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Abstract (300 words)

Introduction

Proximal femoral (hip) fracture is common, serious and costly. Rehabilitation may improve
functional recovery but evidence of effectiveness and cost-effectiveness is lacking. An
enhanced rehabilitation intervention was previously developed and a feasibility study tested
the methods used for this randomised controlled trial (RCT).

The objectives are to compare the effectiveness and cost-effectiveness of the enhanced
rehabilitation programme following surgical repair of proximal femoral fracture in older
people compared with usual care.

Methods and analysis

Protocol for phase lll, parallel-group, two-armed, superiority, pragmatic RCT with 1:1
allocation ratio. Allocation sequence by minimisation programme with a built in random
element. Secure web-based allocation concealment. The two treatments will be usual care
(control) and usual care plus an enhanced rehabilitation programme (intervention). The
enhanced rehabilitation will consist of a patient-held information workbook, goal-setting
diary and up to six additional therapy sessions. Outcome assessment and statistical analysis
will be performed blind; patient and carer participants will be unblinded. Outcomes will be
measured at baseline, 17 and 52 weeks’ follow-up. Primary outcome at 52 weeks will be the
Nottingham Extended Activities of Daily Living scale. Secondary outcomes will measure
anxiety and depression, health utility, cognitive status, hip pain intensity, falls self-efficacy,
fear of falling, grip strength and physical function. Carer strain, anxiety and depression will
be measured in carers. All safety events will be recorded by the researchers when they are
made aware of them. Each serious adverse event will be assessed to determine whether it is

related to the intervention and expected.
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Concurrent economic evaluation will be a cost-utility analysis from a health service and
personal social care perspective. An embedded process evaluation will determine the
mechanisms and processes that explain the implementation and impacts of the enhanced
rehabilitation programme.

Ethics

NHS research ethics approval reference 18/NE/0300.

Registration details

ISRCTN28376407 registered on 23/11/2018.

Article Summary

Strengths and limitations of this study

e Pragmatic phase lll randomised controlled trial following phase | intervention
development and phase |l feasibility study.

e Concurrent economic evaluation with a health service and personal social care
perspective.

e Embedded process evaluation to determine the mechanisms and processes that
explain the implementation and impacts of the enhanced rehabilitation programme.

e Only patients with mental capacity to consent are eligible, therefore excluding a

large number of potential participants lacking capacity.

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml


http://bmjopen.bmj.com/

oNOYTULT D WN =

BMJ Open

Introduction

Proximal femoral fracture, more commonly referred to as hip fracture, is a common, major
health problem in old age [1]. It is projected to increase further as the population ages [2,3].
Mortality is high [4,5], and of those who survive to one year, 29% fail to regain their level of
functioning, in terms of restrictions of activities of daily living [6]; many lose their
independence. This imposes a large cost burden on society, estimated to be approximately
£2.3 billion a year in the United Kingdom [7]. The majority of costs are incurred in the
community and social care setting in the 12 months following hospital discharge, which are
almost four times higher than the costs of the acute hospital admission [8]. Frail individuals
are at particular risk of secondary future proximal femoral fracture, resulting in worse

morbidity and mortality outcomes [9].

The National Institute of Health and Clinical Excellence (NICE) have issued guidelines for the
management of hip fracture [10]. This includes the provision of a co-ordinated
multidisciplinary rehabilitation programme starting in hospital during post-operative
recovery and continuing in the community following discharge [10]. Where possible such
rehabilitation programmes should consider individual patient goals, facilitate a return to
pre-fracture independence and provide patients and carers with written information to
support the rehabilitation programme and long-term outcomes. The Hip Sprint audit

reported that community rehabilitation services were inconsistent [11].

Rationale
There have been four relevant Cochrane systematic reviews with inconclusive results [12-

15]. These have examined different types and intensities of in-patient rehabilitation [12],
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mobilisation strategies [13], psychosocial functioning after hip fracture [14] and
rehabilitation for those with dementia following hip fracture surgery [15]. Other systematic
reviews have reported improved walking ability [16], strength and physical function [17],
including those with mild to moderate dementia [18]. These systematic reviews concluded
that whilst individual components of rehabilitation programmes may aid recovery after a hip
fracture, there is insufficient evidence to demonstrate clinical effectiveness or cost-

effectiveness of an overall care pathway, and that further research is required.

A previous study [19] completed the first two phases of the Medical Research Council (MRC)
framework for complex interventions [20]. The first phase developed an enhanced
rehabilitation intervention which, in addition to usual care, included a patient-held
workbook, a goal-setting diary and up to six additional home-based therapy sessions [21].
The second phase of the study was a randomised feasibility study, which assessed the
acceptability of the new rehabilitation programme and the feasibility of trial methods for a
definitive phase Ill randomised controlled trial (RCT) [22, 23]. Although this feasibility study
was underpowered to assess effectiveness, the intervention showed a medium sized
improvement in the Nottingham Extended Activities of Daily Living scale compared with
usual care (Cohen’s d 0.63). A process evaluation described the implementation of the
rehabilitation programme and informed how to enhance recruitment and improve the

intervention [24].

Risk and Benefits
The enhanced rehabilitation programme demonstrated a potential improvement in

activities of daily living in the feasibility study. Possible risks of rehabilitation interventions
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would include injury or falling when performing therapeutic exercises, which must be

weighed against the risk to health of sedentary behaviour.

Primary Objective
To determine the effectiveness of an enhanced rehabilitation programme following surgical
repair of proximal femoral fracture in older people compared with usual care, in terms of

the performance of activities of daily living at 52 weeks follow-up.

Secondary Objectives

1. To compare the cost-effectiveness of an enhanced rehabilitation programme
following surgical repair of proximal femoral fracture in older people compared with
usual care at 52 weeks follow-up.

2. To determine the effectiveness of an enhanced rehabilitation programme following
surgical repair of proximal femoral fracture in older people compared with usual
care, in terms of the performance of activities of daily living at 17 weeks follow-up.

3. To determine the effectiveness of an enhanced rehabilitation package following
surgical repair of proximal femoral fracture in older people compared with usual
care, in terms of anxiety and depression at 17 and 52 weeks follow-up.

4. To assess whether the enhanced rehabilitation intervention creates change in self-
efficacy, hip pain, cognitive function, fear of falling and physical function as potential
mediators for improving activities of daily living at 17 and 52 weeks follow-up.

5. To assess whether the enhanced rehabilitation intervention creates change in strain,

anxiety and depression in carers at 17 and 52 weeks follow-up.
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6. To determine the mechanisms and processes that explain the implementation and
impacts of the enhanced rehabilitation programme, and whether there are adverse

effects.

Methods and Analysis

Trial design

This is a pragmatic, multisite, parallel-group, two-armed, superiority randomised controlled
trial (RCT) with 1:1 allocation ratio, and an internal pilot phase (Figure 1). Outcome
assessment and statistical analysis will be blinded; patient and carer participants and
clinicians will be unblinded. A concurrent economic evaluation will be a cost-utility analysis
from a health service and personal social care perspective. An embedded process evaluation
will examine the mechanisms and processes that explain the implementation and impacts of

the enhanced rehabilitation programme.

Trial Setting and Selection of Sites / Clinicians

Patients will be recruited on orthopaedic, rehabilitation and community hospital wards, or
after hospital discharge home. The intervention will be delivered in the community,
following hospital discharge, by community teams receiving referrals from the acute
hospital sites and their associated community hospitals.

Selection of Sites/Clinicians

Sites have been opened to recruitment in Nottingham, Norfolk, north Wales, south Wales
and east Kent. Further sites are planned in west Kent, Derby and Cheshire plus others. The
site trial teams comprise principal investigators, hospital and community NHS staff, research

assistants and support staff from clinical research networks.
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Trial Population
Inclusion Criteria

1. Age 60 years or older

2. Recent proximal femoral fracture

3. Surgical repair by replacement arthroplasty, hemi-arthroplasty or internal fixation

4. Living in their own home prior to hip fracture

5. Living and receiving rehabilitation from the NHS in the area covered by the trial sites
Exclusion Criteria

1. Living in residential or nursing homes prior to hip fracture

2. Participants unable to understand English or Welsh

3. Lacking mental capacity to give informed consent
Carer Participants
We will also recruit carer participants to evaluate carer strain, anxiety and depression. These
are defined as a relative or friend providing help with activities of daily living or physical
care, at least four days a week. Carer participants will provide informed consent, but will not

receive any trial intervention, so will not undergo eligibility screening or randomisation.

Trial Treatment/interventions

We plan to compare an enhanced rehabilitation intervention with usual rehabilitation care.
Usual rehabilitation care

Usual care consists of a multi-disciplinary rehabilitation delivered by the acute hospital,
community hospital and community services depending on patients’ individual needs at

different times during their recovery and on the availability and accessibility of services in

10
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different areas. The multidisciplinary team delivering care and rehabilitation may include:
orthopaedic surgeons, orthogeriatricians, nurses, physiotherapists, occupational therapists,
dieticians, pharmacists, GPs and social workers. The settings for care include acute
orthopaedic or orthogeriatric wards, rehabilitation units in community hospitals,
rehabilitation beds in care homes, the patient’s own home and care home settings, all
delivered by a variety of community teams in both health and social care services. There will
be no restrictions on concomitant medications or treatments.

Enhanced rehabilitation

The main aim of the intervention is to enhance usual rehabilitation by increasing patients’
self-efficacy [25], and increasing the amount and quality of patients’ practice of physical
exercise and activities of daily living to improve functional outcomes at follow-up. Self-
efficacy will be enhanced by means of a patient-held information workbook and diary. In
addition to whatever community-based rehabilitation is provided as part of usual care, we
will provide up to six additional therapy (physiotherapist, occupational therapist or
assistant) sessions, once patients are discharged home. The therapists will tailor these extra
sessions, so the total number of sessions used, the time scale for their delivery, and the

sessions’ content will vary between patients according to need.

The workbook will include:
e Information about what has happened to them, and what to expect from their
recovery;
e Information about NHS, council and voluntary sector services including falls’

prevention programmes;

11
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e How to manage their recovery, set goals and monitor progress of their rehabilitation;

reduce fear of falling.

In each site, therapists have been trained to deliver the enhanced rehabilitation programme
according to protocol, whilst at the same time tailoring the content and frequency of
sessions to patients’ needs. Throughout the running of this trial, therapists will receive on-

going support via e-mails, newsletters and refresher events.

Outcomes

Patient participants will complete outcome measures at baseline, 17 and 52 weeks
administered by a research assistant blinded to participant allocation. Follow-up
assessments will be completed within participants’ homes (Tables 1 and 2). The primary
outcome will be the difference in Nottingham Extended Activities of Daily Living (NEADL)
scale [26,27] at 52 week follow-up, between the usual rehabilitation arm and the enhanced
rehabilitation arm. At baseline, the patient will be asked to recall the four weeks prior to hip
fracture and not four weeks prior to completing this questionnaire. Secondary outcomes will
include the Hospital Anxiety and Depression Scale (HADS) [28], economic measures will be
EuroQol EQ-5D-3L [29] and Client Service Receipt Inventory (CSRI) [30]. A reduced version of
this will be used at baseline to reduce participant burden as they recover from hip fracture
surgery. Potential mediators of outcome will include a Visual Analogue Scale (VAS) for hip
pain intensity [31], Falls Efficacy Scale - International (FES-I) (self efficacy) [32,33], and Visual

Analogue Score - Fear of Falling (VASFoF) [34].

The research assistant will assess patient participants’ cognitive function at baseline, 17 and

52 weeks using the Abbreviated Mental Test Score (AMTS) [35]. The research assistant will

12
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measure physical function at baseline, 17 and 52 weeks using the grip strength test [36-38],
and using the Short Physical Performance Battery (SPPB) [39,40] at 17 and 52 weeks.
Carer participants will complete the Caregiver Strain Index (CSI) [41] and the Hospital

Anxiety and Depression Scale (HADS) [28] at baseline, 17 and 52 weeks.

Qualitative interviews will take place with patients and carers after 17 weeks. These will

gather data on trial participation and intervention design (see process evaluation below).

Routinely collected demographic, clinical and recruitment data will include the numbers of
patients who are eligible, willing to be randomised, withdraw after randomisation, complete
outcome measurements, also reasons for non-completion, age, gender, hip fracture type,
surgery type, co-morbid conditions, place of residence prior to admission and place of

discharge.

Sample size calculation

The phase Il feasibility study results [23] informed the sample size calculation. The adjusted
mean difference in the primary outcome measure (NEADL) between the intervention and
control group in the feasibility trial was 3.0. Work completed by Wu, et al [27] has suggested
that the minimum clinically significant difference is 2.4; this has been used within the
sample size calculation for this phase 11l RCT. A two-point score in the NEADL scale would
equate to an improvement in function from being independent around the home to being
able to use public transport or get in and out of a car. The adjusted mean difference
between the groups in NEADL in the randomised feasibility study had a standard deviation

(SD) of 5.8. In this multi-site phase Il RCT, a more diverse sample would be expected, so a

13
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larger SD would be expected. Parker et al. [42] used NEADL in a rehabilitation RCT and found
a SD of 10. Based on ANCOVA with alpha of 5% and 90% power to detect a difference of 2.4
(SD = 10, R? of covariate = 0.52) 352 patient participants would be required to complete the
trial over both treatment groups. When considering the 79% retention rate in the feasibility

study [23], the trial would need to recruit 446 patient participants.

Recruitment and Randomisation

Screening and Consent — Patient Participants

Patients with proximal femoral fracture will be identified and screened for eligibility,
including mental capacity, by clinical staff on orthopaedic or rehabilitation wards. If the
patients are eligible, and interested in the trial, the trial team researchers would then
recruit patients following the trial’s informed consent process. Assessment of eligibility may
occur over an extended period, if for example, the patient is experiencing temporary
delirium post-surgery. If during this period, patients are transferred to rehabilitation wards,
community hospitals, or discharged home, then assessment will continue in these
alternative locations. These assessments will be recorded in a screening log, including any
reasons for ineligibility.

Informed consent - carer participants

For the purpose of this RCT, carers are defined as either a relative or friend caring for a hip
fracture patient, helping them with activities of daily living or physical care on at least four
days a week. They will be identified and recruited following the trial’s informed consent
process.

Randomisation Procedures

14
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Patient participants who provide informed consent will complete baseline outcome
measurements prior to randomisation. Randomisation will take place no later than six
weeks after hip fracture repair surgery. The randomisation will have an allocation ratio of
1:1 within each stratum and across the trial. Randomisation will use a minimisation
programme with a built in random element utilising factors that will not be made known to
individuals in charge of recruitment to minimise any potential for predicting allocation.
Randomisation will be completed by secure web access to the remote randomisation site at
the clinical trials unit. The therapists delivering the enhanced rehabilitation intervention will
receive an automated email when a participant has been allocated to the intervention
group.

Blinding

This is a pragmatic trial comparing two rehabilitation interventions. It will therefore not be
possible to blind participants or their clinicians to treatment group allocation. The research
assistants will collect outcome measurements blind to treatment allocation. They will not be
informed to which group the patient participants have been allocated, and will not be
present at any of the therapy sessions. Before any home visits for follow-up assessments,
they will ask participants not to reveal their treatment allocation. After the final follow-up
assessment, they will complete a perception of allocation form, in order to monitor the level
of blinding achieved for these researchers. Data analysis will be performed blind to

treatment allocation.

Internal pilot

15
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An internal pilot assessed site recruitment and participant recruitment and retention rates
for the six months after the first site was open to recruitment from September 2019 to
February 2020.
Progression criteria

e Number of sites open: 7 or more (go); 5-6 (amend); 4 or fewer (stop)

e Open site recruitment rate per month: 2 or more (go); 1-2 (amend); <1 (stop)

e Retention rate: 69% or higher (go); 50-68% (amend); 49% or fewer (stop)

Statistical Analysis

Final analysis will take place once all participants have been followed-up for 52 weeks, and
the database has been locked. Analyses will be by ‘intention to treat’ for the primary and
secondary outcomes on all randomised participants, in the group to which they were

allocated, and for whom the outcomes of interest have been observed or measured.

Baseline

Demographic and baseline characteristics will be summarised separately using descriptive
statistics for each randomised group to allow clinical assessment of whether balance was
achieved between randomised groups. No statistical testing of differences between groups
will be performed.

Analysis of effectiveness

Primary and secondary outcomes at baseline, 17 weeks’ and 52 weeks’ follow-up will be
summarised for each treatment group using descriptive statistics at each time point. If

normally distributed, the difference between group means (with 95% confidence intervals)
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will be reported from an analysis of covariance (ANCOVA) adjusted for baseline score and

stratification factors.

Missing data and withdrawals

Predictors of missing data will be investigated using regression models (including type of
surgery, age, living arrangements and co-morbidities) and any significant predictors will be
considered for inclusion in the models. In addition, given the two assessment points at 17
and 52 weeks, we will carry out a sensitivity analysis using a joint modelling approach to
check whether there is any difference in outcome (here the longitudinal outcome rather
than the outcome at 17 weeks or 52 weeks alone) between the randomised arms adjusted
for dropouts or missing values.

Instrumental variable regression

The impact of engagement with the intervention will be assessed using instrumental
variable (IV) regression, using the number of face-to-face direct rehabilitation sessions over
52 weeks’ follow up as a continuous measure of engagement. Additional exploratory IV
regression analyses will use in turn: the total number of rehabilitation sessions (face-to-face
plus telephone), total time (in minutes) spent in face-to-face direct rehabilitation sessions,
and total time (in minutes) spent in all rehabilitation sessions (i.e. face-to-face and
telephone). The suitability of using randomisation as the instrument in these IV regression
models will be assessed using tests of exogeneity, redundancy and under/weak
identification.

Mediation analyses

The hypothesised mechanism of change for the enhanced rehabilitation intervention is that

participants’ primary outcome (activities of daily living) is mediated by self-efficacy, hip pain,
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cognitive function, fear of falling and physical function. If the enhanced rehabilitation
intervention has a significant effect on primary outcome (p<0.05) for enhanced
rehabilitation in ANCOVA, causal mediation analysis will be used to determine whether each
of these potential mediators predict change in NEADL at 52 weeks. Initial assessments will
determine whether the randomised intervention affects each putative mediator in turn. For
those putative mediators that are significantly (p<0.1) affected by the randomised
intervention, mediation analysis will be carried out adjusting for baseline covariates that
predict both the mediator and NEADL, potentially including type of surgery, age, living
arrangements (alone/with others) and co-morbidities. Sensitivity analyses will assess the

potential impact of unmeasured confounding between the mediator and NEADL.

Economic analysis

The enhanced rehabilitation programme will be fully costed using unit costs from a public
sector multiagency perspective. Unit costs will be obtained from national sources of
reference costs [43,44] and applied to information received from pilot questionnaires,
namely salary band of therapists, time spent with the patient conducting rehabilitation,
costs of travel and costs of any additional equipment. Costs of health and social care
services used by the participants will also be costed using national sources of reference
costs. The costs of service use and the cost of the intervention will be added together for

use in a cost-effectiveness analysis.

The EQ-5D (3L) will be used to calculate Quality Adjusted Life Years (QALYs) over the 52
week trial period, using the area under the curve method [45,46]. A cost-utility analysis will

be conducted to calculate a cost per QALY of the enhanced rehabilitation intervention. This
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cost per QALY generated will be compared to the NICE threshold range of £30,000 per QALY
[47]. We will bootstrap differences in costs and outcomes (EQ-5D-3L) between the two

groups, producing a 95% confidence interval around these differences.

Process Evaluation

The process evaluation will aim to identify and explain all mechanisms and processes (i.e.
the intervention theory) that enabled or acted as a barrier to the implementation of the
enhanced rehabilitation intervention. The process evaluation will help build a picture of how
the intervention was carried out in reality, and what factors shaped it. By carrying out a
process evaluation, it will be possible to identify if observed impacts are solely due to the
enhanced rehabilitation programme, or if these impacts are a result of a number of external
and internal variables that are closely linked to the environment and the context in which
the intervention takes place [48-51].

The specific objectives will be to:

e Refine the programme theory from the previous realist review that was used to
develop the intervention [21]. This programme theory will explain how the
researchers envisage the intervention to work, to reach its expected outcomes.

e Investigate therapists’ expectations and experience of implementation, their
previous experience and training, and their learning throughout the conduct of the
trial.

e Investigate the mechanisms driving and shaping the tailoring of the enhanced
rehabilitation intervention to individual patients.

e Investigate trial participants’ (patients and carers) experiences and views about their
involvement in the trial, as well as their experience of care in either arm of the trial.
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Map and synthesise all data collected in order to test the refined programme theory

and explain the trial findings.

Process evaluation data collection

Semi-structured telephone interviews will be conducted with:

A purposive sample of 60 patient participants in each of the two trial arms and up to
30 of their carers. Patients will be purposively sampled to ensure diversity based on
age, functional impairment (using baseline NEADL scores) and the presence or
absence of a family carer. Interviews will take place after the 17-week assessment
and will be audio recorded.

The therapists delivering the enhanced rehabilitation programme, which will explore
implementation from the therapists’ perspectives. Interviews will be conducted
midway through their involvement in the trial, and at the end, in order to investigate

learning over time.

Data on intervention delivery and adherence:

Therapists will record key reflections on ‘critical incident reports’.

The visiting therapist will record the length and content of each extra rehabilitation
therapy session on a case report form.

All patient participants will be given a therapy session record, where visiting
therapists will record the number, length and content of usual rehabilitation care.
Whenever possible, routinely collected electronic data that therapists complete on
their Therapy Manager system, or its equivalent, will be collected.

An online questionnaire will be emailed to participating therapists in order to
capture therapists’ relevant training, previous experience and familiarity with the

trial intervention.
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Qualitative data will be analysed following a thematic analysis approach [52] that will be
guided by the proposed programme theory. Quantitative data (record forms and online
guestionnaires) will be analysed using descriptive statistics, which will allow the exploration
of frequency of responses. All data sets will be synthesised in order to describe the complex

nature of the enhanced rehabilitation intervention.

Patient and Public Involvement

There has been patient and public involvement (PPI) at all stages including refining the
research question, choosing outcomes relevant to patients, commenting on the burden of
the intervention and of trial participation. A PPI co-investigator will continue to contribute
to the trial management group, including comments on patient facing materials and the

dissemination plan.

Ethics and Dissemination

NHS research ethics approval was obtained from North East — Tyne & Wear South Research
Ethics Committee, reference 18/NE/0300. The current protocol is version 4.0 (11/12/20019).
A Trial Steering Committee is providing overall supervision and an Independent Data Safety
and Monitoring Committee is responsible for reviewing and assessing recruitment, interim

monitoring of safety and effectiveness, trial conduct and external data.

All safety events will be recorded by researchers when they are made aware of the event by
the patient, carer, the treating clinicians, or therapists. Adverse event reports and serious
adverse events (SAEs) not related to the intervention will be entered on to the remote data

entry system. Each SAE will be assessed by the relevant Pl to determine whether it is related
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to the intervention. A related SAE will be assessed by the Cl to determine whether it is
expected. If the SAE is related and unexpected (RUSAE) it will be reported to the Research

Ethics Committee (REC) and sponsor in an expedited manner.

Reporting of the trial will be consistent with the CONSORT 2010 Statement (patient
reported outcomes and non-pharmcological interventions) [53]. We will submit the final
report to a peer-reviewed academic journal, according to our publication strategy and
authorship policy. Research data will be available for secondary analysis upon reasonable

request.

Trial Status

At the time of submission this trial had been open in nine sites and had recruited 96 patients
and 10 carers, with a recruitment rate of two patient participants per site per month and a
retention rate of 83%, which fulfilled the progression criteria of the internal pilot. However,
recruitment to the trial is currently suspended because of the COVID-19 pandemic.
Wherever possible, participants already recruited into the trial will complete their follow-up
assessments over the telephone or by post, extra rehabilitation sessions will be delivered
over the telephone. When trial recruitment resumes, updated recruitment information will

be found on the website http://femur3study.co.uk/

Abbreviations

AMTS Abbreviated Mental Test Score
ANCOVA Analysis of Covariance

Cl Chief Investigator
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Carer Strain Index

Client Service Receipt Inventory

EuroQol 5 Dimensions 3 Levels

Fracture in the Elderly Multidisciplinary Rehabilitation
Falls Efficacy Scale - International

General Practitioner

Hospital Anxiety and Depression Scale
International Standard Randomised Controlled Trial Number
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Liverpool Clinical Trials Centre

Nottingham Extended Activities of Daily Living
National Health Service

National Institute of Health and Clinical Excellence
Principal Investigator

Patient and Public Involvement

Quality Adjusted Life Year

Randomised Controlled Trial

Research Ethics Committee

Related Unexpected Serious Adverse Event
Serious Adverse Event

Short Physical Performance Battery

Visual Analogue Scale

Visual Analogue Score - Fear of Falling
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(HADS) [28]

Tablel Outcome measures
Patient Completed Measures - Primary | Description Range
Nottingham Extended Activities of Daily | Activities of daily living (mobility, kitchen, domestic, Ieisure)§ (0-66)
Living (NEADL) scale [26, 27] with higher score indicating greater independence i
Patient Completed Measures - Secondary §
Hospital Anxiety and Depression Scale Anxiety and depression in patients with physical health % (0-21)
S
(<)

problems. Two sub-scales (0-21) with higher score indicates;
greater anxiety or depression

Patient Completed Economic Measures

EuroQol EQ-5D-3L [29]

Health utility index with five dimensions (mobility, self-care
usual activities, pain/discomfort, anxiety/depression) and
three levels to give health states converted to a utility
weight. Also Visual Analogue Score (VAS) for health state
today

Health utility weight from 0
(death) to 1.0 (perfect health)
also with negative values

VAS (0-100)

Client Service Receipt Inventory (CSRI)
[30]

Use of health and social care services

According to activity

Patient Completed Process Measures (potential mediators of outcomes)

q #7202 ‘OT |udy uo jwoo fwqg-uadolwa//Xny wody pap

Visual Analogue Scale (VAS) for hip pain | VAS of current hip pain intensity (0-10cm)
intensity [31]
Falls Efficacy Scale - International (FES-I) | How concerned a patient is about falling when performing 16 | (16-64)
(self-efficacy) [32,33] activities of daily living both inside and outside of the homeg

rated from 1 (not at all concerned) to 4 (very concerned)
Visual Analogue Score - Fear of Falling VAS with higher scores indicating greater fear of falling (0-10cm)

(VASFOF) [34]

Assessment of cognitive function

"1yb1Adoo Ag|paroaioud 1
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Abbreviated Mental Test Score (AMTS)
[35, 36]

Detecting and monitoring cognitive impairment. 10 items
with lower scores indicating worse cognitive function

(0-10)

Objective measures of physical function

Grip strength [37]

Hand dynamometer

According to meter reading

a%z 18001p0 9T|uo T6.6E£0-0202-uadolwq

Short Physical Performance Battery Physical function tests assessing lower limb function in ter (0-12)
(SPPB) [40,41] of balance, gait, strength and endurance. Higher score
indicates greater function
Carer completed measure - secondary outcome
Caregiver Strain Index (CSI) [42] 13-items in the domains: employment, financial, physical, (0-13)
social and time. Positive responses to seven or more items
indicate a greater level of strain
Hospital Anxiety and Depression Scale Anxiety and depression in carers. Two sub-scales (0-21) wit (0-21)

(HADS) [28]

higher score indicates greater anxiety or depression

“bLAdoo Aq pa1oaloid 1sanb Aq +2oz ‘0T [udy uo jwodfwa yadoltdgy/:dny woly papeojumod "0
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FEMuR Il protocol schedule of forms and procedures

Procedures

Screening

Baseline /

Randomisati

Trial

intervention

17 weeks
post
randomisati

Qualitative
interviews

52weeks
randomisati

post

Eligibility screening and
consent

Assessment of eligibility
criteria

Written and informed consent
(patient / carer))

Confirm consent

Randomisation

Discharge data

Outcome measurement -
patient

NEADL

HADS

AMTS

VAS hip pain intensity

FES-I

VASFoF

EQ-5D-3L

CSRI

Grip strength

X X | X | X | X [ X | X [X |X

SPPB

X X | X | X [ X | X | X |[X |X |X

X IX | X [ X | X [ X | X | X |X|[X

Outcome measurement -
carer

Csl

HADS

Trial Intervention**

Qualitative interviews

Re-affirm consent verbally
specifically for qualitative
phone interview. (patient /
carer)

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml
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Procedures 3 oo o I: SElaal| | nald
Qualitative telephone X
interview
Safety Event Reporting
Monitoring of Adverse Events X X X X
Monitoring of Serious Adverse
& X X X X
Events

* Randomisation and baseline should take place no later than 6 weeks after hip fracture
repair surgery
** If randomised to intervention arm.
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Figure Legend

Figure 1

Participant Flowchart for FEMuR Il
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Figure 1

BMJ Open

Participant Flow Chart for FEMuR Il
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Appendix 1 FEMuR lll Patient Participant Information Sheet and Informed Consent
Forms
<=Local NHS LogD to g0 hergs>

ehabilitation

Patient Participant Information Sheet

Contents Page You are invited to take part in FEMuR 11l
¥ou are invited to take part in FEMUR 111 1 Important things to know about FEMUR 1I:
i ?

WHITE A2 WE O ThE TENSUIC I Snchy £ »  FEMUR Il @ims to compare a new enhanced

What is the Enhanced rehahilitation Package? z rehakilitation package with standard MHS care for

why have | been asked to take part? z patients who have had surgery ta repair 2 hip

what will 1 have to do iF | tak= part? 2 e

Timeling of visits 3 ¥ We are interested in the recovery of patients agsd

How will | know which treatment f'm going to 3 over 60 years old who lived independently before

hava? they suffered a hip fracture even if they were in

What are the benefits and risks of taking part? 3 receipt of personal care at home.

Wihat are the alternatives for treatment? 3 *  Being part of the study means you will receive

Do | have to take part? 4 either standard care or standard care plus

What happens if 1 change my mind? s enhanced rehabilitation when you leave hospital.

will my participation be kept confidential? 1 »  standard care can vary but usually involves

. community-based physiotherapy. The enhanced

‘What will happen to the results of the study? 5 e : : )
rehabkiltation package will provide additional

What if there iz 2 problam? 5 physiotherapy, occupstional therapy and scme

additicnal information 5 ‘self-helg’ tools to aid recovery.

additional information about future research 5 ¥ You have been given this information sheet as you

s for Turther ainetion 5 might be eligible to take part in this study.

Consent Form e ¥  Before you decide whether or not to take part it is

Important Contact Informatio impartant for you to understand why the research

is being done and what it will invalve for you.
Flease taks time to read the following information
carefully and discuss it with friends or relatives if

Thank ;,'l:nj for ta k.ir.ug the-tir.n;z ta read this information
sheet. wWe hope you will find this information helpful.

If you would like a large print version of this information you wish.
sheet pleass ask your research team.
¥*  Taking part is woluntary. If you don’t want to take
If you hawve any questions about this study please talk to part then you don't need to give a reasan.
your ressarch team:
¥ If you have someone who provides you with help

SRt vantort b RcPLRM o for most days of the week with activities of daily

telephone number: . . N
living or physical care, we would alsao like them to

be involved in the study.

Website: Femur3study.co.uk ¥  Please ask a member of your clinical team if there is
anything that is not clear, or if you would like more
information.

FEMUR Il Patient PISC V4.0 19/09,/2019
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Why are we doing the FEMuR Il study?

Hip fracture is a common, major health problem in old
age, especially for people with other health problems or
who are frail. Some patients who suffer this type of
fracture need surgery to repair it. They take a long time
to recover, and others may not recover fully.

Once patients are discharged, the routine care they
receive can vary depending on local MHS policy. Some
may not find it as easy ta live independently afterwards.

We have designed an enhanced rehabilitation package
for patients who are recovering from this surgery, which
is delivered in addition to standard MHS care. FEMuR 1l
will compare the enhanced package with standard MHS
care to see if it can improve recovery for patients.

What is the Enhanced Rehabilitation
Package?

The enhanced rehabilitation package is made specifically
for each patient and we think this should improve
recovery. We think this package should work better if it
includes physiotherapy (to help patients recover
movement), occupational therapy (to help patients with
activities associated with daily living) and also provides
tools to help build confidence and mood.

The enhanced rehabilitation package we have designed
inwolves additional rehabilitation at follow up visits. You
will be given a workbook and a goal-setting diary to
complete during the first few maonths of recoverny.

I order to compare the enhanced rehabilitation
package to standard NHS care we are asking 445 people
to take part in our stedy. We will follow your progress in
the 12 months after surgery and collect information
from you during that time 5o we can see how you are.
The information we collect will help us to see whether
there is a difference between those people who have
standard NH5 treatment and those who receive
stanclard MHS treatment and the enhanced
rehabilitation package.

Why have | been asked to take part?

We are inviting you to take part in this study because
you are a patient at one of the hospitals taking part and
have recently had surgery to repair a hip fractura.

FEMuR Il Patient PISC V4.0 19/09,/2019

IRAS Project ID: 24682

What will | have to do if I take part?

A member of the clinical team can talk to you in more
detail about this study and you will be able to ask any
guestions that you have. If you have had all of your
guestions answered and are happy to take part then you
will be asked to sign a consent form to confirm you want
to take part. You will be given a copy of your consent
form and this information sheet to keep.

This study is comparing standard NHS care with the
enhanced rehabilitation package. Both of these will be
tailored to individual patients so it is difficult for us to
describe exacthy what your rehabilitation will look like.
Haowever, the main differences between the two are
that if you are receiving the enhanced rehabilitation
package you will also:

# Be given a goal-setting diary to complete which we
would like you to use to set yourself targets and
track your progress through your rehabilitation.

#  Be given a workbook containing information about
hip fractures: what to expect during recovery, tips
to aid recovery, and useful contacts if you would
like mare information.

#  Receive up to six community/home-based therapy
sessions in addition to any provided by the NHS.

If you do decide to take part and have given your
consent, we will ask you to complete some
guestionnaires and do a grip-strength test so we can get
some information about how you are feeling both
mentally and physically. This will allow us to see how
You are recovering over time. The grip —strength test
uses a spedal piece of equipment to measure this and
will be carried out at home with a researcher.

We will arrange an appointment with you around 4
months after you have started the study to see how you
are getting on. This visit may take place at your home or
in a community hospital depending on what is best with
you. At the visit, we will ask you to complete the same
guestionnaires and do some basic physical tests sowe
can see how you are recovering. At around 12 months
after you started the study we will arrange one mare
visit to complete the guestionnaires and physical tests
again so we can track your progress. The physical tests
are things you do every day. For example, the researcher
will ask you to sit and stand up to five times {if you are
alrle) and will recard your progress.
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We may also telephone you soon after the 4-month visit
to ask some questions about how you are finding being
involved in the study. This will give you a chance to give
some feedback on your experiences and your views on
the care you are receiving. Not all patients will receive a
phone call, we aim to call 60 patients who have agreed
to take part. We will offer you a £30 shopping voucher
for your time and inconvenience in taking part in the
telephone interview.

Entry into study
Consent J— If yiou decide your'd fike to be involved you

will complete some questionnaires and a
grip strength test

Rehabilitation

0-4 During the 4 months after entry into the

— study you will have a programme of

rehabilitation bas=d in the community
[gither standard NHS or enhanced)

months

Follow-up Visit
iou will be visited by a member of the
4 @ research team who will help you perform
months some physical tests and complets
questionnaires about how you feel.
Wisit duration: 60 minutes

[optional) If youagres we mayamangza
After4 phione call with one of our researchers to
‘_" ask guestions about how you are finding

months being involvad in the study.

Follow up Visit
Yiou will be visited by 3 member of the
research team who will help you perform
months some phrysical tests and complete
questionnaires about how you feel.

V wisit duration: &0 minutes

In the FEMuR Il study patients will be split into two
groups at random:

» Onegroup will receive standard MHS care aftar
discharge

FEMUR Il Patient PISC v4.0 19/09,/2010
IRAS Project 1D: 246828

» The other group will receive the enhanced
rehabilitation package alongside standard NHS
care after discharge

We use a computer programme that puts patients ‘at
random’ into one of the groups — you might hear this
described as ‘randomisation’ or ‘random allocation”, but
they all mean the same thing. Meither you nor your
doctor chooses which group you are in.

In this study you are equally likely to be in the group
receiving standard NHS care as you are in the group
receiving the enhanced package. Your healthcare team
will let you know which group you are in as so0n as
possible.

We are not sure whether standard NHS care or the
enhanced rehabilitation package is best, but we
anticipate that both will aid your recovery following
SUMgEry.

We do not foresee any significant risks involved in taking
part in FEMUR 11 All of the physical exerdses suggested
are used in normal rehabilitation after hip fracture and
will be supervised by trained healthcare professionals to
minimise any risk. The enhanced rehabilitation package
will take up more of your time due to additional therapy
sessions and having to complete the diary.

We hope that the resuits from the study will help
doctors, therapists, patients and their carers in the
future when making decisions about treatment.

Patients recovering from hip fracture repair will get
standard MHS treatment, though this may vary in
different areas. In this study every patient will get
standard MHS treatment even if they are in the
enhanced rehabilitation group. Currently, there are no
other alternative treatment programmes available.

Ma, taking part is voluntary. Itis up to you 1o decide
whether or not you want to take part. If you choose to

take part you can also choose to stop at any time
without giving a reason. The standard of care you
receive now or in the future will be the same whether
you take part or not.

Page3of 8
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What happens if | change my mind?

If at amy point you decide to stop taking part in the study
you will receive the treatment and follow up usually
offered in your area. The standard of care you receive
will remain the same if you dedide to stop taking part. If
you do decide to stop taking part we will ask you if you
would like ta either:

* continue to complete follow up visits for the study
* stop taking part with no more study visits.

We will use any study information collected up until the
time you stop taking part.

will my participation be kept confidential?
Yes. All information collected about you during the
course of the study will be handied according to relevant
ethical and legal requirements. Your personal
information will be kept strictly confidential and will only
be accessed by people working on the study, or working
to ensure the study is being run correctly.

You will be given a study number, which will be used
along with your initials to identify you on each paper
form. Your full name and date of birth, postcode,
contact details and NHS number will be included on your
consent form and a copy of this will be sent to the study
team at the coordinating centre for the study, the
Liverpool Clinical Research Centre (LCTC.) There may be
instances {depending on your local NHS, ) when a copy of
your contact details will need to be sent to other
lecations or Universities within your local area to
arrange your follow up visits. Only members of the
FEMUR 11l team will be given access to your contact
details, they will be held securely and destroyed after
your final follow-up. Every effort will be made to ensure
that any further information about you that leaves the
hospital will have your name removed so that you
cannot be recognised from it. This information will
usually be removed by a member of the study team at
your hospital/community care, but may also be removed
by study team members at the LCTC upon receipt. We
will also ask for your telephone number so that we can
contact you for the telephone interviews during the
study. Your telephone number will not be used for
anything else without your consent.

With your consent, we will send a letter to your GP to let
them know you are taking part and we will use your NHS

FEMRAUR Il Patient PISC V4.0 19/09/2019
IRAS Project 1D: 246828

number and postcode to access data about your use of
health services {for example your hospital admissions).

The University of Liverpool is the sponsor for this study
based in the United Kingdom. The University of
Liverpool along with Bangnrhniuersiw will be using
information from you and your medical records in order
to undertake this study and will act as joint data
controllers for this study. This means that both joint
data controllers are responsible for looking after your
information and using it progerly. The University of
Liverpool will keep identifiable information about you
for @ maximum of 25 years after the study has finished.
Arrangements for confidential destruction will then be
made.

Details about the use of health services (health
economics) will be collected in this study. Information
will be cbtained from your hospital finance department
and MHS Digital. Health economics researchers at the
Centre for Health Economics and Medicines Evaluation
[part of Bangor University], who are part of the study
team, will use these data to calculate the overall costs of
care. Data will be provided to the study team by NHS
Digital and in order to obtain this, your MHS number will
be securely transferred to NHS Digital by the CTRC using
an encrypted electronic transfer system.

We would also like to collect information regarding your
therapy sessions from electronic data from Therapy
Management systems. This data will include date of
sessions, location of sessions and activities completed
during the session. This data will help us to see how
many therapy sessions you have completed during the
study. This data will be extracted from Therapy
IManagement systems by NHS IT personnel and
transferred using an encrypted electronic transfer
system to a researcher at the University of Liverpool.

Your rights to access, change or move your information
are limited, as we need to manage your information in
specific ways in order for the research to be reliable and
accurate. If you withdraw from the study, we will keep
the information about you that we have already
obtained. To safeguard your rights, we will use the
minimum personally-identifiable information possible.

You can find out more about how we use your
information in the “How we use your information”
section on the study website FemurIstudy.co. uk
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Your NHS hospital and/or community health team will
collect information from you and your medical records
for this research study in accordance with our
instructions.

Your NHS hospital and/or community health team will
use your name, NHS number and contact details to
contact you about the research study, and make sure
that relevant information about the study is recorded
for your care, and to oversee the quality of the study.
Individuals from the team and regulatory organisations
may look at your medical and research records to check
the accuracy of the research study. Your NHS hospital
and/or community health team will pass these details to
the University of Liverpool along with the information
collected from you and your medical records. The only
people in the University of Liverpool who will have
access to information that identifies you will be people
who need to confirm your participation in the study, to
contact you after 4 months to ask you guestions about
taking part in this study or audit the data collection
process. The people who analyse the information will
not attempt to identify you or find out your name, NHS
number or contact details.

Your NHS hospital and/or community health team will
keep identifiable information about you from this study
for up to a maximum of 25 years after the study has
finished.

Additional information about future
research:

When you agree to take part in a research study, the
information about your health and care may be
provided to researchers running other research studies
in this organisation and in other organisations. These
organisations may be universities, NHS crganisations or
companies imolved in health and care research in this
country or abroad. Your information will only be used by
organisations and researchers to conduct research in
accordance with the UK Policy Framework for Health
and 3ocial Care Research.

This information will not identify you and will not be
combined with other information in a way that could
identify you. The information will only be used for the
purpose of health and care research, and cannot be
used to contact you or to affect your care. It will not be
used to make decisions about future services available
to you, such as insurance.

FEMuUR Il Patient PISC V4.0 19/09/2010

IRAS Project ID: 246828

w‘l'lﬂtwill h'a_ppen’_ to the results of ‘thﬂ
study?

We want the results of the study to be presented at
conferences and published in medical journals so that
we can explain to the medical, nursing and therapies’
community what our research results have shown. You
will not be identified in any publication or presentations.

What if there is a problem?

If you have a concern about any aspect of this study, you
should ask to speak with one of your research team who
will do their best to answer your questions.

I at any time during the study you feel distressed or
anxious please speak to your research team, a therapist
or contact your GP.

If you wish to make a formal complaint, you can do this
through the NH: Complaints Procedure. Details can be
obtained from your hospital.

Every care will be taken in the course of this clinical
study. However, in the unlikely event that you are
harmed by taking part in this research project,
compensation may be available and you may have to
pay your related legal costs. The University of Liverpool
holds insurance against claims from particpants for
harm caused by their participation in this clinical trial.
Participants may be able to claim compensation if they
can prove that the University of Liverpool has been
negligent. However, the NHS organisation that has
provided your treatment has a duty of care to you,
whether or not you agrae to participate in the study,
and the study sponsor accepts no liability for negligence
on the part of your NHS organisation’s employees.
However, if you are harmed, and this is due to
someone's negligence in the NHS, then you may have
grounds for a legal action for compensation against the
MHS nrganisatiu:un|pm'u'iding your treatment, but you may
have to pay for your legal costs. The normal MHS
complaints procadures should be available to you.

Additional information

The University of Liverpool is responsible for managing
this study; they have asked that the day to day running
of the study is carried out by the Liverpool Clinical
Research Centre (LCTC,) part of the University of
Liverpool. Additional support is provided by health
economics researchers from the Centre for Health
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Economics and Medicines Evaluation, part of Bangor
University, and other researchars from participating
universities (the study team).

This study is fundad by the National Institute for Health
Research’s Health Technology Assessment Programme
(ref: 16/167/09).

The study has been reviewed by the National Institute
for Health Research (MIHR), Health Research Authority
and the National Research Ethics Service Committee.
Tyne and Wear South Ethics Committee has reviewed
the study and given approval for it to take place.

The views expressed are those of the author(s) and not
necessarily those of the NHS, the MIHR or the
Department of Health.

Thank you for reading this
information sheet.

Contacts for further information
If you would like more infermation or have any
guestions about the FEMuR |l study please talk to:

Principal Investigator: <Pl name to go here>
Research Murse: <RN name to go here>
Telephone: <Hospital contact number to go here>
Or visit the website: Femur3dstudy.co.uk

If you wish to discuss the study with someone
independent of the research team you can contact the
local MHS Patient Advice and Liaison Service (PALS) or
local equivalent on: <Local PALS or eguivalent telephone
number to go here>

FEMUR I Patient PISC V4.0 19/09,/2019
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<<local NHS Logo to go heres>

racture in the

Iderly
Itidisciplinary
ehabilitation

To be completed by the Researcher:

Site Mame:

Participant 5tudy Number | | |

Patient Initials: Participant DOB: f| | |f| | | | |

Once you have read and understood each statement please enter your initials in each box

Initial

Example: [ confirm that | hawe read and understand the Participant Information Sheet.

—
LA

| have read and understood the information sheet for this study. | have had the opportunity to ask questions
and hawe had these answered satisfactorily.

| understand that participation is voluntary and that | am free to withdraw from the study at any time, without
giving a reason, and without my care or legal rights being affected. | understand that in some cases further
information about any unwanted effects of treatment may need to be collected by the study team.

| understand that my data will be retained for a maximum of 25 years at site and by the Liverpool Clinical Trizls
Cenitre (LCTC,) part of the University of Liverpool and that they will be stored in a confidential manner.

| give permission for 2 copy of my consent form which will include my name and date of birth, postcode and
MHS number to be sent to the members of the FEMUR Il research team [where it will be kept in 2 secure
location), to allow confirmation that ny consent was given.

| understand that relevant sections of my medical notes and any data collected during the study may be
looked at by authorised individuals from the study team and those listed under “Additional information” {MHS
organisation, sponsor and regulstory authorities). | give permission for these individuals to have access to my
records.

| agree to allow information or results arizing from this study to be used in future healthcare and/or medical
research in a pseudo-znonymized form.

| agree to mvy GP being informed of my participation in the study.

I agree for my data on MHS hospital admissions and treatment to be collected for the purpose of this study
and understand this will include both routine paper and electronic NHS health care records covering the study
period for health economic analysis.

o

I agree for my routine electronic dsta from Therapy Management systems to be collected for the purpose of
this study and understand that this will induede both routine paper and electronic NHS health care records
covering the study peried for qualitative research purposes.

. | zgree to take part in the abowe study.

The statements below are OPTIOMAL (yow can still participate even if you only agree to the stotements
above):

. | agree that | may be contacted in the futwre in relation to this or other related studies.

0 000000 0000E

Patient PISCW4.01

IRAS Project ID: 246828
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12. 1 agree to being contacted by 3 study ressarcher to conduct 3 gualitative interview and for the interview to be
recorded.
{if you agre= to this statement provide your detzils below): C]

Telephone number: | | | | | | | | | | | | |

Your full name [please print):

Your signature: | Diata: |

To be completed by o witness only if porticipant is unable to sign the consent form:

Witness full name (please
print):

Witness signature: Date:

To be completed by the Researcher (on the same day after participant has completed the form):

Researcher full name {please print):

Researcher signature: | Date: |

Additiomal detzils required for heslth economic analysis:

Participant postcode:

Participant NHS Mumber: | | |

Appendix 2 FEMuR lll Carer Participant Information Sheet and Informed Consent Forms
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Fracture in the

Elderly

Multidisciplinary
Rehabilitation 1|

<<Local NHS Logo to go here>>

<Trust/Site address 1>
«Trust/Site address 2=
<Trust/Site address 3>
<postcodes

Tel: «telephone number:=»

Carer Participant Information Sheet

You are invited to take part in FEMuR [l

Why are we doing the FEMuR 11l study?

What is the Enhanced Rehabilitation Package?
Why have | been asked to take part?

What will | have to do if | take part?

Timeline of visits

W W R R R

How will | know which treatment I'm geoing to
have?
What are the benefits and risks of taking part?

What are the alternatives for treatment?

Do | have to take part?

What happens if | change my mind?

Will my participation be kept confidential?
What will happen to the results of the study?
What if there is a problem?

Additional information

Contacts for further information

= @ o o s B B W W

Consent Form

Thank you for taking the time to read this information
sheet. We hope you will find this information helpful.

If you have any questions about this study please talk to
your research team:

If you would like a large print version of this infermation
sheet please ask your research team.

<Add contact details for PI/RN i.e., name and
telephone number>

Website: Femur3study.co.uk

FEMuR Il Carer PISC V4.0 19/09/2019
IRAS Project |D: 246828

Important things to know about FEMUR Iil:

¥  FEMUR Il aims to compare a new enhanced
rehabilitation package with standard NHS care for
patients who have had surgery to repair a hip
fracture.

"!’

After surgery, some patients take a long time to
recover, and athers may not recover fully.

*  Additional care is often provided by members of
the family or close friends, and usually involves
helping hip fracture patients with activities
associated with daily living or physical care.

¥ You have been given this information sheet as you
are a carer of someone who is potentially eligible to
take part.

¥ Before you decide whether or not to take part it is
important for you to understand why the research
is being done and what it will involve for you.
Please take time to read the following information
carefully and discuss it with friends or relatives if
you wish.

¥ Taking part is voluntary. If you don't want to take
part then you don't need to give a reason.

#  Please ask a member of the clinical team if there is
anything that is not clear, or if you would like more
information.

The FEMuR Il study hopes to collect information to help
provide evidence about the best way to treat patients
who are recovering from hip repair surgery after a
fracture. Hip fractures are common and often need to
be surgically repaired. Once patients are discharged, the
routine care they receive can vary depending on local
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MNHS policy and they often require additional help at
home from family members or friends.

FEMUR [l will compare an enhanced rehabilitation
programme we have designed against the normal care
given by the NH5. We want to see if one offers any
additional benefit over the other. To do this, we are
asking 446 patients and their carers to take part. We will
follow progress in the 12 months after surgery and
collect information from you during that time so we can
see how you both are.

The enhanced rehabilitation package is made specifically
for each patient and we think this should improve
recovery. The enhanced rehabilitation package mixes
extra therapy with self-help tools which aim to help
patients improve aspects of their own recovery e.g.,
build confidence in trying exercises by themselves. We
also hope that this will help the people caring for hip
fracture patients by reducing the level of care they need
to provide as patients may be able to recover
independence guicker.

The enhanced rehabilitation package we have designed
involves additional rehabilitation sessions and patients
will be given a workbook and a goal-setting diary to
complete during the first few months of recovery. Carers
will be given questionnaires to complete so we can look
at how much help you are providing and how you are
managing.

In order to compare the enhanced rehabilitation
package with standard NHS care we are asking 446
people aged 60 and over, who have had hip repair
surgery, to take part in our study. We will follow their
progress in the 12 months after surgery and collect
information from them and from you (as their carer)
during that time so we can see how you both are. The
information we collect will help us to see whether there
is a difference between those people who have standard
MHS treatment and those who receive standard NHS
treatment and the enhanced rehabilitation package.

We are inviting you to take part in this study because
you are a carer of a patient who has recently had

FEMUR IIl Carer PISC V4.0 19/09/2019
IRAS Project ID: 246828

surgery to repair a hip fracture at one of the hospitals
taking part

A member of the clinical team will talk to you first in
maore detail and you will be able to ask any questions
that you have. If you have had all of your questions
answered and are happy to take part then you will be
asked to sign a consent form to confirm you want to
participate. You will be given a copy of the consent form
and the information sheet to keep.

If you do decide to take part and have given your
consent, we will ask you to complete some
questionnaires so we can see how you are feeling. These
may take around 15 minutes to complete.

We will arrange an appointment with your
friend/relative around 4 months after surgery to see
how they are getting on. This will inwvolve a member of
thie research team coming out to visit your
friend/relative and we would like to ask that you be
present too. At the visit, we will ask you to complete the
same questionnaires that you completed at the start, so0
that we can see if there is any difference in how you are
feeling. At around 12 months after the surgery we will
arrange one maore visit to complete the questionnaires
again so that we can see if anything has changed.

We may also telephone you after the 4-month visit to
ask some questions about how you are finding being
involred in the study. This will give you a chance to give
some feedback on your experiences as well as your
views on the care your friend/relative is receiving. Mot
all carers will receive a phone call. We aim to call 30
carers who have agreed to take part. We will offer you a
£30 shopping voucher for your time and inconvenience
in taking part in the telephone interview.
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E into stu
Consent You can discuss the study with the research

tearn and if you decide to be involved pou
will complete some questionnaires.

Follow-up Visit
You and your friend/frelative will be visited

4 -.—- by a member of the research team.
months You will complete the same questionnaires

again 1o see if anything has changed.

(Opticnal) If you agree we may arrange a
After 4 phone call with one of our researchers to
bl ask guestions about how you are finding

manths
being involved in the study.
Follow up Visit
12 You and your friend/relative will be wisited
W q | by a member of the research team.

You will complete the same questionnaires
again to see if anything has changed.

Vv

In the FEMuUR Il study patients will be split into two
groups at random:

- One group will receive normal NHS care

- The other group will receive the enhanced
rehabilitation package

In the FEMuR |l study participants are agually as likely
to be in the group recelving normal NHS care as in the
group receiving the enhanced programme. The
healthcare team will let you kmow which group your
friend/relative is in as soon as possible.

We are not sure whether routine NHS care or the
enhanced therapy programme is best but we anticipate
that both will aid patient recovery following surgery.

FEMUR Il Carer PISC V4.0 19/09/2019
IRAS Project ID: 246828

We do not foresee any significant risks involved in taking
part in FEMuR Ill, although the assessments will take up
some time. It is also possible that the enhanced
rehabilitation programme will take up more of your time
if your friend/relative receives additional therapy
sessions that you may have to support them with.

We hope that the results from the study will help
doctors, therapists, patients and their carers in the
future when making decisions about treatment.

Patients recovering from hip fracture repair will get
standard NHS treatment, though this may vary in
different areas. In this study every patient will get
standard MHS treatrment even if they are in the
enhanced rehabilitation group. Currently, there are no
other alternative treatment programmes available.

Mo, taking part is voluntary. It is up to you to decide
whether or not you want to take part. If you choose to
take part you can also choose to stop at any time
without giving a reason. This will not affect the care
received by your friend/relative or how you are treated.

If at any point you decide to stop taking part in the study
we will not collect any further information from you. We
will use any study information collected up until the
timee you stop taking part.

Yes. All information collected about you during the
course of the study will be handled according to relevant
ethical and legal requirements. Your personal
information will be kept strictly confidential and will only
be accessed by people working on the study, or working
to ensure the study is being run correctly.

You will be given a study number, which will be used
along with your initials to identify you on each paper
form. ¥Your full name and telephone number will be
included on your consent form and a copy of this will be
sent to the study team at the coordinating centre for the
study, the Liverpool Clinical Trials Centre (LCTC.) There
may be instances (depending on your local NHS,) when a
copy of your contact details will need to be sent to other
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locations or Universities within your local area to
arrange your follow up visits. Only members of the
FEMUR Il team will be given access to your contact
details, they will be held securely and destroyed after
your final follow-up. We will ask for your telephone
number so that we can contact you for the telephone
interviews during the study. Your telephone number will
not be used for anything else without your consent.

The University of Liverpool is the sponsor for this study
based in the United Kingdom. The University of
Liverpool along with Bangor University will be using
information from you in order to undertake this study
and act as the joint data controllers for this study. This
means that both joint data controllers are responsible
for locking after your information and using it properly.
The University of Liverpool will keep identifiable
information about you for a maximum of 25 years after
the study has finished. Arrangements for confidential
destruction will then be made.

Your rights to access, change or move your information
are limited, as we need to manage your information in
specific ways in order for the research to be reliable and
accurate. If you withdraw from the study, we will keep
the information about you that we have already
obtained. To safeguard your rights, we will use the
minimum personally-identifiable information possible.

You can find out more about how we use your
information in the “How we use your information”
section on the trial website Femur3study_co.uk

Your friend/relative’s NHS hospital and/or community
health team will collect information from you for this
research study in accordance with our instructions.

The only people working on the studywho will have
access to information that identifies you will be people
who need to confirm your participation in the study,
contact you after 4 months to ask you questions about
taking part in this study or audit the data collection
process. The people who analyse the information will
not attempt to identify you or find out your name or
contact details.

Your friend/relative’s NHS hospital and/or community
health team will keep identifiable information about you
from this study for up to a maximum of 25 years after
the study has finished.

FEMuR Il Carer PISC V4.0 19/09,2019
IRAS Project ID: 246828

When you agree to take part in a research study, the
information you give may be provided to researchers
running other research studies in this organisation and
in other crganisations. Thesa organisations may be
universities, NH5 organisations or companies involved in
health and care research in this country or abroad. Your
information will only be used by organisations and
researchers to conduct research in accordance with

the UK Policy Framework for Health and Social Care
Research.

This information will not identify you and will not be
combined with other information in a way that could
identify you. The information will only be used for the
purpose of health and care research, and cannot be
used to contact you or to affect your care. It will not be
used to make decisions about future services available
to you, such as insurance.

It is intended that the resuits of the study will be
presented at conferences and published in medical
journals so that we can explain to the medical, nursing
and therapies” community what our research results
have shown. Confidentiality will be ensured at all times
and you will not be identified in any publication.

If you have a concern about any aspect of this study, you
should ask to speak with one of the research team who
will do their best to answer your questions.

If at any time during the study you feel distressed or
anxious please speak to your research team, a therapist
or contact your GP.

If you wish to make a formal complaint, you can do this
through the NHS Complaints Procedure. Details can be
obtained from the hospital.

Every care will be taken in the course of this clinical
study. However, in the unlikely event that you are
harmed by taking part in this research project,
compensation may be available and you may have to
pay your related legal costs. The University of Liverpool
holds insurance against claims from participants for
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harm caused by their participation in this clinical trial.
Participants may be able to claim compensation if they
can prove that the University of Liverpool has been
negligent. However, if you are harmed and this is due to
someone’s negligence in the NHS, then you may have
grounds for a legal action for compensation against the
MHS, but you may have to pay for your legal costs. The
normal NHS complaints procedures should be available
to you. The study sponsor accepts no liability for
negligence on part of your NHS organisation’s
employees.

Additional inf ti

The University of Liverpool is responsible for managing
this study; they have asked that the day to day running
of the study is carried out by the Liverpool Clinical Trial
Centre (LCTC)part of the University of Liverpoaol.
Additional support is provided by other researchers
from participating universities {the study team).

This study is funded by the National Institute for Health

Research’s Health Technology Assessment programme
(ref: 16/167/09).

The study has been reviewed by the National Institute
for Health Research (NIHR), Health Research Authority
and the Mational Research Ethics Service Committee.

Tyne and Wear South reviewed the study and given
approval for it to take place.

The views expressed are those of the author(s) and not
necessarily those of the NHS, the NIHR or the
Department of Health.

Thank you for reading this
information sheet.

AL

If you would like more information or have any
questions about the FEMuR [l study please talk to:

Principal Investigator: <Pl name to go here>
Research Murse: <RN name to go here>
Telephone: <Hospital contact number to go here>
O visit the website: Femur3study.co.uk

If you wish to discuss the study with someone
independent of the research team you can contact the

FEMWUR Il Carer PISC V4.0 19/09/2019
IRAS Project 1D: 246828
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local MHS Patient Advice and Liaison Service (PALS) or
local equivalent on: <<Local PALS or equivalent
telephone number to go here>>
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Fracture in the <<l ocal NHS Logo to go heres>

Elderly
Multidisciplinary

Rehabilitation Il <Trust,5ite address 1
“Trust/Site addrass 2=

<Trust/Site address 3=

<postoodes

Carer Participant Consent Form Tel: <telephone number>
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To be completed by the Researcher:

Site Mame:

Carer Study Mumber Carer Initials:

Participant Study Number

To be completed by the carer:

Once you have read and understood each statement please enter your initials in each box

Example: | confirm that | hawve read and understand the Participant Information Sheet.

L

| hawve read and understocd the information sheet for this study. | have had the cpportunity to ask questions
and have had these answered satisfactorily.

| understand that participation is voluntary and that | am free to withdraw from the study at any time, without
giving a reason, and withowt my care or legal rights being affected.

| understand that my data will be retained for a maximum of 25 years at site and by the Liverpool Clinical Trials
Centre (LCTC) part of the University of Liverpool and that they will be stored in a confidential manner.

| give permission for a copy of my consent form which will incluede my name and telephone number to be sent
to members of the FEMUR Il team (where it will be kept in a secure location), to allow confirmation that my
consent was given.

| understand that any data collected during the study may be looked at by authorised individuals from the study
team and those listed under “Additional information™ (MH3 crganisation, sponsor and regulatory authorities). |
give permission for these individuals to hawe access to my records.

| agree to allow information or results arising from this study to be used in future healthcare andfor medical
research in a pseudo-anonymised form.

| agree to take part in the above study.

The statements below are OPTIONAL (you can still participate even if you only agree to the statements
abovel:

| agree that | may be contacted in the future in relation to this or other related studies.

| agree to being contacted by a study researcher to conduct a qualitative interview and for the interndiew to be
recorded.

Telephone number: | | | | | ‘ | | | | | | |

[if you agree to this statement provide your details below):

(]

0 O 000 0000EE

Your full name (please print):

Your signature: | Date:

To be completed by the Researcher (after carer has completed the form):

Researcher full name |please print):

Researcher signature: Date:

FEMUR Il Carer PISC V4.0 19/09/2019
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Appendix3  FEMuR lll Trial Registration Data
Data category Information
Registry and trial identification ISRCTN28376407
no.
Date of registration 23/11/2018
Funder NIHR Evaluation, Trials and Studies Co-ordinating
Centre (NETSCC); Grant code 16/167/09
Sponsor University of Liverpool

Contact for public enquiries

LH email: femur3@liverpool.ac.uk

Scientific title

Fracture in the Elderly Multidisciplinary Rehabilitation -
Phase Il (FEMuR Ill): a definitive randomised
controlled trial and economic evaluation of a
community-based rehabilitation package following hip
fracture

Acronym

FEMuR 11l

Countries of recruitment

United Kingdom

Health condition

Hip fracture

Intervention

Intervention comparator: Enhanced rehabilitation

Control comparator: Usual care

Inclusion criteria

Aged 60 years or older

Recent proximal hip fracture

Surgical repair by replacement arthroplasty or internal
fixation

Living in own home prior to hip fracture

Living and receiving rehabilitation from the NHS in the
area covered by the trial centres

Exclusion criteria

Living in residential or nursing home prior to hip
fracture

Unable to understand English or Welsh

Lacking mental capacity to give informed consent

Study design

Interventional

Randomised controlled trial

Treatment, education or self-management,
psychological and behavioural, complex intervention,
physical, rehabilitation

Recruitment start date

01/04/2019

Target sample size

446

Primary outcome

Nottingham Extended Activities of Daily Living scale

Secondary outcomes

EuroQol EQ-5D, Hospital Anxiety and Depression Scale,
Abbreviated Mental Test Score, Falls Efficacy Scale —
International, hip pain intensity, fear of falling, grip
strength, short physical performance battery
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FEMuR Il SPIRIT Checklist

SPIRIT 2013 Checklist: Recommended items to address in a clinical trial protocol and related

documents*

BMJ Open

B SPIRIT

v

STANDARD PROTOCOL ITEMS: RECOMMENDATIONS FOR INTERVENTIONAL TRIA

Section/item

Item Description
No

Addressed
on page
number

Administrative information

Title

Trial
registration

Protocol
version

Funding

Roles and
responsibilities

1 Descriptive title identifying the study design,
population, interventions, and, if applicable, trial
acronym

2a Trial identifier and registry name. If not yet

registered, name of intended registry

2b All items from the World Health Organization Trial
Registration Data Set

3 Date and version identifier

4 Sources and types of financial, material, and other
support

5a Names, affiliations, and roles of protocol contributors

5b Name and contact information for the trial sponsor

5c Role of study sponsor and funders, if any, in study
design; collection, management, analysis, and
interpretation of data; writing of the report; and the
decision to submit the report for publication,
including whether they will have ultimate authority
over any of these activities

5d Composition, roles, and responsibilities of the

coordinating centre, steering committee, endpoint
adjudication committee, data management team,
and other individuals or groups overseeing the trial, if
applicable (see Item 21a for data monitoring
committee)
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Introduction
Background and 6a Description of research question and justification for 6,7
rationale undertaking the trial, including summary of relevant

studies (published and unpublished) examining

benefits and harms for each intervention

6b Explanation for choice of comparators 6,7

Objectives 7 Specific objectives or hypotheses 8
Trial design 8 Description of trial design including type of trial (eg,

parallel group, crossover, factorial, single group), 9

allocation ratio, and framework (eg, superiority,
equivalence, noninferiority, exploratory)

Methods: Participants, interventions, and outcomes

Study setting

Eligibility
criteria

Interventions

9 Description of study settings (eg, community clinic, 9
academic hospital) and list of countries where data
will be collected. Reference to where list of study
sites can be obtained

10 Inclusion and exclusion criteria for participants. If 9,10
applicable, eligibility criteria for study centres and
individuals who will perform the interventions (eg,
surgeons, psychotherapists)

11a Interventions for each group with sufficient detailto  10-12
allow replication, including how and when they will
be administered

11b  Criteria for discontinuing or modifying allocated 11,12
interventions for a given trial participant (eg, drug
dose change in response to harms, participant
request, or improving/worsening disease)

11c  Strategies to improve adherence to intervention 12,18-21
protocols, and any procedures for monitoring
adherence (eg, drug tablet return, laboratory tests)

11d Relevant concomitant care and interventions that are 10,11
permitted or prohibited during the trial
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Outcomes

Participant
timeline

Sample size

Recruitment

BMJ Open

12 Primary, secondary, and other outcomes, including
the specific measurement variable (eg, systolic blood
pressure), analysis metric (eg, change from baseline,
final value, time to event), method of aggregation
(eg, median, proportion), and time point for each
outcome. Explanation of the clinical relevance of
chosen efficacy and harm outcomes is strongly
recommended

13 Time schedule of enrolment, interventions (including
any run-ins and washouts), assessments, and visits for
participants. A schematic diagram is highly
recommended (see Figure)

14 Estimated number of participants needed to achieve
study objectives and how it was determined,
including clinical and statistical assumptions
supporting any sample size calculations

15 Strategies for achieving adequate participant
enrolment to reach target sample size

Methods: Assignment of interventions (for controlled trials)

Allocation:

Sequence 16a  Method of generating the allocation sequence (eg,

generation computer-generated random numbers), and list of
any factors for stratification. To reduce predictability
of a random sequence, details of any planned
restriction (eg, blocking) should be provided in a
separate document that is unavailable to those who
enrol participants or assign interventions

Allocation 16b  Mechanism of implementing the allocation sequence

concealment (eg, central telephone; sequentially numbered,

mechanism opaque, sealed envelopes), describing any steps to

conceal the sequence until interventions are assigned

Implementat 16c  Who will generate the allocation sequence, who will

ion

Blinding
(masking)

enrol participants, and who will assign participants to
interventions

17a  Who will be blinded after assignment to interventions
(eg, trial participants, care providers, outcome
assessors, data analysts), and how
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If blinded, circumstances under which unblinding is
permissible, and procedure for revealing a
participant’s allocated intervention during the trial

Methods: Data collection, management, and analysis

Data collection 18a
methods

18b
Data 19
management
Statistical 20a
methods

20b

20c

Methods: Monitoring

Plans for assessment and collection of outcome,
baseline, and other trial data, including any related
processes to promote data quality (eg, duplicate
measurements, training of assessors) and a
description of study instruments (eg, questionnaires,
laboratory tests) along with their reliability and
validity, if known. Reference to where data collection
forms can be found, if not in the protocol

Plans to promote participant retention and complete
follow-up, including list of any outcome data to be
collected for participants who discontinue or deviate
from intervention protocols

Plans for data entry, coding, security, and storage,
including any related processes to promote data
quality (eg, double data entry; range checks for data
values). Reference to where details of data
management procedures can be found, if not in the
protocol

Statistical methods for analysing primary and
secondary outcomes. Reference to where other
details of the statistical analysis plan can be found, if
not in the protocol

Methods for any additional analyses (eg, subgroup
and adjusted analyses)

Definition of analysis population relating to protocol
non-adherence (eg, as randomised analysis), and any
statistical methods to handle missing data (eg,
multiple imputation)
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Data 21a
monitoring

21b
Harms 22
Auditing 23
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Composition of data monitoring committee (DMC);
summary of its role and reporting structure;
statement of whether it is independent from the
sponsor and competing interests; and reference to
where further details about its charter can be found,
if not in the protocol. Alternatively, an explanation of
why a DMC is not needed

Description of any interim analyses and stopping
guidelines, including who will have access to these
interim results and make the final decision to
terminate the trial

Plans for collecting, assessing, reporting, and
managing solicited and spontaneously reported
adverse events and other unintended effects of trial
interventions or trial conduct

Frequency and procedures for auditing trial conduct,
if any, and whether the process will be independent
from investigators and the sponsor

Ethics and dissemination

Research ethics 24
approval

Protocol 25
amendments
Consent or 26a
assent

26b

Confidentiality 27

Declaration of 28
interests

Plans for seeking research ethics
committee/institutional review board (REC/IRB)
approval

Plans for communicating important protocol
modifications (eg, changes to eligibility criteria,
outcomes, analyses) to relevant parties (eg,
investigators, REC/IRBs, trial participants, trial
registries, journals, regulators)

Who will obtain informed consent or assent from
potential trial participants or authorised surrogates,
and how (see Item 32)

Additional consent provisions for collection and use
of participant data and biological specimens in
ancillary studies, if applicable

How personal information about potential and
enrolled participants will be collected, shared, and
maintained in order to protect confidentiality before,
during, and after the trial

Financial and other competing interests for principal
investigators for the overall trial and each study site
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21

21

14,15

N/A

14,15,
Appendice
s 1&2

31


http://bmjopen.bmj.com/

oNOYTULT D WN =

Access to data 29

Ancillary and 30
post-trial care

Dissemination 31la
policy

31b
31c
Appendices
Informed 32
consent
materials
Biological 33
specimens
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Statement of who will have access to the final trial
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*It is strongly recommended that this checklist be read in conjunction with the SPIRIT 2013
Explanation & Elaboration for important clarification on the items. Amendments to the
protocol should be tracked and dated. The SPIRIT checklist is copyrighted by the SPIRIT
Group under the Creative Commons “Attribution-NonCommercial-NoDerivs 3.0 Unported”

license.
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Abstract (300 words)

Introduction

Proximal femoral (hip) fracture is common, serious and costly. Rehabilitation may improve
functional recovery but evidence of effectiveness and cost-effectiveness is lacking. An
enhanced rehabilitation intervention was previously developed and a feasibility study tested
the methods used for this randomised controlled trial (RCT).

The objectives are to compare the effectiveness and cost-effectiveness of the enhanced
rehabilitation programme following surgical repair of proximal femoral fracture in older
people compared with usual care.

Methods and analysis

Protocol for phase lll, parallel-group, two-armed, superiority, pragmatic RCT with 1:1
allocation ratio. Allocation sequence by minimisation programme with a built in random
element. Secure web-based allocation concealment. The two treatments will be usual care
(control) and usual care plus an enhanced rehabilitation programme (intervention). The
enhanced rehabilitation will consist of a patient-held information workbook, goal-setting
diary and up to six additional therapy sessions. Outcome assessment and statistical analysis
will be performed blind; patient and carer participants will be unblinded. Outcomes will be
measured at baseline, 17 and 52 weeks’ follow-up. Primary outcome at 52 weeks will be the
Nottingham Extended Activities of Daily Living scale. Secondary outcomes will measure
anxiety and depression, health utility, cognitive status, hip pain intensity, falls self-efficacy,
fear of falling, grip strength and physical function. Carer strain, anxiety and depression will
be measured in carers. All safety events will be recorded, and serious adverse events will be

assessed to determine whether they are related to the intervention and expected.
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Concurrent economic evaluation will be a cost-utility analysis from a health service and
personal social care perspective. An embedded process evaluation will determine the
mechanisms and processes that explain the implementation and impacts of the enhanced
rehabilitation programme.

Ethics and dissemination

NHS research ethics approval reference 18/NE/0300. Results will be disseminated by peer-
reviewed publication.

Registration details

ISRCTN28376407 registered on 23/11/2018.

Article Summary

Strengths and limitations of this study

e Pragmatic phase lll randomised controlled trial following phase | intervention
development and phase Il feasibility study.

e Concurrent economic evaluation with a health service and personal social care
perspective.

e Embedded process evaluation to determine the mechanisms and processes that
explain the implementation and impacts of the enhanced rehabilitation programme.

e Only patients with mental capacity to consent are eligible, therefore excluding a

large number of potential participants lacking capacity.

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml


http://bmjopen.bmj.com/

oNOYTULT D WN =

BMJ Open

Introduction

Proximal femoral fracture, more commonly referred to as hip fracture, is a common, major
health problem in old age [1]. It is projected to increase further as the population ages [2,3].
Mortality is high [4,5], and of those who survive to one year, 29% fail to regain their level of
functioning, in terms of restrictions of activities of daily living [6]; many lose their
independence. This imposes a large cost burden on society, estimated to be approximately
£2.3 billion a year in the United Kingdom [7]. The majority of costs are incurred in the
community and social care setting in the 12 months following hospital discharge, which are
almost four times higher than the costs of the acute hospital admission [8]. Frail individuals
are at particular risk of secondary future proximal femoral fracture, resulting in worse

morbidity and mortality outcomes [9].

The National Institute of Health and Clinical Excellence (NICE) have issued guidelines for the
management of hip fracture [10]. This includes the provision of a co-ordinated
multidisciplinary rehabilitation programme starting in hospital during post-operative
recovery and continuing in the community following discharge [10]. Where possible such
rehabilitation programmes should consider individual patient goals, facilitate a return to
pre-fracture independence and provide patients and carers with written information to
support the rehabilitation programme and long-term outcomes. The Hip Sprint audit

reported that community rehabilitation services were inconsistent [11].

Rationale
There have been four relevant Cochrane systematic reviews with inconclusive results [12-

15]. These have examined different types and intensities of in-patient rehabilitation [12],
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mobilisation strategies [13], psychosocial functioning after hip fracture [14] and
rehabilitation for those with dementia following hip fracture surgery [15]. Other systematic
reviews have reported improved walking ability [16], strength and physical function [17],
including those with mild to moderate dementia [18]. These systematic reviews concluded
that whilst individual components of rehabilitation programmes may aid recovery after a hip
fracture, there is insufficient evidence to demonstrate clinical effectiveness or cost-

effectiveness of an overall care pathway, and that further research is required.

A previous study [19] completed the first two phases of the Medical Research Council (MRC)
framework for complex interventions [20]. The first phase developed an enhanced
rehabilitation intervention which, in addition to usual care, included a patient-held
workbook, a goal-setting diary and up to six additional home-based therapy sessions [21].
The second phase of the study was a randomised feasibility study, which assessed the
acceptability of the new rehabilitation programme and the feasibility of trial methods for a
definitive phase Ill randomised controlled trial (RCT) [22, 23]. Although this feasibility study
was underpowered to assess effectiveness, the intervention showed a medium sized
improvement in the Nottingham Extended Activities of Daily Living scale compared with
usual care (Cohen’s d 0.63). A process evaluation described the implementation of the
rehabilitation programme and informed how to enhance recruitment and improve the

intervention [24].

Risk and Benefits
The enhanced rehabilitation programme demonstrated a potential improvement in

activities of daily living in the feasibility study. Possible risks of rehabilitation interventions

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml


http://bmjopen.bmj.com/

oNOYTULT D WN =

BMJ Open

would include injury or falling when performing therapeutic exercises, which must be

weighed against the risk to health of sedentary behaviour.

Primary Objective
To determine the effectiveness of an enhanced rehabilitation programme following surgical
repair of proximal femoral fracture in older people compared with usual care, in terms of

the performance of activities of daily living at 52 weeks follow-up.

Secondary Objectives

1. To compare the cost-effectiveness of an enhanced rehabilitation programme
following surgical repair of proximal femoral fracture in older people compared with
usual care at 52 weeks follow-up.

2. To determine the effectiveness of an enhanced rehabilitation programme following
surgical repair of proximal femoral fracture in older people compared with usual
care, in terms of the performance of activities of daily living at 17 weeks follow-up.

3. To determine the effectiveness of an enhanced rehabilitation package following
surgical repair of proximal femoral fracture in older people compared with usual
care, in terms of anxiety and depression at 17 and 52 weeks follow-up.

4. To assess whether the enhanced rehabilitation intervention creates change in self-
efficacy, hip pain, cognitive function, fear of falling and physical function as potential
mediators for improving activities of daily living at 17 and 52 weeks follow-up.

5. To assess whether the enhanced rehabilitation intervention creates change in strain,

anxiety and depression in carers at 17 and 52 weeks follow-up.
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6. To determine the mechanisms and processes that explain the implementation and
impacts of the enhanced rehabilitation programme, and whether there are adverse

effects.

Methods and Analysis

Trial design

This is a pragmatic, multisite, parallel-group, two-armed, superiority randomised controlled
trial (RCT) with 1:1 allocation ratio, and an internal pilot phase (Figure 1). Outcome
assessment and statistical analysis will be blinded; patient and carer participants and
clinicians will be unblinded. A concurrent economic evaluation will be a cost-utility analysis
from a health service and personal social care perspective. An embedded process evaluation
will examine the mechanisms and processes that explain the implementation and impacts of
the enhanced rehabilitation programme. The RCT was registered on 23 November 2018,
ISRCTN28376407. Trial registration data can be found in Appendix 1 in the supplementary

file.

Trial Setting and Selection of Sites / Clinicians

Sites were recruited by co-investigators in different regions of England and Wales with a
spread of socio-economic conditions and a mixture of rural and urban locations: Kent (CS),
Merseyside (NW), Norwich (TS), north Wales (RL), Nottingham (PL) and south Wales (MB).
The sites had to include trauma centres treating proximal femoral fracture and links to
community rehabilitation teams, which could accommodate the extra community

rehabilitation sessions.
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Patients will be recruited on orthopaedic, rehabilitation and community hospital wards, or
after hospital discharge home. The intervention will be delivered in the community,
following hospital discharge, by community teams receiving referrals from the acute
hospital sites and their associated community hospitals.

Selection of Sites/Clinicians

Sites have been opened to recruitment in Nottingham, Norfolk, north Wales, south Wales
and east Kent. Further sites are planned in west Kent, Derby and Cheshire plus others. The
site trial teams comprise principal investigators, hospital and community NHS staff, research

assistants and support staff from clinical research networks.

Trial Population
Inclusion Criteria
1. Age 60 years or older
2. Recent proximal femoral fracture
3. Surgical repair by replacement arthroplasty, hemi-arthroplasty or internal fixation
4. Living in their own home prior to hip fracture
5. Living and receiving rehabilitation from the NHS in the area covered by the trial sites
Exclusion Criteria
1. Living in residential or nursing homes prior to hip fracture
2. Participants unable to understand English or Welsh
3. Lacking mental capacity to give informed consent
Carer Participants
We will also recruit carer participants to evaluate carer strain, anxiety and depression. These

are defined as a relative or friend providing help with activities of daily living or physical

10
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care, at least four days a week. Carer participants will provide informed consent, but will not

receive any trial intervention, so will not undergo eligibility screening or randomisation.

Trial Treatment/interventions
We plan to compare an enhanced rehabilitation intervention with usual rehabilitation care.
Usual rehabilitation care
Usual care consists of a multi-disciplinary rehabilitation delivered by the acute hospital,
community hospital and community services depending on patients’ individual needs at
different times during their recovery and on the availability and accessibility of services in
different areas. The multidisciplinary team delivering care and rehabilitation may include:
orthopaedic surgeons, orthogeriatricians, nurses, physiotherapists, occupational therapists,
dieticians, pharmacists, GPs and social workers. The settings for care include acute
orthopaedic or orthogeriatric wards, rehabilitation units in community hospitals,
rehabilitation beds in care homes, the patient’s own home and care home settings, all
delivered by a variety of community teams in both health and social care services. There will
be no restrictions on concomitant medications or treatments.
Enhanced rehabilitation
The main aim of the intervention is to enhance usual rehabilitation by increasing patients’
self-efficacy [25], and increasing the amount and quality of patients’ practice of physical
exercise and activities of daily living to improve functional outcomes at follow-up. Self-
efficacy will be enhanced by means of a patient-held information workbook and a goal-
setting diary. The workbook will include:

e Information about what has happened to them, and what to expect from their

recovery,

11
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e Information about NHS, council and voluntary sector services including falls’
prevention programmes;
e How to manage their recovery, set goals and monitor progress of their rehabilitation;
reduce fear of falling.
In addition to whatever community-based rehabilitation is provided as part of usual care,
we will provide up to six additional therapy sessions, once patients are discharged home.
These can be delivered by physiotherapists, occupational therapists or their assistants, who
have been trained to deliver these extra sessions alongside the workbook, using the diary to
set goals and monitor progress. The therapists will tailor these extra sessions, so that the
total number of sessions used, the time scale for their delivery, and the sessions’ content
will vary between patients according to need, but may include the practice of specific
exercises and activities of daily living. Throughout the running of this trial, therapists will

receive on-going support via e-mails, newsletters and refresher events.

Outcomes

Patient participants will complete outcome measures at baseline, 17 and 52 weeks
administered by a research assistant blinded to participant allocation. Follow-up
assessments will be completed within participants’ homes (Tables 1 and 2). The primary
outcome will be the difference in Nottingham Extended Activities of Daily Living (NEADL)
scale [26,27] at 52 week follow-up, between the usual rehabilitation arm and the enhanced
rehabilitation arm. At baseline, the patient will be asked to recall the four weeks prior to hip
fracture and not four weeks prior to completing this questionnaire. Secondary outcomes will
include the Hospital Anxiety and Depression Scale (HADS) [28], economic measures will be

EuroQol EQ-5D-3L [29] and Client Service Receipt Inventory (CSRI) [30]. A reduced version of

12
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this will be used at baseline to reduce participant burden as they recover from hip fracture
surgery. Potential mediators of outcome will include a Visual Analogue Scale (VAS) for hip
pain intensity [31], Falls Efficacy Scale - International (FES-I) (self efficacy) [32,33], and Visual

Analogue Score - Fear of Falling (VASFoF) [34].

The research assistant will assess patient participants’ cognitive function at baseline, 17 and
52 weeks using the Abbreviated Mental Test Score (AMTS) [35]. The research assistant will
measure physical function at baseline, 17 and 52 weeks using the grip strength test [36-38],
and using the Short Physical Performance Battery (SPPB) [39,40] at 17 and 52 weeks.

Carer participants will complete the Caregiver Strain Index (CSI) [41] and the Hospital

Anxiety and Depression Scale (HADS) [28] at baseline, 17 and 52 weeks.

Qualitative interviews will take place with patients and carers after 17 weeks. These will

gather data on trial participation and intervention design (see process evaluation below).

Routinely collected demographic, clinical and recruitment data will include the numbers of
patients who are eligible, willing to be randomised, withdraw after randomisation, complete
outcome measurements, also reasons for non-completion, age, gender, hip fracture type,
surgery type, co-morbid conditions, place of residence prior to admission and place of

discharge.

Sample size calculation
The phase |l feasibility study results [23] informed the sample size calculation. The adjusted

mean difference in the primary outcome measure (NEADL) between the intervention and

13
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control group in the feasibility trial was 3.0. Work completed by Wu, et al [27] has suggested
that the minimum clinically significant difference is 2.4; this has been used within the
sample size calculation for this phase 11l RCT. A two-point score in the NEADL scale would
equate to an improvement in function from being independent around the home to being
able to use public transport or get in and out of a car. The adjusted mean difference
between the groups in NEADL in the randomised feasibility study had a standard deviation
(SD) of 5.8. In this multi-site phase Il RCT, a more diverse sample would be expected, so a
larger SD would be expected. Parker et al. [42] used NEADL in a rehabilitation RCT and found
a SD of 10. Based on ANCOVA with alpha of 5% and 90% power to detect a difference of 2.4
(SD =10, R? of covariate = 0.52) 352 patient participants would be required to complete the
trial over both treatment groups. When considering the 79% retention rate in the feasibility

study [23], the trial would need to recruit 446 patient participants.

Recruitment and Randomisation

Screening and Consent — Patient Participants

Patients with proximal femoral fracture will be identified and screened for eligibility,
including mental capacity, by clinical staff on orthopaedic or rehabilitation wards. If the
patients are eligible, and interested in the trial, the trial team researchers would then
recruit patients following the trial’s informed consent process. Assessment of eligibility may
occur over an extended period, if for example, the patient is experiencing temporary
delirium post-surgery. If during this period, patients are transferred to rehabilitation wards,
community hospitals, or discharged home, then assessment will continue in these
alternative locations. These assessments will be recorded in a screening log, including any

reasons for ineligibility.

14
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Informed consent - carer participants

For the purpose of this RCT, carers are defined as either a relative or friend caring for a hip
fracture patient, helping them with activities of daily living or physical care on at least four
days a week. They will be identified and recruited following the trial’s informed consent
process. Copies of the participant information sheets and informed consent forms can be
found in Appendices 2 and 3 in the supplementary file.

Randomisation Procedures

Patient participants who provide informed consent will complete baseline outcome
measurements prior to randomisation. Randomisation will take place no later than six
weeks after hip fracture repair surgery. The randomisation will have an allocation ratio of
1:1 within each stratum and across the trial. Randomisation will use a minimisation
programme with a built in random element utilising factors that will not be made known to
individuals in charge of recruitment to minimise any potential for predicting allocation.
Randomisation will be completed by secure web access to the remote randomisation site at
the clinical trials unit. The therapists delivering the enhanced rehabilitation intervention will
receive an automated email when a participant has been allocated to the intervention
group.

Blinding

This is a pragmatic trial comparing two rehabilitation interventions. It will therefore not be
possible to blind participants or their clinicians to treatment group allocation. The research
assistants will collect outcome measurements blind to treatment allocation. They will not be
informed to which group the patient participants have been allocated, and will not be
present at any of the therapy sessions. Before any home visits for follow-up assessments,

they will ask participants not to reveal their treatment allocation. After the final follow-up

15

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml


http://bmjopen.bmj.com/

oNOYTULT D WN =

BMJ Open

assessment, they will complete a perception of allocation form, in order to monitor the level
of blinding achieved for these researchers. Data analysis will be performed blind to

treatment allocation.

Internal pilot
An internal pilot assessed site recruitment and participant recruitment and retention rates
for the six months after the first site was open to recruitment from September 2019 to
February 2020.
Progression criteria

e Number of sites open: 7 or more (go); 5-6 (amend); 4 or fewer (stop)

e Open site recruitment rate per month: 2 or more (go); 1-2 (amend); <1 (stop)

e Retention rate: 69% or higher (go); 50-68% (amend); 49% or fewer (stop)

Statistical Analysis

Final analysis will take place once all participants have been followed-up for 52 weeks, and
the database has been locked. Analyses will be by ‘intention to treat’ for the primary and
secondary outcomes on all randomised participants, in the group to which they were

allocated, and for whom the outcomes of interest have been observed or measured.

Baseline

Demographic and baseline characteristics will be summarised separately using descriptive
statistics for each randomised group to allow clinical assessment of whether balance was
achieved between randomised groups. No statistical testing of differences between groups

will be performed.
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Analysis of effectiveness

Primary and secondary outcomes at baseline, 17 weeks’ and 52 weeks’ follow-up will be
summarised for each treatment group using descriptive statistics at each time point. If
normally distributed, the difference between group means (with 95% confidence intervals)
will be reported from an analysis of covariance (ANCOVA) adjusted for baseline score and

stratification factors.

Missing data and withdrawals

Predictors of missing data will be investigated using regression models (including type of
surgery, age, living arrangements and co-morbidities) and any significant predictors will be
considered for inclusion in the models. In addition, given the two assessment points at 17
and 52 weeks, we will carry out a sensitivity analysis using a joint modelling approach to
check whether there is any difference in outcome (here the longitudinal outcome rather
than the outcome at 17 weeks or 52 weeks alone) between the randomised arms adjusted
for dropouts or missing values.

Instrumental variable regression

The impact of engagement with the intervention will be assessed using instrumental
variable (IV) regression, using the number of face-to-face direct rehabilitation sessions over
52 weeks’ follow up as a continuous measure of engagement. Additional exploratory IV
regression analyses will use in turn: the total number of rehabilitation sessions (face-to-face
plus telephone), total time (in minutes) spent in face-to-face direct rehabilitation sessions,
and total time (in minutes) spent in all rehabilitation sessions (i.e. face-to-face and

telephone). The suitability of using randomisation as the instrument in these IV regression
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models will be assessed using tests of exogeneity, redundancy and under/weak
identification.

Mediation analyses

The hypothesised mechanism of change for the enhanced rehabilitation intervention is that
participants’ primary outcome (activities of daily living) is mediated by self-efficacy, hip pain,
cognitive function, fear of falling and physical function. If the enhanced rehabilitation
intervention has a significant effect on primary outcome (p<0.05) for enhanced
rehabilitation in ANCOVA, causal mediation analysis will be used to determine whether each
of these potential mediators predict change in NEADL at 52 weeks. Initial assessments will
determine whether the randomised intervention affects each putative mediator in turn. For
those putative mediators that are significantly (p<0.1) affected by the randomised
intervention, mediation analysis will be carried out adjusting for baseline covariates that
predict both the mediator and NEADL, potentially including type of surgery, age, living
arrangements (alone/with others) and co-morbidities. Sensitivity analyses will assess the

potential impact of unmeasured confounding between the mediator and NEADL.

Economic analysis

The enhanced rehabilitation programme will be fully costed using unit costs from a public
sector multiagency perspective. Unit costs will be obtained from national sources of
reference costs [43,44] and applied to information received from pilot questionnaires,
namely salary band of therapists, time spent with the patient conducting rehabilitation,
costs of travel and costs of any additional equipment. Costs of health and social care

services used by the participants will also be costed using national sources of reference
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costs. The costs of service use and the cost of the intervention will be added together for

use in a cost-effectiveness analysis.

The EQ-5D (3L) will be used to calculate Quality Adjusted Life Years (QALYs) over the 52
week trial period, using the area under the curve method [45,46]. A cost-utility analysis will
be conducted to calculate a cost per QALY of the enhanced rehabilitation intervention. This
cost per QALY generated will be compared to the NICE threshold range of £30,000 per QALY
[47]. We will bootstrap differences in costs and outcomes (EQ-5D-3L) between the two

groups, producing a 95% confidence interval around these differences.

Process Evaluation
The process evaluation will aim to identify and explain all mechanisms and processes (i.e.
the intervention theory) that enabled or acted as a barrier to the implementation of the
enhanced rehabilitation intervention. The process evaluation will help build a picture of how
the intervention was carried out in reality, and what factors shaped it. By carrying out a
process evaluation, it will be possible to identify if observed impacts are solely due to the
enhanced rehabilitation programme, or if these impacts are a result of a number of external
and internal variables that are closely linked to the environment and the context in which
the intervention takes place [48-51].
The specific objectives will be to:

e Refine the programme theory from the previous realist review that was used to

develop the intervention [21]. This programme theory will explain how the

researchers envisage the intervention to work, to reach its expected outcomes.
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Investigate therapists’ expectations and experience of implementation, their
previous experience and training, and their learning throughout the conduct of the
trial.

Investigate the mechanisms driving and shaping the tailoring of the enhanced
rehabilitation intervention to individual patients.

Investigate trial participants’ (patients and carers) experiences and views about their
involvement in the trial, as well as their experience of care in either arm of the trial.
Map and synthesise all data collected in order to test the refined programme theory

and explain the trial findings.

Process evaluation data collection

Semi-structured telephone interviews will be conducted with:

A purposive sample of 60 patient participants in each of the two trial arms and up to
30 of their carers. Patients will be purposively sampled to ensure diversity based on
age, functional impairment (using baseline NEADL scores) and the presence or
absence of a family carer. Interviews will take place after the 17-week assessment
and will be audio recorded.

The therapists delivering the enhanced rehabilitation programme, which will explore
implementation from the therapists’ perspectives. Interviews will be conducted
midway through their involvement in the trial, and at the end, in order to investigate

learning over time.

Data on intervention delivery and adherence:

Therapists will record key reflections on ‘critical incident reports’.
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e The visiting therapist will record the length and content of each extra rehabilitation
therapy session on a case report form.

o All patient participants will be given a therapy session record, where visiting
therapists will record the number, length and content of usual rehabilitation care.
Whenever possible, routinely collected electronic data that therapists complete on
their Therapy Manager system, or its equivalent, will be collected.

¢ An online questionnaire will be emailed to participating therapists in order to
capture therapists’ relevant training, previous experience and familiarity with the

trial intervention.

Qualitative data will be analysed following a thematic analysis approach [52] that will be
guided by the proposed programme theory. Quantitative data (record forms and online
guestionnaires) will be analysed using descriptive statistics, which will allow the exploration
of frequency of responses. All data sets will be synthesised in order to describe the complex

nature of the enhanced rehabilitation intervention.

Patient and Public Involvement

There has been patient and public involvement (PPI) at all stages including refining the
research question, choosing outcomes relevant to patients, commenting on the burden of
the intervention and of trial participation. A PPI co-investigator will continue to contribute
to the trial management group, including comments on patient facing materials and the

dissemination plan.

Ethics and Dissemination
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NHS research ethics approval was obtained from North East — Tyne & Wear South Research
Ethics Committee, reference 18/NE/0300. The current protocol is version 4.0 (11/12/20019).
A Trial Steering Committee is providing overall supervision and an Independent Data Safety
and Monitoring Committee is responsible for reviewing and assessing recruitment, interim

monitoring of safety and effectiveness, trial conduct and external data.

All safety events will be recorded by researchers when they are made aware of the event by
the patient, carer, the treating clinicians, or therapists. Adverse event reports and serious
adverse events (SAEs) not related to the intervention will be entered on to the remote data
entry system. Each SAE will be assessed by the relevant Pl to determine whether it is related
to the intervention. A related SAE will be assessed by the Cl to determine whether it is
expected. If the SAE is related and unexpected (RUSAE) it will be reported to the Research

Ethics Committee (REC) and sponsor in an expedited manner.

Reporting of the trial will be consistent with the CONSORT 2010 Statement (patient
reported outcomes and non-pharmcological interventions) [53]. We will submit the final
report to a peer-reviewed academic journal, according to our publication strategy and
authorship policy. Research data will be available for secondary analysis upon reasonable

request.

Trial Status
At the time of submission this trial had been open in nine sites and had recruited 96 patients
and 10 carers, with a recruitment rate of two patient participants per site per month and a

retention rate of 83%, which fulfilled the progression criteria of the internal pilot. However,
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recruitment to the trial is currently suspended because of the COVID-19 pandemic.

Wherever possible, participants already recruited into the trial will complete their follow-up

assessments over the telephone or by post, extra rehabilitation sessions will be delivered

over the telephone. When trial recruitment resumes, updated recruitment information will

be found on the website http://femur3study.co.uk/

Abbreviations
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QALY Quality Adjusted Life Year
RCT Randomised Controlled Trial
REC Research Ethics Committee
RUSAE Related Unexpected Serious Adverse Event
SAE Serious Adverse Event
SPPB Short Physical Performance Battery
VAS Visual Analogue Scale
VASFoF Visual Analogue Score - Fear of Falling
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(HADS) [28]

Tablel Outcome measures
Patient Completed Measures - Primary | Description Range
Nottingham Extended Activities of Daily | Activities of daily living (mobility, kitchen, domestic, Ieisure)§ (0-66)
Living (NEADL) scale [26, 27] with higher score indicating greater independence i
Patient Completed Measures - Secondary §
Hospital Anxiety and Depression Scale Anxiety and depression in patients with physical health % (0-21)
S
(<)

problems. Two sub-scales (0-21) with higher score indicates;
greater anxiety or depression

Patient Completed Economic Measures

EuroQol EQ-5D-3L [29]

Health utility index with five dimensions (mobility, self-care
usual activities, pain/discomfort, anxiety/depression) and
three levels to give health states converted to a utility
weight. Also Visual Analogue Score (VAS) for health state
today

Health utility weight from 0
(death) to 1.0 (perfect health)
also with negative values

VAS (0-100)

Client Service Receipt Inventory (CSRI)
[30]

Use of health and social care services

According to activity

Patient Completed Process Measures (potential mediators of outcomes)

q #7202 ‘OT |udy uo jwoo fwqg-uadolwa//Xny wody pap

Visual Analogue Scale (VAS) for hip pain | VAS of current hip pain intensity (0-10cm)
intensity [31]
Falls Efficacy Scale - International (FES-I) | How concerned a patient is about falling when performing 16 | (16-64)
(self-efficacy) [32,33] activities of daily living both inside and outside of the homeg

rated from 1 (not at all concerned) to 4 (very concerned)
Visual Analogue Score - Fear of Falling VAS with higher scores indicating greater fear of falling (0-10cm)

(VASFOF) [34]

Assessment of cognitive function

"1yb1Adoo Ag|paroaioud 1
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Abbreviated Mental Test Score (AMTS)
[35, 36]

Detecting and monitoring cognitive impairment. 10 items
with lower scores indicating worse cognitive function

(0-10)

Objective measures of physical function

Grip strength [37]

Hand dynamometer

According to meter reading

a%z 18001p0 9T|uo T6.6E£0-0202-uadolwq

Short Physical Performance Battery Physical function tests assessing lower limb function in ter (0-12)
(SPPB) [40,41] of balance, gait, strength and endurance. Higher score
indicates greater function
Carer completed measure - secondary outcome
Caregiver Strain Index (CSI) [42] 13-items in the domains: employment, financial, physical, (0-13)
social and time. Positive responses to seven or more items
indicate a greater level of strain
Hospital Anxiety and Depression Scale Anxiety and depression in carers. Two sub-scales (0-21) wit (0-21)

(HADS) [28]

higher score indicates greater anxiety or depression

“bLAdoo Aq pa1oaloid 1sanb Aq +2oz ‘0T [udy uo jwodfwa yadoltdgy/:dny woly papeojumod "0
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Table 2 FEMuR Il protocol schedule of forms and procedures

Participant follow-up visits should take place at 17 (+/- 2 weeks) and 52 (+/- 2 weeks) weeks
post randomisation.

oNOYTULT D WN =

Procedures

Screening

Baseline /

Randomisati

Trial

intervention

17 weeks
post
randomisati

Qualitative
interviews

52weeks
post
randomisati

Eligibility screening and
consent

Assessment of eligibility
criteria

Written and informed consent
(patient / carer))

Confirm consent

Randomisation

Discharge data

Outcome measurement -
patient

NEADL

HADS

AMTS

VAS hip pain intensity

FES-I

VASFoF

EQ-5D-3L

CSRI

Grip strength

X X | X | X | X [ X | X [X |X

SPPB

X X | X | X [ X | X | X |[X |X |X

X IX | X [ X | X [ X | X | X |X|[X

Outcome measurement -
carer

Csl

HADS

Trial Intervention**

Qualitative interviews

Re-affirm consent verbally
specifically for qualitative
phone interview. (patient /
carer)
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coNOYULT A~ WN =
Screening
Baseline /
Randomisati
Trial
intervention
17 weeks
post
randomisati
Qualitative
interviews
52weeks
post
randomisati

Procedures

10 Qualitative telephone
11 interview

>

13 Safety Event Reporting
14 Monitoring of Adverse Events X X X X

16 Monitoring of Serious Adverse
17 Events

20 * Randomisation and baseline should take place no later than 6 weeks after hip fracture
21 repair surgery
23 ** If randomised to intervention arm.
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Figure Legend

Figure 1

Participant Flowchart for FEMuR Il
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Appendix 1  FEMuR lll Trial Registration Data
Data category Information
Registry and trial identification ISRCTN28376407
no.
Date of registration 23/11/2018
Funder NIHR Evaluation, Trials and Studies Co-ordinating
Centre (NETSCC); Grant code 16/167/09
Sponsor University of Liverpool

Contact for public enquiries

LH email: femur3@liverpool.ac.uk

Scientific title

Fracture in the Elderly Multidisciplinary Rehabilitation -
Phase Il (FEMuR Ill): a definitive randomised
controlled trial and economic evaluation of a
community-based rehabilitation package following hip
fracture

Acronym

FEMuR Il

Countries of recruitment

United Kingdom

Health condition

Hip fracture

Intervention

Intervention comparator: Enhanced rehabilitation

Control comparator: Usual care

Inclusion criteria

Aged 60 years or older

Recent proximal hip fracture

Surgical repair by replacement arthroplasty or internal
fixation

Living in own home prior to hip fracture

Living and receiving rehabilitation from the NHS in the
area covered by the trial centres

Exclusion criteria

Living in residential or nursing home prior to hip
fracture

Unable to understand English or Welsh

Lacking mental capacity to give informed consent

Study design

Interventional

Randomised controlled trial

Treatment, education or self-management,
psychological and behavioural, complex intervention,
physical, rehabilitation

Recruitment start date

01/04/2019

Target sample size

446

Primary outcome

Nottingham Extended Activities of Daily Living scale

Secondary outcomes

EuroQol EQ-5D, Hospital Anxiety and Depression Scale,
Abbreviated Mental Test Score, Falls Efficacy Scale —
International, hip pain intensity, fear of falling, grip
strength, short physical performance battery
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2
i Appendix2 FEMuR lll Patient Participant Information Sheet and Informed Consent
5 Forms
6
7 <<Lpcal NHS Logo to go heres>
8 Fracture in the
1 ¢ <Trust/Site andress 1>
9 | Elderly " 'K e
10 | Multidisciplinary ‘:""":‘" ""J'“" 45
‘-'ohabchlahon <Trust/Site :ul.ucu >
1 1 S—— spastioda
Ted «tedaphone numbers
12
:‘3‘ Patient Participant Information Sheet
15
16 You are invited to taks part in FEMUR i1 1 Important things to know about FEMUR 1ii:
17 g 2
18 SVARY S WE oIz KIE TEML HE Sty £ » FEMUR Il 3sims to compare a new enhanced
19 What is the Enhanced Rehabilitation Package? 2 rehabilitation package with standard NHS care for
20 Why have 1 been asked to take part? 2 patients who have had surgery to repair 3 hip
21 What will | have to do if | take part? 2 bractun:
22 Timeline of visits 3 > We are interasted in the recovery of patients sgad
23 How will | know which treatment i'm going to 3 over 60 years old. who lived mdep.endentlv bef-ore
24 have? they sufferad a hip fracture even if they were in
25 What are the benefits and risks of taking part? 3 receipt of personal care at home.
26 What are the alternatives for treatment? 3 » Being part of the study means you will receive
27 Do | have to take part? & either standard care or standard care plus
28 What happens if 1 change my mind? A enhanced rehabilitation when you leave hospital.
29 Will my participation be kept confidential? s » standard care can vary but usually involves
30 What will ba ot eSOl oE e . - community-based physiotherapy. The enhanced
31 P 5 ¥¢ rehabilitation package will provide additional
32 What if there is 3 problem? 5 physiotherapy, occupational therapy and some
33 Additional infarmation 5 ‘self-help’ tools to aid recovery.
34 Additional information about future research 5 » You have been given this information sheet as you
35 Contacre for further information 5 might be eligible to take part in this study.
36 Consent Form 7 » Before you dacide whether or not to take part it is
37 important for you to understand why the research
38 R AT AN S ; is baing done and what it will involve for you.
39 Ts:::"k ok :“ taking d.\:;:;e ;o '_‘:d this !nfo;matlon Please take time to read the following information
40 R ey S it nmatiovi it carefully and discuss it with friends or relatives if
41 If you would fike 3 large print version of this information you wish.
sheet please ask your research team.
42 > Taking part is voluntary. If you don’t want to take
43 If you have any questions about this study please talk to part then you don’t need to give a reason.,
44 your research team:
. o » if you have someone who providss you with help
45 <Add contact details for PI/RN i.e., name and : Ze ;
P SRR for most days of the week with activities of daily
46 fiving or physical care, we would also like them to
2; be involved in the study.
49 Website: Femur3study.co.uk » rlease ask 3 member of your clinical tzam if there is
50 anything that is not clear, or if you would like mors
information.
51
5 FEMUR 1|l Patient PISC V4.0 19/08/2012
5 IRAS Project ID: 246828 Page1of8
53
54
55
56
57
58
59
60
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Hip fracture is a common, major health problem in old
age, especially for people with other heaith problems or
who are frail. Some patients who suffer this type of
fracture need surgery to repair it. They take a long time
to recover, and others may not recover fully.

Once patients are discharged, the routine care they
receive can vary depending on local NHS policy. Some
may not find it as easy to live independently afterwards.

We have designed an enhanced rehabilitation package
for patients who are recovering from this surgery, which
is delivered in addition to standard NHS care. FEMuR Il
will compare the enhanced package with standard NHS
care to see if it can improve recovery for patients.

The enhanced rehabilitation package is made specifically
for each patient and we think this should improve
recovery. We think this package should work better if it
includes physiotherapy (to help patients recover
movement), occupational therapy (to help patients with
activities associated with daily living) and also provides
tools to help build confidence and mood.

The enhanced rehabilitation package we have designed
involves additional rehabilitation at follow up visits. You
will be given a workbook and a goal-setting diary to
complete during the first few months of recovery.

In order to compare the enhanced rehabilitation
package to standard NHS care we are asking 446 people
to take part in our stucdy. We will follow your progress in
the 12 months after surgery and collect information
from you during that time so we can see how you are.
The information we coliect will help us to see whether
there is a difference between those people who have
standard NHS treatment and those who receive
standard NHS treatment and the enhanced
rehabilitation package.

We are inviting you to take part in this study because
you are a patient at one of the hospitals taking part and
have recently had surgery to repair a hip fracture.

FEMuR Ill Patient PISC V4.0 19/05/2019
IRAS Project 1D: 246828

A member of the clinical team can talk to you in more
detail about this study and you will be able to ask any
guestions that you have. If you have had all of your
guestions answered and are happy to take part then you
will be asked to sign a consent form to confirm you want
to take part. You will be given a copy of your consent
form and this information sheet to keep.

This study is comparing standard NHS care with the
enhanced rehabilitation package. Both of these will be
tailored to individual patients so it is difficult for us to
describe exactly what your rehabilitation will look like.
However, the main differences between the two are
that if you are receiving the enhanced rehabilitation
package you will also:

» Be given a goal-setting diary to complete which we
would like you to use to set yourself targets and
track your progress through your rehabilitation.

» Be given a workbook containing information about
hip fractures: what to expect during recovery, tips
to aid recovery, and useful contacts if you would
like more information.

» Receive up to six community/home-based therapy
sessions in addition to any provided by the NHS.

If you do decide to take part and have given your
consent, we will ask you to complete some
guestionnaires and do a grip-strength test so we can get
some information about how you are feeling both
mentally and physically. This will allow us to see how
you are recovering over time. The grip — strength test
uses a spedial piece of eguipment to measure this and
will be carried out at home with a researcher.

We will arrange an appointment with you around 4
months after you have started the study to see how you
are getting on. This visit may take place at your home or
in @ community hospital depending on what is best with
you. At the visit, we will ask you to complete the same
guestionnaires and do some basic physical tests so we
can see how you are recovering. At around 12 months
after you started the study we will arrange one mere
visit to complete the guestionnaires and physical tests
again so we can track your progress. The physical tests
are things you do every day. For example, the researcher
will ask you to sit and stand up to five times (if you are
able) and will record your progress.

Page20f8
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We may also telephone you soon after the 4-month visit
to ask some questions about how you are finding being
involved in the study. This will give you a chance to give
some feedback on your experiences and your views on
the care you are receiving. Not all patients will receive a
phone call, we aim to call 60 patients who have agreed
to take part. We will offer you a £30 shopping voucher
for your time and inconvenience in taking part in the
telephone interview.

Entry into study
Consent If you decidz you'd fike to be involved you

will complete some guestionnaires and 3
gripstrength test

Rehabilitation

0-4 During the 4 months after entry into the

.— study you will have 3 programme of

rehabilitation basad in the community
{either standard NHS or enhanced}

months

Follow-up Visit
You will be visit=d by 3 member of the
4 .l research tzam who will help you parform
months some physical tests and complets
quastionnaires about how you feel.
Visit duration: S0 minutes

|Optional} If you agres we may arangea

Afterd phonz call with onz of our researchers to
e | ask questions about how you are finding
mor being involvad in the study.

Follow up Visit
You will b visit=d by 3 member of the

. research team who will help you perform
months some physical tests and complete
questionnaires about how you fesl
v Visit duration: 60 minutes

In the FEMuR 11l study patients will be split into two
groups at random:

» One group will receive standard NHS care after
discharge

FEMuR 1l Patient PISC V4.0 19/09/2019
IRAS Project ID: 246828

» The other group will receive the enhanced
rehabilitation package alongside standard NHS
care after discharge

We use a computer programme that puts patients ‘at
random’ into one of the groups — you might hear this
described as ‘randomisation’ or ‘random allocation’, but
they all mean the same thing. Neither you nor your
doctor chooses which group you are in.

In this study you are equally likely to be in the group
receiving standard NHS care as you are in the group
receiving the enhanced package. Your healthcare team
will let you know which group you are in as soon as
possible.

We are not sure whether standard NHS care or the
enhanced rehabilitation package is best, but we
anticipate that both will aid your recovery following
Surgery.

We do not foresee any significant risks involved in taking
part in FEMuR lIl. All of the physical exercises suggested
are used in hormal rehabilitation after hip fracture and
will be supervised by trained healthcare professionals to
minimise any risk. The enhanced rehabilitation package
will take up more of your time due to additional therapy
sessions and having to complete the diary.

We hope that the results from the study will help
doctors, therapists, patients and their carers in the
future when making decisions about treatment.

Patients recovering from hip fracture repair will get
standard NHS treatment, though this may vary in
different areas. In this study every patient will get
standard NHS treatment even if they are in the
enhanced rehabilitation group. Currently, there are no
other alternative treatment programmes available.

No, taking part is voluntary. Itis up to you to decide
whether or not you want to take part. If you choose to
take part you can also choose to stop at any time
without giving a reason. The standard of care you
receive now or in the future wiil be the same whether
you take part or not.

Page 30of B
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If at any point you decide to stop taking part in the study
you will receive the treatment and follow up usually
offered in your area. The standard of care you receive
will remain the same if you decide to stop taking part. If
you do decide to stop taking part we will ask you if you
would like to either:

» continue to complete follow up visits for the study
» stop taking part with no more study visits.

We will use any study information collected up until the
time you stop taking part.

Yes. All information collected about you during the
course of the study will be handled according to relevant
ethical and legal requirements. Your perscnal
information will be kept strictly confidential and will only
be accessed by people working on the study, or working
to ensure the study is being run correctly.

You will be given a study number, which will be used
along with your initials to identify you on each paper
form. Your full name and date of birth, postcode,
contact details and NHS number will be included on your
consent form and a copy of this will be sent to the study
team at the coordinating centre for the study, the
Liverpool Clinical Research Centre {LCTC.) There may be
instances (depending on your local NHS,) when a copy of
your contact details will need to be sent to other
lecations or Universities within your local area to
arrange your follow up visits. Only members of the
FEMUR Iil team will be given access to your contact
details, they will be held securely and destroyed after
your final follow-up. Every effort will be made to ensure
that any further information about you that leaves the
hospital will have your name removed so that you
cannot be recognised from it. This information will
usually be removed by a member of the study team at
your hospital/community care, but may also be removed
by study team members at the LCTC upon receipt. We
will also ask for your telephone number so that we can
contact you for the telephone interviews during the
study. Your telephone number will not be used for
anything else without your consent.

With your consent, we will send a letter to your GP to let
them know you are taking part and we will use your NHS

FEMUR IIl Patient PISC V4.0 19/05/2019
IRAS Project 1D: 245828

number and postcode to access data about your use of
heaith services {for example your hospital admissions).

The University of Liverpool is the sponsor for this study
based in the United Kingdom. The University of
Liverpool along with Bangorbniversity will be using
information from you and your medical records in order
to undertake this study and will act as joint data
controllers for this study. This means that both joint
data controllers are responsible for looking after your
information and using it properly. The University of
Liverpool will keep identifiabie information about you
for a maximum of 25 years after the study has finished.
Arrangements for confidential destruction will then be
made.

Details about the use of health services (health
economics) will be collected in this study. Information
will be obtained from your hospital finance department
and NHS Digital. Health economics researchers at the
Centre for Health Economics and Medicines Evaluation
(part of Bangor University), who are part of the study
team, will use these data to calculate the overall costs of
care. Data will be provided to the study team by NHS
Digital and in order to obtain this, your NHS number will
be securely transferred to NHS Digital by the CTRC using
an encrypted electronic transfer system.

We would also like to collect information regarding your
therapy sessions from electronic data from Therapy
Management systems. This data will include date of
sessions, location of sessions and activities completed
during the session. This data will help us to see how
many therapy sessions you have completed during the
study. This data will be extracted from Therapy
Management systems by NHS IT personnel and
transferred using an encrypted electronic transfer
system to a researcher at the University of Liverpool.

Your rights to access, change or move your information
are limited, as we need to manage your information in
specific ways in order for the research to be reliable and
accurate. If you withdraw from the study, we will keep
the information about you that we have already
obtained. To safeguard your rights, we will use the
minimum personally-identifiable information possible.

You can find out more about how we use your
information in the “How we use your information”
section on the study website Femur3study.co.uk
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Your NHS hospital and/or community heaith team will
collect information from you and your medical records
for this research study in accordance with our
instructions.

Your NHS hospital and/or community health team will
use your name, NHS number and contact details to
contact you about the research study, and make sure
that relevant information about the study is recorded
for your care, and to oversee the quality of the study.
Individuals from the team and regulatory organisations
may look at your medical and research records to check
the accuracy of the research study. Your NHS hospital
and/or community health team will pass these details to
the University of Liverpool along with the information
collected from you and your medical records. The only
people in the University of Liverpool whe will have
access to information that identifies you will be people
who need to confirm your participation in the study, to
contact you after 4 months to ask you guestions about
taking part in this study or audit the data collection
process. The people who analyse the information will
not attempt to identify you or find out your name, NHS
number or contact details.

Your NHS hospital and/or community heaith team will
keep identifiable information about you from this study
for up to @ maximum of 25 years after the study has
finished.

When you agree to take part in a research study, the
information about your health and care may be
provided to researchers running other research studies
in this organisation and in other organisations. These
organisations may be universities, NHS organisations or
companies involved in health and care research in this
country or abroad. Your information will only be used by
organisations and researchers to conduct research in
accordance with the UK Policy Framework for Health
and Social Care Research.

This information will not identify you and will not be
combined with other information in a way that could
identify you. The information will only be used for the
purpose of health and care research, and cannot be
used to contact you or to affect your care. It will not be
used to make decisions about future services available
to you, such as insurance.

FEMuUR Ili Patient PISC V4.0 19/09/2019
IRAS Project I1D: 246828

We want the results of the study to be presented at
conferences and published in medical journals so that
we can explain to the medical, nursing and therapies’
community what our research results have shown. You
will not be identified in any publication or presentations.

If you have a concern about any aspect of this study, you
should ask to speak with one of your research team who
will do their best to answer your questions.

If at any time during the study you feel distressed or
anxious please speak to your research team, a therapist
or contact your GP.

If you wish to make a foermal complaint, you can do this
through the NHS Complaints Procedure. Details can be
obtained from your hospital.

Every care will be taken in the course of this clinical
study. However, in the unlikely event that you are
harmed by taking part in this research project,
compensation may be available and you may have to
pay your related legal costs. The University of Liverpool
holds insurance against claims from participants for
harm caused by their participation in this clinical trial.
Participants may be able to claim compensation if they
can prove that the University of Liverpool has been
negligent. However, the NHS organisation that has
provided your treatment has a duty of care to you,
whether or not you agree to participate in the study,
and the study sponsor accepts no liability for negligence
on the part of your NHS organisation’s employees.
However, if you are harmed, and this is due to
someone’s negligence in the NHS, then you may have
grounds for a legal action for compensation against the
NHS organisation|providing your treatment, but you may
have to pay for your legal costs. The normal NHS
complaints procedures should be available to you.

The University of Liverpool is responsible for managing
this study; they have asked that the day to day running
of the study is carried out by the Liverpool Clinical
Research Centre (LCTC,) part of the University of
Liverpool. Additional support is provided by health
economics researchers from the Centre for Health
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Economics and Medicines Evaluation, part of Bangor
University, and other researchers from participating
universities {the study team).

This study is funded by the National Institute for Health
Research’s Health Technology Assessment Programme
(ref: 16/167/08).

The study has been reviewed by the National Institute
for Health Research (NIHR), Health Research Authority
and the National Research Ethics Service Committee.
Tyne and Wear South Ethics Committee has reviewed
the study and given approval for it to take place.

The views expressed are those of the author(s) and not
necessarily those of the NHS, the NIHR or the
Department of Health.

Thank you for reading this
information sheet.

If you would like more information or have any
guestions about the FEMuR |ll study please talk to:

Principal Investigator; <Pl name to go here>
Research Nurse: <RN name to go here>
Telephone: <Hospital contact number to go here>
Or visit the website: Femur3study.co.uk

If you wish to discuss the study with someone
independent of the research team you can contact the
local NHS Patient Advice and Liaison Service (PALS) or
local equivalent on; <Local PALS or eguivalent telephone
number to go here>

FEMuR IIf Patient PISC V4.0 19/09/2019
IRAS Project ID: 246828
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<<Locai NHS Logo 1o go here>>

Fracture in the

Elderly
 Multidisciplinary

Rehabilitation | <Trust/Site address 15
I <Trust/Site address 2>

To be completed by the Researcher: I | I I | I I I | I l | I

Site Name:
Participant Study Number | | I
Patient Initials: Participant DOB: NI EEEER

Once you have read and understood each statement please enter your initials in each box

nitial

Example: I confirm that | have read and understand the Participant Information Sheet.

| have read and understood the information sheet for this study. | have had the opportunity to ask guestions
and have had these answered satisfactorily.

| understand that participation is voluntary and that | am free to withdraw from the study at any time, without
giving a reason, and without my care or legal rights being affected. | understand that in some cases further
information sbout any unwanted effects of treatment may need to be collected by the study team.

| understand that my datz will be retained for 3 maximum of 25 years =t site and by the Liverpool Clinical Trizls
Centre (LCTC,) part of the University of Liverpool and that they will be stored in 3 confidential manner.

| give permission for a copy of my consent form which will include my name and date of birth, postcode and
NHS number to be sent to the members of the FEMUR Il research team [where it will be kept in 3 secure
location), to allow confirmation that my consent was given.

| understand that relevant sections of my medical notes and any data collected during the study may be
iooked at by authorised individuals from the study team and those listed under “Additional information” {NHS
organisation, sponsor and regulztory autherities). | give permission for these individuals to have access to my
records.

| zgree to allow information or results arizing from this study to be used in future hezlthcare and/or medical
research in a pseudo-znonymised form.

| agree to my GP being informed of my participation in the study.

| agres for my data on NHS hospital admissions and treatment to be collected for the purpose of this study
and understand this will include both routine paper and electronic NHS health care records covering the study
period for health economic analysis.

w

| agre= for my routine electronic data from Therapy Management systems to be collected for the purpose of
this study and understand that this will include both routine paper and electronic NHS health care records
covering the study period for qualitative research purposes.

10.

| zgree to tzke part in the above study.

The statements below are OPTIONAL (you can still participate even if you only agree to the statements
above):

1l

| agree that | may be contacted in the future in relation to this or other related studies.

FEMuR IIl Patient PISC V4.0 19/05/2019
IRAS Project 1D: 246828
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12. | agree to being contacted by a study researcher to conduct 3 qualitative interview and for the interview to be

recorded.

{if you agree to this statement provide your details below):

l Telephone number: J l | I | |

[ |

Your full name (please print):

Your signature:

To be completed by a witness only if participant is unable to sign the consent form:

Witness full name (please
print):

Witness signature:

Date:

To be completed by the Researcher {on the same day after participant has completed the form):

Researcher full name {pleas= print):

Researcher signature:

| Date: |

Additional details required for health economic analysis:

Participant postcode:

Participant NHS Number:

FEMuR Ili Patient PiSC V4.0 19/09/2019
IRAS Project 1D: 246828
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BMJ Open

Fracture in the

Elderly

Multidisciplinary
Rehabilitation 11

FEMuR Il Carer Participant Information Sheet and Informed Consent Forms

<<Local NHS Logo to go here>>

<Trust/Site address 1>
<Trust/Site address 2>
<Trust/Site address 3>
<postcode>

Tel: <telephone number>

Carer Participant Information Sheet

You are invited to take part in FEMuR |1l

Why are we doing the FEMuR |Il study?

What is the Enhanced Rehabilitation Package?
Why have | been asked to take part?

What will | have to do if | take part?

Timeline of visits

How will | know which treatment I'm going to
have?
What are the benefits and risks of taking part?

What are the alternatives for treatment?

Do | have to take part?

What happens if | change my mind?

Will my participation be kept confidential?
What will happen to the results of the study?
What if there is a problem?

Additional information

Contacts for further information

Consent Form

w w NN N e

~N o0 o s A A W oW

Thank you for taking the time to read this information
sheet. We hope you will find this information helpful.

If you have any questions about this study please talk to
your research team:

If you would like a large print version of this information
sheet please ask your research team.

<Add contact details for PI/RN i.e., name and
telephone number>

Website: Femur3study.co.uk

FEMuR Il Carer PISC V4.0 15/05/2019
IRAS Project ID: 246828

Important things to know about FEMUR lii:

» FEMUR Ill aims to compare a new enhanced
rehabilitation package with standard NHS care for
patients who have had surgery to repair a hip
fracture.

7 After surgery, some patients take a long time to
recover, and others may not recover fully.

7 Additional care Is often provided by members of
the family or close friends, and usually involves
helping hip fracture patients with activities
associated with daily living or physical care.

> You have been given this information sheet as you
are a carer of someone who is potentially eligible to
take part.

» Before you decide whether or not to take part it is
important for you to understand why the research
is being done and what it will involve for you.
Please take time to read the following information
carefully and discuss it with friends or relatives if
you wish.

» Taking part is voluntary. If you don’t want to take
part then you don't need to give a reason.

» Please ask a member of the clinical team if there is
anything that is not clear, or if you would like more
information.

The FEMuR Il study hopes to collect information to help
provide evidence about the best way to treat patients
who are recovering from hip repair surgery after a
fracture. Hip fractures are common and often need to
be surgically repaired. Once patients are discharged, the
routine care they receive can vary depending on local
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NHS policy and they often require additional help at
home from family members or friends.

FEMuR Ill will compare an enhanced rehabilitation
programme we have designed against the normal care
given by the NHS. We want to see if one offers any
additional benefit over the other. To do this, we are
asking 446 patients and their carers to take part. We will
follow progress in the 12 months after surgery and
collect information from you during that time so we can
see how you both are.

The enhanced rehabilitation package is made specifically
for each patient and we think this should improve
recovery. The enhanced rehabilitation package mixes
extra therapy with self-help tools which aim to help
patients improve aspects of their own recoverye.g.,
build confidence in trying exercises by themselves. We
also hope that this will help the people caring for hip
fracture patients by reducing the level of care they need
to provide as patients may be able to recover
independence quicker.

The enhanced rehabilitation package we have designed
involves additional rehabilitation sessions and patients
will be given a workbook and a goal-setting diary to
complete during the first few months of recovery. Carers
will be given guestionnaires to complete so we can lock
at how much help you are providing and how you are

managing.

In order to compare the enhanced rehabilitation
package with standard NHS care we are asking 446
people aged 60 and over, who have had hip repair
surgery, to take part in our study. We will follow their
progress in the 12 months after surgery and collect
information from them and from you (as their carer)
during that time so we can see how you both are. The
information we collect will help us to see whether there
is a difference between those pecple who have standard
NHS treatment and those who receive standard NHS
treatment and the enhanced rehabilitation package.

We are inviting you to take part in this study because
you are a carer of a patient who has recently had

FEMuR IIl Carer PISC V4.0 18/09/2019
IRAS Project ID: 246828

surgery to repair a hip fracture at one of the hospitals
taking part

A member of the clinical team will talk to you firstin
more detail and you will be able to ask any questions
that you have. If you have had all of your questions
answered and are happy to take part then you will be
asked to sign a consent form to confirm you want to
participate. You will be given a copy of the consent form
and the information sheet to keep.

If you do decide to take part and have given your
consent, we will ask you to complete some
questionnaires so we can see how you are feeling. These
may take around 15 minutes to complete.

We will arrange an appointment with your
friend/relative around 4 months after surgery to see
how they are getting on. This will involve a member of
the research team coming out to visit your
friend/relative and we would like to ask that you be
present too. At the visit, we will ask you to compiete the
same questionnaires that you completed at the start, so
that we can see if there is any difference in how you are
feeling. At around 12 months after the surgery we will
arrange one more visit to complete the questionnaires
again so that we can see if anything has changed.

We may also telephone you after the 4-month visit to
ask some questions about how you are finding being
involved in the study. This will give you a chance to give
some feedback on your experiences as well as your
views on the care your friend/relative is receiving. Not
all carers will receive a phone call. We aim to call 30
carers who have agreed to take part. We will offer youa
£30 shopping voucher for your time and inconvenience
in taking part in the telephone interview.

Page 2of 6

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

Page 52 of 60


http://bmjopen.bmj.com/

Page 53 of 60

oNOYTULT D WN =

QuuuuuuuuuubdbbdDDdDDDDMDMNDEDMNDWWWWWWWWWWRNNNNNNNNNN= =2 2 29299230999
VWO NOOCULLhAWN-_rOCVONOOCTULDWN—_,rOCVOONOOCULDDWN=—_,rOUOVUONOOCULPMNWN—_ODOVUONOUVPSD WN =0

BMJ Open

E into st
Consent You can discuss the study with the research

team and If you decide to be involved you
will complete some questionnaires,

Follow-up Visit
You and your friend/relative will be visited
4 .-—. by a member of the research team.
months You will complete the same questionnaires
again to see If anything has changed.

(Optional) If you agree we may arrange a

After 4 phone call with one of our researchers to

chonthe . ask questions about how you are finding
being involved In the study.

Follow up Visit

12 You and your friend/relative will be visited
dd . by a member of the research team.

You will complete the same quastionnaires
again to see If anything has changed.

months

Vv

In the FEMUR Il study patients will be split into two
groups at random:

+ One group will receive normal NHS care

+ The other group will receive the enhanced
rehabilitation package

In the FEMuR Il study participants are equally as likely
to be in the group receiving normal NHS care as in the
group receiving the enhanced programme. The
healthcare team will let you know which group your
friend/relative is in as soon as possible.

We are not sure whether routine NHS care or the
enhanced therapy programme is best but we anticipate
that both will aid patient recovery following surgery.

FEMuR IIl Carer PISC V4.0 19/05/2019
IRAS Project 1D: 246828

We do not foresee any significant risks involved in taking
part in FEMuR I, although the assessments will take up
some time. It is also possible that the enhanced
rehabilitation programme will take up more of your time
if your friend/relative receives additional therapy
sessions that you may have to support them with.

We hope that the results from the study will help
doctors, therapists, patients and their carers in the
future when making decisions about treatment.

Patients recovering from hip fracture repair will get
standard NHS treatment, though this may vary in
different areas. In this study every patient will get
standard NHS treatment even if they are in the
enhanced rehabilitation group. Currently, there are no
other alternative treatment programmes available,

No, taking part is voluntary. It is up to you to decide
whether or not you want to take part. If you choose to
take part you can also choose to stop at any time
without giving a reason. This will not affect the care
received by your friend/relative or how you are treated.

If at any point you decide to stop taking part in the study
we will not collect any further information from you. We
will use any study information collected up until the
time you stop taking part.

Yes. All information collected about you during the
course of the study will be handled according to relevant
ethical and legal requirements. Your personal
information will be kept strictly confidential and will only
be accessed by people working on the study, or working
to ensure the study is being run correctly.

You will be given a study number, which will be used
along with your initials to identify you on each paper
form. Your full name and telephone number will be
included on your consent form and a copy of this will be
sent to the study team at the coordinating centre for the
study, the Liverpool Clinical Trials Centre (LCTC.) There
may be instances (depending on your local NHS,) when a
copy of your contact details will need to be sent to other
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locations or Universities within your local area to
arrange your follow up visits. Only members of the
FEMUR Il team will be given access to your contact
details, they will be heid securely and destroyed after
your final follow-up.We will ask for your telephone
number so that we can contact you for the telephone
interviews during the study. Your telephone number will
not be used for anything else without your consent.

The University of Liverpool is the sponsor for this study
based in the United Kingdom. The University of
Liverpool along with Bangor University will be using
information from you in order to undertake this study
and act as the joint data controliers for this study. This
means that both joint data controllers are responsible
for looking after your information and using it properly.
The University of Liverpool will keep identifiable
information about you for a maximum of 25 years after
the study has finished. Arrangements for confidential
destruction will then be made.

Your rights to access, change or move your information
are limited, as we need to manage your information in
specific ways in order for the research to be reliable and
accurate. If you withdraw from the study, we will keep
the information about you that we have already
obtained. To safeguard your rights, we will use the
minimum personally-identifiable information possible.

You can find out more about how we use your
information in the “How we use your information”
section on the trial website Femur3study.co.uk

Your friend/relative’s NHS hospital and/or community
health team will collect information from you for this
research study in accordance with our instructions.

The only people working on the studywho will have
access to information that identifies you will be people
who need to confirm your participation in the study,
contact you after 4 months to ask you questions about
taking part in this study or audit the data collection
process. The people who analyse the information will
not attempt to identify you or find out your name or
contact details.

Your friend/relative’s NHS hospital and/or community
health team will keep identifiable information about you
from this study for up to a maximum of 25 years after
the study has finished.

FEMuR IIl Carer PISC V4.0 19/09/2019
IRAS Project ID: 246828

When you agree to take part in a research study, the
information you give may be provided to researchers
running other research studies in this organisation and
in other organisations. These organisations may be
universities, NHS organisations or companies involved in
health and care research in this country or abroad. Your
information will only be used by organisations and
researchers to conduct research in accordance with

the UK Policy Framework for Health and Social Care
Research.

This information will not identify you and will not be
combined with other information in a way that could
identify you. The information will only be used for the
purpose of health and care research, and cannot be
used to contact you or to affect your care. It will not be
used to make decisions about future services available
to you, such as insurance.

It is intended that the results of the study will be
presented at conferences and published in medical
journals so that we can explain to the medical, nursing
and therapies’ community what our research results
have shown. Confidentiality wiil be ensured at all times
and you will not be identified in any publication.

If you have a concern about any aspect of this study, you
should ask to speak with one of the research team who
will do their best to answer your guestions.

If at any time during the study you feel distressed or
anxious please speak to your research team, a therapist
or contact your GP.

If you wish to make a formal complaint, you can do this
through the NHS Complaints Procedure. Details can be
obtained from the hospital.

Every care will be taken in the course of this clinical
study. However, in the unlikely event that you are
harmed by taking part in this research project,
compensation may be available and you may have te
pay your related legal costs. The University of Liverpcol
holds insurance against claims from participants for
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harm caused by their participation in this clinical trial.
Participants may be able to claim compensation if they
can prove that the University of Liverpool has been
negligent. However, if you are harmed and this is due to
someone’s negligence in the NHS, then you may have
grounds for a legal action for compensation against the
NHS, but you may have to pay for your legal costs. The
normal NHS complaints procedures should be available
to you. The study spensor accepts ne liability for
negligence on part of your NHS organisation’s
employees.

The University of Liverpool is responsible for managing
this study; they have asked that the day to day running
of the study is carried out by the Liverpool Clinical Trial
Centre (LCTC)part of the University of Liverpool.
Additional support is provided by other researchers
from participating universities (the study team).

This study is funded by the National Institute for Health
Research’s Health Technology Assessment programme
(ref- 16/167/09).

The study has been reviewed by the National institute
for Health Research (NIHR), Health Research Authority
and the National Research Ethics Service Committee.
Tyne and Wear South reviewed the study and given
approval for it to take place.

The views expressed are those of the author(s) and not
necessarily those of the NHS, the NIHR or the
Department of Health.

Thank you for reading this
information sheet.

If you would like more information or have any
guestions about the FEMuR Ill study please talk to:

Principal Investigator: <Pl name to go here>
Research Nurse: <RN name to go here>
Telephone: <Hospital contact number to go here>
Or visit the website: Femur3study.co.uk

If you wish to discuss the study with someone
independent of the research team you can contact the

FEMuR IIl Carer PISC V4.0 19/09/2019
IRAS Project 1D: 246828
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Fracture in the <<Local NHS Logo to go here>>

Elderly
Multidisciplinary

Rehabilitation I <Trust/site address 1>
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<Trust/Site address 2
<Trust/Site address 3>
<postcodes
Carer Participant Consent Form Tel <telephone number>
To be compieted by the Researcher: ||||||||||||||||
Site Name:
Carer Study Number Carer Initials:
Participant Study Number
To be completed by the carer:
Once you have read and understood each statement please enter your initials in each box Initial

Example: | confirm that | have read and understand the Participant Information Sheet.

1

| have read and understood the information sheet for this study. | have had the opportunity to ask questions
and have had these answered satisfactorily.

| understand that participation is voluntary and that | am free to withdraw from the study at any time, without
giving a reason, and without my care or legal rights being affected.

| understand that my data will be retained for a maximum of 25 years at site and by the Liverpool Cinical Trials
Centre (LCTC) part of the University of Liverpool and that they will be stored in a confidential manner.

| give permission for a copy of my consent form which will include my name and telephone number to be sent
to members of the FEMUR Ill team (where it will be kept in a secure location), to allow confirmation that my
consent was given.

| understand that any data collected during the study may be looked at by authorised individuals from the study
team and those listed under “Additional information” {NHS organisation, sponsor and regulatory authorities). |
give permission for these individuals to have access to my records.

| agree to allow information or results arising from this study to be used in future healthcare and/or medical
research in a pseudo-anonymised form.

| agree to take part in the above study.

The statements below are OPTIONAL {you can still participate even if you only agree to the statements
above):

| agree that | may be contacted in the future in relation to this or other related studies.

| agree to being contacted by a study researcher to conduct 2 qualitative interview and for the interview to be
recorded.

Telephone number: | | | | | | | | I | | | |

(i you agree to this statement provide your details below):

J OO0 00000E

Your full name {please print}:

Your signature: | Date:

To be completed by the Researcher (after carer has completed the form):

Resesarcher full name {please print):

Researcher signature: Date:

FEMUR Ill Carer PISC V4.0 13/09/2019

IRAS Project ID: 246828
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FEMuR Il SPIRIT Checklist

SPIRIT 2013 Checklist: Recommended items to address in a clinical trial protocol and related

documents*

BMJ Open

B SPIRIT

v

STANDARD PROTOCOL ITEMS: RECOMMENDATIONS FOR INTERVENTIONAL TRIA

Section/item

Item Description
No

Addressed
on page
number

Administrative information

Title

Trial
registration

Protocol
version

Funding

Roles and
responsibilities

1 Descriptive title identifying the study design,
population, interventions, and, if applicable, trial
acronym

2a Trial identifier and registry name. If not yet

registered, name of intended registry

2b All items from the World Health Organization Trial
Registration Data Set

3 Date and version identifier

4 Sources and types of financial, material, and other
support

5a Names, affiliations, and roles of protocol contributors

5b Name and contact information for the trial sponsor

5c Role of study sponsor and funders, if any, in study
design; collection, management, analysis, and
interpretation of data; writing of the report; and the
decision to submit the report for publication,
including whether they will have ultimate authority
over any of these activities

5d Composition, roles, and responsibilities of the

coordinating centre, steering committee, endpoint
adjudication committee, data management team,
and other individuals or groups overseeing the trial, if
applicable (see Item 21a for data monitoring
committee)
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Introduction
Background and 6a Description of research question and justification for 6,7
rationale undertaking the trial, including summary of relevant

studies (published and unpublished) examining

benefits and harms for each intervention

6b Explanation for choice of comparators 6,7

Objectives 7 Specific objectives or hypotheses 8
Trial design 8 Description of trial design including type of trial (eg,

parallel group, crossover, factorial, single group), 9

allocation ratio, and framework (eg, superiority,
equivalence, noninferiority, exploratory)

Methods: Participants, interventions, and outcomes

Study setting

Eligibility
criteria

Interventions

9 Description of study settings (eg, community clinic, 9
academic hospital) and list of countries where data
will be collected. Reference to where list of study
sites can be obtained

10 Inclusion and exclusion criteria for participants. If 9,10
applicable, eligibility criteria for study centres and
individuals who will perform the interventions (eg,
surgeons, psychotherapists)

11a Interventions for each group with sufficient detailto  10-12
allow replication, including how and when they will
be administered

11b  Criteria for discontinuing or modifying allocated 11,12
interventions for a given trial participant (eg, drug
dose change in response to harms, participant
request, or improving/worsening disease)

11c  Strategies to improve adherence to intervention 12,18-21
protocols, and any procedures for monitoring
adherence (eg, drug tablet return, laboratory tests)

11d Relevant concomitant care and interventions that are 10,11
permitted or prohibited during the trial
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Outcomes

Participant
timeline

Sample size

Recruitment

BMJ Open

12 Primary, secondary, and other outcomes, including
the specific measurement variable (eg, systolic blood
pressure), analysis metric (eg, change from baseline,
final value, time to event), method of aggregation
(eg, median, proportion), and time point for each
outcome. Explanation of the clinical relevance of
chosen efficacy and harm outcomes is strongly
recommended

13 Time schedule of enrolment, interventions (including
any run-ins and washouts), assessments, and visits for
participants. A schematic diagram is highly
recommended (see Figure)

14 Estimated number of participants needed to achieve
study objectives and how it was determined,
including clinical and statistical assumptions
supporting any sample size calculations

15 Strategies for achieving adequate participant
enrolment to reach target sample size

Methods: Assignment of interventions (for controlled trials)

Allocation:

Sequence 16a  Method of generating the allocation sequence (eg,

generation computer-generated random numbers), and list of
any factors for stratification. To reduce predictability
of a random sequence, details of any planned
restriction (eg, blocking) should be provided in a
separate document that is unavailable to those who
enrol participants or assign interventions

Allocation 16b  Mechanism of implementing the allocation sequence

concealment (eg, central telephone; sequentially numbered,

mechanism opaque, sealed envelopes), describing any steps to

conceal the sequence until interventions are assigned

Implementat 16c  Who will generate the allocation sequence, who will

ion

Blinding
(masking)

enrol participants, and who will assign participants to
interventions

17a  Who will be blinded after assignment to interventions
(eg, trial participants, care providers, outcome
assessors, data analysts), and how
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If blinded, circumstances under which unblinding is
permissible, and procedure for revealing a
participant’s allocated intervention during the trial

Methods: Data collection, management, and analysis

Data collection 18a
methods

18b
Data 19
management
Statistical 20a
methods

20b

20c

Methods: Monitoring

Plans for assessment and collection of outcome,
baseline, and other trial data, including any related
processes to promote data quality (eg, duplicate
measurements, training of assessors) and a
description of study instruments (eg, questionnaires,
laboratory tests) along with their reliability and
validity, if known. Reference to where data collection
forms can be found, if not in the protocol

Plans to promote participant retention and complete
follow-up, including list of any outcome data to be
collected for participants who discontinue or deviate
from intervention protocols

Plans for data entry, coding, security, and storage,
including any related processes to promote data
quality (eg, double data entry; range checks for data
values). Reference to where details of data
management procedures can be found, if not in the
protocol

Statistical methods for analysing primary and
secondary outcomes. Reference to where other
details of the statistical analysis plan can be found, if
not in the protocol

Methods for any additional analyses (eg, subgroup
and adjusted analyses)

Definition of analysis population relating to protocol
non-adherence (eg, as randomised analysis), and any
statistical methods to handle missing data (eg,
multiple imputation)
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32-34

16,17

16,17

17-21
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Data 21a
monitoring

21b
Harms 22
Auditing 23

BMJ Open

Composition of data monitoring committee (DMC);
summary of its role and reporting structure;
statement of whether it is independent from the
sponsor and competing interests; and reference to
where further details about its charter can be found,
if not in the protocol. Alternatively, an explanation of
why a DMC is not needed

Description of any interim analyses and stopping
guidelines, including who will have access to these
interim results and make the final decision to
terminate the trial

Plans for collecting, assessing, reporting, and
managing solicited and spontaneously reported
adverse events and other unintended effects of trial
interventions or trial conduct

Frequency and procedures for auditing trial conduct,
if any, and whether the process will be independent
from investigators and the sponsor

Ethics and dissemination

Research ethics 24
approval

Protocol 25
amendments
Consent or 26a
assent

26b

Confidentiality 27

Declaration of 28
interests

Plans for seeking research ethics
committee/institutional review board (REC/IRB)
approval

Plans for communicating important protocol
modifications (eg, changes to eligibility criteria,
outcomes, analyses) to relevant parties (eg,
investigators, REC/IRBs, trial participants, trial
registries, journals, regulators)

Who will obtain informed consent or assent from
potential trial participants or authorised surrogates,
and how (see Item 32)

Additional consent provisions for collection and use
of participant data and biological specimens in
ancillary studies, if applicable

How personal information about potential and
enrolled participants will be collected, shared, and
maintained in order to protect confidentiality before,
during, and after the trial

Financial and other competing interests for principal
investigators for the overall trial and each study site
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16,31

21

21

21

21

14,15

N/A

14,15,
Appendice
s 1&2
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Access to data 29

Ancillary and 30
post-trial care

Dissemination 31la
policy

31b
31c
Appendices
Informed 32
consent
materials
Biological 33
specimens

BMJ Open

Statement of who will have access to the final trial
dataset, and disclosure of contractual agreements
that limit such access for investigators

Provisions, if any, for ancillary and post-trial care, and
for compensation to those who suffer harm from trial

participation

Plans for investigators and sponsor to communicate
trial results to participants, healthcare professionals,
the public, and other relevant groups (eg, via
publication, reporting in results databases, or other

data sharing arrangements), including any publication

restrictions

Authorship eligibility guidelines and any intended use

of professional writers

Plans, if any, for granting public access to the full
protocol, participant-level dataset, and statistical
code

Model consent form and other related
documentation given to participants and authorised
surrogates

Plans for collection, laboratory evaluation, and
storage of biological specimens for genetic or
molecular analysis in the current trial and for future
use in ancillary studies, if applicable

22

Appendice
s 1&2

N/A

*It is strongly recommended that this checklist be read in conjunction with the SPIRIT 2013
Explanation & Elaboration for important clarification on the items. Amendments to the
protocol should be tracked and dated. The SPIRIT checklist is copyrighted by the SPIRIT
Group under the Creative Commons “Attribution-NonCommercial-NoDerivs 3.0 Unported”

license.
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