objective(s): 

1. To map current practice and document the services 
available (and common care pathways) for patients with 
LTNCs and their caregivers/families in the areas of the 
study, to better understand variations in normal practice 
experienced by the control group; 

2. To test the feasibility of offering SIPC and the trial methods 
across five centres for people severely affected by LTNCs 
and to modify the intervention and trial methods accordingly; 

3. To determine the effectiveness of SIPC for people severely 
affected by LTNCs compared to standard care in the 
secondary outcomes: palliative care needs and other 
symptoms, patient psychological well-being and quality of 
life, caregiver burden/positivity and quality of life, patients 
and carers’ satisfaction and communication; 

4. To determine the effects of SIPC for people severely 
affected by LTNCs on hospital admissions, length of hospital 
stay, emergency attendance and other service use over the 
trial period, patient survival; 

5. To determine the cost-effectiveness of SIPC for people 
severely affected by LTNCs; 

6. To understand how the change process may work and to 
identify components of the SIPC that are most valued by 
patients, their families/caregivers and other healthcare 
professionals;  

7. To determine how the effects change over time, whether 
earlier referral to palliative care affects the subsequent 
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response to palliative care, and when assessment or re-
referral might be beneficial 

Trial Design: 
A randomised Phase III multicentre pragmatic fast-track 
controlled trial of a complex intervention, with an embedded 
qualitative component  

Endpoints: 

Primary endpoint 

A combined score of eight key symptoms, measured by 
symptom subscale of the Integrated Palliative care Outcome 
Scale for neurological conditions (IPOS Neuro-S8) at 12 weeks 
post randomisation (primary objective) 

 
Secondary endpoints 

1. Patients’ other symptoms and palliative care needs: 
measured by the relevant symptom component of the IPOS 
Neuro 

2. Patients’ health-related quality of life and well-being: 
measured by the EQ-5D and ICECAP-A  

3. Patients’ psychological distress: measured by the 14 item 
Hospital Anxiety and Depression Scale (HADS), patient 
reported   

4. Patients’ satisfaction, self-efficacy and other aspects: 
measured by the modified FAMCARE scale (FAMCARE-
P16), the Self-Efficacy to Manage Chronic Disease Scale 
(SEMCD), an advance care planning scale and some 
questions covering patients’ experiences of the study 

5. Hospital admissions, length of hospital stay, emergency 
attendance and other service use during the course of the 
study: measured by an adapted version of the Client Service 
Receipt Inventory (CSRI), and survival from consent (days) 

6. Caregiver burden, positivity and quality of life: measured by 
the Zarit Burden Inventory (ZBI-12) (12 item version+8 
positive items), the VR-12 and the modified FAMCARE scale 
(FAMCARE 2), as self-assessed by caregiver 

7. Caregiver assessment of patients’ outcomes: using the 
same measures (IPOS Neuro and CSRI) and used to aid 
imputation of missing patient data) 

8. Observer (completed by the researcher) assessment of the 
patients’ problems: measured by the Support Team 
Assessment Schedule (STAS) 

The main endpoint is at 12 weeks before the standard care arm 
receiving the intervention.  

Sample Size: 
356, 178 in each arm (short-term integrated palliative care vs 
standard care) 

Summary Of Eligibility Criteria: 

Inclusion criteria:  

Patients  

1) Adults (aged 18 years or over) severely affected by 
advanced or progressive stages of the long-term neurological 
conditions (LTNCs) of either*: 

 Multiple Sclerosis (MS) - patients with either 
aggressive relapsing disease with rapid development 
of fixed disability or those with advanced primary or 
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secondary progressive disease, often with limitation 
in a number of areas including gait and upper limb 
function. We do not define referral based on 
disability but would expect most patients to have an 
Expanded Disability Status Scale (EDSS) of at least 
7.5 

 Parkinsonism & related disorders (PRDs) i.e.  
o Idiopathic Parkinson’s Disease (IPD) - Hoehn 

and Yahr (H&Y) stages 4-5 OR 
o Progressive Supranuclear Palsy (PSP) - Hoehn 

and Yahr (H&Y) stages 3-5 OR 
o Multiple System Atrophy (MSA) - Hoehn and 

Yahr (H&Y) stages 3-5   

 Motor Neurone Disease (MND) all stages  

AND  

2) who are deemed (by referring/usual care clinicians) to have:  

 an unresolved symptom (e.g. pain or another 
symptom) which has not responded to usual care  

 AND at least one of the following: unresolved other 
symptom (e.g. breathlessness, nausea / vomiting, 
spasticity, fatigue); cognitive problems; complex 
psychological (depression, anxiety, loss, family 
concerns), communication/information problems 
and/or complex social needs 

AND 

3)  who are able to give informed consent^ OR where their 
capacity can be enhanced^ (e.g. with information) so they 
can give informed consent OR where a personal consultee^ 
can be identified and approached to give a opinion on 
whether or not  the patient would have wished to participate 
in the study 

 

AND 

 4)  are living in the catchment area of the Short-term Integrated 
Palliative Care Service (SIPC) 

 

* Diagnosis must have been established by a specialist neurological 

assessment. 

^ When a person lacks capacity to consent for themselves the 
procedures detailed in the Mental Capacity Act (2005) are adhered to 

 

We expect patients to be in the advanced or progressive stages 
of disease. They may be living at home (most common), in a 
nursing home or in hospital at the time of recruitment. We will 
develop a proforma for referring clinicians to complete (covering 
contact and clinical information and important reasons for 
referral/selection). 

 

Caregivers 

1) Adults (aged 18 years or over) identified by the patient 

as the person closest to them, usually a family member, 
close friend, informal caregiver or neighbour  

2) able to give informed consent to complete the 
questionnaires  
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Exclusion criteria:  

Patients who meet the inclusion criteria but:  

1) are already receiving specialist palliative care currently or 
have done so in the last 6 months (please note: seeing any 
palliative care specialist counts as exclusion criteria);  

 

2) lack capacity and have no family member, friend or informal 
caregiver who is willing and available to complete questionnaires 
about their own and the patient’s symptoms and circumstances 

Intervention (Description, 
frequency, details of delivery) 

Short-term Integrated Palliative Care (SIPC) offered to patients 
severely affected by long-term neurological conditions, lasting 
for 6-8 weeks from referral. SIPC will be delivered by existing 
multiprofessional palliative care teams (MPCT), linked with local 
neurology and rehabilitation services.  

Comparator Intervention: 
Standard care, the control arm is offered SIPC after the second 
follow-up interview is completed and reviewed 

Maximum Duration Of Treatment Of 
A Subject: 

6-8 weeks from referral. The trial is of a new service. The service 
visits patients usually on three occasions over a period of up to 
6-8 weeks from first contact. The service would not usually stay 
involved longer than 12 weeks. However, up to 10% of patients 
may want and need on-going palliative care in which case the 
services will provide this. 

 

10. Protocol Revision History   

Version Number Date  
V1.0 16/09/2014 

V1.1 21/11/2014 

V2.0 06/05/2015 
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11. Glossary of terms  

 

DMEC - Data Monitoring and Ethics Committee 

IPD - Idiopathic Parkinson’s Disease 

IPOS - Integrated Palliatvie care Outcome Scale 

LTNCs - Long-term Neurological Conditions  

MCA - Mental Capacity Act 

MND - Motor Neurone Disease 

MPCT - Multidisciplinary Palliative Care Team  

MRC - Medical Research Council  

MS - Multiple Sclerosis  

MSA - Multiple System Atrophy 

NIHR - National Institute for Health Research 

NSF - National Service Framework 

PD - Parkinson’s Disease  

PRDs - Parkinsonism and related disorders (i.e. IPD, PSP, or MSA)  

PSP - Progressive Supranuclear Palsy 

QUALYs - Quality Adjusted Life Years 

SIPC - Short-term Integrated Palliative Care 

SSC - Study Steering Committee 
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12. Background & Rationale 
Long-term conditions and long-term neurological conditions (LTNCs)  

Over 15 million people have a long-term condition, and these account for about 70% of NHS spend; about 
half of all general practice activity; and two thirds of hospital outpatient activity [7]. However, the Department 
of Health has raised concerns that current services may not be sufficiently well organised to promote 
independence and provide the best quality care for patients. The current system is often characterised by 
silo working in primary and secondary care and reactive services. The trend towards greater specialisation 
and organisation differentiation may further disadvantage people with long-term conditions. Neurology has 
been overlooked within policy initiatives in England [8 9] despite the publication of a National Service 
Framework for long-term neurological conditions (LTNCs) [10]. In the UK, at any one time there are 130,000 
people with Idiopathic Parkinson’s Disease (IPD); a further 100,000 with Multiple Sclerosis (MS); 4,000 with 
Motor Neurone Disease (MND) and 4,000 with Progressive Supranuclear Palsy (PSP) or Multiple System 
Atrophy (MSA) [11 12]. More than one person in 50 over the age of 80 is affected by IPD, making it a very 
important disease for future ageing populations. MS is the most common form of disability for younger adults. 
All of these conditions lead to substantial deterioration in quality of life and require lifelong support from 
health and social care services [9 12-14]. 

 

Current NHS policy and practice 

In 2005, the Department of Health published the National Service Framework (NSF) for long-term conditions 
which set out quality requirements for health and social services to improve the quality of life of people with 
long-term conditions and their carers [10]. The NSF was a key tool for delivering the government’s strategy to 
support people with LTNCs. Each of the 11 quality requirements represented in the NSF has a specific aim 
and rationale for LTNCs. A key group of individuals for this strategic plan are individuals with long-term 
progressive neurological conditions such as MND, MS and Parkinsonism and related disorders (PRDs), 
comprising IPD, MSA and PSP. Affecting over 200,000 individuals in the UK, these conditions have in 
common patterns of impact on quality of life arising from wide-ranging physical deterioration and resulting 
disabilities [9]. Despite the progressive nature of these conditions, the scope for improving services to 
improve quality of life for individuals with these conditions may be substantial.  

 

As with many other health systems, healthcare in the UK is based in general terms on a historical division 
between general practitioners, staff working in the community, and hospital-based specialists [15 16]. It is 
increasingly recognised that a hard separation of these functions does not meet the needs of those with 
chronic conditions. Attempts have been made to better coordinate care through integrative processes such 
as joint budgets, governance, information systems, flows of data or case management [17 18]. These may be 
brought together more formally, through different kinds of vertical integration, where agencies involved at 
different stages of the care pathway form part of a single organisation or function as well as horizontal 
integration of community-based services in examples such as health and social care teams for the frail 
elderly [19]. The short-term integrated palliative care (SIPC) proposed in this study could be seen as one 
example of this. Another issue is that multi-morbidity is the norm for people with chronic conditions. This is 
the case for the patient groups included in this study, where patients with PRDs, MND and MS may have 
other conditions which also affect their health and quality of life. Equally, their spouses or family caregivers 
may have health conditions that affect their ability to care, and the burden of caring may affect the health of 
caregivers [13 20]. Palliative care is person rather than disease focussed. Different forms of integrated care 
have been developed to shape services better for people with long-term conditions, and SIPC builds on 
these approaches.   

 

Models of care to improve care for those severely affected by long-term neurological conditions 

Systematic reviews on the evidence of palliative home care [21], support for caregivers [22], services for older 
people [23] and end of life care pathways [24] all identify a wealth of observational studies demonstrating need 
and little on effectiveness. A search of Pub Med, the Cochrane database, trial registers and the NIHR 
register has identified no phase III trials and only one phase II trial of palliative care (our study) [25] for 
patients with any neurological conditions during the more advanced stages of illness. There are only a 
handful of randomised trials of multidisciplinary palliative care teams (MPCTs) and rarely are health 
economic aspects included. These trials are from the USA where service configurations may be different. No 
trial considered patients with neurological diseases. A review of multidisciplinary care in MND concluded that 
“the 'best' evidence to date is based on three 'low' and two 'very low quality' observational studies” [26].  
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How this project will add to the body of knowledge  

The target of this project is to improve care for those patients who are severely affected by long-term 
conditions, who are at the highest levels of need, as depicted using the 'Kaiser pyramid' or the NHS generic 
model of long-term conditions, i.e. the top segment (tier 1) with complex needs [7]. The Department of Health 
outlines the following interventions that can be used according to patient needs: 

 Case management - dedicated one to one support from a highly skilled health professional (e.g. a 
community matron) with regular face to face contact. 

 Personalised care planning - placing the person at the centre of decision making about their care and 
agreeing a plan of how that care will be delivered. 

 Support people to self-care - providing people with information and skills to make day to day decisions 
about the way they manage their health. This has included developing the Expert Patients Programme. 

 Assistive technology - using the emerging telecare and telehealth technology and telephone coaching 
arrangements to support people to remain independent and self-care for as long as possible.  

SIPC uses a combination of these approaches and will add to the wider knowledge regarding new and 
innovative models of care for people with long-term conditions. This research will add to the evidence base 
by providing a successful randomised trial of the cost effectiveness of SIPC for people with neurological 
conditions (a neglected group). 

 

Why this research is needed now 

The UK Service Framework for LTNCs proposes that palliative care is considered for non-cancer patients 
earlier in the disease trajectory [10], but provides little information on how to do this. People affected by these 
neurological conditions, identified through relevant organisations, including the MS Society, and the 
DenDRon network, identified that palliative care needs are important and services should be developed to 
address unmet needs for symptom support. Non-motor symptoms of Parkinson’s Disease are the key 
determinant of quality of life and the main cause of mortality, hospitalisation and institutionalisation, yet 
remain under-treated, under-reported and a key unmet need [27]. SIPC in all these conditions would aim to 
address this unmet need. It is vital to undertake our trial now; otherwise there is a risk that interventions will 
be developed in response to this guidance and need, without appropriate evaluation and possibly not in the 
most cost effective way. 

 

Following the Medical Research Council (MRC) guidance for the development and evaluation of complex 
interventions, modelling work showed that patients severely affected by LTNCs had symptom problems, 
psychosocial needs and their caregivers needed support, both emotional and in care co-ordination [2 3]. The 
results of our Phase II trial of SIPC among 52 people severely affected by MS, found the benefit of the new 
service in reducing symptoms and informal caregiving burden at a lower cost with no harmful effect, 
compared with the best available service [28]. We recently reported findings from a longitudinal observational 
study on PRDs which demonstrated the profound and complex mix of non-motor and motor symptoms in 
patients with late stage disease. Symptoms are not resolved and half of the patients deteriorate. Palliative 
problems are predictive of future symptoms, suggesting that an early palliative assessment might help 
screen for those in need of earlier intervention [29]. 

 

Since the completion of these studies, interest has grown in how the new SIPC service will perform when it is 
rolled out to more settings and more conditions. Whether more people living with LTNCs can benefit from the 
SIPC, and whether it can be routinely used in practice to improve the care quality for people severely 
affected by LTNCs, particularly in the current financial environment is of interest. If found effective, the new 
SIPC service has the potential to be beneficial for a wider range ofconditions and in more diverse care 
settings for patients and their families. This could result in better symptom control and improved quality of life 
for patients, as well as improved co-ordination of care, more efficient and appropriate use of services, and a 
reduction in the number of unnecessary emergency admissions at the end of life. This is also in line with 
other palliative care NHS initiatives, which are seeking to move palliative and supportive care, and 
discussions about preferences and priorities, further upstream – encouraging patients to think about care 
preferences earlier in their disease trajectory [30]. Understanding whether SIPC is clinically and cost effective, 
and its potential mechanism of action, will help to develop studies in these initiatives. Equally, if the SIPC is 
not cost effective in more conditions and in wider settings, the findings will prompt development of 
customised improvement and modifications in specific LTNCs [31-34]. Health care costs in the last year of life 
are high; 18-30% of healthcare spending, with resource use increasing in the last months of life [31-33].  In 
long-term conditions, including neurological conditions, costs rise with increased disability and as the disease 
advances [34]. These costs can be unpredictable and affect caregivers and patients, as well as health and 
social services [34]. Therefore, it is important to evaluate proposed service models in patients with advanced 
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disease to see if they can optimise symptom control and care, and reduce distress and costs. Evaluating a 
new service model for LTNCs, as well as addressing these diseases, develops a potential model of service 
provision for other long-term diseases in advanced stages.  

 

SIPC could be developed with only small adaptions to existing health care services. It is much more likely to 
be possible than other proposed alternatives, such as developing long-term palliative care models. The latter 
would be difficult to achieve without considerably expanding the number of palliative care specialists, beds 
and services. In contrast, SIPC builds on and integrates with existing services across the UK, and seeks to 
empower patients, improve symptom control and integrate with existing services, improving their expertise. 
With the ageing of the population, the predicted rise in the annual number of deaths by 17% by 2030, and 
the increasing prevalence of long-term conditions, it is both highly relevant and timely to robustly test new 
service models to improve care for this group. This project answers this need and tests an intervention that 
could be implemented by the current workforce and services.  

13. Trial Objectives and Design  

13.1 Trial Objectives 

Aim: To determine the effectiveness and cost-effectiveness of Short-term Integrated Palliative Care 

Services (SIPC) in improving symptoms, selected patient and caregiver reported outcomes and reducing 
hospital utilisation for people severely affected by long-term neurological conditions (LTNCs) 

 

Primary objective: 

To determine the effectiveness of SIPC for people severely affected by LTNCs compared to standard care 
according to the primary outcome of reduction in key symptoms at 12 weeks. 

 

Secondary objectives  

1. To map current practice and document the services available (and common care pathways) for 
patients with LTNCs and their caregivers/families in the areas of the study, to better understand 
variations in normal practice experienced by the control group; 

2. To test the feasibility of offering SIPC and the trial methods across five centres for people severely 
affected by LTNCs and to modify the intervention and trial methods accordingly; 

3. To determine the effectiveness of SIPC for people severely affected by LTNCs compared to 
standard care in the secondary outcomes: palliative care needs and other symptoms, patient 
psychological well-being and quality of life, caregiver burden/positivity and quality of life, 
improvement on patients and carers’ satisfaction and communication; 

4. To determine the effects of SIPC for people severely affected by LTNCs on hospital admissions, 
length of hospital stay, emergency attendance and other service use over the trial period; 

5. To determine the cost-effectiveness of SIPC for people severely affected by LTNCs; 
6. To understand how the change process may work and to identify components of the SIPC that are 

most valued by patients, their families/caregivers and other healthcare professionals;  
7.   To determine how the effects change over time, whether earlier referral to the palliative care affects 

the subsequent response to palliative care, and when assessment or re-referral might be beneficial. 

Our study follows the MRC guidance for the development and evaluation of complex interventions. We have 
completed development, modelling, feasibility, piloting and preliminary evaluation in one centre of a new SIPC 
and neurology service to improve symptom management and care for people severely affected by multiple 
sclerosis. In this study we wish to test this new service in a wider range of settings and for a wider range of 
neurological conditions. We will conduct a randomised pragmatic trial of SIPC offered by a Multiprofessional 
Palliative Care Team (MPCT) compared to standard care. 

13.2 Trial Design  

This is a randomised Phase III, fast-track controlled trial. It is a multicentre evaluation of a complex 
intervention, following the MRC guidance for the development and evaluation of complex interventions [35]  
This study incorporates:   

(i) a set up and feasibility phase to refine recruitment and methods; 
(ii) mapping usual care for patients with LTNCs across the different centres (by prior work collecting 

information about the services and during the study recording services received at baseline and in 
the standard care group); 
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(iii) a randomised controlled trial of SIPC (the intervention) offered from a MPCT compared to best 
usual care; 

(iv) a qualitative component, to explore the ways that the SIPC affects patients and caregivers, how the 
change process may work, how SIPC may be improved and to interpret quantitative results; 

(v) a survey of health professionals; and 

(vi) economic modelling to estimate the NHS and societal resources required for and longer term 
impacts of SIPC.   

14. Trial Intervention 

14.1 Intervention Details 

The conceptual model of SIPC builds on that developed by Wagner and colleagues in the US to describe a 
structured framework for chronic care [36] and that of the NHS long-term conditions model. There is a focus 
on personalised care planning, case management and supporting existing case managers (e.g. community 
matrons, existing and specialist nurses) [18]. SIPC is offered when patients are severely affected by their 
illness and problems, are highly complex and are at high risk of hospital admissions with a high need for 
care. Patients do not have to be actively dying and the aim is to reach patients before this stage, in the view 
that earlier intervention to personalise their care and engage them in care planning will improve outcomes 
and enable existing services to then provide better care. It will be offered by existing MPCTs, linked with 
local neurology and rehabilitation services. The service follows a standard procedure, mirrored from the 
evaluated SIPC in MS [5 37]. All staff involved in the study will be provided with a standard manual and trained 
in advance of the study commencing. These aspects will be refined during the feasibility and set-up phase. 
The training comprises individual training with the different palliative care teams and bringing representatives 
from the teams together. This will be repeated regularly throughout the study as staff change. Time spent on 
training will be logged for the purposes of estimating the intervention costs. 
 
The MPCT comprises individuals specifically trained in palliative care from (at least) backgrounds in 
medicine, nursing and psychosocial care or social work. The MPCT has regular multidisciplinary meetings to 
review patients in their care and is able to visit patients at home in the community. We will ensure that the 
MPCPs are integrated into local MS, PRDs, and MND care teams to ensure coordination of care. For the 
purpose of this study, the MPCT will operate a key worker process where a specialist team member will take 
initial responsibility for a patient referred, although the key worker may change during the course of the 
intervention. This involves key features of case management, training of health professionals to support self-
care (‘guided care’) and planning levels of specialist input depending on the needs of individuals. The key 
worker liaises regularly and integrates care with neurologists, nurses, rehabilitation, primary and hospice 
services to discuss patients of concern. Based on their visits and assessments the key worker generates a 
problem list with the patient and outlines a proposed action plan, agreed with the patient and family (which is 
thus individually tailored). This might involve a change in symptom management (e.g. drug change), contact 
with other services, and/or psychosocial support or counselling during the visit. The key worker reviews and 
revises, at a multiprofessional team meeting, the problem list, their assessment and the action plan to 
optimise the management of the patient and caregiver and plan future visits and liaises with other 
professionals, e.g. to agree medication or service change. 
 
In MPCTs the nurses and allied health professionals do not usually have prescribing powers, they advise 
regarding medications, although this may change over the time of the project. The palliative care teams all 
have doctors who can prescribe, but would do so in liaison with the GP and neurologist. If the nurses began 
to prescribe we would record this, but they would do so in liaison with other professionals.  
 
The theory of the intervention  

People severely affected by long-term conditions, including neurological conditions, have many similar 
problems and concerns as those affected by advanced cancer, including symptoms, psychological needs 
and family/caregiver concern [38]. Specialist MPCTs successfully improve these problems for cancer patients, 
and are now available widely across the globe [37 39]. The Cochrane Handbook outlines [40] that if there is 
empirical evidence that similar interventions have an impact, or identical interventions on other populations, 
these are quite likely to have effectiveness. Thus, as a starting point it is reasonable to hypothesise that input 
from an MPCT will help people with long-term conditions. It has been advocated in the NSF for Long-term 
Conditions [41]. To explore this hypothesis further in our modelling stage, we found that people severely 
affected by MS, PRDs and MND had many similar symptoms to those affected by advanced cancer [4], with 
additional problems of loss and care co-ordination [1-3]. These needs are within the remit of MPCTs which 
offer a holistic approach attending to symptoms, psychological needs, and better co-ordination of care [42]. 
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People severely affected by LTNCs often have a longer trajectory of illness than those with advanced cancer 
– and so our modelling found that staff, patient and caregiver groups favoured the idea of MPCT input for a 
short term, working in a way that was well integrated with existing neurology and rehabilitation services, in 
particular disease specific nurses (such as MS or IPD nurses), who are often the mainstay for the many 
patients in the community. Figure 1 shows our model of how we anticipate the intervention to work. An 
intervention and training manual has been developed for use in this trial.  

 

Conceptual Framework for the intervention  

SIPC is modelled on our work to date following the MRC guidance which included: literature reviews [43] and 
qualitative studies [2 3] to determine need and to develop the theoretical underpinning of the service, 
appraisal of trial methods [4 5], service modelling and a successful phase II trial randomising 52 patients [25 28 

37]. SIPC is a complex intervention [35] in that it: 

 contains several components (assessment, symptom management, future care planning, follow up 
visits)  

 aims to change behaviours by those staff delivering the intervention, those providing usual care to 
this patient group, and some changes on the part of patients and families 

 targets patients, families and staff in primary, hospital and voluntary care,  thus including different 
groups and organisational levels  

 has several complex outcomes, including change in symptom management and hospital admissions 

 is tailored to individual patient need and circumstances by those delivering SIPC and 

 operates in a context where there may be some variability between patient groups and settings in 
the usual care provided to patients with long-term neurological conditions. Usual care is offered to 
patients in the intervention and control arms of the trial.  

 
 
Control arm: Receives standard care services, details of which are recorded within the economic 
assessment for individual patient. Details of services available and usual practice are mapped for each 
centre during the set-up and feasibility phase. At the cross over point patients are offered referral to SIPC, as 
for the fast-track group, as if they had been on a waiting list. Patients and caregivers in both arms will receive 
usual care, including support from specialist nurses (most patients in the group will have these [28], although 
they are rarely able to see patients at home and are usually in contact every 3 months), neurology services 
(outpatient and in-patient), rehabilitation services, alongside community services, including general 
practitioners, district nursing services, and social services (for around 25%). A few patients will have 
physiotherapy and/or speech therapy as their needs determine. Patients with MND may be cared for in 
specialist MND centres, patients with PRDs and MS are usually under the care of neurologists with special 
interests in these conditions, as well as their primary care services. Some patients with more advanced 
disease will be in nursing or residential homes, and they will be offered the opportunity to participate in the 
study as well. Some patients may be identified on admission to hospital or through voluntary sector or social 
service.
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Figure 1: Model of the Short-term Integrated Palliative Care intervention for people severely affected by Long-term Neurological Conditions 
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14.2 Frequency and duration of intervention 

The length of intervention is usually 6-8 weeks from referral. This is broken downs as follows: 

 2 days to first telephone call (from receiving information about patient) 

 Up to 5 days to first visit (i.e. end week 1),  

 2-3 weeks second visit (ie end week 3 – 4)  

 3-4 weeks third visit (i.e. end weeks 6 – 8) 

 

Following referral, a key worker (usually a specialist palliative care nurse) from the MPCT contacts the 
patient within 2 working days (faster if needed) to arrange a visit within the next five working days to 
undertake a comprehensive palliative care assessment. The second face to face contact normally occurs 
within 2 weeks of the first face to face contact. There are normally 3 (2-4) follow-up visits to action, review 
and evaluate the proposed plan of care, and then discharge to local services as appropriate. There needs to 
be some flexibility to adjust to the individual needs and requirements of patient and their families. A small 
number (based on previous experience, 10%) will need continuing palliative care support and this will be 
provided on a needs basis. Otherwise, usually the teams will put in place the systems for improved care and 
have resolved immediate issues.  

14.3 Intervention records 

The palliative care team will keep a standardised proforma(s) for each patient (and family). This will record 
the main activities and services provided to patients, families and other professionals. This will include: for 
intervention visits who has contact, contact duration, clinical details and severity of main problems using 
aspects of the staff version of IPOS Neuro (using the standard methods as used in the NIHR C-Change 
project), any recommended changes to medications, what kind of activities were performed during contact, 
plan of care and referrals to other services. In addition at each visit, staff will record assessment of phase of 
illness (stable, unstable, etc) and functional status. A record of contacts outside the intervention visits will 
also be kept. To ensure fidelity of the SIPC we will undertake quality assurance and observation of activity in 
the centres throughout the trial. 

14.4 Subject Compliance & Adherence 

We will record and classify the level of adherence (compliance) in both intervention and control arms. This 
will be kept under review by the trial co-ordinator (as the research nurses will be blinded to the intervention). 
We estimate that we will classify compliance as follows (using a standard nomenclature), based on a 
combination of the research (patient interviews about particular services received, trial co-ordinator log, 
research nurse log) and clinical records (log kept by clinicians), and contact with clinical services: 

 Complier (receives full intervention as planned)  

 Partial complier / erratic user (receives some of intervention but not all, or recommendations not 
followed) 

 Overuser (in frequent contact with the service)  
 Contamination (when the control group access the service before due – cause will be recorded) 

 Dropout –cause recorded using the MORECARE classification of reason for attrition [44] 

 

Definitions of compliance and ways to assess these will be refined during the intervention development and 
mapping phase of the project. We will also monitor and review the recruitment rate and the adherence to the 
protocol and respond appropriately if necessary.  

14.5 Concomitant Medication 

This intervention is not a drug trial, but a service trial. Therefore, patients in both groups will continue their 
normal medications for the management of their underlying conditions. Their medications will be prescribed 
by the clinician responsible for their care (normally the GP and/or neurologist). In addition, the palliative 
care team may recommend medication to alleviate a symptom which is refractory despite optimal treatment 
of the underlying conditions. In this instance prescribing practice will follow regional and national best 
practice guidance (e.g. the Palliative Care Formulary (http://www.palliativedrugs.com/index.html) 
recommendations) and will be recommended in liaison with the patients GP and/or neurologist as 
appropriate depending on setting. In these instances in the team will record the change in their log of 
activity.  

 

http://www.palliativedrugs.com/index.html
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It is  not possible to record all the normal medications patients for this range of conditions will be receiving, 
nor is it possible to receive all the possible recommended medications by the palliative care team as both 
lists are extensive. Patients have different neurological conditions, and will be under the care of expert 
neurologists for their treatment. A criteria for referral is that patients have symptoms which are refractory 
despite optimal treatment of the condition. Research has shown these patients, at this stage of illness, have 
on average 13 different symptoms which require expert assessment and treatment, and so the potential list 
of considered treatments is long and is available within the formulary listed above.     

 

15. Research environment 

The study will recruit patients from five areas of the UK (South London, Brighton and Hove/Sussex, Cardiff, 
Liverpool and Nottingham) all with MPCTs and neurology/rehabilitation services and sufficient catchment 
population. Additional sites may be added throughout the trial. We will seek adoption of the trial onto the 
NIHR UKCRN portfolio database, which will raise awareness of the study. The included sites and any 
potential additional sites are generally regional centres for neurological/rehabilitation services and have wide 
catchment areas. The services are consultant led and employ clinical nurse specialists for the relevant 
conditions. The majority of patient contacts are hospital based, with variable community outreach work. The 
sites’ respective local areas have networks of palliative care services including in-patient hospices, 
community services and hospital support teams, coordinated by local and regionally based Palliative Care 
Networks. The sites encompass urban, suburban and rural areas with varying levels of deprivation and 
ethnic diversity.  

 

16.Selection and Withdrawal of Subjects 

16.1 Inclusion Criteria 

Patients  

1) Adults (aged 18 years or over) severely affected by advanced or progressive stages of the long-term 
neurological conditions (LTNCs) of either*: 

 Multiple Sclerosis (MS) - patients with either aggressive relapsing disease with rapid 
development of fixed disability or those with advanced primary or secondary progressive 
disease, often with limitation in a number of areas including gait and upper limb function. We do 
not define referral based on disability but would expect most patients to have an Expanded 
Disability Status Scale (EDSS) [5] of at least 7.5.  

 Parkinsonism & related disorders (PRDs) i.e.  
o Idiopathic Parkinson’s Disease (IPD) Hoehn and Yahr (H&Y) [45] stages 4-5 OR 
o Progressive Supranuclear Palsy (PSP) Hoehn and Yahr (H&Y) [45] stages 3-5 OR 
o Multiple System Atrophy (MSA) Hoehn and Yahr (H&Y) [45] stages 3-5    

 Motor Neurone Disease (MND) all stages  

AND  

2) who are deemed (by referring/usual care clinicians) to have:  

 an unresolved symptom (e.g. pain or another symptom) which has not responded to usual care  

 AND at least one of the following: unresolved other symptom (e.g. breathlessness, nausea / 
vomiting, spasticity, fatigue); cognitive problems; complex psychological (depression, anxiety, 
loss, family concerns), communication/information problems and/or complex social needs. 

AND 

3) who are able to give informed consent^ OR where their capacity can be enhanced^ (e.g. with 
information) so they can give informed consent OR where a personal consultee^ can be identified 
and approached to give a opinion on whether or not the patient would have wished to participate in 
the study. 

AND 

4) are living in the catchment area of the Short-term Integrated Palliative Care (SIPC) Service  

 

* Diagnosis must have been established by a specialist neurological assessment. 
^  When a person lacks capacity to consent for themselves the procedures detailed in the Mental Capacity Act (2005) are 
adhered to. 
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We expect patients to be in the advanced or progressive stages of disease. They may be living at home 
(most common), in a nursing home or in hospital at the time of recruitment. We will develop a proforma for 
referring clinicians to complete (covering contact and clinical information and important reasons for 
referral/selection). 

 

Caregivers 

1) Adults (aged 18 years or over) identified by the patient as the person closest to them, usually a 
family member, close friend, informal caregiver or neighbour 
AND 

2) able to give informed consent and to complete the questionnaires  

 

Professionals/commissioners 

1) professionals/commissioners who are involved in the care of patients with LTNCs 

OR 

2) professionals (of neurology or palliative care services) who are part of a team which is involved in the 
delivery of the OPTCARE Neuro intervention 

16.2 Exclusion Criteria 

Patients  

Patients who meet the inclusion criteria but:  

1) are already receiving specialist palliative care currently or have done so in the last 6 months  
(please note: seeing any palliative care specialist counts as exclusion criteria) 

2) lack capacity and have no family member, friend or informal caregiver who is willing and available to 
complete questionnaires about their own and the patient’s symptoms and circumstances  
 

We will log all referrals to the trial and map what data we ethically are able to on those who are not included, 
including reasons for exclusion, where patients who live outside the catchment area are based, those are 
already receiving palliative care, refusals and those excluded because they lack capacity and have no 
identifiable personal consultee or informal caregiver.  

 

We will test these inclusion and exclusion criteria in the initial feasibility stage and piloting and will propose 
modifications if required. 

16.3 Selection of Participants  

16.3.1 Raise awareness 

These build on our successful experiences in our phase II study [5 37]. We raise awareness by: 

 Some weeks prior to the trial opening we will commence a programme of raising awareness and 
workshop sessions in the study sites, (e.g. lunchtime seminars) which continue throughout recruitment. 
This programme will include information about the trial, why it is being conducted, equipoise, how to 
identify and refer patients, general information on palliative care needs, focussing especially on those 
most severely affected by long-term neurological conditions. These steps to raise awareness will be 
completed by neurology, voluntary and community services, service user groups, primary care, hospital 
services and palliative care.  

 Developing posters and flyers detailing the trial, the research personnel and lead clinicians, to be 
displayed in appropriate places. 

 Developing a website about the trial which will be linked to the relevant patient led society web sites and 
DenDRon Websites.  

 We will also discuss with staff in centres the inclusion and exclusion criteria for our trial. Feedback on 
trial recruitment will also be presented regularly to enhance motivation [46].  

 Working with the PPI groups. 
 
To ensure appropriate identification and recruitment we will train researchers and local clinicians in this. In 
addition we will display information about the study on posters in neurology clinics and local relevant 
services. The recruitment will be through the neurology teams, particularly outpatient clinics, but also from 
the inpatient setting. Research nurses will liaise directly with these teams. This will ensure the accuracy of 
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disease diagnosis. We do not plan to recruit through primary care owing to the large number of GP practices 
required to achieve a high yield, although we will include primary care in our awareness raising and will 
accept referrals if they come from this route. 
 
1. Patient recruitment (when patients have capacity) 

The identifying clinician will give written information to the patient about the study. If the patient is interested 
and agrees for their details to be sent to the researchers to learn more about the study, the clinician will 
complete a standard referral screening form to check that patients meet the inclusion criteria and send this to 
the local research team. The research team will contact the patient, explain the study, send out written 
information and arrange to visit (after a minimum of 24 hours unless the potential participant wishes to waive 
this period, in which case the researcher will record the participant’s stated reason). The visit can be at their 
home or anywhere else the participant feels would suit them. At the visit the researcher answers any 
questions, takes consent and administers the baseline questionnaire with the patient. As part of the 
consenting process the researcher will discuss the need for the patient to nominate a consultee in case their 
capacity fluctuates during the course of the study (see below for Mental Capacity Act information). 

 

2.  Patient recruitment (when patients lack capacity, or capacity has become insufficient since the initial 
identification, also after attempts to improve capacity have not succeeded)  

If a patient meets the inclusion criteria but the clinical team or visiting research nurse assess them (using 
clinical judgement, in line with local/policy guidance at site) to have reduced capacity (see below Mental 
Capacity Act information) they would discuss inclusion with the informal caregivers, family members or close 
friends, and the patient, if appropriate, to determine who is the most appropriate person to act as the 
personal consultee. They would then send relevant information to make contact with the personal consultee. 
The research team will contact the personal consultee, explain the study, send out written information and 
arrange to visit (after a minimum of 24 hours unless the personal consultee wishes to waive this period). The 
visit can be at the patient’s home, nursing home, hospital or elsewhere (within reasonable travelling distance) 
that the personal consultee feels would best suit them. The researcher would reassess the patient and if 
capacity continues to be insufficient the researcher would obtain the opinion of the consultee as to whether 
the patient would have liked to be included in the study.  

 
3. Caregiver recruitment 

We also wish to gather the views of the informal caregiver. The identifying clinician or the researcher will give 
written information to the person that the patient identifies as nearest to him or her (such as a family member 
or informal carer if present) about the study. If the informal carer is interested and meets the inclusion criteria 
they can be approached and consented (following the minimum of 24 hours unless they decide to waive this 
period).They may consent at the same time as the patient consents, or separately. The caregiver will 
complete the questionnaire themselves and return to the researcher at the visit or post it back in a prepaid 
envelope. Other alternatives, e.g. face-to-face assistance can be discussed. There will be a slightly extended 
questionnaire for the carergiver to complete if the patient lacks capacity from the start of the study so that we 
are able to capture some demographic details about the patient too. 

 

16.3.2 The Mental Capacity Act 2005 

We apply the principles of the Mental Capacity Act (MCA) 2005. We include patients who might lack capacity 
to consent themselves, as cognitive impairment is not uncommon in individuals at advanced stages in the 
disease trajectory. The feasibility components of our phase II trial indicated that exclusion of those with 
cognitive impairment excluded those with the highest disease burden, who are likely to benefit most from the 
intervention. Exclusion hampers the generalisibility of the study for the population it seeks to benefit. We 
apply the principles of the Act, in other words the work is justifiable because the patients stand a chance of 
benefiting from inclusion, the research is likely to benefit people like those included in the study, and we 
cannot obtain information about the effects of SIPC on patients who are most severely affected and lack 
capacity, without including such patients in the study. Assent is sought from personal consultees (usually 
close caregivers/family members) who know the patient sufficiently well to give an opinion as to whether or 
not the individual would have wanted to participate. This approach was tested in the phase II trial, proved 
successful and was strongly supported by the MS Society and other patient groups. Data are collected from 
both patients and caregivers, so where patients have low levels of cognitive impairment, we are able to 
analyse the secondary outcomes, and caregivers assessment of the patient outcomes (separately from 
patients’ self assessments). Incapacitous patients who show distress (verbally or non-verbally) apparently as 
a result of participation, or voice any objection to the study can be withdrawn at any stage and that 
withdrawal will not affect their usual care. 
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16.3.3 Process of consent and assent for adults lacking capacity 

The process of consent and assent for adults lacking capacity is shown in Figure 2. The commonality of 
cognitive impairment in advanced and end of life care requires the inclusion of people with impaired mental 
capacity in the study. The MCA informs the process of consent protocol and recent studies involving adults 
lacking capacity [47-49]. All participants are considered to have capacity unless established otherwise and all 
practicable steps are taken to enable individuals to decide for themselves if they wish to participate. A 
potential participant’s level of capacity is discussed with the referring clinician to identify participants with 
possible impaired capacity and to anticipate the likely consent procedure. Capacity is established when 
meeting the individual using the MCA four step process: 1) the individual is able to understand the 
information about the study; 2) retain the information (even for a short time); 3) use or weigh up that 
information and 4) communicate their decision [50]. Potential participants’ mental capacity is anticipated as 
ranging from able to give informed consent to lacking capacity to give informed consent. We have developed 
processes of consent and assent that are tailored to an individual’s level of capacity, incorporating varying 
levels of capacity and anticipating that some participants may lose capacity during the study because. 
Incorporating different processes of consent and assent is used in research studies on end of life care [47-49]. 
This intends to enable individuals with varying levels of capacity to decide for themselves if they wish to 
participate, and to incorporate a process of assent for adults lacking capacity. 

 

16.3.4 Consent in the moment for participants with impaired capacity  

For adults with impaired capacity, who are able to understand, retain and weigh-up information in the 
moment, a process of consent in the moment is used with ongoing consent whereby informed consent to 
participate is reaffirmed prior to each data collection point [6]. The approach of consent in the moment was 
developed and used in studies involving adults with dementia and/or cognitive impairment [6 51]. If a 
participant’s capacity declines so that they are no longer able to give informed consent in the moment, the 
researchers follow the procedure for adults lacking capacity detailed below. 

 

16.3.5 Advance consent and assent for participants who lose capacity 

An advance consent is incorporated in anticipation that some participants may lose capacity and may no 
longer have capacity to indicate their right to withdraw from the study. The process of advance consent is 
informed by previous studies with older people [47] and on end of life care [52]. Participants able to give 
informed consent are asked to indicate should they lose capacity in the future if they would wish to continue 
to be involved in the study, and if yes, then they are asked to nominate a personal consultee (e.g. next of 
kin). The personal consultee is approached if the participant loses capacity to such an extent that they are no 
longer able to indicate their right to withdraw from the study, or to complete patient reported outcome 
measures, requiring instead a proxy informant (e.g. informal or formal carer). The procedure of assent for 
adults lacking capacity is followed to ascertain the personal consultee’s opinion on the individual’s continued 
participation (see below). There will be instances in which a patient’s capacity has to be enhanced, e.g. by 
providing only essential information about the project, breaking down complicated information into smaller 
points [53]. We already aim to make the information sheet easily accessible and to give patients time to reach 
their decision and pose questions. If patients’ capacity can be enhanced they will be able to consent. If not, a 
personal consultee will be sought.  

 

16.3.6 Assent for adults lacking capacity 

When an adult lacks capacity a personal consultee is sought to give an opinion as to whether in his/her 
knowledge of the potential participant they would have wanted to participate in the study had they had 
capacity to indicate this, and that participation would not cause undue distress [47 50]. A personal consultee 
comprises next of kin, immediate carer or attorney with Lasting Power of Attorney. Identified consultees are 
given an information leaflet about the study, a letter detailing why they have been chosen as a consultee and 
their responsibilities as a consultee. The consultee documents are informed by research with elderly people 
[47], the MCA [50] and MCA guidance [54].   
 

16.3.7 Documentation of study participation 

All participants who give written consent to participate will be given a copy of the information sheet to retain 
and keep, and all consultees giving written assent. Participants are offered a copy of their signed consent 
form to keep if they wish, and consultees a copy of their signed assent form. A copy of the signed 
consent/assent form will be filed in the participant’s medical notes. The research team will retain the original 
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signed consent form. For those people who give consent /assent for their general practitioner (GP) to be 
informed about their participation in the study (on the consent form), the GP will be sent a letter.  
 
 

Figure 2: Process of consent for mental capacity  

 

 

 

 

 

 

 

 

 

  

 

 

 

 

 

 

 

 

 

 

 

16.4 Randomisation Procedure / Code Break 

Following consent, baseline interview and registration of patient on the MACRO eCRF, the patient will be 
allocated a unique PIN which will identify them throughout the course of the trial. The individuals will be 
randomised to one of the trial arms using minimisation method, stratified by center, primary diagnosis (MS, 
IPD, PSP & MSA, and MND) and cognitive impairment. Randomisation will be done in a 1:1 ratio and will be 
at the patient level. Randomisation will be performed using an online randomisation system based at King’s 
Clinical Trials Unit (King’s CTU), which can be accessed at www.ctu.co.uk by clicking ‘randomisation – 
advanced’ on the lower right hand side of the page. The trial coordinator (or someone supervised by the TM) 
will be notified of the trial arm allocation of the patients and arrange intervention and/or follow-up visits. The 
research nurses who will conduct the interviews and the trial statistician will be blinded to the trial arm 
allocation. Overall, we do not expect to need to unblind (code break) to the research nurses or to the trial 
statistician during the periods of trial and primary analysis. After the primary endpoint of 12 weeks, in a small 
number of cases research nurses are needed to conduct a qualitative interview with a patient who has 
received the intervention, where we cannot find another researcher to do this interview, which will effectively 
unblind the research nurses. We will keep this to a minimum and ensure it is after the primary endpoint of the 
study. 

 

Any problems with the online randomisation system should be reported to the Trial Manager or the King’s 
CTU at ctu@kcl.ac.uk or on 0207 848 0532. 
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16.5 Withdrawal of Subjects 

Patients can withdraw from the the study at any time for any reasons without affecting their usual care. 
Should a patient decide to withdraw from the study, all efforts ethically appropriate will be made to report the 
reason for withdrawal as thoroughly as possible. Should a patient withdraw from receiving intervention only, 
efforts will be made to continue to obtain follow-up data, with the permission of the patient or family as 
appropriate.  

16.6 Expected Duration of Trial 

The trial will run for 40 months, which includes trial set up, recruitment and analysis of data. Patients will 
receive their intervention for approximately 6-8 weeks and will be followed up for 24-26 weeks (from start of 
trial, not necessary start of intervention). End of trial is defined as the last patient’s last study visit. 

 

17. Trial Procedures and Data Collection 

17.1 Main data collection by visit 

Following referral, the key worker (usually a specialist palliative care nurse) from the MPCT contacts the 
patient within 2 working days to arrange a visit within the next five working days to undertake a 
comprehensive palliative care assessment. In keeping with the multi-disciplinary ethos of palliative care, the 
detailed assessment is discussed with the MPCT who suggest ways to improve management of physical, 
emotional, social and other problems, provide specialist welfare benefits advice, liaises with and acts as a 
catalyst with local health services, both primary and specialist teams, and social care (See Figures 1 and 3).  
There are two follow-up visits to action, review and evaluate the proposed plan of care, and then discharge 
to local services as appropriate. The key worker liaises regularly and integrates care with neurologists, 
nurses, and rehabilitation, primary and hospice services to discuss patients of concern. The key worker 
records the nature of assessments and services provided. 

17.2 Research interviews 

Interviewers undertake face-to-face interviews with patients (at the patient's location of choice (e.g. home or 
at a clinic)) and assist as required in self completion of caregiver questionnaires. These are conducted 
according to a standardised schedule, using trained experienced interviewers who follow a manual for 
researchers, who are blind to treatment allocation and accommodated separately from the intervention team. 
Assessments from the nearest caregiver, family member or friend are planned to coincide with the patient 
assessments (ie at baseline, 6,12,18,24 weeks post randomisation). Usually they will self-complete the follow 
up questionnaires and return these by post to the project team at King’s College London. If this is not 
possible telephone assistance or face-to-face interview will be offered. In some instances caregivers may 
need a visit, or will choose to self-complete the questionnaire during the patient interview. We have used this 
method successfully in studies with people with MS and PRDs. For adults lacking capacity baseline and 
outcome measures are obtained from the informal caregiver interviewer as above. The use of a proxy 
informant is common in research on palliative care associated with patients’ advancing illness and 
deteriorating condition, and the importance of capturing data at points of deterioration when a patient may 
most benefit from palliative care, notably the last days of life [55]. Research on proxy informants indicates 
higher agreement between patient and caregiver dyads than in patient and health care provider dyads [56]. In 
addition the informal caregiver provides the baseline information about the patients demographic 
circumstances and clinical history (e.g. age, educational level, diagnosis, time since diagnosis) as would 
normally be collected in the patient interview.  

17.3 Distress Protocol 

There may be some distress and burden in completing the questionnaires and taking part in the study. 
However, it is also found that many patients and families value taking part in research and want to have the 
opportunity to give their view. We have found that including the opportunity for open comments, not only 
gives rich supplementary research data, but is highly valued by patients and families as they feel ‘heard’ by 
those researchers [57-60]. Therefore we have incorporated this approach into our study. All research nurses 
and those conducting interviews will be centrally trained and supported in the work and we will ensure that all 
have appropriate prior experience (such as in palliative or neurological care). All of the research team will 
have completed Good Clinical Practice training, and specific training on addressing distress in palliative care. 
Research nurses will follow a distress protocol if patients or families become upset during the interviews or 
are found to be upset or in distress on arrival. Should this be the case they will first offer to pause, postpone 
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or stop the interview and advise again that participation is voluntary. In the case of severe distress the 
patient will be encouraged to share his or her feelings with a member of their healthcare team or the nurse 
offers to contact the neurology team. We anticipate distress caused by the research will be very infrequent, 
given the general nature of the questions within the measures used, and is likely to reflect advanced disease 
and not the questionnaires themselves. If participants disclose any ideation of self-harm or other risk to 
themselves or others, this will be dealt with as an urgent matter and clinical help will be sought. This will be in 
agreement with the participant however, if the research team believes the participant is at imminent risk and 
refuses to allow voluntary disclosure, the research team will breach confidentiality. Based on prior 
experience, we anticipate this will be a very rare occurence. Provision will be made to ensure the 
researchers have PI or senior back up available by phone whenever they are undertaking data collection. 
We make it clear that patients and families can omit any questions they don’t want to answer and can 
withdraw at any time from the service and the study with no effect on their usual services. We have ensured 
that we do not include terms that might be distressing, such as “end of life” or “prognosis”, on the information 
leaflets or questionnaires. The palliative care service likewise takes a listening and individual approach, so 
that patients who may not want to talk about issues in relation to care, but want symptom support, can 
receive those elements of the service they want.   

17.4 Qualitative component 

Integrated within the trial is a qualitative component, to explore: (A) how the intervention is delivered in 
practice and (B) how the change process of SIPC may be working and which aspects of SIPC are most 
valued or impact most on patients and caregivers experiences of care and enhance the service model of 
SIPC. The methods build on those tested in our phase II trial [5 28 37 61]. We select a maximum variation 
sample of patients and caregivers who received SIPC (at week 12 for the intervention group and week 24 for 
the standard group) and health professionals in the study sites (e.g. community matrons, specialist nurses, 
primary care, neurologists). Case selection is based on socio-demographic variables (e.g. age, gender, 
educational level), neurological condition, severity of symptom presentation and change over time (baseline 
to 6 weeks or 12 to 18 weeks) in the primary outcome measure (IPOS Neuro-S8) to encompass patients with 
e.g. reduction symptom burden, no change, and increase. The qualitative interview schedule is informed by 
our phase II development work and previous literature [62 63] and explores the experiences of receiving SIPC, 
deductively (e.g. relevance of outcome measure change on daily life), and inductively (e.g. patient reported 
experiences of SIPC)[64]. All research nurses will be trained to conduct these interviews (after the 12 week 
data collection point for the immediate intervention and 24 week data collection point in the control group). If 
possible, we try to find a different interviewer to minimalise the unblinding of research nurses. Research 
nurses will be trained in conducting qualitative interviewing. The interviews are digitally recorded and 
transcribed and anonymised prior to analysis [65]. We will pilot the qualitative interview during the set-up 
phase. 

 

Two non-patient focus groups are conducted: (a) with providers; (b) with commissioners; from different sites 
to explore the perceptions of SIPC, the local contexts and processes of SIPC delivery and implementation. 
They are identified by research teams from different sites, who will provide the research team at King’s 
College London a list. The research team will approach professionals via email. The two focus groups with 
service providers and commissioners are incorporated in project workshops with providers and 
commissioners, for example, training days, project updates. This minimises participants’ time away from 
practice, and maximises opportunities to understand the context and description of practice and integration 
with SIPC. Each group comprises representatives from the respective sites and disciplines involved in the 
care provision. The groups are facilitated by a single researcher experienced in qualitative research methods 
and an observer (applicants Evans and Jackson are both experienced in qualitative methods) to document, 
for example, group processes and interactions. The groups are digitally recorded, transcribed and 
anonymised prior to analysis [65]. 

17.5 Survey of health professionals 

The survey of health professionals will be a brief questionnaire distributed both at the beginning and at the 
end of the intervention, focussed on their expecations/views of SIPC, how it has or has not affected the 
process of care, how it might be improved and ways to best meet the needs of patients and families with 
LTNCs. It will be offered via e-mail, with data collected using a web based tool (e.g. Keypoint), and space for 
open comments. Research teams at the different sites will identify the neurology and palliative care team 
members involved in the intervention and provide an email list to the research team at King’s College 
London. The researcher will be sending out the survey, with up to 2 reminders. If surveys are completed, 
informed consent is assumed. This will be detailed on the information sheet. 
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Figure 3:  Summary schedule of study  
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Standard care group now offered palliative care team who see person within 2 working days of 
receiving information 

 

Patients now discharged from palliative care team, if have been referred on some under care of 
community team, which continues from this point 

 

Palliative care team now providing care in standard care group, following their 12 week wait 

 

Research interview at 18 weeks  

 

 Palliative care team care continues usually ending by 6-8 weeks, with referral on for those 
patients needing long-term care 

 

Final research interview at 24 weeks after randomisation 

 

18. Assessment of Efficacy 

18.1 Primary Efficacy Parameters 

Primary efficacy parameter is the combined score of eight key symptoms as measured by the IPOS Neuro-
S8 at 12 weeks. This is (based on) a validated scale used among people with LTNCs that is shown to be 
responsive to change. We have chosen this primary outcome based on the results of the phase II trial and 
our modelling work: patients consider these are all important symptoms in neurological conditions; the SIPC 
aims to improve several complex symptoms which interact; these symptoms are often overlooked by existing 
services but impact on quality of life; this measure was more responsive to change than the quality of life 
measure. Psychometric properties of the five items of the IPOS Neuro-S (IPOS Neuro-S5) tested in the 
control group of MS patients in our phase II trial found that it correlated well at baseline with the much longer 
MSIS-29 (Spearman rho=0.74), although the correlation reduced over time, as scores on the MSIS 
deteriorated or were missed. Internal consistency, indicated by Cronbach’s alpha, for baseline assessments 
was 0.82, a good value for a 5-item scale. Test-retest reliability of scores over two assessments (where 
patients did not receive the intervention and were assumed to be more stable) showed an Interclass 
Correlation Co-efficient (ICC) of 0.81. Similar properties are found when the IPOS Neuro-S5 is tested in 
patients with PD. In a sample of 82 patients, ICC over two assessments was 0.72. We have used the IPOS 
Neuro-S5 among people severely affected by many conditions (cancer, renal, MS, PD, PSP, MSA, and in 
both randomised controlled trial and longitudinal observational study design [28 29 61 66]. The IPOS Neuro-S5 
exhibited promising psychometric properties in our study samples, though it has not yet been validated in 
larger populations or in people affected by MND. However, this brief measure is so far the best we can use, 
given the floor effects of many measures among people severely affected by a long-term neurological 
conditions [66]. 

18.2 Secondary Efficacy Parameters 

1) Patients’ palliative needs and symptoms: Integrated Palliative care Outcome Scale for neurological 
conditions (IPOS Neuro) (based on a commonly used and well validated measure in palliative care 
research and clinical practice) [4 67-70]; 

2) Patients’ health-related quality of life and well-being: EQ-5D and ICEpop CAPability measure for Adults 
(ICECAP-A) [71]. EQ-5D is a 5 item measure (mobility, self-care, usual activities, pain/discomfort, 
anxiety/depression) used to generate quality adjusted life years (QALYs). It has been used in numerous 
economic evaluations including those for neurological conditions. It will be the main measure in the cost-
effectiveness analysis. The ICECAP-A is a new capability/well-being measure for use in economic 
evaluations. It has 5 items (feeling settled and secure; love, friendship and support; being independent; 
achievement and progress; enjoyment and pleasure) each scored 1-4 [72]. The possible states derived 
from the ICECAP-A are currently being valued in a way appropriate for QALY calculations (this will be 
completed before our analyses). QALYs generated will be used in secondary cost-effectiveness 
analyses; or the Integrated Palliative Outcome Scale for neurological conditions (IPOS Neuro); 

3) Patients’ psychological distress: Hospital Anxiety and Depression Scale (HADS) (patient reported); 
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4) Patients’ satisfaction, self-efficacy and other aspects: patient satisfaction scale (modified FAMCARE-
P16) [73], Self-Efficacy to Manage Chronic Disease Scale (SEMCD), an advance care planning scale (as 
used by Tuck et al 2013 [74]) and some questions covering patients’ experiences of the study; 

5) Hospital, service use and survival: hospital admissions, length of hospital stay and emergency 
attendances during the study and other health service use extracted from clinical records and also 
recorded using an adapted version of the Client Service Receipt Inventory (CSRI) at 0, 12, and 24 weeks 
[75]. The CSRI has been used in around 300 studies internationally. Services will include specialist 
palliative care, other primary and secondary healthcare, medication, social care, and care from family 
members. Where possible we will supplement CSRI data with data from hospital-based information 
systems. Employment status and welfare benefits will also be recorded. Survival (days from consent to 
death) for those patients who die irrespective of cause, will also be evaluated;  

6) Caregiver assessment of patients’ problems and service use: IPOS Neuro and CSRI (due to cognitive 
impairment for some patients, to be analysed separately from patient data); 

7) Caregiver burden, positivity, quality of life and satisfaction: 12-item Zarit Burden Inventory (ZBI-12) and 
positivity [76], quality of life (VR12) [77] and the carer satisfaction scale (modified FAMCARE 2) (self-
assessed by caregivers) [73 78]; 

8) Observer (completed by the researcher) assessment of the patients problems: Support Team 
Assessment Schedule (STAS), an observer rated assessment of palliative care problems – which has 
several items overlapping with the IPOS Neuro, and is designed for use through independent 
assessment [67]. 
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Table 1:  Candidate questionnaires that may be used in the study 

Reporter Domains assessed Questionnaire 

Patient Symptoms & Palliative care Outcome 1. Integrated Palliative care Outcome Scale for neurological conditions (IPOS 
Neuro S8) 

Quality of life & Well-being 2. EuroQoL (EQ-5D) 

3. ICEpop Capability measure for Adult (ICECAP-A) 

Psychological distress 4. Hospital Anxiety and Depression Scale (HADS) 

Hospital & Healthcare service use & costs 5. Client Service Recipient Inventory (CSRI) 

Satisfaction & other aspects 6. Modified 16-item measure of patient satisfaction (FAMCARE-P16) 

7. Self-Efficacy to Manage Chronic Disease Scale (SEMCD) 

8. Advance Care Planning 

Carer Proxy patient symptoms & palliative care outcome 9. IPOS Neuro S8 – Carer 

Caregiver burden & positivity 10. 12-item Zarit Burden Inventory (ZBI-12) + positivity – Carer 

 11. Veterans Rand 12 item Health survey (VR-12) – Carer 

Hospital & Healthcare service use & costs 12. CSRI – Carer 

Satisfaction & other aspects 13. Modified 17-item measure of carer satisfaction (FAMCARE2) 

Professional Cognitive impairment 14. 6 item Cognitive Impairment Test (6CIT) 

Functional/Neurological disability 15. Barthel Index (BI) 

16. Modified Fried’s Frailty Criteria 

17. Northwick Park Dependency Scale (NPDS) 

18. Expanded Disability Status Scale (EDSS) – for MS  

19. Hoehn & Yahr Scale (H & Y) – for PRDs  

20. Bulbar or limb – for MND 

21. Australian modified Karnofsky Performance Status 

Patient symptoms & PC outcome 22. Support Team Assessment Schedule (STAS) 

Adverse Events  23. Adverse Events 

*MS: Multiple Sclerosis; PRDs: Parkinsonism & Related Disorders; MND: Motor Neurone Disease 

 

 

In choosing  these outcome measures, we have carefully selected scales to avoid significant floor and celing effects in a very disabled population. We have 
chosen measures that are simple and easy top use, and are not too lengthly, as the population cannot complete very long questionnaires.  An observer rated 
measure is included to collect data among patients with cognitive impairment. 
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19. Assessment of Safety  

19.1 Specification, Timing and Recording of Safety Parameters.  

Number of deaths, emergency attendances, hospital admissions and length of hospital stay in each arm in 
total and by disease will be monitored. Any noticeable increase in these parameters will be subject to full 
investigation which will be acted upon.  

19.2 Procedures for Recording and Reporting Adverse Events 

We did not observe any harmful effect in our Phase II trial of SIPC among people severely affected by 
multiple sclerosis (MS). We are not expecting to see any harmful effect in this trial. However, we will 
monitor deaths, survival, hospitalisation, length of hospital stay and emergency attendance by trial arm and 
by diagnosis, and six-monthly report these statistics to the Data Monitoring Committee (DMEC) and Study 
Steering Committee (SSC).   

19.3 Stopping Rules 

Any one of the following:  

 If the study cannot achieve a minimum of 25 recruited at 6 months from the start of recruitment to 
the study; 

 If SIPC cannot be delivered to at least 80% of patients in the SIPC arm within 3 weeks of 
randomisation; more than 10% of patients in the control arm received specialist palliative care 
within 15 weeks of randomisation;    

 If the DMEC and/or SSC raise any new safety or ethics concerns over the trial process and make 
recommendations to discontinue the trial; 

 
These rules will be reviewed and approved by SSC and DMEC once these committees are formed. If the 
study is prematurely discontinued, active participants will be informed and no further participant data will 
be collected. 
 

20. Statistics 

20.1 Sample Size 

Based on the data from our Phase II MS trial, the five centres altogether need to recruit 356 patients. In view 
of the advanced illness in this patient group we have allowed 20% attrition (phase II trial attrition from death 
or illness: 3/52) to the primary 12-week outcome, giving 296 patients, or 148 in each arm with both baseline 
and 12-week outcome data. The correlation between baseline and the 12-week outcome in the pilot study 
was 0.55. Using generalised linear model to adjust for the baseline score, with two-sided alpha=0.05 and 
correlation of 0.40, the study will have 80% power for a medium effect size of 0.30. To allow for 
heterogeneity across conditions and centres, we used conservative figures (eg. correlation 0.4 rather than 
0.55; 20% attrition) to estimate the sample size. For the qualitative study, we estimate a sample size in each 
study site of seven patients/caregivers, total 35 patients/ caregivers in qualitative sample and six service 
providers/service commissioners from each site, total of 30 providers/commissioners. For the pilot phase  we 
aim to recruit 15-25 patients/caregivers. The survey of health professionals will be primarily descriptive. It will 
be sent to a random sample of 200 health professionals, 40 in each area, with a mix of primary and 
secondary care staff identified as those referring to or interacting with SIPC. We estimate a response rate of 
50-60% with 2 reminders giving at least 100 completed questionnaires.  

20.2 Analysis 

20.2.1 Quantitative analysis 

Formal review of recruitment rates will take place at month 15. Criteria for continuation are: recruitment of at 
least (minimum) 25 patients, SIPC commenced within 3 weeks of randomisation in at least 80% of patients in 
the SIPC arm, Specialist palliative care received within 15 weeks of randomisation in less than 10% of 
patients in the control arm. Recruitment rates will continue to be monitored throughout the trial. The analysis 
will focus on assessing the criteria for continuation and any modifications needed. Analysis will be 
undertaken according to CONSORT guidelines by our Clinical Trials Unit with the trial statistician being blind 
to treatment assignment. A flow chart will present the follow-up rate for each group, with the reason for non-
completion of the primary outcome. In view of the short duration of the trial no interim analysis is planned. 
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Attrition will be classified according to the MORECARE classification as to whether it is Attrition Due to Death 
(ADD), Attrition Due to Illness (ADI) or Attrition at Random (AaR) [79]. We will explore and report reasons for 
missing data, and any factors associated witih missing data, in particular differences between study arms. As 
data are more likely to be missing when patients are ill, we expect missing data to be missing not at random.  
 
Analysis of primary outcome (IPOS Neuro-S8): The primary analysis will be on an intention-to-treat (ITT) 
basis using generalised linear mixed model with centre as a fixed effect, adjusting for baseline score of IPOS 
Neuro-S8 and for variables from the baseline assessment for which treatment-group imbalance is found. The 
intervention effects and 95% confidence intervals will be estimated. We will test for intervention by center 
interaction. The missing data will be explored and dealt with using appropriate techniques. The robustness of 
the findings will be assessed and further uncertainties will be addressed by further sensitivity analysis. 
Except where described below secondary outcomes (e.g. IPOS Neuro, EQ-5D, HADS, ZBI-12) will be 
analysed in similar fashion to primary outcome. The Wilcoxon (Breslow) test, which is more sensitive to early 
survival differences as is appropriate in a fast-track or wait list trial design, will be used to test for differences 
in survival between study arms. Where regression diagnostic checks suggest model distributional 
assumptions are not met, confidence-intervals and test statistics will be calculated using boot-strap methods. 
 
Tests of homogeneity of treatment effect across the items (symptom profile) of the IPOS Neuro-S8 will be 
undertaken within the differential-item functioning framework of Item-Response Theory. Bar charts of 
mean/median data (as deemed appropriate) and box plots showing means and 95% CI for each treatment 
group at each time point will also be produced. For describing patient and caregiver reported outcomes we 
will use descriptive analysis to summarise the data by trial arm. We will monitor adverse events. Numbers of 
deaths in each arm in total and by disease will be reported together with the relative risk and confidence 
intervals estimated using Cox regression, stratified by disease.  An analysis joint with QoL ratings will also be 
undertaken. We will use latent growth curve model to evaluate how the intervention effects on primary and 
secondary outcomes change over time.  
 
Cost-effectiveness will be assessed by linking data on service cost differences and two outcome 
measurements (IPOS Neuro-S8 and ICECAP-A) differences. If post SIPC has significantly lower costs and 
significantly better outcomes then SIPC will be deemed to be more cost-effective.  If costs are significantly 
higher and outcomes significantly better or if there is uncertainty in these findings then we will use the net 
benefit approach and cost-effectiveness acceptability curves to assess cost-effectiveness. Cost-utility 
analysis will be conducted in the same way as the cost-effectiveness analysis but will use QALYs (derived 
from the EQ-5D-5L) as the outcome measure.  
 

20.2.2 Qualitative analysis, survey and integration of all data 

Data analysis draws on Coffey and Atkinson’s [80] iterative approach of coding and describing the data, 
generating categories, through to forming hypotheses and generating theory about the delivery and impacts 
of SIPC and the interpretation of quantitative outcomes. This analysis approach emphasises theory 
generation through asking questions about the data and developing emergent lines of thinking to form and 
question emergent hypotheses. Software for qualitative analysis will facilitate data storage, coding, searching 
both within and across sites, and participant groups, retrieving data and recording analytical thinking (e.g. 
NVivo 8). The data are linked with the quantitative data to interpret the change in patients/caregivers of the 
quantitative outcome measures, their clinical significance, and the impact of SIPC at the three main levels 
(people and context; processes and tasks; underpinning theory) [81], and to identify ways to enhance SIPC 
and the processes for wider implementation. Quality appraisal is addressed through procedures to ensure 
systematic and rigorous attention to analysis and reporting, for example, expert research supervisory review 
meetings of the data analysis and emerging findings (i.e. qualitative researcher, applicant Evans), attention 
to deviant case inclusion and analysis at all stages of the research process. Qualitative research software 
assist comprehensive reporting, auditability, and transparency of the findings.  

 

The views of health professionals in the survey will be analysed using descriptive statistics, comparing the 
views of different professional groups, sites, expectations and experiences of SIPC. Open comments will be 
collated and contrasted. Expectations of the service at the start will be compared with the aspects that SIPC 
affected later. Survey results will be integrated with the trial and qualitative findings to provide greater context 
about the effects of SIPC on the processes of care, and how it might be working. The findings from 
qualitative analysis and survey will be integrated with the outcomes analysis to aid better understanding of 
the intervention and interpretations.   
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21. Study Steering Committee  
A Study Steering Committee (SSC) will be established and appointed in accordance with NIHR guidelines. 
The SSC will meet at least twice a year and will be responsible for the following:  

 overseeing the progress of the study according to KCL and NHS research governance procedures; 

 patient safety; 

 monitoring adherence to the protocol;  

 to review, at regular intervals, relevant information from other sources; 

 considering recommendations from the DMEC; 

 informing and advising the Trial Management Group on all aspects of the trial.  
 

22. Data Monitoring and Ethics Committee 
A Data Monitoring and Ethics Committee (DMEC) will be appointed to monitor the patient safety. The DMEC 
will consist of independent experts with relevant clinical research experience in palliative care and 
neurological conditions and a statistician. The DMEC will review on a regular basis accumulating data from 
the ongoing trial and advise the SSC regarding the safety of the patients, the efficacy endpoints, and whether 
to continue, modify, or stop the trial. The DMEC will meet at least twice a year.  
 
 

23. Direct Access to Source Data and Documents 
The Investigators will permit trial-related monitoring, audits and REC review by providing the Sponsor(s), and 
REC direct access to source data and other documents. The investigators will also monitor the intervention in 
the different sites, using both remote monitoring and site visits. The procedures of this monitoring process are 
described. In the case of changes to the protocol, the Trial Management Group (TMG) and DMEC will be 
informed and Ethical approval will be sought. If needed, the funder and sponsor will be informed.  
 
 

24. Ethics & Regulatory Approvals 
The trial will be conducted in compliance with the principles of the Declaration of Helsinki (1996), the 
principles of GCP and in accordance with all applicable regulatory requirements including but not limited to 
the Research Governance Framework and the Mental Capacity Act 2005.The protocol and related 
documents will be submitted to IRAS and considered by ethical committees that can consider vulnerable 
adults. This protocol and related documents will be submitted for review to King’s College London Research 
Ethics Committee (REC). The Chief Investigator will submit a final report at conclusion of the trial to the 
funder, the REC and the Sponsor. 

25.Quality Assurance 
Monitoring of this trial will be to ensure compliance with Good Clinical Practice and scientific integrity will be 
managed by the study team. We measure the intervention compliance by analysis of the standardised clinical 
records of the multidisciplinary palliative care teams (MPCTs), and direct observation by the trial co-ordinator. 
To improve compliance to the intervention and standardisation at centres, we develop a manual of Standard 
Operating Procedures (SOP) for the intervention and trial conduct, organise regular teleconference calls and 
visits to the centres, and suggest amendments where required. 

 

26. Data Handling and Management 

26.1 Data handling:  

The Chief Investigator will act as custodian for the trial data. Patient data will be anonymised and stored in line 
with the Data Protection Act; the data will be archived in line with Sponsor requirements.  Investigators will act 
to preserve patient confidentiality and will not disclose or reproduce any information by which participants could 
be identified or traced. Each site in which patients are recruited (and data will be collected) will be approved 
by ethics. A site agreement will be set up for each site to set out Sponsor/Site/PI responsibilities and a will 
include data protection/confidentiality clauses. 
 
Data will be managed using the InferMed MACRO database system. An electronic Case Report Form (eCRF) 
will be created using the InferMed Macro system. This system is regulatory compliant (GCP, 21CRF11, EC 
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Clinical Trial Directive). The eCRF will be created in collaboration with the trial statisticians and the CI and 
maintained by the King’s Clinical Trials Unit. It will be hosted on a dedicated secure server within KCL. Source 
data will be entered by authorised staff onto the eCRF with a full audit trail. Study sites will aim to enter eCRFs 
within 7 days of data collection. Over the course of the trial, the Trial Manager will conduct on-site/central 
monitoring. The Data Manager/Statistician may identify data fields that should be checked against the source 
data during site monitoring visits. Data will be single entered and a proportion of the data will be double-
checked from source by the research team. Range checks and validations to prevent data entry errors will be 
programmed into the data entry system. Where there are data queries raised the recruiting centre staff will be 
responsible for resolving the queries. The Trial Manager will review responses before closing queries. 
 

26.2 Data management: 

Database Website Address:  
Go to www.ctu.co.uk  and click the link to MACRO EDC V4 on the lower right hand side of the screen. 
 
Database passwords: 
Database access will be strictly restricted through passwords to the authorised research team. The Trial 
Manager or delegate will request usernames and passwords from the KCTU. It is a legal requirement that 
passwords to the eCRF are not shared, and that only those authorised to access the system are allowed to do 
so.  If new staff members join the study, a personalised username and password should be requested via the 
CI or delegate (e.g Trial Manger) from the KCTU administrator.   
 
Data Handling & Confidentiality/Format of Records: 
Data will be handled, computerised and stored in accordance with the Data Protection Act, 1998. Participants 
will be identified on the study database using a unique code and initials. The investigator will maintain accurate 
patient records/results detailing observations on each patient enrolled.   
 
Identifiable Data: 
All participant contact information data will be stored on spreadsheets within the recruiting site, which will have 
restricted access from password protected computers. Accrual data uploaded to the UKCRN portfolio database 
will be anonymised and collated by the CI or delegate to the CLRN. No identifiable data will be entered on the 
eCRF or transferred to the KCTU.  
 
Data check: 
We will monitor the validity of the data that is being collected by research nurses. We will insert some questions 
in the patient and caregiver questionnaire about whether patients are willing to be contacted about the conduct 
of the research and the research interview (we will ask them to provide a telephone number for this). Following 
this, the Trial Manager / Research Associate or Research Nurse at KCL (for the other sites) will telephone a 
random sample to check how the research went. On data entry all data will also be checked for missing data 
and feedback will be given to research nurses (including an attempt to try to still collect this data). We will send 
monthly feedback to research nurses and their managers on the quality of the data. 
 
Main Database: 
SAE data will be collected on paper SAE report forms and faxed to the Trial Manager.  Summary details of 
SAEs will be transcribed to adverse event section of the eCRF. For all other data collected, source data 
worksheets will be prepared for each patient and data will be entered onto the eCRF database. Source data 
worksheets will be reconciled at the end of the trial with the patient’s medical notes in the recruiting centre. 
Data on the intervention, which may unblind outcome assessors, will be kept separately from the medical notes 
until the end of the study. Trial related clinical letters will be copied to the medical notes during the trial. The 
Principal Investigator will provide an electronic signature for each patient Case Record Form once all queries 
are resolved and immediately prior to database lock. At the end of the study, essential documentation will be 
archived in accordance with sponsor and local requirements. The retention of study data will be the 
responsibility of the Chief Investigator. The eCRF will become the formal record of the trial dataset and will be 
retained for 20 years by the study team as part of the Trial Master File, in the form of a disk with extracts of all 
data.  
 
Assessments/Data Collection: 
Written informed consent must be obtained prior to baseline interview and any other study specific procedures 
taking place. 
 
Database lock:  
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The final checking of data and data cleaning will be undertaken by the trial manager, in collaboration with the 
investigators and trial statistician. After completion of all follow-ups and prompt entry of data, the Trial Manager 
will review the data and issue queries as necessary. The study site must then answer these queries before the 
participant’s data are locked within the database. After that time, changes will not be made to the database by 
the research site unless specifically requested by the coordinating site in response to statistician data checks. 
 
At the end of the trial, the site PI will review all the data for each participant and provide electronic sign-off to 
verify that all the data are complete and correct. At this point, all data will be formally locked for analysis. At 
the end of the trial, each centre will be supplied with a CD-ROM containing the eCRF data for their centre. This 
will be filed locally for any future audit. 
 
Data sharing:  
Anonymous research data will be stored securely and kept for future analysis. Because this is a unique trial 
and the first of its kind in the world, it may be that the data will be valuable for many years to come. It might be 
important to make it available for analysis in Cochrane or other reviews. The data will be kept anonymous on 
secure access computers, and access will be via written confidentiality and use agreement with Professor 
Higginson (or her appointed nominee), supervised by or with the involvement of Prof Higginson, or members 
of the research team. A data sharing plan will be developed. Individual centres will also be able to request the 
data for analysis, signing the use agreement,  providing it is kept on secure locked computers, and they provide 
verified details of this in advance. The person applying for use of the data will be scrutinized for appropriate 
eligibility by members of the research team. We will develop a data sharing policy, under guidance of the SSC. 
 
Envisaged data sharing policy:  
• The study is registered prior to recruitment on the ISRCTN registry.  
• Data are collected, managed and analysed according to the principles of GCP and patients are fully informed 
of all plans for data sharing within the trial. Participants are asked to consent to sharing of the data (link 
anonymised) for future prospective research purposes. Archiving is for at least 15 years.  
• Analysis is conducted according to a pre-agreed Statistical Analysis Plan.  
• Our dissemination plan includes publication in high quality peer reviewed journals, presentation at clinical 
and research conferences, and production of executive summaries for commissioners, clinicians, policy 
makers and patients and their carers.  
• Data are not released prior to analyses for purposes that might detrimentally affect the trial integrity. 
• All requests for data release outside of the planned analyses are considered by the TSC (and when requested 
following publication by contacting the corresponding author).Any request approved is covered by a written 
Data Transfer Agreement, detailing limitations of use, transfer to 3rd parties, data storage and 
acknowledgements. 
• The trial protocol and contracts include a publication policy agreed by all collaborators. 
• Safety / adverse events data are released to relevant bodies where appropriate to improve patient care  
• The results of the trial are notified to participants. 
 

27. Publication Policy  
It is intended that the results of the trial will be reported and disseminated at national and international 
conferences, and in peer-reviewed scientific journals. Data from all centres will be analysed together and 
published as soon as possible. Co-investigators may not publish data concerning their participants that are 
directly relevant to questions posed by the trial until the main trial publication has arisen. The main 
publication and subsequent publications should include the principal investigator and all co-investigators. 
All authors (including these but also others) should fulfil the criteria as set out by the ICMJE 
(http://www.icmje.org/recommendations/browse/roles-and-responsibilities/defining-the-role-of-authors-and-
contributors.html).  

We aim to publish the protocol in a (peer-reviewed) journal and to make it available in accordance with 
NIHR guidance. Efforts will be made to send a summary of results to participants once they become 
available. Wider public dissemination will be facilitated by patient and service user representatives, who will 
form part of the SSC and we will form a separate PPI committee. To maintain the independence of the 
SSC, DMEC and PPI to the trial, the three committees will be acknowledged but will not be co-author(s) on 
publications from the trial. Feedback to all local participating sites with a presentation at appropriate 
research meetings. We will send the funding body progress reports every 6 months in accordance with their 
guidelines. 

 

http://www.icmje.org/recommendations/browse/roles-and-responsibilities/defining-the-role-of-authors-and-contributors.html
http://www.icmje.org/recommendations/browse/roles-and-responsibilities/defining-the-role-of-authors-and-contributors.html
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28. Insurance / Indemnity  

Insurance and indemnity for trial participants and trial staff is covered within the NHS Indemnity 
Arrangements for clinical negligence claims in the NHS, issued under cover of HSG (96). There are no 
special compensation arrangements, but trial participants may have recourse through the NHS complaints 
procedures. The trial will be sponsored by Kings College London, who has taken out an insurance policy to 
provide indemnity in the event of a successful litigious claim for proven non-negligent harm. 

 

29. Confidentiality agreement 
All information disclosed or provided by the Sponsor (or any company/institution acting on their behalf), or 
produced during the Clinical Trial, including, but not limited to, the Clinical Trial Protocol, the CRFs, the 
Investigator's Brochure and the results obtained during the course of the Clinical Trial, is confidential. The 
Investigator or any person under his/her authority agrees to undertake to keep confidential and not to 
disclose the information to any third party without the prior written approval of the Sponsor. However, the 
submission of this Clinical Trial Protocol and other necessary documentation to the Ethics Committee 
(IRB/EC) is expressly permitted, the IRB/EC members having the same obligation of confidentiality. The 
Sub-Investigators shall be bound by the same obligation as the Investigator. The Investigator shall inform the 
Sub-Investigators of the confidential nature of the Clinical Trial. The Investigator and the Sub-Investigators 
shall use the information solely for the purposes of the Clinical Trial, to the exclusion of any use for their own 
or for a third party's account.   
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34. Appendices 

34.1 Management Structure for the Project  

 

The management structure for the project is shown in the following diagram: 

 

 

 

  

TRIAL MANAGEMENT GROUP 

Members: PI and Chair: Irene 
Higginson, Co-PI: Gao Wei, Co-
Applicants: Evans, Murphy, plus 
appointed post-doctoral researcher 
Meets: at least monthly, to review 
progress and execute delivery of the 
project and dissemination. 
Communicates: with all centres 
regarding next steps, troubleshoots 

Members of Trial Management 
Group also performs day to day 
management of project, and co-opts 
individuals to meetings as required 

PROJECT STEERING COMMITTEE  
– Chair (Higginson), members all 
applicants, augmented with 2 PPI 
members,  
Meets: 3 monthly (usually by 
teleconference but yearly face to 
face)  
Agrees progress, protocols, reviews 
results and dissemination. 

Study steering committee 

Independent chair (Prof. Marie Fallon) 

Data monitoring and ethics committee 
Independent chair (Prof. Mike Bennett) 
Reviews data quality and ethics 

PPI committee 
with representation from all conditions 
included in the study 

Decisions on a project level 

Day to day management 

Teams (work packages) within study with specific 
responsibilities 

Intervention development, training and quality 
assurance: led by Crosby and Burman with 
membership from PPI and disease experts 

Recruitment and study delivery: led by Higginson 
and Murphy, with membership from all sites and 
PPI 

Methods development, execution and analysis: 
led by Gao Wei, with input from Evans, Higginson, 
Pickles, McCrone, Wilcock 
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