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Abstract

A Very Early Rehabilitation Trial after stroke (AVERT):
a Phase lll, multicentre, randomised controlled trial
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Background: Mobilising patients early after stroke [early mobilisation (EM)] is thought to contribute to the
beneficial effects of stroke unit care but it is poorly defined and lacks direct evidence of benefit.

Objectives: We assessed the effectiveness of frequent higher dose very early mobilisation (VEM) after stroke.

Design: We conducted a parallel-group, single-blind, prospective randomised controlled trial with blinded
end-point assessment using a web-based computer-generated stratified randomisation.

Setting: The trial took place in 56 acute stroke units in five countries.

Participants: We included adult patients with a first or recurrent stroke who met physiological
inclusion criteria.

Interventions: Patients received either usual stroke unit care (UC) or UC plus VEM commencing within
24 hours of stroke.

Main outcome measures: The primary outcome was good recovery [modified Rankin scale (mRS) score
of 0-2] 3 months after stroke. Secondary outcomes at 3 months were the mRS, time to achieve walking
50 m, serious adverse events, quality of life (QoL) and costs at 12 months. Tertiary outcomes included a
dose-response analysis.

Data sources: Patients, outcome assessors and investigators involved in the trial were blinded to
treatment allocation.

Results: We recruited 2104 (UK, n = 610; Australasia, n = 1494) patients: 1054 allocated to VEM and
1050 to UC. Intervention protocol targets were achieved. Compared with UC, VEM patients mobilised

4.8 hours [95% confidence interval (Cl) 4.1 to 5.7 hours; p < 0.0001] earlier, with an additional three
(95% Cl 3.0 to 3.5; p < 0.0001) mobilisation sessions per day. Fewer patients in the VEM group (n = 480,
46%) had a favourable outcome than in the UC group (n =525, 50%) (adjusted odds ratio 0.73, 95% Cl
0.59 t0 0.90; p = 0.004). Results were consistent between Australasian and UK settings. There were no
statistically significant differences in secondary outcomes at 3 months and QoL at 12 months. Dose—response
analysis found a consistent pattern of an improved odds of efficacy and safety outcomes in association

with increased daily frequency of out-of-bed sessions but a reduced odds with an increased amount of
mobilisation (minutes per day).
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ABSTRACT

Limitations: UC clinicians started mobilisation earlier each year altering the context of the trial. Other
potential confounding factors included staff patient interaction.

Conclusions: Patients in the VEM group were mobilised earlier and with a higher dose of therapy than
those in the UC group, which was already early. This VEM protocol was associated with reduced odds of
favourable outcome at 3 months cautioning against very early high-dose mobilisation. At 12 months,
health-related QoL was similar regardless of group. Shorter, more frequent mobilisation early after stroke
may be associated with a more favourable outcome.

Future work: These results informed a new trial proposal [A Very Early Rehabilitation Trial — DOSE
(AVERT-DOSE)] aiming to determine the optimal frequency and dose of EM.

Trial registration: The trial is registered with the Australian New Zealand Clinical Trials Registry number
ACTRN12606000185561, Current Controlled Trials ISRCTN98129255 and ISRCTN98129255.

Funding: This project was funded by the National Institute for Health Research (NIHR) Health Technology
Assessment programme and will be published in full in Health Technology Assessment; Vol. 21, No. 54.
See the NIHR Journals Library website for further project information. Funding was also received from the
National Health and Medical Research Council Australia, Singapore Health, Chest Heart and Stroke
Scotland, Northern Ireland Chest Heart and Stroke, and the Stroke Association. In addition, National
Health and Medical Research Council fellowship funding was provided to Julie Bernhardt (1058635), who
also received fellowship funding from the Australia Research Council (0991086) and the National Heart
Foundation (G0O4M1571). The Florey Institute of Neuroscience and Mental Health, which hosted the trial,
acknowledges the support received from the Victorian Government via the Operational Infrastructure
Support Scheme.
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AVERT intervention protocol A protocol for use by clinical staff to guide the delivery of the very early
mobilisation and usual care interventions.

AVERT Online A password-protected, trial-specific web-based management system.

Contamination When the witnessing of a different intervention makes others change their usual care
practice (consciously or unconsciously).

Counting mobilisations If a patient performs a mobilisation (e.g. walks to toilet with help or is sat out of
bed) and then rests for 5 minutes, then their next mobilising activity (e.g. walking back from the toilet or
getting back into bed) constitutes another mobilisation.

Dose A session of mobilisation given to AVERT patients.

Early mobilisation Starting out of bed, sitting, standing and walking early after stroke with no defined
time from stroke onset.

Excessive fatigue \When the patient reports a score of > 13 on the Borg Perceived Exertion Scale and/or
AVERT staff assess that the patient is excessively fatigued (e.g. the patient’s functional performance
worsens significantly during the intervention).

Mobilisation The patient is assisted and encouraged in functional tasks, including activities such as sitting
over the edge of the bed, standing up, sitting out of bed and walking. Upper limb movement was
intended to be integrated into functional activities as appropriate. Mobilisations were performed by the
AVERT nurse and/or the AVERT physiotherapist. Support staff, such as therapy assistants and students,
could also be trained to provide mobilisations.

Nurse's record of mobilisation sessions The time each session started and the type of each session was
recorded on AVERT Online or, if the website was not available, data were temporarily recorded on the
paper nurses recording form until such time it could be entered online.

Physiotherapist’'s record of mobilisation session The date and time each session started, the minutes
and content of each session were recorded via AVERT Online. If the online forms were unavailable, paper
therapist recording forms could be used to temporarily collect the information until such time it could be
entered online.

Time to first mobilisation The time from stroke onset to the time of the patient’s first mobilisation out
of bed (assisted or independent). This did not include the initial assessment by the AVERT physiotherapist.

Transient ischaemic attack Stroke-like symptoms that resolve completely within 24 hours.

Very early The earliest possible time after a consented patient had suffered a stroke to their first
mobilisation intervention (< 24 hours).

Very early mobilisation The earliest possible time after a consented patient had a stroke to their first
out-of-bed mobilisation.
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Plain English summary

D espite the many recent improvements in stroke care, it is not clear which components are the most
important. Early active rehabilitation (mobilisation) represents a simple treatment that could be
provided for the majority of people with a stroke.

This clinical trial included people admitted to hospital with a stroke in 56 hospitals in five countries

(UK, Australia, New Zealand, Malaysia and Singapore). Those who agreed to participate were assigned at
random to either usual care (UC) in the stroke unit or very early mobilisation (VEM) (assisted to get out of
bed within 24 hours of the first sign of stroke). This continued frequently for the first 14 days or until
discharge from the stroke unit. All participants were followed up wherever they were living 3 months and
12 months later. A trained health-care worker gathered information about their ability to move about,
their ability to carry out everyday activities, their mood, their quality of life and any costs associated with
their care.

A total of 2104 participants took part in the trial. At 3 months, fewer participants in the VEM group were
independent in everyday activities (n = 480, 46%) than in the UC group (n =525, 50%). There were no
significant differences in any of the other trial measures. Further analysis indicated that a good recovery
might be best achieved with short bursts of mobilisation activity repeated regularly.

Using the information from this study, we are planning a new trial to better understand how early stroke
rehabilitation can be delivered to maximise every patient’s recovery.

© Queen'’s Printer and Controller of HMSO 2017. This work was produced by Langhorne et al. under the terms of a commissioning contract issued by the Secretary of State for
Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science
Park, Southampton SO16 7NS, UK.

XXi






DOI: 10.3310/hta21540 HEALTH TECHNOLOGY ASSESSMENT 2017 VOL. 21 NO. 54

Scientific summary

Background

The last two decades has seen a substantial change in the way that stroke patients are managed. We

now have several interventions available that have good evidence of benefit for acute stroke patients.
Arguably the most important of these is stroke unit care, which comprises a complex package of specialist
multidisciplinary stroke care involving nurses, therapists and doctors. However, this is a complex intervention
and it is difficult to provide firm advice on the key components of stroke unit care. Many descriptive studies
have reported that early mobilisation (EM) (starting out of bed, sitting, standing and walking early after
stroke) is believed to be an important contributor to the benefit of stroke units. However, EM is poorly
described and defined. This trial focuses on very early mobilisation (VEM) commencing within 24 hours of
stroke onset as a key component of stroke unit care.

Very early mobilisation comprises the commencement of sitting, standing and walking training out of bed
after stroke within 24 hours of stroke onset, using a clinical protocol that tailors the activity to the severity
of stroke. The biological rationale for VEM is based on the following.

1. There is good evidence that bed rest is often harmful.

2. Some of the most common and serious complications after stroke are those related to immobility.

3. Modern concepts of brain recovery after injury suggest a window of opportunity for exploiting brain
plasticity and encouraging repair.

However, there are also concerns about the potential harm of VEM and, in particular, due to reduced
cerebral blood flow caused by adopting an upright position too early. In view of these uncertainties,
Professor Julie Bernhardt of the University of Melbourne began the A Very Early Rehabilitation Trial
(AVERT) programme of work. This comprised Phase | observational studies, followed by a Phase Il safety
and feasibility randomised controlled trial (RCT) and, finally, the main multicentre international RCT (AVERT
Phase IIl) that is reported here.

Objectives

The primary aim of this trial was to investigate the effectiveness of a protocol to implement VEM after
stroke; with commencement of frequent out-of-bed activity within 24 hours of stroke onset, compared
with usual care (UQ).

The objectives of AVERT were to address four main questions.

Does VEM reduce death and disability at 3 months post stroke?

Does VEM reduce the number and severity of complications at 3 months post stroke?
Does VEM improve quality of life (QoL) at 12 months post stroke?

Is VEM cost-effective?

HwnN =

Methods

The AVERT was a pragmatic, prospective, parallel-group, multicentre, international, RCT with blinded
assessment of outcomes and an intention to treat analysis. The National Institute for Health Research
(NIHR) Health Technology Assessment (HTA) programme grant supported the UK component of the trial.

© Queen'’s Printer and Controller of HMSO 2017. This work was produced by Langhorne et al. under the terms of a commissioning contract issued by the Secretary of State for

Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals XX|||
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be

addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science

Park, Southampton SO16 7NS, UK.



XXiv

SCIENTIFIC SUMMARY

Setting
Acute stroke units in 56 hospitals in five countries: UK (England, Scotland, Northern Ireland and Wales),
Australia, New Zealand, Malaysia and Singapore.

Participants

Acute stroke patients (confirmed first or recurrent stroke, cerebral infarct or intracerebral haemorrhage)
who were admitted to a stroke unit within 24 hours of symptom onset. Treatment with recombinant tissue
plasminogen activator (rtPA) was allowed with the agreement of the responsible clinician. Exclusion criteria
included significant premorbid disability, competing care needs or acute medical instability.

Procedures

Informed consent was obtained from the patient or their nominated representative. Patients were invited
to take part in a trial that was testing ‘different types of rehabilitation’. Baseline data were entered on the
AVERT Online electronic data capture system prior to randomisation.

Randomisation

After entry of baseline data, the online system allocated the patient to a treatment group using a 1: 1
ratio, with computer-generated block randomisation stratified for site and severity. Patients were allocated
to receive either UC alone or VEM in addition to UC. The VEM intervention commenced as soon as
patients were recruited and lasted for 14 days, or until the patient was discharged from the stroke unit
(whichever was sooner). Following randomisation, baseline patient data were collected on baseline
demography, mobility scale for acute stroke, star cancellation test and time to first mobilisation (TTFM).

Interventions

The AVERT intervention protocol was followed for all patients randomised. Regardless of intervention
group, the AVERT nurses and physiotherapists recorded information about all mobilisations via the online
trial system.

Usual care was provided at the discretion of the individual sites. Trial staff documented usual stroke unit
care at their site. At each site, UC was monitored to ensure that UC did not change, or changes
were clarified.

The VEM intervention comprised the following key features.

It was to begin within 24 hours of stroke onset.

It was to focus on out-of-bed sitting, standing and walking activities.

VEM was delivered in at least three out-of-bed sessions in addition to UC.

Nursing and physiotherapy mobilisations were titrated according to patient functional level.

Patients allocated to VEM were managed by physiotherapy and nursing staff trained in the study procedures
(AVERT nurses and physiotherapists), who followed a prescribed approach based on the baseline assessment
of patient abilities from level one (fully dependent) to level four (little or no dependence). Usual risk
assessments and lifting policies were applied to all mobilisations. Prior to, and during, the first mobilisation,
an assessment of physiological variables was required and mobilisation was stopped if physiological variables
changed beyond specified limits. VEM activities were repeated and varied as appropriate and could be
reduced if associated with excessive fatigue. Nurses and therapists frequently worked together, but on
Saturdays the AVERT nurse was responsible for providing and recording mobilisations.

The UC group received usual post-stroke care and the number and type of mobilisations were not
prescribed but were recorded. AVERT Online was used to record therapy and nursing input to both VEM
and UC groups and any deviations to the protocol were documented and reported. Care was taken not to
record VEM interventions in the routine clinical records.
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Blinding
Several steps were taken to maintain the integrity of the trial.

Patients and families were not told of their allocation group.

Treatment allocation was not written in the medical records.

AVERT staff ensured that other staff were not aware of treatment allocation.

The blinded outcome assessor was remote from the ward and did not have contact with any
clinical care.

Outcomes

The primary outcome was survival without major disability [modified Rankin scale (mRS) score of 0-2] at

3 months after stroke. Secondary efficacy outcomes were an assumption-free ordinal shift across the range
of the mRS, time (days) to walk 50 m unassisted and the proportion of patients achieving unassisted
walking by 3 months. Secondary safety outcomes at 3 months were fatal and non-fatal serious adverse
events (SAEs). SAEs of interest were neurological (stroke progression and recurrent stroke) and immobility
related (pulmonary embolism, venous thrombosis, urinary tract infection, pressure sores and pneumonia).
All fatal and non-fatal SAEs were reported according to standard definitions and independently
adjudicated. At 12 months, an assessment of health-related quality of life (HRQoL) was made, using the
assessment of quality of life, with costs assessed using a resources questionnaire.

Subgroup analyses were prespecified for age, stroke severity, stroke subtype (infarct or haemorrhage),
treatment with rtPA and TTFM, as well as an exploratory analysis of association between treatment dose
and patient outcome.

Sample size

We estimated that a sample of 2104 patients would be required to provide an 80% power to detect a
significant intervention effect (p = 0.05) with adjustments for 5% drop-in and 10% drop-out. The trial
was powered to detect an absolute risk reduction of a poor outcome (MRS score of 3-6) of at least 7.1%.
The statistical and cost analysis plans were prespecified and published in advance. The primary outcome
analysis used a binary logistic regression model with treatment group as an independent variable and mRS
at 3 months as the dependent variable, with intention-to-treat analysis. Baseline stroke severity and age
were included as treatment covariates.

A series of subgroup and exploratory analysis were prespecified to explore the range of any treatment
effect and to allow analysis of association between treatment dose and patient outcome.

Results

A total of 25,237 patients were admitted within 24 hours of stroke onset, of whom 23,133 were
ineligible. Main reasons for ineligibility were a lack of available recruiting staff on duty, medical instability
or premorbid disability. A total of 2104 patients were recruited between July 2006 and October 2014;
1054 received VEM and 1050 received UC. A total of 34 patients were found to have a non-stroke
diagnosis and 26 were never mobilised. These patients remained within the intention-to-treat analysis.

Baseline characteristics were well matched between groups. The median time to randomisation was

18 hours after stroke, 80% were experiencing a first stroke and 45% were classified as having
moderate-severe stroke (National Institutes of Health Stroke Scale score of > 7). A total of 26% were aged
> 80 years and 24% received rtPA.
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SCIENTIFIC SUMMARY

Patients allocated to VEM began mobilisation within 24 hours of stroke and maintained earlier and higher
levels of out-of-bed activity than UC patients. However, it was noted that the median TTFM in the UC
group reduced during the study period. Overall, 965 (92%) VEM patients were mobilised within 24 hours
compared with 623 (59%) in the UC group. There were no substantial regional differences in the delivery
of the intervention.

Primary outcome
A total of 2083 (99%) patients were included in the 3-month follow-up.

At 3 months, fewer patients in the VEM group had a favourable outcome (mRS score of 0-2) than in the
UC group. A total of 480 (46%) VEM patients had a favourable outcome compared with 525 (50%)

in the UC group. This resulted in the significant difference between groups on the prespecified analysis
[adjusted odds ratio (aOR) 0.73, 95% confidence interval (Cl) 0.59 to 0.90; p = 0.004]. Sensitivity analysis
produced similar results and unadjusted analysis of the primary outcome showed a similar (but borderline
significant) direction of effect (p = 0.068). Subgroup analysis of the primary outcome showed a consistent
pattern favouring UC across all the main subgroups. There was a suggestion of poorer outcomes with
VEM in patients with severe stroke and intracerebral haemorrhage but these did not achieve statistical
significance (test for interaction p > 0.05).

Secondary outcomes

Assumption-free ordinal analysis across the whole mRS did not show a significant difference between
groups (@OR 0.94, 95% Cl 0.85 to 1.03; p =0.193). Similarly, there were no significant differences in
walking ability (aOR 1.04, 95% Cl 0.94 to 1.15; p = 0.459), case fatality at 3 months (@aOR 1.34, 95% ClI
0.93 to 1.93; p=0.113) or non-fatal SAEs (incidence rate ratio 0.88, 95% Cl 0.72 to 1.07; p=10.194).
For HRQoL, the median assessment of QoL (interquartile range) for the VEM group was 0.47 (0.07-0.81)
and for the UC group was 0.49 (0.08-0.81) (p = 0.865).

Tertiary outcomes

Further prespecified analyses explored the relationship between treatment received and patient outcomes.
These indicated that a favourable outcome (MRS score of 0-2), survival and recovery of walking at 3 months
were positively associated with an increased frequency of mobilisation sessions. In contrast, a more prolonged
duration of out-of-bed mobilisation activity was associated with a poorer outcome. This pattern was observed
in logistic regression analysis and confirmed with a classification and regression tree analysis.

Meta-analysis of early mobilisation trials

We identified a total of nine RCTs, including AVERT, that had tested EM (within 48 hours) after stroke
compared with UC. Across all trials, the median delay to starting mobilisation was 18.5 hours in the EM
group and 33.3 hours in the UC group. EM showed non-significant increase in the odds of death or
dependency (odds ratio 1.10, 95% Cl 0.94 to 1.29).

Conclusions

This is the largest randomised trial of its kind and required strong interdisciplinary collaboration. Most
patients underwent first mobilisation within 24 hours of stroke but the earlier, more frequent, higher-dose
mobilisation was associated with a poorer outcome than UC. As usual stroke unit care varied from site to
site and is complex in nature. It is oversimplistic to simply advise UC.

The AVERT results raise several important research gquestions; in particular, what are the physiological and
molecular changes induced that may be harmful in some patients, who should we target for EM and how
do we best describe the key characteristics of EM. These questions are being taken forward in a more
detailed meta-analysis. We also propose to undertake a further dose—response trial (AVERT-DOSE) to
explore the effect of frequency and dose of rehabilitation on efficacy and safety outcomes.
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Trial registration

This trial is registered with the Australian New Zealand Clinical Trials Registry number
ACTRN12606000185561, and Current Controlled Trials ISRCTN98129255 and ISRCTN98129255.

Funding

Funding for this study was provided by the HTA programme of the NIHR. Funding was also received

from National Health and Medical Research Council Australia, Singapore Health, Chest Heart and Stroke
Scotland, Northern Ireland Chest Heart and Stroke, and the Stroke Association. In addition, National
Health and Medical Research Council fellowship funding was provided to Julie Bernhardt (1058635), who
also received fellowship funding from the Australia Research Council (0991086) and the National Heart
Foundation (G0O4M1571). The Florey Institute of Neuroscience and Mental Health, which hosted the trial,
acknowledges the support received from the Victorian Government via the Operational Infrastructure
Support Scheme.
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Chapter 1 Introduction

Modern stroke unit care

The management of stroke patients has progressed greatly in the last two decades'? and several
interventions have provided good evidence of benefit for acute stroke patients.'® These include:

1. stroke unit care® (a complex package of specialist multidisciplinary stroke care involving nurses,
therapists and doctors)

aspirin for ischaemic stroke*

intravenous thrombolysis with recombinant tissue plasminogen activator (rtPA) for ischaemic stroke®
mechanical thrombectomy for major ischaemic stroke®

emergency decompressive surgery for malignant middle cerebral artery syndrome.’

vk W

Among these interventions, the stroke unit effect has potentially the greatest population impact as it
combines both moderate effectiveness and broad applicability.? However, as it is a complex intervention it
is difficult to be certain about the key components of stroke unit care.® Descriptive studies have reported
that early mobilisation (EM) (starting out of bed, sitting, standing and walking early after stroke) is widely
thought to be an important contributor to the stroke unit effect.®'° The other potentially important
components include (1) co-ordinated multidisciplinary care, (2) skilled and specialised staff, (3) training

and education of staff and (4) protocols of care covering common problems.2® This trial focuses on the
mobilisation component of the stroke unit rehabilitation intervention.

Rehabilitation

The term rehabilitation covers a broad philosophy and range of interventions aiming to help an individual
recovering from disabling illness to minimise the impact of that illness on their level of dependence on
external support.” The modern classification of diseases in the International Classification of Functioning,
Disability and Health framework considers rehabilitation to comprise an interaction between the impact
of the disease, the characteristics of the individual and the nature of their environment."" Rehabilitation
professionals aim to act on different levels of the illness to minimise the impact on the individual."

In the context of acute stroke, early rehabilitation usually covers the key impairments experienced by
patients in the acute stage of the illness." These include swallowing impairment, language and speech
impairment, motor impairment, reduced mobility, reduced balance and reduced ability to carry out
self-care activities. An early focus on mobilisation is one that is likely to be relevant to a substantial majority
of acute stroke patients.

Early mobilisation

Early mobilisation comprises the commencement of sitting, standing and walking training out of bed

early after stroke. Early descriptions of stroke units frequently refer to EM and it is thought to make an
important contribution to the effectiveness of stroke unit care.®'® However, there are disagreements about
the role of EM.°
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INTRODUCTION

Arguments around mobilisation

The biological rationale for EM is based on three principal lines of argument: (1) there is good evidence
that bed rest has a harmful impact on cardiovascular, respiratory, muscular, skeletal and immune systems
across many conditions''? and is likely to slow recovery; (2) some of the most common and serious
complications after stroke are those related to immobility™'® (we know that the routine day of most
acute stroke patients is largely inactive;"”'® therefore, introducing frequent training out of bed may reduce
the risk of complications of immobility); and (3) current concepts of biological recovery after brain injury
suggest a narrow window of opportunity for brain plasticity and repair.’ If the brain indeed remodels
itself based on experience?® then early task-specific training may well have an important contribution to
improving recovery.?'??

However, we must acknowledge that there are also concerns about potential harm of EM,'®% particularly
in the first 24 hours after stroke onset. These concerns include haemodynamic considerations, such as fears
that raising the patient’s head early after stroke will impair cerebral blood flow and cerebral perfusion® or,
in the case of intracerebral haemorrhage, increase the risk of inducing further bleeding.?* As a result of
these theoretical concerns, some clinicians have advocated initial bed rest for stroke patients.?

Given these uncertainties about the practice of EM in acute stroke patients we sought to carry out A Very
Early Rehabilitation Trial (AVERT) in acute stroke patients that focused on very early (commencing within
24 hours of stroke onset), frequent out-of-bed mobilisations in the first 14 days.

AVERT programme

The AVERT programme of work that was run by Professor Julie Bernhardt of the University of Melbourne
and began with Phase | observational studies. These studies demonstrated that most acute stroke patients
were inactive for most of the time'”'8 but that this pattern of inactivity varied between hospitals."” She also
demonstrated that there was considerable variation of opinion and clinical uncertainty among health-care
professionals about the value of very early mobilisation (VEM).? These studies led to the AVERT Phase |l
safety and feasibility randomised controlled trial (RCT)**% and the closely related Very Early Rehabilitation
or Intensive Telemetry After Stroke (VERITAS) trial?” carried out in Glasgow by Professor Peter Langhorne.
These trials indicated that VEM was feasible and in the case of AVERT Phase Il could be carried out within
24 hours of stroke onset. This approach was observed to be safe,>>?” showed signals for improvements in
recovery®>?® as well as indicating that EM was probably cost-effective.?

Justification for the current study

The preparatory work carried out in AVERT Phases | and Il led to the planning and conduct of the definitive
AVERT Phase Il trial.*° This was planned as a pragmatic, international, multicentre Phase Ill RCT with the
power to evaluate the efficacy and safety of VEM after stroke. This report outlines the AVERT Phase |l
international trial with some specific emphasis on the UK contribution. Much of this work has already been
published by the AVERT group.®®3® We will also refer to two related studies that were nested within the
AVERT programme. These studies contribute to the understanding of AVERT, but were not specifically
included in the original Health Technology Assessment (HTA) programme trial application. These comprise
(1) a qualitative process evaluation®” and (2) a study of the generalisability of the AVERT results.*
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Chapter 2 Methods

Aims and objectives

The primary aim of this trial was to investigate the effectiveness of a protocol to implement VEM after
stroke; an earlier start with frequent out-of-bed activity compared with usual care (UC), which is
traditionally started later (> 24 hours).

The objectives of AVERT were designed addressed four main questions:

Does VEM reduce death and disability at 3 months post stroke?

Does VEM reduce the number and severity of complications at 3 months post stroke?

Does VEM improve quality of life (QoL) at 12 months post stroke?

Is VEM cost-effective? [Note: this aspect of the trial programme was not funded by the current National
Institute for Health Research (NIHR) HTA programme grant.]

AN =

Our clinical hypotheses were as follows:

VEM would improve functional outcome at 3 months.

VEM would reduce immobility related complications.

VEM would accelerate walking recovery with no increase in neurological complications.
VEM would result in improved QoL at 12 months.

VEM would be cost-effective.

s W =

We aimed to carry out a large multicentre pragmatic trial recruiting a broad range of acute stroke patients
including those aged > 80 years, those with intracerebral haemorrhage, those who had received rtPA and
those admitted to stroke units in a range of different hospital types (small and large, urban and regional).

Trial design

We carried out a pragmatic, prospective, parallel-group, multicentre, international Phase Ill RCT with
blinded assessment of outcomes and an intention-to-treat analysis. Full details of the trial rationale and
statistical analysis plan® were published in advance.

Study settings

The trial was carried out in the acute stroke unit of 56 hospitals in five countries: UK (England, Scotland,
Northern Ireland and Wales), Australia, New Zealand, Singapore and Malaysia. Stroke units were housed in
a range of hospital settings including local and regional hospitals (see list in Appendix 2).

Participants

We aimed to include all eligible patients aged > 18 years with a confirmed first or recurrent stroke (infarct
or intracerebral haemorrhage) who were admitted to a stroke unit within 24 hours of onset. Exclusion
criteria are listed below and included significant premorbid disability, acute deterioration, admission to the
intensive care unit, competing care needs or physiological instability. Recruitment and informed consent
could take place in the emergency room or in the acute stroke unit.
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METHODS

Eligibility

All patients (aged > 18 years) admitted with stroke diagnosis (first or recurrent stroke, infarct or
haemorrhage) were screened for suitability for inclusion into the trial. If a patient was found to be
ineligible for inclusion into the trial, the reason was recorded on the stroke patient-screening log.

A diagnosis of transient ischaemic attack (TIA) would not have been considered eligible and the patient
would not have been recruited into the trial. However, if a patient was recruited into AVERT who,
clinically, appeared to have stroke symptoms and was considered eligible but later assessment confirmed a
TIA or other diagnosis, the patient remained in the trial and continued to be followed up until completion.

Inclusion criteria

Informed consent obtained from the patient or a responsible third party.

Patients aged > 18 years with a clinical diagnosis of first or recurrent stroke, infarct or haemorrhage.
Patients admitted to hospital within 24 hours of the onset of stroke.

Patient for admission to the acute stroke unit.

Patients who receive thrombolysis could be recruited if the attending physician permits and if
mobilisation within 24 hours of stroke was permitted.

Consciousness: at a minimum, the patient must at least be able to react to verbal commands.

® Patients could participate in AVERT if they were already recruited to non-intervention trials

(e.g. imaging) if dual recruitment was permitted by the ethics committee.

Exclusion criteria

® Too disabled before stroke [prestroke modified Rankin scale (mRS) score of 3, 4 or 5].

® Patient diagnosed with TIA.

® Deterioration in patient’s condition in the first hour of admission resulting in direct admission to
intensive care unit, a documented clinical decision for palliative treatment (e.g. those with devastating
stroke) or immediate surgery.

® Concurrent diagnosis of rapidly deteriorating disease (e.g. terminal cancer).

® A suspected or confirmed lower limb fracture at the time of stroke preventing the implementation of
the mobilisation protocol.
Patients could not be concurrently recruited to drug or other intervention trials.

® Unstable coronary or other medical condition that were judged by the investigator to impose a hazard
to the patient by involvement in the trial.

® Unstable physiological variables:

systolic blood pressure of < 110 mmHg or > 220 mmHg
oxygen saturation of < 92% with supplementation

resting heart rate of <40 or > 110 beats per minute (b.p.m.)
temperature of > 38.5°C.

O 00O

Randomisation and masking
Ethics review boards approved the study at all sites. Informed consent was obtained from all patients or

their nominated representative. Eligible participants were invited to participate in a trial that was testing
‘different types of rehabilitation’ but were not given specific information about the two approaches.*
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After informed consent was obtained, a medical history and physical examination was performed.
The following stroke assessments were carried out:

premorbid mRS*?

baseline mRS*

National Institutes of Health Stroke Scale (NIHSS) score®

Oxfordshire Community Stroke Project*' classification. A paper case report form (CRF) was completed
by the AVERT team member (see Appendix 3).

Baseline NIHSS, OSCP (Oxfordshire Community Stroke Project) classification, premorbid mRS and the date of
the stroke were all entered into the AVERT Online electronic data capture system prior to randomisation.
AVERT Online randomly allocated the treatment group with the result immediately notified to the investigator.
Participants were randomised (in a 1: 1 ratio) through a secure remote, web-based, computer-generated
block randomisation procedure with an average block size of six. Permuted blocks of various lengths were
used to ensure allocation concealment.

Randomisation was stratified by:

1. study site
2. stroke severity using the NIHSS score,* for which mild is a NIHSS score of 1-7, moderate is a NIHSS
score of 8-16 and severe is a NIHSS score of > 16.%

Participants were allocated to receive either usual stroke unit care alone, or usual stroke unit care in
addition to the experimental intervention, VEM. VEM patients were provided the first mobilisation as soon
as they were recruited and additional mobilisations according to the protocol. The intervention period
lasted 14 days or until the patient was discharged from stroke unit care, whichever was sooner.

Patients were not aware of their treatment group and outcome assessors plus the investigators involved

in the conduct of the trial and data management were blinded to the group assignment. To try and reduce
the risk of contamination of the UC intervention, staff providing the VEM protocol were trained to conceal
the mobilisation protocol and group allocation. The patient’s participation would be terminated if consent
had been withdrawn or if the patient’s safety had been considered to be at risk.

Procedures

Following randomisation, the trial staff obtained the following patient data within 24 hours:
demographic information

Mobility Scale for Acute Stroke (MSAS)*

Star cancellation test: a screening tool to detect the presence of unilateral spatial neglect®
Time to first mobilisation (TTFM): the date, time and staff performing the first mobilisation.

The AVERT intervention protocol

The intervention protocol was not published or distributed except to trials intervention staff. AVERT staff
from within the stroke unit team (i.e. site investigators, physiotherapists, nurses) were trained by clinical
trial managers to deliver the AVERT intervention protocol at site initiation and investigator meetings,
with refresher and new staff training provided on an ongoing basis.?* This complex intervention required
staff to work together to achieve the VEM and UC mobility targets. Trial staff agreed not to distribute or
disseminate the protocol and to keep the protocol in a secure location.
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METHODS

To aid protocol description, the key intervention definitions are summarised in Box 1.

The intervention protocol was followed for all randomised patients. Information about the group to which
the patient had been randomised was known only by the AVERT physiotherapist and nursing staff. The
protocol for the interventions was not intended to replace any clinical decision-making of the individual
therapists and nurses involved in the treatment delivery. However, the expectation was that they would
adhere to the protocol whenever possible.

The protocol for VEM interventions and UC was continued until day 14 of the patient’s stay in the stroke

unit or until discharge from the stroke unit (whichever was sooner). If the patient was palliated then VEM
was discontinued and follow-up with trial assessments continued until death or 12-month follow-up.

BOX 1 Definitions used

Dose: a session of mobilisation given to AVERT patients.

Very early: the earliest possible time after a consented patient had suffered a stroke to their first mobilisation
intervention (< 24 hours).

Mobilisation: the patient was assisted and encouraged in functional tasks, including activities such as sitting
over the edge of the bed, standing up, sitting out of bed and walking. Upper limb movement would have been
integrated into functional activities as appropriate. Mobilisations were performed by the AVERT nurse and/or
the AVERT physiotherapist. Support staff such as therapy assistants and students could also be trained to
provide mobilisations.

Counting mobilisations: when a patient performed a mobilisation (e.g. walked to the toilet with help or was
sat out of bed) and rested for > 5 minutes, then their next mobilising activity (e.g. walking back from the toilet
or getting back into bed) would have constituted another mobilisation.

TTFM: this is the time from stroke onset to the time the patient is first mobilised out of bed (assisted or
independent). This does not include the initial assessment by the AVERT physiotherapist.

Physiotherapist’s record of mobilisation sessions: the date, time, minutes and content of each session were
recorded via AVERT Online. If the online forms were unavailable, paper forms could be used to temporarily
collect the information until such time as it could be entered online.

Nurse’s record of mobilisation sessions: the date and time it started and the type of each mobilisation would
have been recorded on AVERT Online or, if the website was not available, data were temporarily recorded on
the paper nurse recording form until such time as they could be entered online.

Excessive fatigue: if the patient reported a score of > 13 on the Borg Perceived Exertion Scale and/or AVERT
staff assess that the patient is excessively fatigued (e.g. the patient’s functional performance worsened
significantly during the intervention).

Contamination: when the witnessing of a different intervention makes others change their UC practice
consciously or unconsciously.

NIHR Journals Library www. journalslibrary.nihr.ac.uk



VOL. 21 NO. 54

The components of usual stroke unit care, including normal physiotherapy and nursing procedures,
were provided at the discretion of the individual sites. In addition to UC, the VEM intervention included
four important features.

1. It had to begin within 24 hours of stroke onset.

2. The focus had to be on sitting, standing and walking activities (i.e. out of bed).

3. VEM delivered in at least three out-of-bed sessions per day in addition to UC.

4. Nursing and physiotherapy mobilisations were titrated each day, according to patient’s functional level.

The content of nursing and physiotherapy mobilisations were detailed, task-specific activities targeting the
recovery of standing and walking. It was tailored to accommodate four levels of functional ability and was
adjusted daily in line with participant recovery. The usual risk assessments and lifting policies were applied
to all mobilisations. Even following the protocol, clinician judgement was still required when the patient’s

suitability to get out of bed was assessed.

The principles of the VEM intervention were developed in consultation with the early rehabilitation team in
the acute stroke unit in Trondheim, Norway,® and used in AVERT Phase 1. Trained physiotherapy and
nursing staff helped patients to continue task-specific out-of-bed activity that was focused on recovery of
active sitting, standing and walking. The frequency and intensity (amount) was guided by the intervention
protocol. This was titrated according to functional activity baseline and monitored daily and adjusted with
recovery. For example, low-functioning dependent patients (level 1) had a target of active sitting with
assistance with each session lasting between 10 and 30 minutes. Higher-functioning patients (level 4) would
have a target of standing and walking with each session lasting 10 minutes and with no restricted maximum.
The frequencies of sessions were varied according to the patient’s functional level. Passive sitting was not
classified as a mobilisation activity and sitting for > 50 minutes at a time was discouraged. The intervention
continued for 14 days or until discharge. Physiotherapists and nurses had separate intervention targets but
worked together to deliver the intervention dose. Mobilisation activities were all recorded online.

The key principles were as follows.

1. The target dose (the number of interventions, the type of intervention and the amount of time spent
with each VEM patient) was additional to usual stroke unit nursing and therapy and was titrated
according to the patient’s level of functional ability.

2. Patients were recruited as soon as possible after stroke onset, until 24 hours (day 0). The first VEM

commenced as soon as possible after recruitment and could be provided when the patient arrived on

the ward, or earlier if they were in the emergency department. The VEM target TTFM was within

24 hours from stroke. When patients were routinely mobilised within 24 hours at any site, the target

VEM time was 5 hours less than UC.

Patients should not rest in bed for long periods of the day unless they were medically unstable.

4. If medically stable (not specifically restricted to bed), patients were helped to perform functional
(out of bed) activities for the prescribed VEM dose according to the patient’s functional level.

5. Patients who were stable enough to sit out of bed or sit up over the side of the bed with help
were assisted to do so for the prescribed VEM dose according to the patient’s functional level.
If, on the first 3 days, they required the moderate or maximum assistance of others to move themselves
from chair to bed, they could not be left to sit out of bed for longer than 50 minutes each time.

6. When sat out of bed, patients would have been comfortably seated in a supportive chair or wheelchair
with the hemiplegic upper limb supported.

7. The VEM safety assessment was strictly adhered to for the first mobilisation out of bed. This
involved measurement of vital signs and was critical to the safety of the mobilisation.

8. For patients randomised to the VEM group, the AVERT nurse and physiotherapist worked together to
achieve a daily target for the frequency of sessions and minutes of physiotherapy mobilisation.

w
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METHODS

The target number of sessions and minutes of physiotherapy to be delivered each day
was dictated by the level of functional ability at the start of each day

Level of functional ability

The AVERT staff assessed the patient’s functional ability using the MSAS as soon as possible after
recruitment and then at the start of each day. The patient was assessed as one of the four functional
levels (Table 7). The daily assessment of level and the daily mobilisation targets were communicated to the
study team. The level assigned to the patient was not changed throughout the day. If the patient’s level
of performance fluctuated, clinicians adjusted VEM interventions according to patient status. Usual risk
assessments and lifting policies were applied to all mobilisations.

First very early mobilisation safety assessment

The first VEM mobilisation out of bed was strictly governed by a safety assessment. If the safety
assessment failed then the first mobilisation did not commence until the patient achieved the
safety criteria.

For the first VEM sit out-of-bed mobilisation post stroke, the following procedure was followed.
Before first mobilisation

Step 1
The following physiological variables were required:

systolic blood pressure of 110-220 mmHg

oxygen saturation of <92% supplementation (see note on page 9)
resting heart rate of 40-110 b.p.m.

temperature of < 38.5 °C.

HwnN =

TABLE 1 Assessment of functional level

1 Equivalent to sitting from supine, MSAS Low arousal (responded to voice but required physical prompting)
Score=1-4 Fully dependent. Unable to sit on the edge of the bed without the
assistance of 1 or 2 people
2 Equivalent to sitting from supine, MSAS Followed commands (verbal or non-verbal/gestures)
Score =5-6 Moderate to high dependence. Able to sit on the edge of the bed

but would requires assistance and/or supervision. Able to stand
with assistance

3 Equivalent to gait MSAS Follows commands
Score =2-4 I\/Io_derate dependence. Able to walk with moderate to maximum
assistance
4 Equivalent to gait MSAS Low/no dependence
Score =5-6 Able to walk with minimal/no assistance

Reproduced with permission from Luker et al.*” © 2016 Luker et al. Open Access This article is distributed under the terms

of the Creative Commons Attribution 4.0 International License (http:/creativecommons.org/licenses/by/4.0/), which permits
unrestricted use, distribution, and reproduction in any medium, provided you give appropriate credit to the original author(s)
and the source, provide a link to the Creative Commons license, and indicate if changes were made. The Creative Commons
Public Domain Dedication waiver (http://creativecommons.org/publicdomain/zero/1.0/) applies to the data made available in

this article, unless otherwise stated.
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Note:

Oxygen saturation was measured without supplemental oxygen.
Oxygen was stopped for 1 minute. If SpO, was < 92%, oxygen supplementation was resumed and
maintained throughout the mobilisation.

® Blood pressure was measured in the unaffected arm. Oxygen saturation was measured on the
affected arm.

e If blood pressure, heart rate and oxygen saturation were within acceptable limits then the patient
proceeded to the next step.

Performing the first mobilisation
Step 2

® The back of the bed was raised to > 70° of hip flexion. The measures of blood pressure, heart rate and
oxygen saturation were repeated.

e If blood pressure, heart rate and oxygen saturation were within acceptable limits then the patient
proceeded to the next step.

¢ If blood pressure drop was > 30 mmHg then the patient remained in bed, but was reassessed at a
later time.

Step 3

® The patient was assisted to sit over the edge of the bed (feet on the floor if able). This may have
required the assistance of one or two people and the patient may have required the assistance of one
person to maintain sitting balance.
The measures of blood pressure, heart rate and oxygen saturation were repeated.
If blood pressure, heart rate and oxygen saturation were within acceptable limits then the intervention
would have proceeded to the next step.

¢ If blood pressure drop was > 30 mmHg then the patient remained in bed and would have been
reassessed at a later time.

Step 4

e Sitting was for 5 minutes and measures of blood pressure, heart rate and oxygen saturation
were repeated.

e If blood pressure, heart rate and oxygen saturation were within acceptable limits, the intervention
proceeded to the next step.

¢ If blood pressure drop was > 30 mmHg then the patient remained in bed, and reassessed at a
later time.

Step 5

® An appropriate level of assistance was used (hoist or manual assistance dependent on routine
assessment findings) and the patient was transferred to a comfortable chair with adjustable back to
allow an angle of 90°-100° hip flexion.
Measures of blood pressure, heart rate and oxygen saturation were repeated.
If measures were within acceptable limits then the patient maintained sitting and was monitored
for comfort.
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The first out-of-bed mobilisation was interrupted and the patient returned to bed if:

® in the clinician’s judgement, the patient was not tolerating the mobilisation (i.e. became less
responsive, developed a headache, became nauseated or vomited or became pale or clammy)
systolic blood pressure was < 100 mmHg or > 230 mmHg

systolic blood pressure decrease was > 30 mmHg

heart rate was > 120 b.p.m.

oxygen saturation was < 90%.

Maximum sitting time for sitting out of bed was 50 minutes each time, for the first 3 days.

What if a very early mobilisation patient could not have achieved the
first mobilisation?

Factors that would have affected a patient’s ability to mobilise may have included (but were not limited to)
(1) vital signs not within the normal listed limits, (2) an adverse event (AE) that would have led to a
mobilisation restriction for a period of time (e.g. acute myocardial infarction, lower limb fracture, pneumonia,
carotid endarterectomy) or (3) a deterioration which led to palliation.

In the case of a temporary interruption to mobilisation due to an event similar to those listed above,
mobilisation was recommenced as soon as possible. The patient’s physiological variables were reviewed
every few hours (step 1). Clinical judgement was used and the first mobilisation was attempted when the
patient physiological variables were within limits. When a mobilisation was planned, but not able to be
performed, staff submitted a therapist or nurse recording form with the time and reason not mobilised.
Whenever possible, VEM resumed at the earliest opportunity.

Usual care group

Participants who were randomised to receive UC received the usual post-stroke unit care. Prior to trial
commencement, baseline UC was reported by trial staff at each site. Typical UC is described in Table 2.
Mobilisation activity was not prescribed but all mobilisations were recorded. UC patient mobilisations at
each site were monitored for change during the trial.

Recording of mobilisation sessions

Mobilisation data for both UC and VEM patients were recorded by the AVERT physiotherapist, ward
physiotherapist and occupational therapist and/or the AVERT nurse(s) using therapist and nurse recording
forms, respectively, on AVERT Online. For convenience, paper therapist and nurse recording forms (Figures 1
and 2) were sometimes used to initially record mobilisations and then the data were transferred to AVERT
Online. VEM interventions were not recorded in routine medical records.

The AVERT nurse(s) recorded all mobilisations that they were responsible for initiating that were conducted
alone or with an AVERT physiotherapist, ward physiotherapist, occupational therapist or other assistant.
Mobilisations in which the AVERT nurse helped either the AVERT physiotherapist or ward physiotherapist/
occupational therapist for study patients (either group) were recorded by the therapist that initiated the
mobilisation. The nurse involvement was acknowledged in the recording of the mobilisation. This
prevented double reporting of a same mobilisation.
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TABLE 2 Usual care mobilisations

Patient description Nursing activities Physiotherapy activities
1 Low arousal Approximately one mobilisation Approximately one treatment every
every 1 or 2 days 1 or 2 days
Fully dependent
2o0r3 Moderate — high Approximately two mobilisations Approximately one treatment per day,
dependence per day including a mobilisation
4 Low dependence Approximately four mobilisations Approximately may/may not have received
per day treatment, would have been encouraged

to have mobilised independently

Note: this aspect varied greatly Note: this aspect varied greatly

Note

Usual care may have differed from this description at some hospitals and UC would have continued to be provided
according to routine practice.

Reproduced with permission from Luker et al.’” © 2016 Luker et al. Open Access This article is distributed under the terms
of the Creative Commons Attribution 4.0 International License (http:/creativecommons.org/licenses/by/4.0/), which permits
unrestricted use, distribution, and reproduction in any medium, provided you give appropriate credit to the original author(s)
and the source, provide a link to the Creative Commons license, and indicate if changes were made. The Creative Commons
Public Domain Dedication waiver (http://creativecommons.org/publicdomain/zero/1.0/) applies to the data made available in
this article, unless otherwise stated.

THERAPIST RECORDING FORM

Start of Mobilisstion Time: (24 hour time format) :

Patient’s Functional Level (choose one only):
O Level 1 [ Level 2 [ Level 3 (] Level 4

Therapist Initiabs: [ |

Therupist type:

PT-1 [JOT-1 (] Murse-t C197-2 [ 0T-2 [ Nurse-2 [] StudensAssissant
EITHER

Time in therapy (please record the time in minutes for each category):

Lying down (mias) Standing (mins)

Bed mobility (miss) Early gait (mins)

Supperted sitting (mios) Advanced gait (miss)

Sitting netivities (ming) Upper limb activities (mins)

Sitting to standing (miny) Other therapy sctivities (mins)
Details:

Berg pereeived exertion score* [ *Ask: How physicaily hard did you work?

Seore froim b 16 20 1 = very, very light
9 = very light

{Score 0 if patient unable to 11 = faily light

provide score) 13 = somewhat hard

Number of repetitions in highest activity:

(Exclude early or advanced gaif) D
OR

Reason patient not mobilised For this session (tick onc or more);

[ Off wasd [] Severely nausesied [] LowiHigh BP [J Low Oy sansrmtion
[ Medicalty unwell [] Refused [] Mo staff resteredicever [ Sff off sick
[ Standund care, not mobsilised [) Other {comment)
This form costsims polestially unblinding informatica. If reisingd afier entry inio
AVERT Onling, please siore in » seoure location. Version 3 - 16/03/2009

FIGURE 1 Example of the paper therapist recording form.
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Nurse Recording Form

Patient Study Number (if known): D:[II_]
Patieotlitints [ | ]

Dateofsession: |/ | | DayMontWYeur

Time (Start of Mobilisation): [ (24 hour time forma)
This patieat ks (choose ONE of following):

Level | (Fully dependent) [ Level 2 (Moderate dependence)
Level 3 {Low/moderate dependence) [J Level 4 (Novlow dependence)

Activity (tick highest activity level):

[ o | watk < 10 merves

| Snt over edge of bed | Walk: = 10 < 50 metres
__| Sit out of bed/Retun 1o bed Walk: 2 50 metres
|| Staad up Stairs

Walking aid used (tick one)? [J Yes [J Ne
Level of Assistance (tick highest level):
T Nurse x |

__|Nursex 2

|| Nurse & AVERT Physio

|| Nurse & other helper

| Supervised

_| Alone/paticni independent

L

OR
Patient not mobilised today: Why? (tick cne or more)
[ O ward [ Severely nauseated (] LowHigh BP
[ Low 0, saturation (] Medically unwell [ ] Refused
(] No nurse rostered [J AVERT nurse sick

[ Standard care. not mobilised
Ooter Dewity o
Thes form blinding mformation, If d after entry inlp

AVERT Online, pluunme-n secwre location Version 3 - 2102009

FIGURE 2 Example of the paper nurse recording form.

Equipment

Existing equipment (e.g. beds, standing hoists, standing frames, tilt tables, chairs, lap trays, gait aids, arm
supports, safety belts, etc.) from each hospital were utilised as per usual ward policy and availability. Ward
lifting policies were applied to all mobilisations for AVERT patients. The vulnerable hemiplegic shoulder
was cared for with the use of lap trays when the patient was seated and the provision of slings used for
transfer and walking activities.

Adherence to protocols

The online recording system allowed the intervention staff to document all mobilisations, including attempted
mobilisations and reasons for when the patient was not mobilised according to protocol. Intervention staff
received feedback from an external monitor about their compliance with the trial protocol. These were
provided in quarterly compliance summaries and were reviewed regularly by the Data Safety and Monitoring
Committee.

Contamination was a potential problem for this trial. This was because all patients in this study were
situated on a single ward. This made it difficult to keep other staff on the ward from seeing the intervention

NIHR Journals Library www. journalslibrary.nihr.ac.uk



DOI: 10.3310/hta21540 HEALTH TECHNOLOGY ASSESSMENT 2017 VOL. 21 NO. 54

staff work with patients who had been randomised to VEM. If contamination had occurred, the results of
the trial would have been diluted because intervention and UC would have become more alike.

Contamination was considered to have occurred if VEM was provided to UC patients or became UC for a
large number of patients. Measures to reduce the potential of the intervention practices to be adopted
by staff other than the AVERT staff included security of the intervention protocol and procedures to stop
ward staff observing VEM sessions. The Data Safety and Monitoring Committee monitored contamination
throughout the trial.

Data collection
Source data relating to each patient were maintained in the patient’s medical record.

Source data relating to the intervention therapy given to the patient were not recorded in the patient’s
medical record. The therapy information was recorded in the web-based therapy/nurse forms (see
Figures 1 and 2) on AVERT Online; data were also recorded in the individual patient’s paper CRF, which
would have been supported by information documented in the patient’s medical record or clinical notes.

Blinding

We recognise that blinding is vital for the integrity of any RCT. As the AVERT physiotherapists and nurses
were delivering the interventions, they were not blinded to the interventions but protocols were in place to
conceal allocation group to all other ward staff.

The following measures were followed to maintain blinding for the AVERT study:

® A patient or their family were never told of the group to which they had been randomly allocated,
even if they asked.

® The AVERT physiotherapists never wrote VEM interventions in the medical record and AVERT nurses
recorded only standard information and did not refer to frequency of intervention provided.
Anyone who did not need to know the patients group were never told, even if they asked.
The AVERT staff ensured that other staff and AVERT patients did not become aware of the details of
the VEM. VEM activities were conducted behind curtains with patients screened from other ward staff,
and mobilisations performed off the ward were provided whenever this was possible.

® The blinded assessors assigned to the trial site were not on the ward when the trial took place and did
not witness treatments that patients had received.

® The blinded assessor, who conducted assessments, was never told the group to which patients were
allocated. The assessor had been trained in what they could and could not ask participants, therapists,
nurses and other staff whom they encountered.

® The blinded assessor informed AVERT ward staff if it was necessary to visit the ward for any reason,
which minimised the risk of an intervention session being witnessed. Every effort was made by AVERT
staff to ensure that a session was not witnessed by the blinded assessor.

Participant assessments

Outcome assessments were done in person or by telephone by a trained assessor who was not working in
the study stroke unit and was blinded to treatment allocation.

© Queen'’s Printer and Controller of HMSO 2017. This work was produced by Langhorne et al. under the terms of a commissioning contract issued by the Secretary of State for
Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science
Park, Southampton SO16 7NS, UK.



14

METHODS

Three-month assessment

At 3 months post stroke, the assessor located the patient and conducted the assessment, which included
the following.*

® mRS:* a commonly used scale for measuring the degree of disability or dependence in the daily
activities of people who have suffered a stroke or other causes of neurological disability.

® |rritability, anxiety and depression assessment (IDA):*** following stroke.

® Barthel Index:*® an ordinal scale used to measure performance in activities of daily living.

® assessment of quality of life (AQoL).”

® Rivermead Motor Assessment Scale’® (RMAS): assesses the motor performance of patients with stroke
and was developed for both clinical and research use.

® 50-metre walk:* assessed if the patient had not achieved walking during the 14-day intervention period.

® Montreal Cognitive Assessment (MoCA):* a cognitive screening test designed to assist health
professionals in detecting mild cognitive impairment.

® (Cost of care: the cost CRF collects resource use on acute hospital length of stay, discharge location,
ambulance services, rehabilitation, stroke-related rehospitalisations, change of accommodation, aids,
home modifications, community services, return to work, informal care hours and country-specific
services (e.g. UK outpatient therapy; Asian maid services in the home).

® AEs, important medical events (IMEs) and serious adverse events (SAEs) (see below).

Adverse events

An AE is defined as any untoward medical occurrence in any participant involved in the study and that
does not have a causal relationship to the study intervention. This included any worsening of a pre-existing
event. AEs were recorded in the patient’s medical record and reporting commenced from the time of
informed consent. Events were recorded in the patient’s CRF and included the date of onset, description,
severity and duration and whether or not it was thought to be related to the study intervention.

All AEs were collected from the time of the patient’s consent until the end of the intervention period and
were followed until the event was resolved or had been stabilised.

Important medical events
The IMEs were prespecified events that are important outcomes measures for this study. These
events included:*

e falls (with no soft tissue injury, with soft tissue injury, with bone fracture)

stroke progression (defined as a worsening stroke, in the clinician’s view, in the same vascular territory
as the initial event occurring during the first 14 days)

recurrent stroke (defined as a new stroke event beyond 14 days (in the clinician’s view)
pulmonary embolism

deep-vein thrombosis

myocardial infarction

angina

urinary tract infection

pressure sores

pneumonia

depression (clinically diagnosed).

Serious adverse events
A SAE was an AE or IME that met any one of the following criteria:

® resulted in death
® was life-threatening

NIHR Journals Library www. journalslibrary.nihr.ac.uk



DOI: 10.3310/hta21540 HEALTH TECHNOLOGY ASSESSMENT 2017 VOL. 21 NO. 54

required inpatient hospitalisation
prolonged hospitalisation (if an event occurs while the patient is in hospital, which in itself prolongs the
patient stay)

e resulted in persistent or significant disability.

Up to 3-month follow-up all IMEs, serious or not serious, were reported. After 14 days, we recorded new
AEs that were classified as serious but were not IMEs. From 3-12 months, SAEs were collected.

Twelve-month assessment

At 12 months, the final assessment was conducted by the blinded assessor. The assessor made contact
with the patient/relative/carer and organised the meeting.

At this visit, all 3-month assessments were repeated, except for the MoCA.

Outcomes

Primary outcome

The primary outcome was survival without major disability (mRS score of 0-2) at 3 months after stroke.
A favourable outcome was defined as mRS score of 0 (no symptoms), 1 (impairment but no disability) or
2 (independent but with minor disability). A poor outcome was defined as mRS score of 3 (disability but
able to walk), mRS score of 4 (disabled and unable to walk), mRS score of 5 (bed-bound and in need of
full nursing care) or mRS score of 6 (death).

Secondary outcomes

Secondary outcomes included an assumption-free ordinal shift***° of the mRS across the full range of the
scale. This measures a change in the mRS across the whole range of the scale rather than just across one
threshold. We also obtained time taken to achieve unassisted walking for 50 m and the proportion of
patients achieving walking by 3 months. Death and the number of non-fatal SAEs were recorded up to
3 months.

Serious adverse events were recorded according to standard definitions and included IMEs relevant to acute
stroke patient recovery (see above). Serious adverse events and deaths were independently adjudicated by
an outcome committee who were blinded to treatment allocation. This included a review of the source
data if necessary. The classification of complications of interest were neurological (stroke progression and
recurrent stroke) and complications of immobility (deep-vein thrombosis, pulmonary embolism, pneumonia,
urinary tract infection and pressure sores). At 12 months, we recorded health-related quality of life (HRQoL)
and items of patient costs.

Tertiary outcomes
These are outlined in the statistical analysis plan® and include:

IDA%

Barthel Index*®
RMAS*#
MoCA.#

The tertiary outcomes are not reported in detail here.
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Subgroup analyses

In view of the complex nature of the VEM intervention a number of exploratory analyses were prespecified.®
In particular, subgroup analysis by age, stroke severity, stroke subtype (infarct or haemorrhage), treatment
with thrombolysis (rtPA) and TTFM. We also prespecified an exploration of the dose of the intervention in
terms of (1) TTFM, (2) frequency of mobilisation and (3) total amount of time undergoing the intervention.

Withdrawal from treatment and data collection

We anticipated that some participants would wish to withdraw from treatment. In that circumstance, the
reason and date of withdrawal were documented and they were invited to allow further collection of
follow-up data. Clearly, if the participant refused further follow-up then all treatment and data collection
ceased at that point. We considered analyses based on last result carried forward in the event of significant
loss of information.

Data retention

All study documents were confidential. Each site was issued with an investigator site file in which to store
study documents. All of the study-related documents were stored in a locked area and accessible only to
study staff.

At the completion of the study, all site study data and materials have been archived, at site, and have been
stored in a secure area for a period of > 7 years if required by hospital procedures.

Power calculation and sample size

The trial was powered to detect an absolute risk reduction of a poor outcome (mRS score of 3-6) of at
least 7.1%. This threshold was based on (1) a consensus among clinicians and researchers that an absolute
risk reduction of this size would be clinically meaningful and (2) observational data indicating that a
hospital routinely practising EM compared with a similar Australian data set had a 9.1% better outcome
on the similar variable of death or institutional care (31.8% vs. 40.9%). If EM accounted for 78% of this
benefit’ then the absolute difference would be 7.1%.

We estimated that a sample of 2104 patients would be required to provide 80% power to detect a
significant intervention effect (two-sided p = 0.05) with adjustments for 5% drop-in and 10% drop-out.
Statistical analysis was prespecified and published in advance.® Stata® (StataCorp LP, College Station, TX,
USA)IC (version 13) was used for all analysis. For the primary analysis we used an intention-to-treat
approach with the assumption that data were missing at random. We also explored the sensitivity of our
results to plausible departures from this assumption. This used both a selection model (to model the
mechanism of missing data) and a pattern mixture model (modelling the differences between observed
and missing data).

Statistical methods

We used standard methods for handling of missing data.?>*° The primary efficacy analysis was carried out
on an intention to treat basis with an assumption that data were missing at random.** We explored the
sensitivity of our conclusions to plausible departures from this assumption and used both a selection model
and pattern mixture model of the differences between observed and missing data. The results were
plotted out over a range of assumptions.
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We did the primary efficacy analysis used the binary logistic regression model, with treatment group as an
independent variable and mRS outcome at 3 months as the dependent variable. This was dichotomised
into scores of 0-2 as favourable outcome and scores of 3—-6 as poor outcome. Baseline stroke severity
(NIHSS) and age were included as treatment covariates for adjustment purposes.

The primary outcome analysis included subgroup analysis based on age (< 65 years, 65-80 years and

> 80 years), stroke severity (mild NIHSS 1-7, moderate 8-16 and severe > 16), stroke type (ischaemic vs.
haemorrhagic), treatment with tissue plasminogen activator, TTFM (< 12 hours, 12-24 hours and

> 24 hours) and geographical region (Australia/New Zealand vs. UK, Australia/New Zealand vs. Asia),
with adjustment for stroke severity and age.

We also estimated the treatment effect on the mRS using an ordinal analysis at 3 months with the
assumption-free Wilcoxon Mann-Whitney U-test generalised odds ratio (OR) approach.>'*? This provided a
measure of effect size with confidence interval (Cls), which was stratified by age and stroke severity. Time
(days) taken to achieve unassisted walking of 50 m was analysed using the Cox regression model with
treatment group as the independent variable, the time to unassisted walking (censored at 3 months) as the
dependent variable, and age and baseline NIHSS as covariates. The estimated effect size is presented as a
hazard ratio (HR) with corresponding 95% Cl. The analysis of walking status (yes or no) was analysed with
a binary logistic model using treatment group as the independent variable and walking status as the
dependent variable.

We used a binary logistic regression model to analyse mortality outcomes. Treatment group was the
independent variable and death at 3 months was the dependent variable. Age and stroke severity were
treatment covariates. We used negative binomial regression to compare the expected counts of serious
complications between groups at 3 months. We report the estimated effect sizes and corresponding
95% Cl as incidence rate ratios (IRRs) adjusted for age and stroke severity.

We wished to determine whether or not practice had shifted during the course of this trial. We did this by
testing the association between treatment effect and trial duration by including an appropriate interaction
term into the logistic regression model used in the primary analysis. We also did an exploratory analysis in
which we examined the effect of time since the start of the trial on differences in dose characteristics
between the two groups. We used regression models with an interaction term for treatment by time since
the start of the trial; a median regression model was used for TTFM and median session frequency and a
binomial regression model was used for median daily minutes per session and total treatment time over
the intervention period (total minutes).

End-point analyses

Primary end point: the primary outcome was planned as a ‘between-group’ comparison of mRS at

3 months, analysed across the whole distribution of scores subject to the validity of shift analysis model
assumptions. If the assumptions for shift analysis were not met, 3-month mRS was to be dichotomised into
good outcome (MRS score of 0-2) and poor outcome (MRS score of 3-6), and the groups were compared
using a binary logistic model. Although the trial was under way, new ordinal approaches to analysis

were developed, tested and gained acceptance in acute stroke trial (see the statistical analysis plan).

The management committee determined that an assumption-free ordinal approach to analysis should be
included as a secondary outcome (statistical analysis plan). Therefore, the analysis plan was changed such
that the 3-month mRS results were dichotomised into good outcome (MRS score of 0-2) and poor outcome
(MRS score of 3-6), and the groups compared using a binary logistic model.>*® The primary analysis was
adjusted with baseline NIHSS and premorbid mRS as covariates. Unadjusted results were also to be shown.
The intervention effect was represented in terms of ORs. Other potential prognostic variables such as age,
stroke type and side of stroke were included in subgroup efficacy analyses.
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Secondary patient end points: regression models for count data were used to compare SAEs between groups at
3 months. Risk ratios, adjusted as per primary analysis, including age and NIHSS as covariates, were reported.

The odds of achieving unassisted walking at 3 months was analysed using binary logistic regression
analyses [adjusted odds ratios (aORs) and 95% Cls]. Cox regression analysis was used to analyse the time
(days) to achieve unassisted walking. This was presented as adjusted hazard ratios (@HR) with 95% Cls and
was censored at 3 months.

Mortality outcomes at 3 months were analysed using binary logistic regression with death as the
dependent variable (@OR with 95% Cl). The dose effect on counts of SAE was analysed using binomial
regression (adjusted incident rate ratio with 95% Cl). Different subtypes of SAE (immobility related,
neurological) were analysed separately.

Health-related QoL analysis was planned as a multivariable median regression model with a treatment
group as independent variable and the AQolL score as the dependent variable. To estimate the effect of
intervention group on AQoL scores at 12 months, treatment covariates for adjustment purposes would
include baseline NIHSS, age and sex.

Data sharing and archiving

All deidentified trial data have been archived in secure facilities for a minimum period of 7 years.
The options of data sharing arrangements were not available at the trial commencement and were not
included in participant consent processes.

Economic evaluation at 12 months

The economic evaluation was not included in the NIHR HTA programme funding. However, the wider AVERT
programme did include a health economic analysis;** therefore, we summarised the resource use data
collected for an economic evaluation. We prospectively collected resource use data within the trial using
standard data collection tools. The primary economic evaluation planned is a cost-effectiveness analysis
comparing resource use during the 12 months of follow-up. The health outcomes of the VEM intervention
were measured against a UC comparator. It was also intended to have included a cost-utility analysis.

For the cost-effectiveness analysis, the primary outcome is a mRS score of 0-2 at 12 months. It was
intended that the cost-utility analysis used HRQoL expressed as quality-adjusted life-years gained over a
12-month period. This was measured using the mRS and the assessment of QolL.

Data collection tools to capture resource use were piloted in the AVERT pilot study?® and then further
adapted to accommodate local service provision in different countries. An exploratory analysis of the
resource use data was planned to consider the relationship between patterns of service use in health
outcomes within the trial. These health outcomes included QoL. A further objective explored economic
impacts of stroke on patients, families, the broader community and the health sector.

The methods for assessing safety, effectiveness and QoL have already been published in the statistical
analysis plan.*® The economic analysis plan complements the statistical analysis plan and was finalised prior
to the 12-month data collection period being completed.?*

The economic analysis plan describes key study variables for the economic evaluation, outlines the primary
cost-effectiveness analysis and describes proposed exploratory analysis. The development of the economic
analysis plan was guided using recommended standards.>® The economic analyses are under way; however, a
UK-specific economic evaluation will not be undertaken as not supported with NIHR HTA programme funding.
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Exploratory analyses

To further investigate the interaction between dose characteristics and patients and a favourable outcome
we used (1) binary regression analysis and (2) a classification and regression tree (CART) analysis (Salford
predictive modeller software suite version 7, Salford Systems, San Diego, CA, USA).

The CART is a binary partitioning statistical method that starts with the total sample. It then uses a
stepwise approach to split the sample in to subsamples that are homogeneous in a defined outcome.
The input variable that achieves the most effective split is dichotomised by automated analysis at an
optimal threshold, maximising the homogeneity within, and separation between, resulting subgroups. A
10-fold internal cross-validation is used to maximise model performance that is assessed as the area under
the receiver operating characteristic (ROC) curve. The internal cross-validation divides the data randomly
into 10 groups with nine used to build the model (training data set) and one used to validate the model
(testing data set). CART also numerically ranks each input to build the tree by relative importance. In our
analysis, we included all prespecified subgroup variables (patient age, NIHSS, stroke type, treatment with
rtPA), group allocation and the three dose characteristics (TTFM, frequency and daily amount). This analysis
explored the relative importance of each variable in association with achieving a favourable outcome
(MRS score of 0-2). A further analysis (CART II) investigated multidimensional relationships between dose
characteristics alone and favourable outcome.>

Both approaches to exploratory analysis examined the three main characteristics of treatment dose:

1. TTFM out of bed (hours)
2. frequency — median number of out-of-bed sessions per patient per day
3. daily amount — median minutes of out-of-bed activity per patient per day.

We also recorded total amount (total minutes of out-of-bed activity over the whole intervention period) to
account for varying lengths of stay in hospital.

Nurses recorded the type of activity and the time of the day each activity began. This did not include total
time in minutes as this was not routine practice. Physiotherapists recorded the type of activity, the time that
the activity began and the total out-of-bed activity (minutes), as this was incorporated in normal practice.
Therefore, physiotherapy data alone contributed to the variables of daily amount (minutes) and total amount
(minutes) of out-of-bed activity. Both nursing and physiotherapy data contributed to TTFM and frequency of
mobilisations. For the definition of frequency of mobilisation, episodes of sitting, standing or walking activity
had to be separated from another episode of activity by more than 5 minutes of rest (e.g. in a chair).

In an attempt to avoid excessive collinearity between daily amount and total amount we tested two
different models that were adjusted for age and baseline stroke severity for all the analysis:

1. Model 1 —TTFM, frequency (median daily number of out-of-bed sessions) and amount (median daily
out-of-bed session time in 5-minute increments),

2. Model 2 — TTFM, frequency (median daily number of out-of-bed sessions) and amount (total minutes
out-of-bed activity over the whole intervention period in 5-minute increments).

The primary exploratory analysis was carried out using binary logistic regression models with favourable
outcome (MRS score of 0-2) at 3 months as the dependent variable.

Meta-analysis of comparable trials

We wished to set the AVERT results in the context of other similar RCTs. We updated the searches of the
existing systematic review,® searching MEDLINE, EMBASE, CINAHL (Cumulative Index to Nursing and Allied
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Health Literature), Cochrane Stroke Group trials register, several international ongoing trials registers,
reference lists of articles and also performed citation searching up to 2015. Foreign language translations
were sought. Two review authors assessed trial eligibility, quality and performed data extraction. We included
any trial that compared EM after stroke (within 48 hours) with a more delayed mobilisation. The primary
outcome was death or poor outcome (dependency or institutionalisation) at follow-up with the use of a mRS
score of 3-5 as the preferred definition of poor outcome. We used a fixed-effects model to estimate ORs and
95% Cls, with the use of a random-effects model in the event of substantial heterogeneity (2> 50%).

Patient and public involvement

Stroke survivors in Australia contributed to the original trial development. In particular, Ms Brooke Parsons
(a stroke survivor) was involved in the development of the proposal and the monitoring and progress of
the trial through her role on the Trial Steering Committee. Each individual study site had varying degrees
of patient and public involvement.

Role of the funding source

The various funders of the AVERT international trial had no role in study design, data collection, analysis
and interpretation or in the writing of the report. The author team had full access to all data in the study.
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Chapter 3 Qualitative process evaluation

Introduction

As stated in the introduction, we also refer to two related studies that were not specifically included in
the original HTA programme trial application but were nested within the AVERT programme and
contribute to its understanding. These are a qualitative process evaluation,?” which is summarised here,
and a study of the generalisability of AVERT,*® which appears in the results (see Chapter 4).

It is particularly challenging to implement multidisciplinary stroke rehabilitation interventions when the
intervention is both complex and multifaceted. This part of the trial programme aimed to better understand
how the implementation of the VEM intervention was experienced by the staff involved. It has been
reported that efforts to implement evidence-based recommendations in acute stroke units have had mixed
success. In particular, changing clinician behaviour is particularly challenging when incorporated within
pragmatic trials.> The qualitative process evaluation summarised here aimed to help us better understand
the implementation of the VEM intervention protocol from the perspective of the health-care professionals
who were responsible for its delivery. We believed that understanding the knowledge and perspectives of
these staff would be important to both develop effective guidance in the future and implement the VEM
intervention if it was found to be effective.

The main component of this chapter was published in Luker et al.*” This article is distributed under the
terms of the Creative Commons Attribution 4.0 International License (http://creativecommons.org/licenses/
by/4.0/), which permits unrestricted use, distribution, and reproduction in any medium, provided you

give appropriate credit to the original author(s) and the source, provide a link to the Creative Commons
license, and indicate if changes were made. The Creative Commons Public Domain Dedication waiver
(http://creativecommons.org/publicdomain/zero/1.0/) applies to the data made available in this article,
unless otherwise stated. The text in this chapter includes minor additions and formatting changes to the
original text.

Methods

We used the standard qualitative methodological methodologies®®*® involving AVERT trial collaborators in
Scotland, Australia and New Zealand. Ethics approvals were obtained for all three countries. The Scottish
component of recruitment was carried out as part of a Stroke Association-funded Doctor of Philosophy
(PhD) by Ms Louise Craig, who was also our first AVERT manager in the UK. The raw Scottish data relevant
to the main AVERT trial were reanalysed by colleagues in Australia using the same approach for all
included study sites.

Study sample

We used purposive sampling at participating AVERT sites. This was overseen by the trial manager in
Australia and New Zealand and by Louise Craig in Scotland. Of the 72 staff who expressed interest,

six did not eventually consent to take part and one moved abroad. We obtained informed consent from
33 physiotherapists, 18 nurses, one physiotherapy assistant and one speech pathologist. These staff
members are based in four stroke units in Scotland, 14 in Australia and one in New Zealand.

The qualitative data were collected and analysed before the primary outcome of the trial was available.
We conducted semistructured interviews facilitated by interview guides that permitted additional questions
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or probes if interesting information arose.*” The main focus of the interview was on the implementation of
the VEM protocol. The Scottish interviews were conducted between 2010 and 2011 and the Australian
and New Zealand interviews took place in 2014. They could be by telephone or face to face. Telephone
interviews commonly ran for 30 minutes, while face-to-face interviews averaged 59 minutes. Interviews
were audio-recorded, transcribed, cross-checked with participants and deidentified prior to analysis.

We used a thematic analysis to explore the experience and perspectives of staff involved in the trial. This
approach is said to be especially relevant to multimethods health research®®**° and uses low-inference
interpretation. We inductively coded the data and set about identifying themes. Each stage incorporated
independent consideration by two or more researchers with subsequent discussion and consensus forming.
We coded the transcripts to small sections of meaning and then through an iterative process we grouped
the codes into logical and meaningful clusters in a hierarchical tree structure. This resulted in categories,
descriptive themes and subthemes (Table 3). Emergent themes, each with subthemes, were grouped into
three categories: staff experience of implementing the trial intervention, barriers to implementation of
the trial intervention and strategies to overcome barriers to intervention (see Table 3). Stroke unit staff
described the challenges of taking part in the trial and how their unit set about implementing the VEM
protocol. The recent publication®” describes the findings in detail but for the purposes of this report we
have summarised the main themes as follows.

1. Staff experience of implementing the trial intervention.

i. Extra work but rewarding: the extra work was felt to be justified by the hope that the trial might
benefit stroke patient outcomes.

ii. Team practice changes: several staff reported a positive impact on teamwork at their site.
In particular, closer working of nurses and physiotherapists and some changes in their professional roles.

— Changes to usual practice: over the duration of the trial some staff perceived a change in UC.
This was not a universal perception but was noted by a substantial minority.

2. Barriers to intervention implementation.
The main reported barriers related to the general implementation of a trial and also those specific to
the VEM intervention, in particular, the frequency of the intervention.

i. Team challenges: implementation difficulties were notable at sites that appeared to lack established
interdisciplinary team working practices.

ii. Staffing challenges: a common theme was that inadequate staffing levels made it difficult to
consistently implement the VEM protocol particularly in the face of competing demands. It was
recognised that experienced and trained staff were essential for successful implementation of
the protocol.

iii. Organisational or workplace barriers.

— The acute model and culture: there was a common view that the rapid pace and focus on early
discharge of acute hospitals rendered rehabilitation a low priority.

— Barriers to acute stroke unit access: a particular problem was that significant delays were
experienced while patients waited for a bed in the acute stroke unit.

— Competing priorities: competing organisational priorities such as discharge pressure,
accreditation work and transfer policies were commonly reported as being a challenge.
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TABLE 3 Final coding tree used in qualitative study

Themes Interviews® Subthemes
Category 1: Staff experience of implementing the trial intervention
1 Extra work but rewarding 27
2 Team practice changes 24
Changes to UC

Category 2: Barriers to intervention implementation

3 Team challenges 19

4 Staffing challenges 37

5 Organisational or workplace barriers 28
The acute model and culture
Barriers to Acute Stroke Unit access
Competing priorities
Physical environment barriers

6 Staff attitudes and beliefs 32
Not ‘on board’
Beliefs about roles and capabilities
Beliefs about consequences

7 Patients’ barriers 35

Acuity, instability and complexity
Severity of stroke

Fatigue

Family anxiety

Category 3: Overcoming implementation barriers

8 Teamwork central to success 43
Communication and coordination
9 Getting staff ‘on board’ 35
Staff education and training
Leadership for change
10 Working differently 29

‘This is what we do here’
Shifting control
Staffing model changes

Dealing with fatigue

a Number of interviews containing data supporting the theme.

Reproduced with permission from Luker et al.’” © 2016 Luker et al. Open Access This article is distributed under the terms
of the Creative Commons Attribution 4.0 International License (http://creativecommons.org/licenses/by/4.0/), which permits
unrestricted use, distribution, and reproduction in any medium, provided you give appropriate credit to the original author(s)
and the source, provide a link to the Creative Commons license, and indicate if changes were made. The Creative Commons
Public Domain Dedication waiver (http:/creativecommons.org/publicdomain/zero/1.0/) applies to the data made available in

this article, unless otherwise stated.
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iv. Physical environmental barriers: environmental barriers such as lack of equipment and chairs were
reported to be barriers.
v. Staff attitudes and beliefs.

— Resistance to change of practice: resistance to changing practice was identified at some sites
particularly among staff who were not experienced in clinical trials.

— Beliefs about roles and capabilities: mobilisation delays at some sites were due to nurses
awaiting physiotherapists to begin mobilisation.

— Beliefs about consequences: many staff assumed a positive treatment effect from VEM, which
appeared to influence their perceptions of the treatment and anecdotal outcomes.

vi. Patient barriers.

— Acuity, instability and complexity: acute health problems including unstable medical conditions
and complex problems were viewed as a common barrier.

—  Severity of stroke: early delivery of the VEM protocol was viewed as challenging in patients
with drowsiness or reduced cognition. They would require more staff to assist mobilisation.
The challenges with milder strokes were mainly due to the high frequency mandated by the
VEM protocol.

— Fatigue: staff reported that fatigue was a common problem reported by patients sometimes
preventing mobilisation.

— Family anxiety: on some occasions families raised concerns that the VEM intervention was
preventing necessary rest.

3. Overcoming implementation barriers.
Many interviewees described strategies for implementing the VEM intervention in the face of the
observed barriers. These are summarised below.

i. Teamwork is central to success: units that felt they had been successful in providing the VEM
protocol frequently reported shared interdisciplinary roles with nurses, physiotherapists and others
working closely together through flexible work practices and mutual trust.

— Communication and co-ordination: a component of good interdisciplinary working was effective
communication and co-ordination between different members of staff.

ii. Getting staff on board: an almost universal theme was the importance of spending time and effort
to get staff engaged with the new VEM practice.

- Staff education and training: this was felt to be a cornerstone of getting staff involved.
— Leadership for change: implementing the VEM protocol was seen as a whole team responsibility
but required leadership.

iii. Working differently: a positive attitude to implementing the VEM protocol was seen in sites
determined to work around organisational barriers and foster a culture appropriate to the trial.
This included a willingness to relinquish some control of traditional roles and practices.

— Staffing model changes: some units reported using different staffing models involving nursing or
allied health assistants.

— Managing patient fatigue: some units reported innovative approaches to timetabling therapy to
accommodate patient fatigue.
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Discussion

The interview with staff identified some common themes.?’ First, implementing the VEM protocol within
AVERT was acknowledged as being a challenging task. However, despite the challenges encountered
there was substantial enthusiasm about participation in the trial. This enthusiasm was largely driven by

an interest in the research question and the potential benefit to future stroke patients. A strong feature
of these interviews was the importance of highly effective interdisciplinary teamwork. This was widely
acknowledged as being an important factor in implementation of the VEM protocol. A second key feature
was the importance of effective leadership to champion and encourage the trial within their units.

A strength of the qualitative study was that information was collected and analysed prior to the main
AVERT trial results becoming available. Participants were generally optimistic that the trial would be
positive and this seemed to be a factor in sustaining interest over a number of years. Another study
strength was that experiences were collected across three countries, and, although there were some minor
intercountry differences,” the similarities were more striking than the differences.
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Chapter 4 Statistical trial results

The main component of this chapter was published by the AVERT Trial Collaboration Group,®'

(an Open Access article) distributed under the terms of the Creative Commons Attribution License
(http://creativecommons.org/licenses/by/3.0), which permits unrestricted use, distribution, and reproduction
in any medium, provided the original work is properly cited. The text in this chapter includes minor
additions and formatting changes to the original text.

Screening and exploring threats to generalisability in the AVERT

In parallel with the main trial of AVERT, we also carried out a study to explore potential threats to
generalisability of the main results of AVERT.*® We wished to consider the impact of person, place, setting
and practice as a framework for considering generalisability. Therefore, we used a proximal similarity
model (Figure 3) to carry out this analysis of the first 20,000 patients screened for inclusion in AVERT,
which involved 44 hospitals in five countries. Of the first 20,000 patients screened for inclusion, 1158 were
recruited and randomised in AVERT.

We compared recruited patients with the target population and also explored the factors (demographic,
clinical process and site factors) that were associated with participant recruitment using a proximal
similarity model (see Figure 3) that incorporated inclusion and exclusion criteria (Figure 4).

taroet populatiop,

Factors ,
associated with,”
trial site and ,”
country /,’

Less similar

Setting and Person

practice

Factors associated with Demographic and

trial or hospital processes clinical factors
(e.g. whether or not a (e.g. stroke type)
patient is transferred to

ICU)

FIGURE 3 Proximal similarity framework applied to the AVERT trial: a model for conceptualising the dimensions
along which the sample of patients may be similar to the target population. Each dimension (person, place, setting
and practice) is affected by specific factors that may threaten external validity. ICU, intensive care unit. Reproduced
with permission from Bernhardt et al.*® This is an Open Access article distributed in accordance with the Creative
Commons Attribution Non Commercial (CC BY-NC 4.0) license, which permits others to distribute, remix, adapt,
build upon this work non-commercially, and license their derivative works on different terms, provided the original
work is properly cited and the use is non-commercial. See: http://creativecommons.org/licenses/by-nc/4.0/.
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STATISTICAL TRIAL RESULTS

Inclusion criteria

— Recruited
v’ >18 years
v Clinical diagnosis of first or recurrent stroke, haemorrhage or infarct N Randomised ]
(but not transient ischaemic attack) g andomise
v" As a minimum level of consciousness, patient must at least respond N
to verbal commands
v Attending physician of a patient who has received alteplase permits ( ]
participation Non-recruited
v Informed consent is obtained
v' Recruited within 24 hours of onset of stroke symptoms #{ After 24 hours ]
f Exclusion criteria ]
> Significant pre-morbid disability: pre-stroke (retrospective) ]
m%S scoreof 3,4 o0r5 / ] #[ mRS score of 3 ]
> Deterioration in patient’s condition in the first hour of admission — (
resulting in direct admission to ICU of immediate surgery ] » ICU admit ]
> Palliation: a documented clinical decision for palliative treatment =~ ——
(e.g. those with devastating stroke) or concurrent diagnosis of » Deteriorated ]
rapidly deteriorating disease (e.g. terminal cancer) ] \
» Unstable coronary or other medical condition that is judged by the
inverstigator to impose a hazard to the patient by involvement in #[ Coronary condition ]

the trial
> Physiological state falls outside set safety limits:
e systolic blood pressure of <110 or >220mmHg
e oxygen saturation of <92% with oxygen supplementation
e resting heart rate of <40 or >110 b.p.m. »|  Failed physiological ]
e temperature of >38.5°C
» Concurrent recruitment to a pharmaceutical or other intervention ——

trial. Patients may participate in AVERT if they are also recruited o -
to non-intervention trials "1 Other trial ]
> A suspected or confirmed lower limb fracture at the time of stroke ——
preventing the implementation of the mobilisation protocol
» Did not meet all inclusion criteria (i.e. <18 years, did not respond wl
to verbal commands or attending physician of a patient who received g\ Other ]
alteplase did not permit participation) or recruiter identified a unique
L reason for patient being unsuitable for the trial® —
f Trial process factors ]
» Patient not identified by recruiting staff within 24 hours recruitment ;[ Missed ]
time frame (e.g. patients who are admitted over the weekend) (
> Patient refuses participation > Refused ]

\ J

FIGURE 4 Relationship between trial inclusion/exclusion criteria and screening log categories in AVERT. a, other
reasons included (but are not limited to) patients not admitted to a stroke unit, lower limb fractures and no
treating therapist available. ICU, intensive care unit. Reproduced with permission from Bernhardt et al.*® This is an
Open Access article distributed in accordance with the Creative Commons Attribution Non Commercial (CC BY-NC 4.0)
license, which permits others to distribute, remix, adapt, build upon this work non-commercially, and license their
derivative works on different terms, provided the original work is properly cited and the use is non-commercial.

See: http://creativecommons.org/licenses/by-nc/4.0/.

The characteristics of participants included in the trial were broadly similar in terms of demographic

and stroke characteristics with the exception that recruited participants had a greater proportion of

men (Table 4). Late arrival to hospital (after 24 hours) was the most commonly reported reason for
non-recruitment. Overall, older and female participants were less likely to be recruited to the trial. The
reasons for exclusion of women rather than men applied to a range of reasons including refusal. Among
severe stroke patients, the odds of exclusion because of early deterioration was particularly common
(OR 10.4, 95% C19.3to 11.7, p<0.001).
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TABLE 4 Baseline demographics of recruited vs. non-recruited patients, including significance testing for differences

n (%) 18,842 (94) 1158 (6)

Age (years), median (IQR) 75 (64-82) 73 (63-80) <0.001
Range 15-102 18-100

Female age (years), median (IQR) 78 (61-80) 76 (66-82)

Male age (years), median (IQR) 71 (68-85) 71 (61-79)

Female, % (95% Cl) 47 (47 to 48) 37 (34 to 40) <0.001

NIHSS, n (%) <0.001
Mild (1-7) 10,012 (53) 619 (53)
Moderate (8-16) 4934 (26) 358 (31)
Severe (> 16) 3896 (21) 181 (16)

Stroke type, n (%) 0.504
Ischaemic 16,328 (87) 1012 (87)
ICH 2514 (13) 146 (13)

ICH, intracerebral haemorrhage; IQR, interquartile range.
Reproduced with permission from Bernhardt et al. (2015).%® This is an Open Access article distributed under the terms of

the Creative Commons Attribution License (http://creativecommons.org/licenses/by/3.0), which permits unrestricted use,
distribution, and reproduction in any medium, provided the original work is properly cited.

We found that using a screening log that captured a broad range of reasons for non-recruitment added to
the collection of demographic data.*® Similarly, the use of a model to explicitly explore generalisability was
informative. However, a large screening log can only collect a limited amount of demographic and clinical
information and it is quite possible that other factors may have influenced our recruitment. The proximal
similarity model which explores person, place, practice and setting did provide some important information
about the generalisability of this trial. Overall, the external validity appeared reasonably good.

Screening and recruitment

A summary of trial recruitment in the UK and other recruiting regions, during the period of the NIHR HTA
programme grant (2012-16), is shown in Table 5. Recruitment from UK sites stood at 319 participants

at the start of 2013 (average UK recruitment rate of seven participants per month). This compared with
19 participants per month in all other sites in Australia, New Zealand and Asia. The expansion that was
possible through the NIHR HTA programme grant allowed us to recruit 291 UK participants in 2013-14
(average recruitment per month of 14 participants compared with 16 participants per month in all

other sites).

The trial profile is provided in Figure 5. A total of 25,237 patients were admitted within 24 hours of stroke
onset, of whom 23,133 were ineligible. The most common reasons were no recruiting staff available at
the time of admission, medical instability, or premorbid disability. A smaller number were enrolled in other
clinical trials or refused trial entry. Between 18 July 2006 and 16 October 2014, we randomly allocated
2104 patients to receive either VEM (n = 1054) or UC (n = 1050).
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TABLE 5 Regional AVERT recruitment between 2011 and 2014

January to January to January to January to Final
Country/centre December 2011 December 2012 December 2013 October 2014 total
Northern Ireland total 20 12 2 2 59
Antrim 8 7 1 2 18
Belfast City 5 - - - 15
Craigavon 0 - - - 0
Daisy Hill 1 - - - 1
Ulster 6 5 1 - 25
Wales total 5 1 5 12
Neville Hall 5 1 5 12
Scotland total 13 26 25 30 171
Aberdeen 5 9 8 1M 33
Crosshouse - - - - 3
Edinburgh - 2 4 - 6
Forth Valley 2 12 13 20 65
Monklands 3 1 26
Western - - - - 10
Wishaw 3 2 - - 28
England total 26 107 116 1M1 368
Blackpool - - - 17 17
Calderdale - 2 5 7
Harrogate - 4 4 7 15
Hexham 2 3 - - 5
Imperial College 9 7 8 5 29
London St George - - 2 5 7
North Devon 1 4 1 6
North Tyneside 1 8 7 1 17
QEQMH - 4 9 8 21
Royal Bournemouth - 5 18 9 32
Royal Devon 2 7 7 8 24
Royal Victoria 5 6 13 11 35
South Tyneside 2 2 3 1 8
St Mary's low - 10 1 2 13
Wansbeck 3 8 4 3 18
Yeovil 1 23 24 13 61
York - 15 11 28 54
UK total (number/month) 64 (5.3) 146 (12.2) 149 (12.4) 142 (15.8) 610
Australia/New Zealand/Asia 237 (19.8) 164 (13.7) 179 (14.9) 149 (15.3) 1494
total (number/month)
Total (number/month) 301 (25.1) 309 (25.3) 322 (26.8) 271 (30.1) 2104
Note

UK had 319 participants by January 2013.
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Admitted within 24 hours Ineligible?
of stroke onset (n=23,133)
| (n=25,237) ) * Had premorbid mRS score of >2, n=5588
e Were enrolled in another clinical trial,
P n=1136
- A N ¢ Were medically unstable or unwell,
Enrolled n=7080
| (n=2104) ] e Had no recruiter or were admitted on
a weekend, n=7414
) A . ® For other reasons, n=8151
Randomised L* Refused, n=446 )
(n=2104)
v v
Allocated to VEM Allocated to UC
(n=1054) (n=1050)
Never mobilised (n=12) Never mobilised (n=14)
Not stroke (n=13) Not stroke (n=21)
s v ~\ ( " N\
Asse.ssed at 3 months (n=1038) Assessed at 3 months (n=1045)
* Alive, n=950 e Alive, n=973
e Dead, n=88 « Dead, n=72

e Unknown, n=6
¢ Refused follow-up, n=10

v

¢ Refused follow-up, n=5
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Included in (n=1054) Included in (n=1050)
¢ Intention to treat - ¢ Intention to treat (-
® Primary analysis ® Primary analysis

FIGURE 5 AVERT profile. a, More than one reason possible per patient. Reproduced with permission from the
AVERT Trial Collaboration Group (2015).2' This is an Open Access article distributed under the terms of the Creative
Commons Attribution License (http:/creativecommons.org/licenses/by/3.0), which permits unrestricted use,
distribution, and reproduction in any medium, provided the original work is properly cited.

Eligibility violations

A total of 34 patients were found to have a non-stroke diagnosis (n =13 in VEM, and n=21 in UC).
A total of 26 were never mobilised (n =12 in VEM, and n= 14 in UC) (see Figure 5). These patients
remained in the trial and, if they agreed, were followed through until completion.

Participant baseline characteristics

Table 6 outlines the participant baseline characteristics that were similar between study groups. The
median time to randomisation was 18 hours after stroke and was the same in both groups. The majority
of patients (80%) were experiencing their first stroke and a large minority (45%) were classified as having
moderate or severe stroke (NIHSS of > 7). Approximately one-quarter of patients were aged > 80 years
(26%) and 24% received rtPA.
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TABLE 6 Baseline patient characteristics

Recruitment region, n (%)
Australia and New Zealand
Asia
U]
Age (years), mean (IQR)
<65, n (%)
65-80, n (%)
>80, n (%)
Sex, n (%)
Female
Male
Risk factors, n (%)
Hypertension
Ischaemic heart disease
Hypercholesterolaemia
Diabetes mellitus
Smoking, n (%)
Never smoked
Smoker?
Ex-smoker®
Unknown
Atrial fibrillation
Premorbid history, n (%)
Premorbid mRS
0
1
2
Living arrangement at time of admission, n (%)
Home alone
Home with someone
Supported accommodation
Independent walking, n (%)
Without aid
With aid

Time to randomisation (hours), mean (IQR)

617 (59)

126 (12)

311 (29)

72.3 (62.3-80.3)
331 (31%)

448 (43%)

275 (26%)

411 (39)
643 (61)

707 (67)
235 (22)
421 (40)
239 (23)

454 (43)
227 (22)
352 (33)
21(2)

229 (22)

799 (76)
145 (14)
110 (10)

257 (25)
781 (74)
16 (1)

908 (86)
146 (14)
18.2 (12.1-21.8)

626 (60)

125 (12)

299 (28)

72.7 (63.4-80.4)
298 (28%)

481 (46%)

271 (26%)

407 (39)
643 (61)

717 (68)
251 (24)
423 (40)
228 (21)

491 (47)
204 (19)
341 (33)
14 (1)

237 (23)

786 (75)
158 (15)
106 (10)

275 (26)
761 (73)
14 (1)

925 (88)
125 (12)
18.2 (12.5-21.8)
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TABLE 6 Baseline patient characteristics (continued)

Stroke history, n (%)

First stroke 878 (83) 843 (80)
NIHSS score, mean (IQR) 7 (4-12) 7 (4-12)
Mild (1-7) 592 (56) 578 (55)
Moderate (8-16) 315 (30) 328 (31)
Severe (> 16) 147 (14) 144 (14)

Stroke type (Oxfordshire Stroke Classification), n (%)

Total anterior circulation infarct 224 (21) 232 (22)
Partial anterior circulation infarct 340 (32) 328 (31)
Posterior circulation infarct 93 (9) 106 (10)
Lacunar infarct 255 (24) 268 (26)
Intracerebral haemorrhage 142 (14) 116 (11)

rtPA treatment, n (%)
Yes 247 (23) 260 (25)

Baseline walking (MSAS walking score), n (%)

Independent 439 (42) 416 (40)
Supervised or assisted 522 (49) 538 (51)
Unable to walk 91 (9) 96 (9)
Unknown 2(<1) 0 (0)

a We defined a smoker as a current smoker or a participant who had quit smoking in the past 2 years, and an ex-smoker
as a participant who had quit smoking > 2 years ago.

Participant withdrawals

A total of 2083 (99%) of patients were included in the 3-month follow-up assessment (see Figure 5).

The main reasons for withdrawal were refusal (15 participants) and unknown (six participants). At the
12-month follow-up, 2052 (97%) completed an assessment, which showed that 24 patients were missing
and 28 refused follow-up.

For UK participants (n = 610), 3-month follow-up assessments were complete for > 98% of participants
(nine withdrew). The 12-month follow-up assessments were complete for > 96% of UK participants
(15 withdrew, 10 could not be contacted).

Treatment compliance

Table 7 summarises the three crucial elements of the VEM protocol. Patients allocated to VEM began
mobilisation within 24 hours of stroke.

Patients in the VEM group successfully commenced mobilisation early after randomisation (median
18.5 hours after stroke). In the UC group, the median time to mobilisation was almost 5 hours later, but
still within 24 hours of stroke onset. The categorisation of TTFM in the VEM and UC groups is outlined in

© Queen'’s Printer and Controller of HMSO 2017. This work was produced by Langhorne et al. under the terms of a commissioning contract issued by the Secretary of State for
Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science
Park, Southampton SO16 7NS, UK.

33



34

STATISTICAL TRIAL RESULTS

TABLE 7 Summary of interventions

Median shift
Features VEM (n = 1054) UC (n = 1050) p-value (95% ClI)
TTFM (hours) 18.5 22.4 <0.0001 4.8 (4.1t05.7)
(12.8-22.3; n=1042? (16.5-29.3; n= 10367
Frequency per person® 6.5 (4.0-9.5) 3 (2.0-4.5) <0.0001 3 (310 3.5)
Daily amount per person (minutes)- 31 (16.5-50.5) 10 (0-18) <0.0001 21.0(20to0 22.5)
Total amount per person (minutes)®  201.5 (108-340) 70 (32-130) < 0.0001 117 (107 to 128)

IQR, interquartile range.

a Twelve patients were missing from the VEM group and 14 patients were missing from the UC group. Missing patients
were never mobilised, either because of an early SAE event, decision to palliate, or early death or transfer from the
stroke unit. For these patients, therapy and nurse recording forms were completed throughout their stroke unit stay,
with zero time and zero sessions.

b Daily sessions of out-of-bed activity.

¢ Minutes per day spent in out-of-bed activity.

d Total amount is over the length of stay or until 14 days after stroke (whichever took place first).

Data are median (IQR) or median (IQR; n), unless otherwise indicated.

Dose data for VEM includes components of both UC and VEM. Frequency is derived from nursing and therapist data.

Amount (minutes) is derived from physiotherapist data only. Median estimates include days when time or number of

out-of-bed sessions were zero (i.e. the patient was recorded as not getting up on that day or for that session).

Reproduced with permission from the AVERT Trial Collaboration Group (2015).?" This is an Open Access article distributed

under the terms of the Creative Commons Attribution License (http:/creativecommons.org/licenses/by/3.0), which permits

unrestricted use, distribution, and reproduction in any medium, provided the original work is properly cited.

Table 7. It is notable that 965 (92%) VEM patients had mobilised within 24 hours compared with 623
(59%) patients in the UC group. It was noted that the median TTFM in the UC group actually reduced
during the study period. The rate of reduction was 28 minutes per year (95% Cl 11.3 to 44.6 minutes;
p=0.001). There was no significant change in the VEM group over the same time period. As a result,
there was a significant interaction between time since commencing the trial and TTFM (p =0.017). In
contrast, during the study period there was no significant change in the daily frequency or daily amount of
out-of-bed intervention or in the total intervention time.

Content of physical therapy and nursing

Further exploration of the intervention differences between the VEM and UC groups are shown in Figure 6.
TTFM was substantially reduced in the VEM group in all subgroups of patients except those recruited in Asia.
The frequency of out-of-bed activity was increased in all VEM subgroups, especially younger patients with
milder strokes. A similar pattern was seen in the amount of out-of-bed activity regardless of whether it was
measured per day or over the whole intervention period.

Regional differences

Figure 6 also shows the successful delivery of VEM compared with UC regimes in the UK sites. In general,
the differences were slightly less marked in the UK than other regions but, overall, UK sites delivered a
2.6-hour reduction in TTFM, with three more out-of-bed activity sessions per day. This equated to

15 minutes more out-of-bed activity per day or 90 minutes during the intervention period.
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(a)
Subgroup Number of patients Effect (95% Cl)
<65 621 — —-3.25 (-4.60 to —1.90)
65-80 917 - —-4.00 (-5.00 to —3.00)
>80 540 — —-4.00 (-5.78 to -2.22)
Mild 1168 —— -2.16 (-3.01 to -1.31)
Moderate 638 —— -5.83 (-7.17 to -4.49)
Severe 272 —¢— -9.08 (-11.50 to —-6.66)
Infarct 1822 — -3.80 (-4.67 to -2.93)
Haemorrhage 256 — -4.50 (-7.02 to -1.98)
No 1582 —— -3.83 (-4.83 t0 -2.83)
Yes 496 —— -3.58 (-4.85 to -2.31)
Asia 250 — T -1.00 (-2.72 t0 0.72)
Australia and New Zealand 1224 — -4.58 (-5.50 to —3.66)
UK 604 — -2.58 (-4.02 to —-1.14)

T T

-4 0 4

Intervention characteristics by group (VEM vs. UC) for each subgroup. (@) TTFM (hours); (b) frequency,
median daily sessions of out-of-bed activity; (c) daily amount, median minutes per day in out-of-bed activity; and
(d) total amount, minutes, over the intervention period. The forest plot shows the effect size and 95% Cl for
earlier TTFM, more frequent out-of-bed sessions, higher daily amount of out-of-bed activity and higher total dose
over the intervention period in the VEM group. Titration of dose to the stroke severity is evident. Stroke severity
(NIHSS): mild = 1-7, moderate = 8-16, and severe > 16. Reproduced with permission from the AVERT Trial
Collaboration Group (2015).%" This is an Open Access article distributed under the terms of the Creative Commons
Attribution License (http://creativecommons.org/licenses/by/3.0), which permits unrestricted use, distribution, and
reproduction in any medium, provided the original work is properly cited. (continued)
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(b)

Subgroup Number of patients Effect (95% CI)
<65 629 —— 4.50 (3.55 to 5.45)
65-80 929 — 3.50 (2.53 to 4.47)
>80 546 — 2.50 (1.54 to 3.46)
Mild 1170 —— 4.00 (3.05 to 4.95)
Moderate 643 —— 3.00 (2.04 to 3.96)
Severe 291 — 2.00 (1.10 to 2.90)
Infarct 1846 —— 4.00 (3.06 to 4.94)
Haemorrhage 258 —— 3.00 (2.01 to 3.99)
No 1597 —— 4.00 (3.06 to 4.94)
Yes 507 —— 3.00 (2.04 to 3.96)
<12 376 — 3.50 (2.46 to 4.54)
12-24 1212 —— 3.50 (2.53 to 4.47)
>24 516 — 1.50 (0.18 to 2.82)
Asia 251 —&—P 4.00 (2.50 to 5.50)
Australia and New Zealand 1243 — 3.50 (2.54 to 4.46)
UK 610 — 3.00 (2.04 to 3.96)
T T T T T T
-5 -2-10 1 2 5

Intervention characteristics by group (VEM vs. UC) for each subgroup. (a) TTFM (hours); (b) frequency,
median daily sessions of out-of-bed activity; (c) daily amount, median minutes per day in out-of-bed activity; and
(d) total amount, minutes, over the intervention period. The forest plot shows the effect size and 95% Cl for
earlier TTFM, more frequent out-of-bed sessions, higher daily amount of out-of-bed activity and higher total dose
over the intervention period in the VEM group. Titration of dose to the stroke severity is evident. Stroke severity
(NIHSS): mild = 1-7, moderate = 8-16, and severe > 16. Reproduced with permission from the AVERT Trial
Collaboration Group (2015).%" This is an Open Access article distributed under the terms of the Creative Commons
Attribution License (http:/creativecommons.org/licenses/by/3.0), which permits unrestricted use, distribution, and
reproduction in any medium, provided the original work is properly cited. (continued)

NIHR Journals Library


http://creativecommons.org/licenses/by/3.0

VOL. 21 NO. 54

(0

Subgroup Number of patients Effect (95% Cl)

<65 629 —— 28.00 (24.50 to 31.50)
65-80 929 —— 20.00 (17.05 to 22.95)
>80 546 —— 14.50 (11.51 to 17.49)
Mild 1170 - 25.00 (23.04 to 26.96)
Moderate 643 —— 22.00 (18.96 to 25.04)
Severe 291 — 12.50 (7.45 to 17.55)
Infarct 1846 * 22.00 (21.02 to 22.98)
Haemorrhage 258 —— 20.00 (15.52 to 24.48)
No 1597 - 21.50 (20.03 to 22.97)
Yes 507 —t— 20.00 (15.98 to 24.02)
<12 376 — 19.50 (14.76 to 24.24)
12-24 1212 - 23.00 (20.95 to 25.05)
>24 516 —— 11.00 (5.66 to 16.34)
Asia 251 ——p 28,50 (23.48 to 33.52)
Australia and New Zealand 1243 - 23.00 (21.02 to 24.98)
UK 610 —-— 15.00 (12.54 to 17.46)

T T T T
-25 -40 4 25

Intervention characteristics by group (VEM vs. UC) for each subgroup. (a) TTFM (hours); (b) frequency,
median daily sessions of out-of-bed activity; (c) daily amount, median minutes per day in out-of-bed activity; and
(d) total amount, minutes, over the intervention period. The forest plot shows the effect size and 95% Cl for
earlier TTFM, more frequent out-of-bed sessions, higher daily amount of out-of-bed activity and higher total dose
over the intervention period in the VEM group. Titration of dose to the stroke severity is evident. Stroke severity
(NIHSS): mild = 1-7, moderate = 8-16, and severe > 16. Reproduced with permission from the AVERT Trial
Collaboration Group (2015).%" This is an Open Access article distributed under the terms of the Creative Commons
Attribution License (http:/creativecommons.org/licenses/by/3.0), which permits unrestricted use, distribution, and
reproduction in any medium, provided the original work is properly cited. (continued)
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(d)

Subgroup Number of patients Effect (95% CI)

<65 629 - 146.00 (125.69 to 166.31)
65-80 929 —— 144.00 (127.84 to 160.16)
>80 546 —— 102.00 (83.60 to 120.40)
Mild 1170 - 129.00 (118.98 to 139.02)
Moderate 643 — 142.00 (120.70 to 163.30)
Severe 291 — 84.00 (38.51 to 129.49)
Infarct 1846 —— 134.00 (120.99 to 147.01)
Haemorrhage 258 — 141.00 (104.38 to 177.62)
No 1597 —— 137.00 (124.00 to 150.00)
Yes 507 —— 124.00 (100.48 to 147.52)
<12 376 — 132.00 (103.40 to 160.60)
12-24 1212 - 146.00 (131.66 to 160.34)
>24 516 — 87.00 (54.62 to 119.38)
Asia 251 175.00 (150.25 to 199.75)
Australia and New Zealand 1243 —— 142.00 (129.97 to 154.03)
UK 610 — 90.00 (63.59 to 116.41)

-125 0 125

Intervention characteristics by group (VEM vs. UC) for each subgroup. (a) TTFM (hours); (b) frequency,
median daily sessions of out-of-bed activity; (c) daily amount, median minutes per day in out-of-bed activity; and
(d) total amount, minutes, over the intervention period. The forest plot shows the effect size and 95% Cl for
earlier TTFM, more frequent out-of-bed sessions, higher daily amount of out-of-bed activity and higher total dose
over the intervention period in the VEM group. Titration of dose to the stroke severity is evident. Stroke severity
(NIHSS): mild = 1-7, moderate = 8-16, and severe > 16. Reproduced with permission from the AVERT Trial
Collaboration Group (2015).%" This is an Open Access article distributed under the terms of the Creative Commons
Attribution License (http://creativecommons.org/licenses/by/3.0), which permits unrestricted use, distribution, and
reproduction in any medium, provided the original work is properly cited.

Out of the 2104 participants randomly assigned to either VEM (n = 1054) or UC (n = 1050), 2083 (99%)
were available for 3-month mRS follow-up assessments (see Figure 5), with smaller numbers available
for other outcome measures. At the 12-month follow-up, 2052 (97%) completed a mRS assessment,
which showed that 24 patients were missing and 28 refused follow-up.
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Primary end point: 3 months

At 3-month follow-up, fewer patients in the VEM group had a favourable outcome than the UC group
(Table 8). This resulted in a significant difference between the groups on the prespecified analysis, which
adjusted for baseline age and NIHSS (see Table 8): 480 (46%) in the VEM group had a favourable outcome
compared with 525 (50%) in the UC group (aOR 0.73, 95% CI 0.59 to 0.90; p = 0.004). Sensitivity analysis
produced similar results (Figure 7) and the treatment effect showed no interaction with time since the
commencement of the trial. Unadjusted analysis of the primary outcome showed a reduction in favourable
outcome that did not achieve statistical significance (p = 0.068).

TABLE 8 Outcomes at 3 months

Adjusted analysis Unadjusted analysis
VEM uc OR, generalised OR OR, generalised OR
Features (n=1038%) (n=1045%) or HR® (95% Cl) or HR® (95% Cl) p-value
Primary
Favourable 480 (46) 525 (50) 0.73 (0.59 to 0.90) 0.004 0.85(0.72 to 1.0) 0.068
outcome®
Secondary
mRS category - - 0.94 (0.85 to 1.03) 0.193 0.94 (0.85 to 1.03) 0.202
0 90 (9) 96 (9) - - - _
1 200 (19) 204 (19) - - - -
2 190 (18) 225 (22) - - - _
3 238 (23) 218 (21) - - - _
4 140 (14) 127 (12) - - _ _
5 92 (9) 103 (10) - - - _
6 88 (8) 72 (7) - - - _
Walking 50 m 6 (5-7; 7 (6-8; 1.04 (0.94 to 1.15) 0.459 1.05(0.95 to 1.16) 0.331
unassisted’ n=1051) n=1049)

IQR, interquartile range.

a Sixteen patients were missing from the VEM group and five patients were missing from the UC group. These 21 patients
declined follow-up or could not be found. Missing data were analysed according to our intention-to-treat strategy
assuming missing at random. Figure 7 shows results of the sensitivity analysis.

b Point estimates are ORs for the primary outcome, generalised ORs for the secondary outcome of mRS category and HRs

for the secondary outcome of walking unassisted.

mRS score of 0-2.

d Time at which 50% of participants walked. The number walking unassisted includes all patients who were recorded as
having walked 50 m unassisted in the first 3 months. This number might include patients for whom we were unable to
obtain 3-month mRS.

Data are n (%) or median (IQR; n), unless otherwise indicated.

All analyses are adjusted for baseline NIHSS score and age.

Reproduced with permission from the AVERT Trial Collaboration Group (2015).2" This is an Open Access article distributed

under the terms of the Creative Commons Attribution License (http:/creativecommons.org/licenses/by/3.0), which permits

unrestricted use, distribution, and reproduction in any medium, provided the original work is properly cited.
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FIGURE 7 Sensitivity analysis for the primary outcome, favourable outcome (mRS score of 0-2) at 3 months.

The intention-to-treat analysis assumes that data are missing at random. The sensitivity of the results to plausible
departures from this assumption were explored. Assumptions about the missing data were expressed via a parameter
delta [exp(delta)], which measures the degree of departure from missing at random assumption (range 0-1).

The upper 95% Cl is below 1 (OR 0.71, 95% Cl 0.57 to 0.87; p =0.001) for all the values of delta indicating that the

results remain significant on the sensitivity analysis. PMM, pattern mixture model. Reproduced with permission from
the AVERT Trial Collaboration Group (2015).>" This is an Open Access article distributed under the terms of the

Creative Commons Attribution License (http:/creativecommons.org/licenses/by/3.0), which permits unrestricted use,
distribution, and reproduction in any medium, provided the original work is properly cited.

Secondary patient end point: 3 months

The secondary analysis included the assumption-free ordinal analysis. This did not show a significant
difference between groups across the whole mRS (Figure 8). OR (95% Cl) for an improved outcome was

0.94 (0.85 to 1.03; p=0.202) for an unadjusted analysis and 0.94 (0.85 to 1.03; p =0.193) for an
adjusted analysis (see Table 8).

No symptoms <=

> Death
EmRS=0EmRS=1CEmRS=2C0mRS=3C0mRS=4ImRS=5CImRS=6

em 19 18 23 14 9 8
O — -

19 2 21 Vo a0t g

uc | | | | ]
20 40 60 80 100

Proportion (%)

FIGURE 8 Patients achieving each mRS score at 3 months. Reproduced with permission from the AVERT Trial
Collaboration Group (2015).>' This is an Open Access article distributed under the terms of the Creative Commons

Attribution License (http://creativecommons.org/licenses/by/3.0), which permits unrestricted use, distribution, and
reproduction in any medium, provided the original work is properly cited.
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Walking ability

By 7 days after stroke, 50% of patients were able to walk unassisted and 784 (75%) were walking by

3 months in the VEM group. In the UC group, at 3 months, 796 (76%) were walking (aOR 0.83, 95% Cl
0.64 to 1.07; p=0.143). There was no significant difference in the groups in the time to walking
unassisted (Figure 9 and see Table 8).

Case fatality

At the 3-month follow-up, the overall case fatality was 8% (Table 9); 88 (8%) patients died in the VEM
group and 72 (7%) in the UC group. The main causes of SAEs are outlined in Table 9. These accounted
for two-thirds of all deaths and included stroke progression (n =31 in the VEM group and n =19 in the
UC group), pneumonia (n = 19 in the VEM group and n= 15 in the UC group) and recurrent stroke
(n=11in the VEM group and n=7 in the UC group).

Length of hospital stay

For patients in the VEM group, the median length of hospital stay including acute care and rehabilitation
was 16 days [interquartile range (IQR) 5-44 days]. Patients in the UC group had a hospital stay of a
median of 18 days (6-43 days). The equivalent figure for acute care alone was 7 days (IQR 4-13 days) for
both patients receiving VEM or UC. The rehabilitation length of stay was 28 days (15-49 days) for the VEM
group and 30 days (16-51 days) for the UC group. The number of patients transferring from acute care to
patient rehabilitation was 492 (46%) in the VEM group and 523 (49%) in the UC group.

Adverse events

Serious adverse events: most patients did not have a SAE in the first 3 months of follow-up (see Table 9).
There was no significant difference in the proportion of patients who had non-fatal SAEs (see Table 9). We
also examined SAEs by prespecified category of complication (immobility vs. neurological). Relatively few
patients in either group had a fatal or non-fatal serious complication related to immobility (see Table 9).
The final number was 8% in each group. Serious neurological complications were recorded in < 10% of
patients in either group and there were no significant differences between the groups (see Table 9). The
most common neurological complication was stroke progression and was recorded in 72 (7%) participants
in the VEM group and 56 (5%) participants in the UC group.

Staff safety: one staff injury was reported in the VEM group.

Secondary patient end point: 12 months

A total of 2052 (97.5%) participants completed the 12-month follow-up (Figure 10). In the VEM group,
139 participants had died, 19 refused and 16 were lost, compared with 118, nine and eight participants,
respectively, in the UC group. For the UK participants (n = 610), assessments were complete for > 96%
(15 withdrew, 10 could not be contacted). Therefore, 52 (2.5%) patients did not complete mRS at
12-month follow-up (see Figure 7). The aOR (adjusted for age and baseline NIHSS) for a favourable
outcome (MRS score of 0-2) in the VEM group was 0.84 (95% Cl 0.68 to 1.03; p =0.089).
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TABLE 9 Deaths and non-fatal serious complications at 3 months

Death 88/1048 (8)° 72 (7) 1.34(0.93 to 1.93) 0.113
Non-fatal SAEs 0.88 (0.72 to 1.07) 0.194
0 853 (81) 842 (80) - -

1 157 (15) 146 (14) - _

2 32(3) 41 (4) - _

3 10 (1) 16 (2) - -

4 2(<1) 4(<1) - -

5 0 1(<1) - -
Immobility SAEs® 0.92 (0.62 to 1.35) 0.665
0 1000 (95) 997 (95) - -

1 50 (5) 46 (4) - _

2 4(<1) 5(1) - _

3 0 2(<1) - _

4 0 0 - -

5 0 0 - -
Neurological SAEs 1.26 (0.95 to 1.66) 0.108
0 947 (90) 967 (92) - -

1 104 (10) 78 (7) - -

2 3(<1) 4(<1) - -

3 0 1(<1) - _

4 0 0 - -

a Point estimates are OR for death and IRRS for all AEs.

b The 3-month outcome was missing (unknown) for six patients in the VEM group. Missing data were analysed according
to our intention-to-treat strategy assuming missing at random. The results remain stable over the range of possible
violations of this assumption.

¢ Immobility-related and neurological SAEs include both fatal and non-fatal complications. Immobility-related events
include pulmonary embolism, deep-vein thrombosis, urinary tract infection, pressure sores and pneumonia, and
neurological events include stroke progression and recurrent stroke.

Data are n/N (%) or n (%), unless otherwise indicated.

We did IRR analysis with event counts per person. All analyses are adjusted for age and baseline NIHSS score.

Reproduced with permission from the AVERT Trial Collaboration Group (2015).*" This is an Open Access article distributed

under the terms of the Creative Commons Attribution License (http://creativecommons.org/licenses/by/3.0), which permits

unrestricted use, distribution, and reproduction in any medium, provided the original work is properly cited.

Health-related QoL: the AQoL could not be collected for 87 out of 2104 (4.1%) participants. In the VEM
group, 139 had died, 36 could not be completed (refused, incomplete, not collected by assessor) and

16 could not be contacted. In the UC group, 118 had died, 27 could not be completed and eight could
not be contacted. A death outcome was scored as zero and included in the analysis. A score of <0 was
classified as ‘worse than death’ and 0.9-1.0 was ‘excellent’. Treatment covariates for adjustment are
baseline NIHSS, age and sex. The per cent of proxy completions (when the patients is alive but the AQoL
was completed by a family member, friend or carer) was 11.9% in the VEM group and 12.6% in the UC
group. The median AQoL IQR for the VEM group was 0.47 (95% CI 0.07 to 0.81) and in the UC group
was 0.49 (95% CI1 0.08 to 0.81; p =0.865). The adjusted median regression result was —0.0036 (95% Cl
-0.045 to 0.038; p =0.865).

© Queen'’s Printer and Controller of HMSO 2017. This work was produced by Langhorne et al. under the terms of a commissioning contract issued by the Secretary of State for
Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science
Park, Southampton SO16 7NS, UK.

43


http://creativecommons.org/licenses/by/3.0

( Admitted <24 hours )
of stroke onset

e ' ~\
Enrolled
( ' ~\
Randomised
y
h 4 . h 4 .
VEM U

- T
L J ' L J \
1 I
v . ! v !
Assessed at 3 months ! Assessed at 3 months !
1 ]
e Alive, | e Alive, |
e Dead, ' e Dead, :
e Unknown, ! ¢ Refused follow-up, !
¢ Refused follow-up, ! 4 |
L J ! !
1 I
A 4 1 v 1
Assessed at 12 months : Assessed at 12 months |
I |
o Alive, ' e Alive, \
e Dead, ! ¢ Dead, !
e Unknown, ! e Unknown, I
« Refused follow-up, ' « Refused follow-up, :
L J : J |
) v . ' ) v . :
Included in intention-to-treat ' Included in intention-to-treat :
sensitivity analysis €--- sensitivity analysis €----

Trial profile at 12-month follow-up.

Walking ability: at 12 months, 24% (434/1836) of alive patients were not walking 50 m. The aOR between
groups for walking at 12 months was 0.85 (95% Cl 0.65 to 1.10; p = 0.222). The between-group comparison
of proportion of the number of days before patients recovered walking ability was not statistically significantly
different between groups (HR 1.02, 95% C1 0.94 to 1.13; p=0.553).

The prespecified subgroup analysis of the primary outcome (favourable outcome of mRS score of 0-2 at
3 months) is outlined in Figure 11. The pattern of results tended to favour the UC intervention across

all the main subgroups. The point estimate suggested that the poorest outcomes in the VEM group
were in patients with severe stroke and patients with intracerebral haemorrhage. However, within each
individual subgroup analysis, no statistically significant interactions were recorded (p > 0.05), but the trial
is underpowered to detect subgroup interactions.
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Subgroup n OR (95% ClI)

Age (years)

<65 614 — 0.74 (0.49 to 1.11)
65-80 924 —— 0.70 (0.52 to 0.96)
>80 545 —— 0.76 (0.50 to 1.14)
Stroke severity

Mild 1157 —— 0.75 (0.57 to 0.98)
Moderate 635 — 0.76 (0.53 to 1.08)
Severe 291 4—o—— 0.35(0.11 to 1.18)
Stroke type

Infarct 1828 —— 0.77 (0.62 to 0.97)
Haemorrhage 255 —— 0.48 (0.25 to 0.92)
rtPA treated

No 1580 —— 0.74 (0.58 to 0.94)
Yes 503 — 0.71 (0.46 to 1.09)
TTFM (hours)

<12 374 —— 1.02 (0.62 to 1.68)
12-24 1194 —— 0.56 (0.42 to 0.75)
>24 515 — 0.78 (0.42 to 1.43)
Recruitment region

Asia 244 — 0.74 (0.40 to 1.35)
Australia and New Zealand 1238 —— 0.73 (0.55 to 0.96)
UK 601 —— 0.74 (0.51 to 1.08)

0.12502505 1 2 4 8

d
|

L
Favours UC Favours VEM

FIGURE 11 Prespecified subgroup analyses: primary outcome at 3 months. None of the individual subgroup
analyses had significant treatment-by-subgroup interactions (all p > 0.05). Stroke severity (NIHSS): mild = 1-7,
moderate = 8-16 and severe > 16. Reproduced with permission from the AVERT Trial Collaboration Group (2015).%'
This is an Open Access article distributed under the terms of the Creative Commons Attribution License
(http://creativecommons.org/licenses/by/3.0), which permits unrestricted use, distribution, and reproduction in

any medium, provided the original work is properly cited.

The subgroup analysis of the secondary outcome (death at 3 months) is outlined in Figure 12. The pattern
of results tended to favour the UC intervention across all the main subgroups. The point estimate
suggesting that the poorest outcomes in the VEM group were in patients with intracerebral haemorrhage
did not achieve a statistically significant level of interactions (p > 0.05, see Figure 11).

Moderator analysis

Functional outcome: further prespecified analysis explored the relationship between treatment received
and patient outcomes; this analysis included all patients in a single cohort analysis and explored
relationships within the group using binary logistic regression models and CART analysis. Baseline
characteristics of the combined participant groups are shown in Table 70. It was notable that the group
were representative of the stroke population: 25% were > 80 years of age and 43% had a moderate or
severe stroke (NIHSS score of > 7) while 12% were diagnosed with intracerebral haemorrhage.
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Subgroup n OR (95% Cl)

<65 623 ° 0.80 (0.26 to 2.46)
65-80 929 —_—— 1.87 (1.05 to 3.30)
>80 546 —t— 1.13 (0.67 to 1.91)
Mild 1167 — 2.33(0.95 t0 5.72)
Moderate 640 —— 0.99 (0.53 to 1.85)
Severe 291 —— 1.31 (0.78 to 2.22)
Infarct 1841 —— 1.15 (0.77 to 1.70)
Haemorrhage 257 — < —— 3.21(1.13t09.07)
No 1593 T—— 1.47 (0.95 to 2.28)
Yes 505 — 1.08 (0.56 to 2.09)
<12 375 ° 2.23 (0.64 to 7.77)
12-24 1208 - 1.48 (0.85 to 2.56)
>24 515 — 1.50 (0.71 to 3.14)
Asia 247 * 1.19 (0.27 to 5.30)
Australia and New Zealand 1241 —— 1.54 (0.97 to 2.44)
UK 610 —_—— 1.00 (0.52 to 1.91)

T T T T T T
0.1250.25 0.5 1.0 20 4.0 8.0
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Death at 3 months by group shown for each subgroup. None of the individual subgroup analyses had
significant treatment-by-subgroup interactions (all p > 0.05). Stroke severity (NIHSS): mild = 1-7, moderate =8-16
and severe > 16. Reproduced with permission from the AVERT Trial Collaboration Group (2015).>' This is an Open
Access article distributed under the terms of the Creative Commons Attribution License (http://creativecommons.
org/licenses/by/3.0), which permits unrestricted use, distribution, and reproduction in any medium, provided the
original work is properly cited.

The intervention characteristics for all patients are summarised in Table 77. The median TTFM was short
[20.2 hours (IQR 14.7-23.8)] and 1588 (75%) of all participants began out-of-bed activities within
24 hours of stroke onset.

In the logistic regression analysis (Table 12) a longer TTFM was associated with reduced odds of favourable
outcome (OR 0.99, 95% CI10.98 to 1.00; p = 0.036). In the first model, the effect of timed first mobilisation
was adjusted for the median daily number of sessions (frequency) and the median daily number of minutes
(daily amount) as well as age and baseline severity (NIHSS). This should be interpreted as follows: for two
patients with a similar age and baseline stroke severity who receive a similar frequency and daily amount of
out-of-bed activity, the patient who starts mobilisation earlier has an increased odds of a favourable outcome.

We found a similar pattern of association with each of the dose characteristics for both favourable
outcome (MRS score of 0-2) and walking by 3 months (see Table 12). All three intervention variables
(timed to first mobilisation, frequency, daily amount) were significantly associated with outcome in model 1.
When keeping other variables constant, every extra 5 minutes of out-of-bed activity per day was associated
with reduced odds of favourable outcome. In contrast, increasing the frequency of sessions was associated
with an improved odds of a favourable outcome by 13% (95% Cl 9% to 18%; p < 00.1) and also and
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TABLE 10 Baseline characteristics of all included patients (VEM and control)

Features
Recruitment region, n (%)
Australia/New Zealand
Asia
UK
Patient characteristics
Age (years), median (IQR)
Female, n (%)
Risk factors, n (%)
Hypertension
Ischaemic heart disease
Hypercholesterolaemia
Diabetes mellitus
Atrial fibrillation
Smoking, n (%)
Never smoked
Smoker
Ex-smoker
Living arrangement at time of admission
Home alone
Home with someone else, n (%)
Time (hours) to randomisation, median (IQR)
First stroke, n (%)
NIHSS score at baseline
Median (IQR)
Mild (NIHSS 1-7), n (%)
Moderate (NIHSS 8-16), n (%)
Severe (NIHSS score of > 16), n (%)
Stroke type (Oxfordshire Stroke Classification), n (%)
Total anterior circulation infarct
Partial anterior circulation infarct
Posterior circulation infarct
Lacunar infarct
Intracerebral haemorrhage
Treated with rtPA
Baseline walking (based on MSAS), n (%)
Independent

Supervised or assisted

HEALTH TECHNOLOGY ASSESSMENT 2017 VOL. 21 NO. 54

Patients (N = 2104)

1243 (59)
251 (12)
610 (29)

73 (63-80)
818 (40)

1424 (68)
487 (23)
929 (40)
467 (22)
466 (22)

945 (45)
431 (20)
693 (33)

532 (25)
1542 (73)
18 (12-22)
1721 (82)

7 (4-12)
1170 (56)
643 (31)
291 (14)

456 (22)
668 (32)
199 (9)

523 (25)
258 (12)
507 (24)

855 (41)
1060 (50)

Adapted with permission from Bernhardt et al. (2016).*> Copyright © 2016 The Author(s). Published by Wolters Kluwer
Health, Inc. on behalf of the American Academy of Neurology. This is an open access article distributed under the terms of
the Creative Commons Attribution License 4.0 (CC BY), which permits unrestricted use, distribution, and reproduction in

any medium, provided the original work is properly cited.
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TABLE 11 Summary of mobilisation intervention for all patients

Characteristics

All included patients (N = 2104)

TTFM (hours), median (IQR)

Frequency per person® [median daily sessions of out-of-bed activity (IQR)]

Daily amount per person® [median minutes per day spent in out-of-bed activity (IQR)]

Total amount per person® [minutes over the intervention period® (median and IQR)]

20.2 (14.7-23.8)°* (n=2078)
5(3-8)

17.5 (6-35)

120 (50-235)

a A total of 26 patients were missing data on hours to first mobilisation. These patients were never mobilised owing to an
early SAE (n=13), decision to palliate (n =5), early death (n =5), transfer from the stroke unit (n = 1) or drop-out
(n=1). For these patients, therapy and nurse recording forms were completed throughout their stroke unit stay, with
zero time and zero sessions.

b Frequency of out-of-bed activity is derived from nursing and physiotherapist data.

¢ Amount (minutes) of out-of-bed activity is derived from physiotherapist data only.

d Total amount of out-of-bed activity over the intervention period was estimated over the total length of stay or until
14 days post stroke (whichever occurred first).

Median estimates include days when the patient was recorded as not getting up on that day (and so n =0).

Adapted with permission from Bernhardt et al. (2016).>* Copyright © 2016 The Author(s). Published by Wolters Kluwer

Health, Inc. on behalf of the American Academy of Neurology. This is an open access article distributed under the terms of

the Creative Commons Attribution License 4.0 (CC BY), which permits unrestricted use, distribution, and reproduction in

any medium, provided the original work is properly cited.

TABLE 12 Association of intervention characteristics with favourable outcome (mRS score of 0-2) and
unassisted walking

Favourable outcome

Features (mRS score of 0-2) Walking 50 m unassisted
Binary OR Cox HR
Variable OR (95% CI) p-value (95% CI) p-value (95% CI)
Model 1
TTFM (per extra hour of time) 0.99 0.036 1.0 0.40 0.99 <0.001
(0.98 t0 1.0) (0.99 t0 1.0) (0.98 t0 0.99)
Frequency, median daily sessions® 1.13 <0.001 1.66 <0.001 1.10 <0.001
(per one extra session of mobilisation)  (1.09 to 1.18) (1.53 to 1.80) (1.09 to 1.13)
Daily amount, median (per extra 0.94 <0.001 0.85 <0.001 0.96 <0.001
5 minutes of mobilisation activity) (0.91 t0 0.97) (0.81 to 0.89) (0.94 t0 0.97)
Model 2
TTFM (per extra hour of time) 0.99 0.025 1.0 0.48 0.99 <0.001
(0.98 to 1.0) (0.99 t0 1.0) (0.98 to 0.99)
Frequency, median daily sessions® 1.14 <0.001 1.63 <0.001 1.1 <0.001
(per one extra session of mobilisation)  (1.10 to 1.18) (1.51 to0 1.76) (1.10t0 1.13)
Total amount® (per extra 5 minutes 0.99 <0.001 0.98 <0.001 0.99 <0.001
of mobilisation activity over (0.98 to 0.99) (0.98 to 0.99) (0.99 to 0.99)

intervention period)

a Frequency of out-of-bed activity is derived from nursing and physiotherapist data.
b Amount (minutes) of out-of-bed activity is derived from physiotherapist data only.

All analyses are adjusted for age and baseline NIHSS score. Model 1 examines the association of an extra 5 minutes of
out-of-bed activity per day, while model 2 includes the association of an extra 5 minutes of out-of-bed activity over the
intervention period (to account for differences in length of hospital stay). The binary OR refers to walking 50 m vs. not

walking 50 m at the 3-month follow-up. That is, one extra session leads to fewer days required to walking 50 m, while an
extra 5 minutes daily session time is associated with more days to walking 50 m.

Adapted with permission from Bernhardt et al. (2016).>* Copyright © 2016 The Author(s). Published by Wolters Kluwer
Health, Inc. on behalf of the American Academy of Neurology. This is an open access article distributed under the terms of
the Creative Commons Attribution License 4.0 (CC BY), which permits unrestricted use, distribution, and reproduction in
any medium, provided the original work is properly cited.
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improved odds of walking 50 m unassisted (66%, 95% Cl 53% to 80%; p < 0.001). The pattern was
similar when the alternative model (model 2) was used.

Adverse outcomes: when exploring associations between intervention characteristics and death within

3 months, the only characteristic that reduced the odds of death was increasing session frequency

(Table 13). Non-fatal AEs showed less consistent associations with dose characteristics. It should be noted
that relatively few mobility and neurological SAEs were reported.

Classification and regression tree analysis

The CART analysis exploring the relationships with a good functional outcome (mRS score of 0-2) is
outlined in Figure 13. This includes timed first mobilisation, intervention frequency, daily amount, patient

TABLE 13 Association of intervention characteristics with death and non-fatal SAEs

Fatal or non-fatal Fatal or non-fatal
Deaths Non-fatal SAEs neurological SAEs immobility SAEs
Binary OR
Features (95% CI) p-value IRR (95% ClI) p-value IRR (95% CI) p-value IRR (95%) p-value
Model 1
TTFM (per extra 0.99 0.07 1.0 0.71 1.0 0.45 1.00 0.59
hour of time) (0.98 to 1.00) (0.99 to 1.00) (0.99 to 1.00) (0.99 to 1.00)
Frequency, median 0.78 <0.01 0.99 0.55 0.89 <0.01 094 0.1
daily sessions® (per (0.70 to 0.88) (0.95 to 1.03) (0.84 to0 0.95) (0.87 to 1.01)

one extra session
of mobilisation)

Daily amount, 0.96 0.30 0.96 0.01 1.03 0.17 0.94 0.06
median® (per extra (0.89 to 1.04) (0.93 t0 0.99) (0.99 to 1.08) (0.89 to 1.00)
5 minutes of

mobilisation activity)

Model 2
TTFM (per extra 0.99 0.07 0.99 0.81 1.00 0.35 1.00 0.59
hour of time) (0.98 to 1.00) (0.99 to 1.00) (0.99 to 1.00) (0.99 to 1.00)
Frequency, median 0.79 <0.01 0.96 0.02 0.93 <0.01 0.91 <0.01
daily sessions® (per (0.71 to 0.88) (0.93 t0 0.99) (0.88 to 0.98) (0.85 t0 0.97)

one extra session
of mobilisation)

Total amount® (per 0.99 0.06 1.00 0.49 1.00 0.32 1.0 0.41
extra 5 minutes (0.98 to 1.00) (1.00 to 1.00) (0.99 to 1.00) (0.99 to 1.00)

over intervention

period of

mobilisation activity)

a Frequency is derived from nursing and physiotherapist data.

b Amount (minutes) is derived from physiotherapist data only.

All analyses are adjusted for age and baseline NIHSS score. Model 1 examines the association of an extra 5 minutes of
out-of-bed activity per day, while model 2 includes the association of an extra 5 minutes of out-of-bed activity over the
intervention period (to account for differences in length of hospital stay). Immobility-related SAEs included deep-vein
thrombosis, pulmonary embolism, pressure sores, pneumonia and urinary tract infection. Neurological SAEs include stroke
progression and recurrent stroke.

Adapted with permission from Bernhardt et al. (2016).% This is an Open Access article distributed under the terms of the
Creative Commons Attribution License (http:/creativecommons.org/licenses/by/3.0), which permits unrestricted use,
distribution, and reproduction in any medium, provided the original work is properly cited.
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Classification and Regression Tree (CART1) advanced analysis investigating associations between dose
and patient characteristics and the odds of a favourable outcome (mRS score of 0-2). Each box shows the number
(N) with the headline characteristic plus the number of them (%, highlighted in bold) with a favourable outcome
(mRS score of 0-2). Terms used include median daily number of out-of-bed sessions per day (frequency), median
daily out-of-bed activity session time (amount), age (years) and stroke severity (NIHSS). Frequency is derived from
nursing and physiotherapist data and amount (minutes) is derived from physiotherapist data only. Adapted with
permission from Bernhardt et al. (2016).>* Copyright © 2016 The Author(s). Published by Wolters Kluwer Health,
Inc. on behalf of the American Academy of Neurology. This is an open access article distributed under the terms of
the Creative Commons Attribution License 4.0 (CC BY), which permits unrestricted use, distribution, and reproduction
in any medium, provided the original work is properly cited.

age, baseline NIHSS, stroke subtype, treatment with thrombolysis and randomisation group. We observed
good to excellent performance with a training data set (ROC 0.78) and ROC of 0.77 in a testing data set.

The relative contribution of each variable is shown on the figure. In this analysis, treatment group was not an
important discriminator of patient outcome. As expected, younger patients and those with low baseline NIHSS
scores had a higher probability of a favourable outcome. The association with intervention characteristics was
evident further down the analysis tree. For example, at terminal node 4 (see Figure 13) the greater probability
of favourable outcome was associated with more frequent short mobilisation sessions (no more than

13.5 minutes). Mobilisation frequency also split the tree for terminal nodes 5 and 6, suggesting that more
frequent sessions to achieve a higher dose was associated with an improved odds of a good outcome. In
further CART analysis (Figures 14—16), TTFM intervention frequency and amount plus group are all influential
splitters in these models.
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CART2. CART advanced analysis investigating associations between dose characteristics and odds of a favourable outcome (mRS score of 0-2). Each box shows the
number (N) with the headline characteristic plus the number of them (%, highlighted in bold) with a favourable outcome (mRS score of 0-2). Terms used are TTFM, median
daily number of out-of-bed sessions per day (frequency) and median daily out-of-bed activity session time (amount). Frequency is derived from nursing and therapist data and
amount (minutes) is derived from physiotherapist data only. Note: the model performed well with ‘training’ and ‘testing’ and ROC results were 0.78 and 0.69, respectively.
The relative importance of each characteristic was frequency (100%), daily amount (32%) and TTFM (28%). CART2 shows that frequency of out-of-bed activity is an important
splitter in the model, with higher frequency and lower amounts of out-of-bed activity generally associated with better outcome. Adapted with permission from Bernhardt
et al. (2016).>® Copyright © 2016 The Author(s). Published by Wolters Kluwer Health, Inc. on behalf of the American Academy of Neurology. This is an open access article
distributed under the terms of the Creative Commons Attribution License 4.0 (CC BY), which permits unrestricted use, distribution, and reproduction in any medium, provided

the original work is properly cited.
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CARTS3. Further exploration of terminal node one from CART1 (NIHSS score of <7.5, aged < 76.3 years).
This CART investigates associations between dose characteristics, patient characteristics and treatment with
favourable outcome (MRS score of 0-2). Each box shows the number (N) with the headline characteristic plus the
number of them (%, highlighted in bold) with a favourable outcome (mRS score of 0-2). Variables include TTFM,
median daily number of out-of-bed sessions per day (frequency) and median daily out-of-bed activity time
(amount), age, baseline NIHSS, stroke type and rtPA treatment. Note: the ‘training’ and ‘testing’ ROC results were
0.68 and 0.60, respectively. Relative importance of each characteristic: frequency (100%), NIHSS score (99%), daily
amount (84%), age (83%), infarct/haemorrhage (10%), TTFM (4%) and VEM group (3%). CART3 indicates that
higher frequency and lower amounts are important splitters in the model. Adapted with permission from
Bernhardt et al. (2016).* Copyright © 2016 The Author(s). Published by Wolters Kluwer Health, Inc. on behalf of
the American Academy of Neurology. This is an open access article distributed under the terms of the Creative
Commons Attribution License 4.0 (CC BY), which permits unrestricted use, distribution, and reproduction in any
medium, provided the original work is properly cited.

Finally, we repeated the regression analysis for the UC group alone because of the potential risk of any
unmeasured confounding by treatment group (additional unmeasured differences between treatment
groups). This repeat analysis (Table 74) indicated that the same factors were important within the UC
group alone.

Figure 6 also showed the delivery of VEM in different regions. This shows the successful delivery of VEM
versus UC regimes in the UK sites. In general, the differences between VEM and UC were slightly less
marked in the UK than other regions but, overall, UK sites delivered a 2.6-hour reduction in TTFM, with
three more out-of-bed activity sessions per day. This equated to 15 minutes more out-of-bed activity per
day or 90 minutes during the intervention period.
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CARTA4. Further explanation of terminal node eight from CART1 (NIHSS score of > 7.5). This CART investigates associations between dose characteristics, patient
characteristics and treatment with favourable outcome (mRS score of 0-2). Each box shows the number (N) with the headline characteristic plus the number of them (%,
highlighted in bold) with a favourable outcome (mRS score of 0-2). Variables include TTFM, median daily number of out-of-bed sessions per day (frequency) and median daily
out-of-bed activity time (amount), age, baseline NIHSS, stroke type and rtPA treatment Note: the ‘training’ and ‘testing’ ROC results were 0.81 and 0.71, respectively. Relative
importance of each characteristic: NIHSS score (100%), frequency (95%), age (45%), TTFM (27%), VEM group (21%), daily amount (6%) and infarct/haemorrhage (2%). CART4
indicates that higher session frequency is associated with higher proportion of patients with a favourable outcome. Adapted with permission from Bernhardt et al. (2016).%
Copyright © 2016 The Author(s). Published by Wolters Kluwer Health, Inc. on behalf of the American Academy of Neurology. This is an open access article distributed under
the terms of the Creative Commons Attribution License 4.0 (CC BY), which permits unrestricted use, distribution, and reproduction in any medium, provided the original work
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STATISTICAL TRIAL RESULTS

TABLE 14 Regression analysis for UC group only, showing an association of increased out-of-bed session frequency
and reduced TTFM with the odds of a favourable outcome

Model 1
TTFM (per extra hour of time) 0.98 (0.97 to 0.99) 0.002
Frequency, median daily sessions (per one extra session of 1.12 (1.04 to 1.21) 0.004
out-of-bed activity)
Daily amount, median (per extra 5 minutes of out-of-bed activity) 1.00 (0.93 to 1.07) 0.942
Model 2
TTFM (per extra hour of time) 0.98 (0.97 to 0.99) 0.002
Frequency, median daily sessions (per one extra session of 1.15 (1.06 to 1.23) 0.0001

out-of-bed activity)

Total amount (per extra 5 minute minutes of out-of-bed activity 0.98 (0.98 to 0.99) 0.001
over intervention period)

For every 5-minute reduction in total amount spent in out-of-bed activity there was a significant increases in the odds of a
favourable outcome (model 2). These findings are consistent with those reported for the whole group (see Table 12) and
confirm the important association of frequency on achieving a favourable outcome.

All analyses are adjusted for age and baseline stroke severity (NIHSS). Favourable outcome = mRS score of 0-2.

Model 1 examines the association of TTFM, median daily session frequency and an extra 5 minutes per day with a
favourable outcome.

Model 2 examines the association of an extra 5 minutes over the intervention period (up to 14 days or discharge,
whichever is sooner) with the odds of a favourable outcome.

Frequency is derived from nursing and physiotherapist data and amount (minutes) is derived from physiotherapist data only.

Adapted with permission from Bernhardt et al. (2016).%® This is an Open Access article distributed under the terms of the
Creative Commons Attribution License (http://creativecommons.org/licenses/by/3.0), which permits unrestricted use,
distribution, and reproduction in any medium, provided the original work is properly cited.

The subgroup analyses of the primary outcome (alive and independent at 3 months) and secondary
outcome (death at 3 months) are outlined in Figures 70 and 77. The UK results were indistinguishable
from those of Asia and Australia and New Zealand, with none of the regional subgroups achieving a
statistically significant level of interaction (p > 0.05).

Economic analysis

An economic analysis was not funded in the context of this NIHR grant. The economic analysis plan® had
anticipated further analysis would be important in the event of the VEM intervention having a positive
effect. As this was not the case, these analyses are not yet completed.

Meta-analysis of early mobilisation trials

In our systematic review of similar RCTs, we identified eight eligible trials*>*"31€9%4 that currently have data
available. Of these eight trials (2618 participants), AVERT provided the most information (2104 participants).

The median (range) delay to starting mobilisation after stroke was 18.5 (13.1-43) hours in the EM group
and 33.3 (22.5-71.5) hours in the delayed group. The median difference within trials was 12.7 (4-45.6)
hours. Other differences in intervention varied between trials. In at least four trials, the EM group also
received more time in therapy or mobilisation activity.
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Complete 3-month outcome data were available for 2542 (97 %) participants (Figure 17). Compared with
delayed mobilisation, EM showed non-significant increases in the odds of death or dependency (OR 1.10,
95% Cl 0.94 to 1.29), death (OR 1.27, 95% Cl 0.95 to 1.70) and a decreased odds of experiencing any
complication (OR 0.89, 95% CI 0.73 to 1.08).

Repeating the analysis using a random-effects model did not alter these conclusions. There was substantial
heterogeneity of intervention but the average TTFM was not significantly related to the odds of death or
dependency or death alone (test for subgroup differences was p =0.35 and p =0.19, respectively).

Figure 17 shows the number (events) with death or poor outcome (MRS score of 3-6) at 3 months after
stroke of the total number of patients (total) allocated to the EM (experimental) or delayed (control)
mobilisation group. Results are presented as the OR (95% Cl) of the early versus delayed mobilisation group.

Experimental Control OR
Study Events Total Events Total M-H, fixed, 95% ClI
Sundseth®> 17 27 12 29 >
Bernhardt3® 23 38 23 33
AVERT3' 558 1038 520 1045 -
Chippala®® 12 40 18 40
Chippala®3 8 24 12 25
Poletto®’ 8 16 8 17
Herisson®? 15 63 17 75
Langhorne?’ 4 16 9 16 <
Total (95% Cl) 1262 1280 €  1.10(0.941t0 1.29)
Total events 645 619
Heterogeneity: y2=11.08, df=7 (p=0.14); ’=37% : : : :
Test for overall effect: z=1.24 (p=0.21) 0.2 0.5 1.0 2.0 5.0

Favours EM Favours delayed mobilisation

FIGURE 17 Meta-analysis of EM trials: early vs. delayed mobilisation in acute stroke patients. df, degrees of
freedom; M-H, Mantel-Haenszel.
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Chapter 5 Discussion

his project met its initial objectives of effectively delivering our VEM protocol with a resulting change in

practice.®® We observed earlier, more frequent and higher dose (amount of) out-of-bed mobility in terms
of sitting, standing and walking activity. However, the unexpected feature was that the VEM intervention
reduced the odds of a favourable outcome at 3 months after stroke compared with lower-dose UC, which
started, on average, 5 hours later. It should be recognised that the outcome of this trial was observed
against a background of a very high level of recovery overall. Despite having more than one-quarter of
participants aged > 80 years and almost half recording a moderate or severe stroke, almost 50% had a
favourable outcome in terms of independence at 3 months. Across both groups, the case fatality rate
averaged only 8%. A further point to note is that HRQoL did not differ significantly between groups at the
12-month follow-up.

The prespecified subgroup analysis raised the possibility that patients with more severe stroke and those
with intracerebral haemorrhage may do less well with VEM, but there was no statistically significant
interaction across these subgroups. Exploration of case fatality within subgroups also suggested the
possibility that intracerebral haemorrhage patients may be at higher risk of harm, but these analyses had
wide Cls and were not statistically significant. Although the trial was not powered to detect differences
between subgroups, these apparent differences may raise potentially important questions and warrant
further investigation. In particular, there have been concerns'®#243264 ghout the safety of VEM in frailer
individuals (older patients and those with intracerebral haemorrhage). It is notable that patients receiving
tissue plasminogen activator had outcomes that were similar to those who did not receive this treatment,
hence there is no evidence that EM is particularly harmful in the context of thrombolysis.

The results of this trial are intriguing particularly because the results of smaller trials suggested that early,
frequent and higher-dose VEM would result in a favourable outcome.?*2® A favourable outcome for the
VEM group was also observed in a similar pilot trial in the UK?” and in an individual-patient meta-analysis
of two small EM trials.® However, a non-significant increase in unfavourable outcome was reported in a
more recent small Norwegian trial®> comparing VEM (< 24 hours) versus later mobilisation (> 24 hours).
It is not yet clear if the results of the current AVERT are simply providing greater precision around these
smaller estimates or if there is some qualitative difference in the nature of the intervention.

We were surprised to observe the very low rates of AEs overall and, in particular, the low rates of
immobility-related complications. We had anticipated that VEM would result in fewer immobility-related
complications but there were no statistically significant differences between groups. One explanation could
be that UC now includes a sufficiently early onset of mobilisation, which may have reduced the risk of
immobility-related complications compared with historical comparisons. The modern high-quality stroke unit
care in the hospitals taking part in AVERT included 75% of patients undergoing out-of-bed mobilisation
within 24 hours and only 7% of patients remaining in bed for > 48 hours. It is striking that UC in the
present trial (median TTFM of 22 hours) was substantially lower than in previous studies (> 30 hours).
Unfortunately, we do not have access to directly comparable information from other acute stroke trials.

The AVERT is, to our knowledge, the largest acute stroke rehabilitation trial to date with a complex
intervention provided by existing clinical staff. Our aim had been to undertake a trial that met the exacting
quality standards of a drug or device trial but that was sufficiently inclusive to be relevant to routine practice.
We achieved our aim of high intervention fidelity and complete primary end-point follow-up in > 99% of
participants. We also succeeded in careful characterisation of the intervention and UC and successfully
adjudicated a large number of safety outcomes. We aimed to enhance the external validity of the trial by
establishing it within routine hospital care across five countries. For these reasons, we believe the results of
the trial are robust and provide important new evidence. The detailed description of the dose characteristics
allowed us to proceed with an exploration of the interaction between intervention and outcome.

© Queen'’s Printer and Controller of HMSO 2017. This work was produced by Langhorne et al. under the terms of a commissioning contract issued by the Secretary of State for
Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be
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Park, Southampton SO16 7NS, UK.
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The prespecified exploratory analysis found a consistent association between the odds of recovery with
independence (MRS score of 0-2) at 3 months and some intervention characteristics. These were irrespective
of treatment group and were independently seen in the control group as well as in the combined group
analysis. The odds of a favourable outcome increased with mobilisation frequency: by 13% with each
additional session per day of out-of-bed activity. In contrast, an increasing amount of time spent in out-of-bed
activity was associated with a reduced odds of a favourable outcome when keeping constant intervention
frequency and TTFM. The same pattern of potential beneficial effect with increasing the frequency (but not
the amount) of out-of-bed activity was seen consistently across most of the clinical and safety analyses.

The purpose of these prespecified analyses was to unpack the primary results of the VEM intervention,
which was essentially complex in nature.®® The VEM intervention was defined in terms of TTFM but also
included more frequent and higher-dose out-of-bed activity. The dose—response analysis suggests that
increasing the frequency of mobilisation may help reduce disability and immobility while, in contrast,
increasing the total time of out-of-bed activity in the early phase after stroke was associated with poorer
outcomes. In summary, the exploratory analyses indicate that short, frequent sessions may be preferable
for many stroke patients early after stroke.

The potential impact of TTFM was less clear probably because of a relatively compact distribution of this
variable; therefore, the optimal time to commence out-of-bed activity is still uncertain. Animal studies have
suggested that very high-dose training in the early post-stroke phase may increase brain lesion volume,®’
but were not associated with the behavioural outcomes that are analogous to disability measures.
However, conflicting results have also been reported in which moderate exercise reduced lesion volume
and protected ischaemic tissue against secondary damage.®®7°

The conventional multivariable analysis was supplemented with the CART analysis. This was to provide an
independent exploration using methodology based on different assumptions. Even when we included patient
characteristics that strongly predict outcome after stroke, such as age and stroke severity, the intervention
characteristics had an important role in defining patient groups. In particular, in patients with more severe stroke
(NIHSS score of > 13), more frequent mobilisation sessions were associated with a more favourable outcome.

Particular strengths of this exploratory study are that the dose—response analysis was prespecified in the
expectation that we would need to explore the intervention in greater detail. One potential criticism of the
exploratory analysis is the possibility that the intervention protocol could have influenced our findings
because the intervention dose was titrated to stroke severity and patients with less severe stroke would
get a higher intervention dose. However, to exclude this possibility we repeated the analysis within the

UC group alone and found the same relationship between TTFM, mobilisation frequency and the amount
of time in mobilisation. In particular, when you maintain mobilisation time and the median minutes of
out-of-bed activity is constant, more frequent sessions in the control group were associated with an
improved odds of a good outcome of 1.12 (95% CI 1.04 to 1.21; p = 0.004). Table 12 outlines the
association between TTFM and a marginally improved outcome and the lack of association between total
amount of out-of-bed activity and outcome. Although the intervention protocol may have provided some
confounding of the observed associations, it cannot explain all the findings observed. The key observations
from the exploratory analysis are as follows:

1. Mobility interventions embedded within routine care and delivered in the acute phase can influence a
patient’s long-term outcomes. It is very important that triallists carefully define and measure these
aspects of care.

2. The generally accepted philosophy that more practice is always better requires reconsideration
particularly early after stroke.

3. The frequency of mobility may be more important than other aspects of delivery. This requires
further investigation.
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Strengths and limitations

We found that using a screening log that captured a broad range of reasons for non-recruitment added to
the collection of demographic data.?® Similarly, the use of a model to explicitly explore generalisability was
informative. However, a large screening log can collect only a limited amount of demographic and clinical

information and it is quite possible that other factors influenced our recruitment.

The AVERT is largest acute stroke rehabilitation trial with a complex intervention provided by existing
clinical staff. We achieved our aim of undertaking a trial that met the exacting quality standards of a drug
or device trial but that was relevant to routine practice. It was established within routine hospital care
across five countries. We achieved complete primary end-point follow-up in > 99% of participants and
successfully adjudicated a large number of safety outcomes. For these reasons, we believe that the results
of the trial are robust and provide important new evidence.

We believe that we achieved our aim of high intervention fidelity (the extent to which staff adheres to
treatment protocols). This is a challenging part of trials of a complex intervention.®® Within AVERT, sites
were monitored on their delivery of VEM and UC and successful delivered differences in the intervention.*
We provided trial protocols to treating staff who were trained in protocol intervention. Site initiation
sessions were used to discuss and resolve local barriers and we provided reminders, decision tools and
ongoing support for queries. The use of site champions and arrangements such as coleadership from a
nurse and a physiotherapist were seen to be positive factors. It seems advisable that trial protocols for
complex interventions include an implementation plan with the approach that would be used to achieve,
measure and monitor acceptable fidelity standards. We also succeeded in careful characterisation of the
VEM intervention and UC. Establishing fidelity provides confidence that the intervention was properly
tested and that the outcome results can be correctly attributed to the intervention.

Despite these efforts, it is notable that UC TTFM had changed over time (but not the other aspects of
mobilisation, frequency and total time of out-of-bed activities). Although UC was not standardised, careful
trial monitoring allowed tracking of UC over time and provided reassurance that time to start mobilisation
differences between groups were maintained. Mobilisation dose did not change over time. Although the
reasons for earlier UC TTFM over time are unclear, it remains possible that many staff assumed that
commencing earlier was safe and/or effective, and this unconsciously influenced their delivery of UC over
time. External influences include more recent recommendations in clinical practice guidelines to mobilise
early and intensively.

The AVERT has several limitations which are largely due to the large study size. In a large international

trial it is difficult to collect more than a small amount of information about potential modifying or confounding
factors such as physiological variations. It was also difficult to collect detailed information about staff-patient
interactions. As AVERT was a pragmatic trial, we were not prescriptive about UC and it is interesting to note
that TTFM appeared to change substantially during the period of the trial. This occurred despite independent
monitoring, reporting and feedback to the study sites about the nature of their UC and VEM. As a result of
the changes in standard mobilisation practice, by the end of the trial approximately two-thirds of patients
receiving UC had started out-of-bed activity within 24 hours of stroke onset. It is uncertain if this change is a
consequence of contamination from the trial protocol or the result of changing attitudes to EM over time,

as was reflected in some recent clinical guidelines.

Comparison with other trials

Our systematic review was dominated by AVERT but confirmed that EM (within 48 hours) was not
associated with improved outcomes compared with delayed mobilisation. However, it should be noted that
in the majority of trials included in the review, mobilisation commenced within 48 hours of stroke onset
rather than 24 hours. Furthermore, it is important to recognise that despite public education efforts to
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DISCUSSION

improve identification of stroke and seek early medical attention, patients are often delayed in reaching
hospital. Generally, discussion of the timing of commencement of mobilisation is relative to time of
admission which may be significantly later than time of stroke onset. All AVERT data are relative to time of
stroke onset. In view of the complexity of the intervention and the uncertainty around the effect estimates,
more detailed analyses are warranted.

Implications for practice

Delivery of AVERT required commitment to delivering a VEM intervention that needed strong
interdisciplinary collaboration between nurses and physiotherapists and some modification of current care
models. The qualitative analysis contributed some unique insights into what factors may be important to
successful teams aiming to deliver a complex multidisciplinary intervention.

The results of AVERT should influence clinical practice. Most clinical practice guidelines had recommended
EM™ but there was little specific advice provided. We would conclude that our high-dose frequent
mobilisation protocol within 24 hours of stroke onset was less effective than UC and should not be
routinely applied. However, because the UC protocol is also complex in nature, and increasingly featured a
shift to early onset mobilisation, then it is over-simplistic to simply advise UC. When mobilisations are
attempted early after stroke, short, frequent mobilisations are associated with better outcomes. Further
exploration of this data set is essential and, as outlined in our published statistical analysis plan, we
propose further dose—response analyses to explore the effect of dose rehabilitation on clinical and

safety outcomes.

Implications for research

The AVERT results challenge several previous assumptions and raise several important research questions
that can be listed as follows:

1. What should mobilisation entail: are there aspects that can safely be implemented?

2. Who should we target for early intervention? In particular, are there patient groups for whom EM is
safe or unsafe?

3. Are important physiological and molecular changes induced by early physical activity in ischaemic
tissue? In particular, does early active mobilisation induce early neurological changes that are
detrimental to recovery?

4. How do we best describe the characteristics of EM? We still lack a clear and widely accepted descriptive
framework for EM activities.

The AVERT group are planning a new trial to unpack the combined influences of mobilisation frequency
and dose (duration).

A more detailed meta-analysis of existing trials is also needed to explore the limitations of the AVERT
results in the context of other similar trials.
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Appendix 1 Project outputs

Publications
The main aspects of this project have already been published.

Bernhardt J, Lindley RI, Lalor E, Ellery F, Chamberlain J, Van Holsteyn J, et al. on behalf of the AVERT
Collaboration Group. AVERT2 (a very early rehabilitation trial, a very effective reproductive trigger):
retrospective observational analysis of the number of babies born to trial staff. BMJ 2015;351:h6432.

The AVERT Trial Collaboration Group. Efficacy and safety of very early mobilisation within 24 h of stroke
onset (AVERT): a randomised controlled trial. Lancet 2015;386:46-55.

Bernhardt J, Raffelt A, Churilov L, Lindley RI, Speare S, Ancliffe J, et al. on behalf of the AVERT Trialists’
Collaboration. Exploring threats to generalisability in a large international rehabilitation trial (AVERT).
BMJ Open 2015,5:e008378.

Bernhardt J, Churilov L, Ellery F, Collier J, Chamberlain J, Langhorne P, et al. on behalf of the AVERT
Collaboration Group. Pre-specified dose response analysis for A Very Early Rehabilitation Trial (AVERT).
Neurology 2016;86(Suppl. 23):2138-45.

Bernhardt J, Churilov L, Dewey H, Lindley R, Moodie M, Colier J, et al. for the AVERT Collaborators.
Statistical analysis plan (SAP) for A Very Early Rehabilitation Trial (AVERT): an international trial to
determine the efficacy and safety of commencing out of bedstanding and walking training (very early
mobilisation) within 24 h of stroke onset vs. usual stroke unit care. Int J Stroke 2015;10:23-4.

Luker JA, Craig L, Bennett L, Ellery F, Langhorne P, Wu O, Bernhardt J. Implementing a complex
rehabilitation intervention in a stroke trial: a qualitative process evaluation of AVERT. BMC Med Res
Methodol 2016;16:52.

Bernhardt J, Dewey H, Collier J, Thrift A, Lindley R, Moodie M, Donnan G. A Very Early Rehabilitation Trial
(AVERT). Int J Stroke 2006;1(Suppl. 3):169-71.

Bernhardt J, Churilov L, Dewey H, Lindley R, Moodie M, Collier J, et al. for the AVERT Collaborators.
Statistical Analysis Plan (SAP) for A Very Early Rehabilitation Trial (AVERT): an international trial to
determine the efficacy and safety of commencing out of bed standing and walking training (very early
mobilisation) within 24 h of stroke onset vs usual stroke unit care. Int J Stroke 2015;10:23-4.

The AVERT Trial Collaboration group, Bernhardt J, Langhorne P, Lindley RI, Thrift AG, Ellery F, et al. Efficacy
and safety of very early mobilisation within 24 h of stroke onset (AVERT): a randomised controlled trial.
Lancet 2015;386:46-55.

Bernhardt J, AVERT investigators. Could upright posture be harmful in the early stages of stroke? -
Author’s reply. Lancet 2015;386:1734-5.

Bernhardt J, Lindley RI, Lalor E, Ellery F, Chamberlain J, Van Holsteyn J, et al. on behalf of the AVERT
Collaboration Group. AVERT2 (a very early rehabilitation trial, a very effective reproductive trigger):
retrospective observational analysis of the number of babies born to trial staff. BMJ 2015;351:h6432.
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Bernhardt J, Churilov L, Ellery F, Collier J, Chamberlain J, Langhorne P, et al. on behalf of the AVERT
Collaboration Group. Pre-specified dose response analysis for A Very Early Rehabilitation Trial (AVERT).
Neurology 2016;86(Suppl. 23):2138-45.

Sheppard L, Dewey H, Bernhardt J, Collier JM, Ellery F, Churilov L, et al. on behalf of the AVERT Trial
Collaboration Group. Economic Evaluation Plan (EEP) for A Very Early Rehabilitation Trial (AVERT): an
international trial to compare the costs and cost-effectiveness of commencing out of bed standing and
walking training (very early mobilization) within 24 hours of stroke onset with usual stroke unit care. Int J
Stroke 2016;11(Suppl. 4):492-4.

Conference presentations

There have been a large number of conference presentations (> 30) by various members of the AVERT
team. These included European Stroke Organisation Conference 2015 and 2016, International Stroke
Conference 2015, 2016, Stroke Society of Australia 2014-16, and the UK Stroke Forum 2014-15.

Presentations to investigators, professional associations and UK
stroke network

A large number of local and regional presentations were carried out and have been reported in the
investigators newsletters. This has included presentations at the UK Stroke Forum (2011, 2012, 2013,
2014), local meetings (March 2013, April 2013, European Stroke congress 2013). In addition, we hosted
two large UK contributor meetings in Glasgow in October 2013 and April 2015.

Consumers

We have disseminated the 3-month results for distribution from each hospital to the patients recruited.
After the 12-month results are published, patients will be allowed to find out what group they were in
(from the local hospital) and we will publish a final patient report. Alongside this, we plan to disseminate
results to consumers via consumer organisations [e.g. the Stroke Association (UK) and the National Stroke
Foundation (Australia)].

Media/social media

We have promoted and publicised the trial on social media [Twitter (www.twitter.com; Twitter, Inc.,

San Francisco, CA, USA), Facebook (www.facebook.com; Facebook, Inc., Menlo Park, CA, USA) and blogs].

Clinical guidelines

Two stroke clinical practice guidelines (USA,”" Canada’?) have recently changed. Updates of the UK”® and
Australian’ guidelines are underway.
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Clinical trials websites

The NIHR HTA and AVERT websites are up to date, with grant publications online. www.nets.nihr.ac.uk/
projects/hta/120116 (accessed 28 August 2017).

www.gla.ac.uk/researchinstitutes/icams/staff/peterlonghorne/#/grants, researchinterests
(accessed 28 August 2017).

www.florey.edu.au/very-early-rehabilitation-trial-avert (accessed 28 August 2017).
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Appendix 2 Participating sites

Hospital site Numbers recruited Principal investigator
Australia 1043
Austin Hospital 253 H Williamson
Royal Perth Hospital 149 J Ancliffe
Royal Melbourne Hospital 95 L Werner
Frankston Hospital 90 L Sundararajan
Westmead Hospital 84 R Chen
Geelong Hospital 74 R Sheedy
Alfred Hospital 42 K Richardson
Flinders Medical Centre 40 S Choat
Western Hospital 37 T Wijeratne
Albury Hospital 23 V Crosby
Epworth Hospital, Richmond 23 S Gerraty
St George Hospital 23 M Tinsley
Nambour Hospital 20 D Rowley
Warrnambool Hospital 15 P Groot
Sir Charles Gairdner Hospital 15 L Cormack
St Vincent's Hospital 12 W Zhang
West Glippsland Hospital 12 S Smith
Wyong Public Hospital 11 G Auld
The Wesley Hospital 9 J Cramb
Calvary Mater Newcastle 8 A Robertson
Wodonga Hospital 8 L Tighe
Belmont Hospital 5 M Spear
Wollongong Hospital 4 C Tse
Gosford Hospital 2 P Andersen
New Zealand 189
Auckland Hospital 189 G Wavish
Singapore and Malaysia 251
Singapore General Hospital 128 S Hameed
UKM Malaysia 123 MA Katijjahbe
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U] 610
Forth Valley Royal Hospital 65 M Macleod
Yeovil District Hospital 61 D Neal
York Hospital 54 M Keeling
Royal Victoria Infirmary 35 S Louw
Aberdeen Royal Infirmary 33 MJ Macleod
Royal Bournemouth 32 K Saunders
Imperial College Hospital (St Marys) 29 P Meakin
Wishaw General Hospital 28 S Kirk
Monklands Hospital 26 M Barbour
Ulster Hospital 25 B Wroath
Royal Devon & Exeter Hospital 23 C Charnley, et al.
Queen Elizabeth The Queen Mother Hospital 21 J Sampson, et al.
Antrim Area Hospital 18 D Mullan, et al.
Wansbeck General Hospital 18 C Price, et al.
Blackpool Hospital 17 V Green
North Tyneside General Hospital 17 L Mokoena, et al.
Belfast City Hospital 15 S Tauro, et al.
Harrogate District Hospital 15 S Brotheridge, et al.
St Mary’s Hospital Isle of Wight 13 T Norman, et al.
Nevill Hall Hospital 12 K Buck
Western Infirmary 10 M Walters
South Tyneside District Hospital 8 H Hunter
Calderdale Royal Hospital 7 A Nair
London St George Hospital 7 G Cloud
North Devon District Hospital 6 R Latif, et al.
Royal Infirmary Edinburgh 6 T Elder-Gracie, et al.
Hexham General Hospital 5 K Robinson
Crosshouse Hospital 3 K Mason
Daisy Hill 1 C Douglas
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Appendix 3 Protocol version 3

\t‘."ery Early Rehabilitation Try

A phase 3, multicentre, randomised controlled trial

of very early rehabilitation after stroke (AVERT).

Protocol Version 3 — 25 April 2008

W National Stroke Research Institute
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Glossary of Abbreviations

ARR
AQuoL
AVERT
L |
CRF
DMMC
DA
HREC
o
mRS
Mol A
NIHSS
NNT
MNERI
MSAS
DCSP
PIDA
rt-PA
BC
588
YVEM

Absolute Risk Reduction

Assessment of Quality of Life

A Very Early Rehabilitation Trial
Confidence Interval

Case Report Form

Data Safety and Monitoring Commi ties
Irritability, Depression and Anxicty scale
Human Resecarch Ethics Committes
Infensive Care Unit

modificed Rankin Scale

Montreal Cognitive A ssessment

Mational Institute of Health Stroke Scale
Mumbers Meeded to Treat

Mational Stroke Research Institute
Maobility Scale for Acute Stroke

O fordshire Community Stroke Program Classification
Persomal Digital Assistant

mcombinant tissue- Plasminogen Activ ator
Standard Canpz

Scandinavian Stroke Scalke

Very Early Mobilisation

AVERT Pathway — Phase 3

Very Early Mobilisation
+ Standard Care until

day 14 or discharge
n = 1052

!

12 month
Ax

&
,
r

Stratified (NIHSS), s 7
blocked Standard Care until " Pl
randomisation discharge Blinded
n = 1052 outcome

assessor

Primary outcome — mRS
Sacondary outcomes — multiple
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1 Protocol Synopsis

Title A Very Early Rehabilitation Trial (AVERT). A phase 3, multicentrs,
randomizad controlled trial of very early rehabilitation after stroke.

Protocol AVERT Protocol Version 3 - 25 April 2008

Sponsor This study is financially supporied by grant funding obtained from the
Australian Mational Health and Medical Research Council (Grant Mumber:
386201).

Phaza Phasza 3

Indication Patients admitted within 24 hours of first or mcument stroke

Primarv Modified Rankin Scale score at 3 months.

Cutcome

Secondary Satetv: Death rate and the rae and severity of important medical events (stroke

Cutcomes progression, recurrent stroke, falls, angina, myocardial infarctions, deep venous

thromboses, pulmonary emboli, pressure sores, chest infections, urinary tract

infections) at 3 months; and all adverse events during the intervention period.

Health-related quality of life; Asssssment of Quality of Life and Irritability,

Depression and Anxiety scale; at 3 and 12 months

Cognitive function using the Montreal Cognitive Assessment (MoCA) at 3

months,

Cost effectiveness and cost utility: Comprehensive questionnaire at 3 and 12

months and baseline mRS.

Long erm efficacy: mRS at 12 months.

Activity limitations: Time to walking 50 metres; Rivermead Motor Assessment

and Barthel Index at 3 and 12 months.

Dose-response: Intervention dose and Modified Rankin Scale score at 3 and 12

months,

Patient severity and efficacy: Mild, moderate and severe stroke (NIHSS) and

mRS at 3 and 12 months

Staff injury: The number, severity and tvpe of injury to staff for AVERT

patients during the intervention period.

Hy pothe sas Compared to standard care (SC) alone, very early mobilisation (VEM) of siroke

patients (in addition to standard care);

1. Reduces death and disability at 3 months;

2. Reduces the number and severity of complications experienced by patients
at 3 months;

3. Resulls in better quality of life at 12 months; and

4. Is cost-effective at 12 months.

Study Design Patients will be randomised into SC (controly or VEM (2xperimental

inervention). Block randomisation procedures according to the patients stroke

saverity (mild, moderate, sevem) and hospital site, with permuted blocks of

various lengths. Patients and outcome assessors are blinded to intervention

LTOUp.
Number of A total of 2104 patients to be recruited.

subjects

Patient & Study | Patients participate in the trial for 12 months. The studv will take place over 5
Duration years with start up and recruitment over 3.5 years.

Number of Approximately 30 sites worldwide. A combination of larger metropolitan
Cantres institutions and smaller e gional hospitals will be involved.

Inclusion Patients with first or recurrent stroke diaonosis, hasmormhase or infarct
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Critena

Admitted to hospital within 24 hours of onset of symptoms for transfer (and
cam) in the stroke unit.
Consciousness: Must at krast react to verbal commands

Exclusion
Criteria

Pre-stroke (retrospective) modified Rankin Scale score of 3, 4 or 5 (indicating
significant previous disability ).

Deterioration in patient’s condition in the first hour of admission resulting in
direct admission to ICU, a documented clinical decision for palliative treatment
(2. g. those with devastating stroke) or immediate surgery.

Concurrent diagnosis of rapidly deteriorating disease (e.g. terminal cancer).
Unstable coronary or other medical condition that is judged by the investigator
to impose a hazard to the patient by involvement in the trial.

A suspected or confirmed lower limb fracture at the time of stroke preventing
the implementation of the mobilisation protocol.

Patients who have received ri-PA can be recruited if the attending physician
permits and if mobilisation within 24 hours of stroke is permitied.

Patients canmidt be concurrently recruited to drug or other intervention trials.
Patients may participate in AVERT if they are also recruited to non intervention
trials.

Systolic blood pressure less than 110, or greater than 220mmHg,.

Oxy gen saturation of less than 92% with supplementation.

Resting heart rate of kess than 40 or greater than 110 beats per minuie.
Temperature of greater than 38.5°C.

Intervention
Groups

Control Intervention: Standard Care is usual stroke unit care.

Experimental Intervention: Very Early Mobilisation WV EM). The perprotocol
VEM will include patients who received an additional 3 mobilisation sessions
{physiotherapy and nursing) on average per day over the intervention period.
The inervention period lasts for 14 days or until the patient is discharged from
stroke wumnit care, whichever is soconer. VEM is provided by trained
physiotherapy and nursing staff according to a detailed protocol.

Randomisation
Proceduras

A remote, web-based, computer-generaied randomisation procedure is used
Assessors have certified reliability for NIHSS and mRS.

Trial Progress

The Data Safety and Monitoring Committes will monitor compliance with the
AWVERT Protocol Version 3 - 25 April 2008 and make recommendations to the
Steering Committes.

Safety The Outcome Committee will confirm outcomes for serious adverse events.

Parame ters Serious unexpected adverse events will be rmeported by the Principal
Investigator to the Data Safety and Monitoring Committee within 48 hours. The
trial will be stopped if there is proof bevond reasonable doubt that VEM is
clearly indicated or clearly contra-indicated and ther is evidence that might
reasonablv be expected to maerially influence future patient manasement.

Clinical Outcomes will be repored in clinical terms of absolute risk reduction, relative

Amnalysis risk reduction. and numbers needed to treat.

Statistical The primary efficacy analysis will be an intention to treat, betwesn- group

Analvsis comparison of mRS at 3 months analvsed across the whole distribution of

scomes subject to the validity of shift analysis model assumptions. Should the
assumptions for shift analvsis not be met, then a dichotomised analvsis will he
conducted with mRS 0-2 (good outcome) versus mRES=2 {poor outcome .
Secondary analy ses include evaluations of safaty, health-related quality of life,
cost effectiveness and cost utility. activity limitation and staff injury.
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2 AVERT Committees

Management Committes
Associate Professor Julie Bemmhardt (Chair)
Associate Professor. Helen M Dewey
Dr Amanda G Thrift
Dr Janice M Collier
Professor Geoffrey A Donman
Professor Richard Lindley
Dr Leonid Churilow (Trial Statistician)
Fionma Ellery (Trial Manager)
International Advisors
Professor Peter Langhome
Professor Bent Indredavik
Steering Committes
Associate Professor. Helen M Dewey (Co-Chairman )
Professor Geoffrey A Donnan (Co-Chairman)
Associate Professor Julie Bemhardt (Principle Investigator)
Professor Richard Lindley (Westmead Hospital, NSW )
Associate Professor Robert Canter (Health Economist, Deakin University) [Dr Marjoric
Moodie will substitute for Professor Carter as required]
Brooke Parsons (Consumer)
Tara Purvis {Austin Health, Vic)
Jacqueline Ancliffe (Royal Perth Hospital, WA
Heidi Maccanti /Samantha Plumb (Royal Melbourne Hospital, Wic)
Julie Luker (Flinders Medical Centre, SA)
Ruth Chen (Westmead Hospital, NSW)
Glen Auld (Wyong Hospital, NSW)
Michael Davis {Frankston Hospital, Vic)
Susan Smith (West Gippsland Hospital, Vic)
Andrea Moome {Newcastle Calvary Mater Hospital, NSW)
Jacky Cramb (Wesley Private Hospital, (LI}
Bruce Killey (Geelong Hospital, WIC)
Gemma Wavish (Auckland City Hospital, MNZ)
Julie Sansom {Royal Hobart Hospital, TAS)
Leanne Cormack/Tracy Beckwith (Sir Charles Gairdner Hospital, WA
Other members to be announced
Outeome Committes
Professor Sandy Middleton (Chairman)
Dr Judith Frayne
Dr Velandai Shrikanth
Data Safety Monitoring Commitiee ( DNIC)
Professor Phillip Bath (Chaimman)
Professor Chris Bladin
Dr Chris Reid
Dr Siephen Read
Dr Cathy Said

Committee members can be contacted via the:
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Mational Stroke Research Instituie, Level 1, Newrmsciences Building
Repatriation Hospital, 300 Waterdale Road, Heidelberg Heights
Victoria, Australia, 3081,

Phomne: +613 9496 2EES
Fax: +613 94946 2251
Email: avert @ nsri.org .au
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3 What is in this Protocol?

This protocol serves to tell the main investigators and staff associated with A Very Early
Rehabilitation Trial (AVERT Phase 3) why we decided to conduct this trial, who is involved
in the trial and the responsibilities of members of the trial. Initial enguires regarding AVERT
should be directed to the AVERT main investigator at your centre. Contact details for the
Trial Manager are provided should you have any questions relating to the trial.

4 Introduction and Background Information

4.1 Early mobilisation to prevent post-stroke complications

Stroke presents a major global public health challenge, with approximately 5.5 million people
dying each vear from both the primary insult and secondary complications of stroke.” In the
de'uelupedv-urld. one in four men and one in five women can expect to suffer a stroke if they
live to 85 vears. ? Stroke results in both premature death and dizability, however, in contrast o
coronary heart disease or cancer, its major burden is chronic disability rather than death,”
Approximately one-third of stroke survivors are functionally dependent at 1 vear and, in
Australia, ther are an estimated 63,530 disabled stroke survivors.? It is estimated that the
total first-year costs for first-ever strokes in Australia during 1997 were A$555 million.* ® The
burden of stroke-related disability is likely to increase considerably over the next 20 vears, as
the population ages. Without effective pna\enuan and treatment strategies, stroke-related
disability and its associated costs will increase.” Treatments must be widely accessible, cost-
effective, appropriate, safe and effective in the vast majority of patients for them to have any
major impact on death or dependency. To date, the unl'-' treatments for which we have level 1
evidence ame: 1) treatment in organised stroke umts ia component of which is rehabilitation,
including mobilisation) and 2) thrombolysis®. While thrombolysis is currently in use in
Australia, at best it is delivered to around 5% of stroke patients. We believe that further
exploration of effective components of stroke unit care may improve patient outcomes and
help reduce the burden of stroke.

We know that sn'nke patients meceiving organised multidisciplinary rehabilitation have
reduced dependency.” What we don't know is the components of the rehabilitation program
responsible for improved outcomes. The strongest indication for the benefit of starting
mobilisation as early as possible afier stroke comes from a Norwegian study in which the
outcomes of sn'olr.e patients, randomised to either stroke unit or general medical ward care,
weme compared.' Patients managed in the stroke unit (and receiving very early mobilisation)
were 649 (OR) less likely to be dead or disabled Of the factors that distinguished stroke unit
from general medical care, the same group found very early mobilisation to be the strongest
predictor of improved outcome.' This analysis indicated that very early mobilisation may
account for as much as 78% of the stroke unit benefit Starting mobilisation (i.e. sitting out of
bed, standing and walking) very early after stroke and continuing it at frequent intervals until
discharge (hereafter termed “very early mobilisation or VEM™) may reduce the level of
disability ex perienced by stroke patients and reduce the number of patients requiring nursing
home care” Although preliminary, the evidence from these studies has prompied the
inclusion of “mobilisation within "4 hnurs in acute stroke care best practice guidelines both
in Australia’ and mtematmn,ally AVERT aims to determine the efficacy and cost
effectiveness of very early mobilization after stroke.
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42  Why might mobilisation save lives and reduce disability?

Although the true contribution of immobility to poor outcome is difficult to gquantify, there is
evidence that bed rest for many conditions does more harm than good '*™ Growing
awareness of the negative impact of bed rest on muscle strength and cardiovascular fitness'
adds weight to the argument for early mobilisation and rhabilitation. The practice of VEM
aims to reduce the amount of bed rest, thereby reducing complications of immobility. Fewer
complications and earlier, more frequent activity should belp promote early recovery of
function after stroke. The benefits of VEM still require testing in a randomised controlled trial
to evaluate whether improved outcomes over curment practice are possible.

43 A phase 2, randomised controlled trial to evaluate safety and feasibility
of very early rehabilitation

4.3.1 Method

A safety and feasibility studv was performed between April 2004 and February 2006 in two
Melboune metropolitan stroke units. Patients were randomly assigned to meceive either
standard care (SC) or very earlv mobilisation (VEM) in addition to standard care until
discharge or 14 days (whichever was least). The primary safety outcome was the number of
deaths at 3 months. Secondary safety outcomes were deterioration in physical function from
admission to dav 7 and admission to dayv 14. Other safety outcomes included the falls rate,
severe falls rate, excessive fatigue and physiological stability during the intervention period.
Serious adverse events were evaluated by the Data Safety and Monitoring Committee (DMC).
Preliminary primary outcome was determined as the number of patients dead at 3 months.

Key feasibility issues were that VEM: (i) provided an average additional two physiotherapy
mobilisation sessions per day for most VEM patients; and (iii) did not influence SC. The
number of intervention sessions were recorded bv AVERT physiotherapists, AVERT nurses,
stroke unit physiotherapists and occupational therapists. At regular intervals during Phase 2,
one-day observations of standard stroke unit care at each hospital site were conducted.
Behavioural observation of patients (using the methods described by Bemhardt et al'’) were
used to deiermine the proportion of the day spent by patients in moderate to high levels of
physical activity. By comparing Phase 2 data with baseline (Phase 1) data, we could
determine whether the trial was influencing SC.

4.3.2 Resulis

71 patients were recruited and randomised, with no dropouts at 3 months. The median lkength
of stroke unit stay was 6 days (range 1-51 days). The death raie for all patients was 15.5%.
All patients who died were admitted with moderate to severe stroke (NIHSS B-16, n=2;
NIHSS>16, n=9). Stroke type were total anterior circulation infarct (n=16), partial anterior
circulation infarct (n=23) and haemorrhage (n=9). Cause of death was stroke (n=11). Intention
to treat analysis was used for the primary safety outcome. No between-group differences for
death rates were found (SC: n=3/33, VEM: n=8/38; Fisher s exact test p=0.202; ARR=0.12,
CI 95% -0.43-0.28). Death rates adjusted for premorbid mRS, NIHSS and age did not differ
significantly between SC and VEM patients (20R=1.80, CI 95% 0.20-11.16).

Deterioration was evaluaied using the European Progressing Stroke Study definition™ and
patients were cakegorized as deteriorated or not deteriorated. Some patients in both groups
deeriorated from admission to 7 davs (SC: n=8/32, VEM: n=%32). No statistical differences
between-groups were found for the deerioration in symptoms (Fisher' s exact test, P=0.78).
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No between-group differences in falls rates were found (SC: 22.8/1000 bed days, CI 95%
0.4-453 VEM: 197/1000 bed day, CI 95% -2.1-41.4; Fisher's exact test P=0.81). Two
severe falls at 3 months (ie. falls leading to increased hospital stay, hospitalisation, bone
fracture or head injury) were recorded for the VEM group. Excessive fatigue was defined by
patient self report of physical exertion being more than “somewhat hard work” using the Borg
perceived exertion scale.” For patients able to report fatigue, there were similar levels of
excessive fatigue reporied in both groups (SC: 28.6%, VEM: 23.3%; Fisher's exact test
P=0.75). All VEM patients were monitored for physiological stability of blood pressure, heart
rake, oxygen saturation and emperature prior to mobilisation. No VEM patients were found to
be physiologically unstable, or sustained a blood pressure drop of more than 30mmHg on 3
consecutive atempts to sit out of bed.™

Targets of an average two additional physiotherapy sessions per day were met for VEM
patients. Changes to SC were examined by comparing stroke unit data obtained in 20027 to
data obtained during the Phase 2 trial. Thirteen, one-day observation periods were completed,
with 51 siroke unit patients recruited. Using multivariate binomial logistic regmession, no
evidence of change over time was found in moderate to high level activity (P=0.32, CI 95% -
0.06-0.02),

4.3.3  Summary
The death rakes in this trial were lower than the lower limits of the 95% confidence interval
for a comparable stroke sample™ (death rate=23.1%; CI 95% 20.8-25.4). For primary and
secondary safety outcomes, no harms msulting from VEM were identified. The trial was
found to be feasible, with the experimental intervention successfully provided to the majority
of VEM patients and no evidence of change in standard stroke unit care,

5 Trial Objectives

Phase 3 of AVERT aims to address four main questions:
1. Does very early mobilisation reduce death and disability at 3 months post stroke?
2. Does very early mobilisation reduce the number and severity of complications at 3
months?
3. Does very early mobilisation improve quality of life at 12 months?
4. Is very early mobilisation cost effective?
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5.1 Primary outcome
* Modified Rankin Scale scom (mRS, Appendix Ay at 3 months.

5.2 Secondary outcomes

s Safety: Death rate and the rate and severity of important medical events (stroke
progression, mecurrent stroke, falls, angina, myocardial infarctions, deep venous
thromboses, pulmonary emboli, pressure soms, chest infections, urinary ftract
infections) at 3 months; and all adverse events during the inkervention period. g

o Health-related quality of life: Assessment of Quality of Life (AQoL, Appendix Ay
and Irritability, Depression, and Anxiety scale (IDA, Appendix A)™ at 3 and 12
months, together with cognitive function using the Montreal Cognitive Assessment
(MoCA) at 3 months.

» Cost effectiveness and cost utility: Comprehensive questionnaire™ at 3 and 12 months
and baseline mRS.
Long term efficacy: mRS™* at 12 months,
Activity limitations: Time (ga;' 5) to walking 50 metres unassisted; Rivermead Motor
Assessment (Appendix A)” ' and Barthel Index (Appendix Ay ¥ at 3 and 12
months,
Dose-response; Inervention dose and mRS at 3 and 12 months.
Patient severity and efficacy: Mild, moderate and severe stroke (NIHSS, Appendix A)
and mRS at 3 and 12 months

*  Staff injury: The number, severity and type of injury to staff treating AVERT patients
during the intervention period.

* Success of blinding: Blinded assessor guess of group at 3 months.

6 Study Duration

The study will take place over 5 years with start up and active recruitment occurring over 3.5
vears. Individual patient involvement in the trial is a maximum of twelve months,

7 Patient Population

7.1  Primary diagnosis
Patients admitted to hospital within 24 hours of a stroke, The stroke may be first or ecument,
infarct or haemorrhage (but not transient ischaemic attack).

1.2 Inclusion criteria
Informed consent must be obtained from the patient or responsible third party
Patients 18 years and over, with a clinical diagnosis of first or recurmment stroke, either
haemorrhage or infarct
Patient is ecruited within 24 hours of onset of stroke svmptoms
Patients for admission to a stroke care unit
Consciousness: Al a minimum, patient must at keast react to verbal commands.

13 Exclusion criteria
* Pre-stroke (retrospective) modified Rankin Scale score of 3, 4 or 5 (indicating
significant previous disability)
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* Deterioration in patient’s condition in the first hour of admission resulting in direct
admission to ICU, a documented clinical decision for palliative treatment (e.g. those
with devastating stroke ) or immediate surgery

* Concurrent diagnosis of rapidly deteriorating disease (e.g. ierminal cancer)

e Unstable coronary or other medical condition that is judged by the investigator to
impose a hazard to the patient by involvement in the trial

* A suspecied or confirmed lower limb fracture at the time of stroke preventing the
implementation of the mobilisation protocol

* Patients who have received ri-PA can be recruited if the attending physician permits
and if mobilisation within 24 hours of stroke is permitted

* Patients cannot be concurrently recruied to drug or other intervention trials. Patients

may participate in AVERT if they are also recruited to non intervention trials

Systolic blood pressure less than 110, or greater than 220mmHg

Oxy gen saturation of less than 92% with supplementation

Resting heart rate of less than 40 or greater than 110 beats per minute

Temperature of greater than 38.5°C.

7.4  Randomisation criteria

Patients may be randomised to the trial if they meet the above criteria. Block randomisation
procedures according to hospital site, and patients stroke sevenlv basad upon the patient's
baseline National Institute of Health Stroke Scale (NIHSS).™ Three baseline NIHSS groups
will be usad in this prmess ‘mild" (NIHSS 1-7), ‘moderate” (NIHSS 8 — 16) and ‘severe’
(NIHSS greater than 16).™* Permuted blocks of various lengths will be used to ensure
allocation concealment.

7.5  Randomisation procedure

A memote, web-based, computer-generated randomisation procedure is used. All online
submissions are secumed by use of password site entry and data encryption procedures, Once
patient mecruitment data is  submitted by the site staff wvia AVERT Online
{https://www avertonline.org.au), the result of randomisation to group is immediately
provided back to the investigator. In the event that AVERT Online is not available, please call
the Randomisation Help Line to obtain the randomisation allocation.

7.6 Number of patients
Two thousand, one hundred and four (2, 104) stroke patients will be recruited.

17 Blinding

AVERT physiotherapists and nurses cannot be blinded to the inervention because they will
provide the intervention. For all other ward staff, including doctors, other nurses and therapy
staff, protocols will be in place to help conceal allocation to intervention group. These
measures are detailed in the AVERT Intervention Protocol. Access to the AVERT
Intervention Protocol is restricted to maintain blinding and minimize contamination of
standard stroke unit care.

All mial outcomes are determined by a blinded assessor. The blinded assessor will perform
assessments at 3 months and 12 months at the hospital, patient’s home, rehabilitation centre or
place of residence. To help maintain blinding of the assessor we have applied for ethics
approval to mof tell participants the group to which they have been randomly allocated
{approved in Phase 2). Furthermore, infervenfions provided by AVERT staff are never
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recorded in the medical record, rather it is recorded on a Personal Digital Assistant (PDA) or
the Therapist/Nurse Recording Form (AVERT Online). This makes it difficult for the blinded
assessor to delermine the intervention group from the medical record.

It is therefore important that anyone who may know the group to which the patient has been
allocated must not tell the patient or the assessor if they come onto the ward. In this way, we
may prevent the patient or staff from telling the blinded assessor group allocation.

8 Trial Design and Intervention Plan

81  Trial design

A randomised controlled trial of patients admitted to stroke units from Australian and
iniemational sites, with blinded assessment of outcomes and inintion to treat analysis, Two
thousand, one hundred and four stroke patients will be recruited across approximately thirty
hospitals,

82 Interventions

Patiznts will be randomised to mceive either standard care alone (SC), or standard care in
addition to the experimental intervention, very early mobilisation (VEM). SC patients mcaive
usual stroke unit care. VEM patients receive usual stroke unit came, and are provided
additional mobilisation. VEM patients are provided mobilisation as soon as the patient is
recruited. An additional three physiotherapy and nursing sessions per day are provided during
the intervention period. The intervention period lasts for 14 days or until the patient is
discharged from stroke unit care, whichever is sooner.

The VEM sit out of bed protocol (AVERT Intervention Protocol version 3 dated 25 April
200%) is strictly adhered to for very early mobilisation out of bed. Patients must be within
a range of measures for blood pressure, heart rate, oxygen saturation and temperature prior to
first mobilisation. Mobilisations will only proceed when the patient’s blood pressure does not
drop more than 30mmHg on sitting out of bed.

VEM is provided by trained physiotherapy and nursing staff according to the detailed
AVERT Intervention Protocol. This document is nof for general distribution and will only be
provided to AVERT nurses, AVERT physiotherapists and where needed for trial evaluation
{e.g. ethics committees). This is to help maintain blinding and protect against contamination
of the trial.

83  Assessment schedule
The schedule for trial assessments is located in Appendix B.

8.3.0 Day 0- Screening
All patients with a diagnosis of stroke will be screened for trial eligibility. Where a patient is
deemed eligible and has provided informed consent, baseline data is collected.

8.3.2 Day 00— Baseline
After consent has been obtained, the medical history and physical exam will be performed.
The following stroke assessments will be performed.
* Pr morbid mRS
* Baseline mRS
= NIHSS
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= (5P
A paper CRF will be completed by the AVERT team member. Baseline NIHSS, OSCP,
premorbid mRS and date of stroke must all be enerd into AVERT Online
ihitpsy/fwww averonline.ore.au) prior to patient randomisation. If them is a problem
accessing AVERT Online, the Randomisation Help Line may be called and the randomisation
procedure performed manually by the AVERT Data management staff member on call.

Following randomisation, the AVERT physiotherapist will obtain the following data within

the 24 hours.
* Demographic data
»  Mobility Scale for Acue Stroke (MSAS)

&  Star cancellation st
«  Time to first mobilisation

83.3 Day I- Day I4 (or discharge)
The AVERT Intervention Protocol will be followed for all patients randomised Information
about the group to which the patient has been randomised should only be known by the
AVERT physiotherapist and AVERT nursing staff.

For each mobilisation performed, AVERT nurses and physiotherapists will record
information about the mobilisation via AVERT Online. In seleced centres, AVERT
phvsiotherapists, ward physiotherapists and ward occupational therapists will mcord
mobilisation information via a PDA if available or via AVERT Online. Data from the PDA is
downloaded daily (*hot synced') to a hospital computer and transferred via the intemet to a
central database at the AVERT office. AVERT Online will be used to record mobilisations if
the PDA is not working. A paper Nurse/Therapist Recording Form may be used to record
mobilisations if AVERT Online is temporarily unavailable.

During the intervention period, any adverse events are eported in the CRFE. The AVERT
physiotherapist will notify the blinded assessor within 24 hours of any serious adverse events,

8.3.4  Terminalion/Ihscharge
The patients participation may be terminated if consent is withdrawn, or if the patient’s safety
is deemed to be at risk.

The AVERT Intervention Protocol otherwise continues until Day 14 of the patients stay in the
stroke unit or until discharge from the stroke unit (whichever is sooner). If the patient is
palliated VEM will cease, with trial assessments continued until death or 12 month follow-up.

At discharge, the AVERT physiotherapist will complete the imaging CRF and fax to the
AVERT office. In addition, if the patient ceases mobilisation for more than 24 hours, the
protocol deviation CRF will be completed by the AVERT physiotherapist and faxed to the
AVERT office. The blinded assessor will deiermine the patient's achievement of 50 metrs
walk with the ward physiotherapist and discharge information will be collected for the
purpose of follow up assessments.

8.3.5 3 month assessment
This assessment is performed by the blinded assessor on the dake scheduled by AVERT online
i{+- 7 days). Where this is not possible, a protocol deviation will be documented. The blinded
assessor will contact the patientrelatives and rehabilitation/accommodation units where
relevant to amange the assessment time. In the event that a patient or responsible family
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member are unwilling to provide consent to continue with the assessments, the AVERT main
investigator should be notified immediakely.

Al the assessment meeting, the following will occur.
mES

DA

Barthel Index

AQoL

Rivermead Motor Assessment Scale

50 metre walk

MoCA cognitive assessment

Cost of care

Important Medical Events

Serious Adverse Events

Blinded assessor group allocation guess

All ongoing adverse events including serious adverse events should be followed through to
stabilisation or recovery. All assessments will be documented on CRF pages and submitted
via fax to the AVERT office when complete.

8.3.6 12 month assessment
This assessment is performed by the blinded assessor. The blinded assessor will contact the
patientmelatives and rehabilitation’accommodation units where relevant to amange the
assessment time. In the event that a patient or family member are unwilling to provide consent
to continue with the assessments, the AVERT main investigator should be notified
immediakely.
At the assessment meeting, the following will occur.

= mES
DA
Barthel Index
AQoL
Rivermead Motor Assessment Scale
50 metre walk
Cost of Camr
Serious Adverse Events
Any serious adverse events not recovered at 12 months should be followed through to
stabilisation or recovery. All assessments will be documented on CRF pages and submitted to
the AVERT office when complete,

84  Contamination and loss of blinding

Contamination will be considered to have occumed when VEM is provided to standard care
patients or becomes standard care for a large number of patients. We have instituted a number
of practices to ensure contamination does not occur. The VEM is provided by dedicated trial
staff recruited from the ward. Measures to limit contamination (i.e., reduce the potential of the
iniervention practices to be adopted by staff other than the AVERT staff) are outlined in the
AVERT Intervention Protocol and will help maintain the high quality of this trial
Contamination of SC will be evaluated at regular intervals throughout the trial. The AVERT
Contamination Protocol has been developed and will be submitted to HRECs as a substudy of
this trial at selected sies.
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Whether or not unblinding has occurmred will be tesied at the end of the 3 month assessment.
The blinded assessor will nominate the treatment group to which they think the patient was
randomized. They must not try toextract this information from any source.

9 Analyses

9.1 Sample size

The study is powered to detect an absoluke risk reduction (ARR) of death and disability of
7.1% or greater, based on the following rationale: (i) consensus among investigators and
inemational advisors that an ARR of this magnitude would represent a clinically meaningful
effect size (although there are no formal cost-effectiveness data to support this view); and (i)
3 month death and institutionalisation figures from an Australian hospital (40.99%) and a very
early mobilisation centre (31.8%), and estimates that very early mobilisation accounts for
78% of this 9.1% difference, giving a final absolute difference of 7.1%. A sample of 2104
patients (1052 per arm) will provide 80% power to detect a significant iniervention effect (2
sided, p = 0.05) with adjustments for a 5% drop-in and a 109 drop out.

9.2  Populations

The efficacy and =afety population will include all patients who are randomisad. The per-
protocol population will include: (i) VEM patients who received 3 or more mobilisation
sessions (additional to SC) on average per day over the intervention period; and (ii) SC
patients who receive 3 or more sessions (additional to mean SC) on average per day over the
iniervention period. Mobilisation sessions will be provided by physiotherapy and/or nursing.
The inervention period lasts for 14 days or until the patient is discharged from stroke unit
cam, whichever is sooner. A per-protocol analysis will be used to explore differences in the
primary outcome variable according to whether or not patients received the planned
iniervention dose,

9.3  Primary outcome analysis

The primary efficacy analysis will be a between-group comparison of mRS at 3 months,
analysed across the whole distribution of scores subject to the validity of shift analysis modal
assumptions. Should the assumptions for shift analysis not be met, 3 month mRS will be
dichotomised into good outcome (mRS 0 - 2) and poor outcome (mRS 3 - 6), and the groups
will be compared using a binary logistic model. The primary analysis will be adjusted: with
baseline NIHSS, premorbid mRS and tPA use, as covariaies. Unadjusted results will also be
shown. The intervention e ffect will be represenied in terms of odds ratios. Other potential
prognostic variables such as age, stroke type and side of stroke will be included in secondary
efficacy analvses,

9.4  Secondary outcome analysis

9.4.1 Safety

Regression models for count data (Poisson or negative binomial regression depending on the
validity of methods assumptions) will be used to compare serious adverse events betwesn
groups at 3 months, We will report risk ratios adjusied as per primary analysis with age
included as a covariake.

94.2 Health-related quality of life
Multivariable linear regression will be used to determine the effect of intervention group on
AQoL scoms at 3 and 12 months post-stroke, adjusting for known confounding variables (e.g
age, sex, NIHSS, cognition and mood impairment using the IDA).
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94.3 Cost gffectiveness and cost uility

An AVERT Cost Protocol has been developed to detail the economic evaluation of the
project. It addresses in detail issues briefly discussed in this section and section 9.4.2. Both
cost-effectiveness (using 3 month mRS as the outcome) and cost-ul.nhty analyses (using
utilities mapped from mRS scores as a proxy for AQoL at baseline)” will he performed.
Pathway analysis (incorporating decision trees) will be used to clearly identify and cost the
activity components for each arm of the trial. Standard discounting will be applied to both
costs and outcomes, together with detailed sensitivity and uncertainty analysis (using the
@RISK software). Costs will be analysed by intervention pathway, expenditure category and
cost incidence (who bears the cost). Whilst a societal perspective will be assumed, the key
focus will be on the health sector, and will include costs to the govenment as third party
paver, costs to patients and their family and limited costs to other sectors.

Incremental cost-effectivensss ratios will be calculated for experimental intervention in
comparison to standard care. To assess the incremental cost of VEM compared to SC,
resource utilisation data at 3 and 12 months will be collected including: acute hospital kength
of stay; therapy time: aids and equipment, discharge destination; inpatient and outpatient
rehabilitation input following acute hospital discharge; and any re-admissions to hospital
within 3 months. Unit costs will be sourced for the 2006 reference vear from the most

accurae and up-to-date sources including the Medicare Benefits Schedule™, the
Pharmaceutical Benefits Schedule™ and complemented by other sources including
iniemational sources and expert opinion. Where possible, centre-specific unit costs will be
wsed to avoid the over-estimation of intervention costs by the application of non-
rEepresentative average costs to multiple sites,

9.4.4 Efficacy

Should shift analysis be valid for primary efficacy analvsis, a secondary analysis of 3 month
mRS dichotomised into good outcome (mRS 0 - 2) and poor outcome (mRS 3 - 6) will be
undertaken with groups compared using a binary logistic model adjusied as per primary
analvsis. This analysis will allow comparison with published outcomes of other acute stroke
trials.

24.5 Adivity limitafion
Time for subjects to achieve unassisted walking 50 metres will be assessed using survival
analysis techniques. The relationship between dichotomised Barthel Index score (0-18, poor
outcome; 19-20, good outcome ) and iniervention group will be examined using multivariable
logistic regression. The relationship between Rivermead Motor Assessment and iniervention
will be analysed using non-parametric tests.

9.4.6 Staffinjury

Information relating to injuries sustained by staff working with AVERT patients will be
collected and documented on a CRF page. Information will be collected if an incident report
for an AVERT patient is completed. The information collected will include the severity and
tvpe of injury.

247 Demographics
Demographic baseline characieristics of the two intervention groups will be tabulated.

9.4.8 Blinding

A two sample test of proportions will be performed to evaluate whether the blinded assessor
guess of intervention group at 3 months post stroke was better than chance.
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9.4.9 Post hoc analyses
The relationship between intervention dose and stroke severity to outcome and long term
efficacy, are likely to be the subject of post hoc analyses given their clinical relevance.

9.5  Interim analyses

The DMC will mview interim efficacy analvses for the primary outcome measure and safety
analyses. The DMC will advise the chairman of the steering commitiee if, in their view, the
randomised comparisons have provided both (i) ‘proof bevond reasonable doubt' that very
early mobilisation is clearly indicated or clearly contra-indicated and (ii) evidence that might
reasonably be expected to materially influence future patient m:magmem“ Appropriate
criteria of proof bevond reasonable doubt cannot be specified precisely, but the DMC will
work on the principle that a difference of at least 3 standard erors in an interim analvsis of a
major outcome event (e.g. death from all causes or falls) may be needed to justify halting, or
modifying the study before the planned complkied recruitment. Although formal stopping
rules based upon mortality rate will not be set given that post-stroke mortality is high, and
that many factors may contribute, all deaths will be reviewed by the DMC on a case-by-case
basis,

10 Safety Reporting Requirements

At 3 and 12 month evaluations, the blinded assessor will determine whether any serious
adverse events (SAEs) have occummed The blinded assessor will also be notified by the
AVERT physiotherapist of any SAEs for urgent evaluation and mporting during the
iniervention period.

10.1 Adverse events (AES)

An adverse event is defined as any untoward medical occurrence in anv patient involved in
the study and which does not necessarily have a caosal mlationship to the study intervention.
This includes any worsening of a pre-existing event.

10.1.1 Reporting of an adverse event
Adverse events should be documented in the patients medical record or clinic notes. Adverse
event reporting will begin from the time of informed consent Events will be reported on the
adverse event pages within the patients CRF and will include the date of onset, description,
severity, duration, and whether or not it is thought to be related to the study intervention. If
known, the medical diagnosis of an AE should be recorded in preference to listing of signs
and symptoms.

10.1.2 Adverse event collection period
All adverse events will be collected from the time of the patients consent, until the end of the
inervention period. Adverse events will be followed until the event is resolved, or the event
has stabilized.

10.2  Important medical events (IMEs)
Definition: Listed adverse events that are important outcome measures for this trial.
» Falls -with no soft tissee injury
- with soft tissue injury
- with bone fracture or head injury
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* Stroke Progmession. Defined as a worsening stroke in the same vascular territory as the
initial event occuring during the first 14 days (in the clinicians view)

= Recurrent Stroke. Defined as a new stroke event in a different vascular territory during

the first 14 davs, or any stroke event beyond 14 days (in the clinicians view),

Pulmonary Embolism

Deep Vein Thrombosis

Myocardial Infarct

Angina

Urinary Tract Infection

Pressure Sores

Pneumonia

Depressi0n

.21 Reporting of important medical events
Important medical event should be documented in the patients madical record or clinic nokes,
IMEs will be recorded from the time of informed consent. These events will be reported on
important medical events pages within the patients CRF and will include the date of onset,
duration, severity and whether or not it is thought to be related to the study iniervention.

10.3  Serious adverse events
Definition: Any adverse event in any patient involved in the study (experimental or control
group ) that meets the following criteria:
* Results in death
* [s life threatening.
= Requires inpatient hospitalisation (this does not include an emergency room visit or
admission to an outpatient facility).
= Prolongation of existing hospitalisation (if an event occurs while the patient is in
hospital, which in itself prolongs the patients stay ).
= Results in persistent or significant disability/incapacity.

10.3.1 Reporting of a serious adverse event

Serious adverse events whether related to study intervention or not are to be reporied to the
blinded assessor, and the AVERT principal investigator within 24 hours of knowledge of the
event. A serious adverse event CRF will be completed by the blinded assessor and faxed to
the AVERT office. If there is a serions unexpected adverse event (such as suicide or other
non-stroke mlated event) during the intervention period, the DMC will be informed by the
AVERT team within 48 hours. Serious adverse events outside the intervention period should
bz mported to the AVERT office following 3 and 12 month assessments. SAEs will be
reported by the AVERT trial ieam to site HRECs according to local commitiee protocols.

10.3.2 Assessment of severily of all adverse events
Severity can be assessed using the following definitions:

*  Mild - the event causes awareness of signs or symptoms, but is easily tolerated, does
not interfere with rehabilitation

= Moderate — the event causes the patient discomfort sufficient to cause interference
with cumment level of activity, requires more frequent monitoring or diagnostic tests.

* Sevem — the event is incapacitating resulting in the patient not being able to work or
do usual activity.
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10.3.3 Assessment of causalify of all adverse events
In order to assess the causality of an adverse event in relation to the study intervention, the
following definitions will be used.
= Probably related — the event has a strong relationship to the study intervention.
= Possibly related — the event has a sirong relationship to the study iniervention, but
could be explained by something else.
*  Probably not mlated — the event has little relationship to the study intervention and a
more likely explanation for the event exists.
= Not relaied - the event is due to an underlying or concurrent illness and is not related
to the study intervention. There is another explanation for the event.

10.3.4 Adjudication of serious adverse events
The two medical experts of the Outcomes Committee will independently review all serious
adverse events as they arise. They will provide adjudication of the type, severity and causal
relationship of intervention to SAEs. Their summary report will be presented to the DMC at
each scheduled meeting.

11 Patient Comple tion/Withdrawal

11.1  Patient completion
Patients will be deemed to have completed the study once all trial procedures and assessments
have been conducied.

11.2  Patient withdrawal

The main investigator must make every rasonable effort to keep each patient in the study,
except whemre the patient is withdrawing consent to continue, or the withdrawal is for reasons
of safety. The AVERT main investigator must be notified should a withdrawal appear
necessary. The reason and date of withdrawal will be documented on the Withdrawal Form
(CRF) and faxed to the AVERT Office within 24 hours.

11.3  Premature termination of the study

The trial may be ceased at one or more sites. This would be due to recommendations from the
DMC or the sieering committee that there are staffing issues, safety concerns, low recruitment
raies, poor data quality and'or insufficient dose difference between standard care and the
experimental intervention. The trial may also be erminaed where there are any unforeseen
events that may affect the continuing ethical acceptability of the project.

12 Recording of Data

Source data relating to each patient will be maintained in the patient’s medical record. Source
data relating to the therapy given to the patient should not be recorded in the patient’s medical
record. This information is recorded in a PDA (physiotherapists and occupational therapists)
and/or web based TherapwMNurse forms (AVERT Online) provided specifically for the study.
Data collected for the purpose of the trial will be entered in each patients individual CRE.
Information in the CRF must be backed up by information found in the patient’s medical
record or clinical notes. The CRFs should be kept up to date and in order at all times,
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12.1 Patient recruitment and randomisation

When a new patient is recruited, the AVERT physiotherapist, main investigator, clinical trials
nurse  or medical staff will submit patient details via AVERT  Online
(https:/fwww avertonline.org.au). AVERT Online provides a web based, 24 hour, secum
randomisation system. If unavailable, the Day 0 CRF should be compleed and the
Randomisation Helpline called to obtained group randomisation.

12.2  Patient identification

All patients screened for the study will have their initials, date of birth, date of stroke, gender
and estimate of stroke severity entered chronologically on the screening log. The eligible
patients will be assigned a patient allocation number in sequential order. This number will be
entered on all pages of the CRF. The main investigator will be responsible for retaining
sufficient information about each patient (e.g. name, address, phone number and identity in
the study) so that the patients may be contacted should the need arise. These mcords should
be retained at the site and maintained in a secure and confidential manner according to local
requirements.

12.3 Recording requirements

There are a number of recording requirements for the AVERT physiotherapist, AVERT
nurses and hospital stroke unit staff during this trial. The AVERT physiotherapist main
investigator or medical staff will complete the patient consent documents, complete the Day 0
CRF and submit patient details via AVERT Online (htips:iwww.avertonline.org.au). The
AVERT physiotherapist completes an assessment when the patient is recruited to this study
{Case Report Form (CRF) — Day 0). Day 0 CRFs should be faxed to the AVERT Office as
soon as completed.

AVERT nurses and therapists are required to record the dav, time, type and number of
mobilizsations each day for all AVERT patients (SC and VEM) on AVERT Online. W hichever
AVERT staff member initiates the mobilisation, will be responsible for mcording joint
mobilisation sessions. If a VEM patient is unable to be mobilised during the day, this should
be recorded on the nurse or therapist form. If there am technical problems with AVERT
Online, then a paper Nurse or Therapist Recording Form should be used. Data should be
enierd on to AVERT Online as soon as AVERTOnling is operational.

In selected centres all physiotherapy mobilisation interventions delivered to all AVERT
patients (SC and VEM) during the trial will be recorded using a PDA. Data recorded on the
PDA by AVERT physiotherapists, stroke unit occupational therapists and stroke wunit
physiotherapists will be “hot synced” and transferred via the intemet to the AVERT office on
a daily basis. If there are technical problems with the PDA, then the Therapist Recording
Form should be used via AVERT online,

The bulk of the data required for this study will be collected by the AVERT blinded assessor.
The assessor will visit the patient at 3 and 12 months post stroke. Data should be submitted
via fax within one week of the patient follow-up at 3 and 12 months. All original CRF forms,
including signed consent forms, will be retained on site in a locked cabinet, until such time as
they are transferred to the AVERT office at the NSRL

12.4 Data processing

TELEform Elite version 9® will be used for all paper assessment forms. Teleforms allow
faxed data to be saved as a digital image, checked visually and transferred into an electronic
database. Teleforms ame faxed through to the main AVERT office, NSRL Nursing and
Therapist data is submitted to AVERT Online which is a secure website with password
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access. In selected centres, therapy data is collected using electronic data forms using a
Personal Digital Assistant (PDA). PDA forms are transferred via the intermet to the main
AVERT office, NSRI. AVERT Online (https:/www avertonline. org. au) provides the relevant
staff me mber with feedback on when all forms are due, incomplete and completed.

12.5 Record retention

All study documents including the protocol and CRF are confidential. A study document
binder will be provided to each site (Investigator file) to maintain study documents. The study
documents should be maintained in a locked ama, accessible to studv staff only. At the
completion of the study, the investigator will maintain the investigator file, copies of the
CRFs and all relevant source data in accordance with the applicable regulatory requirements.
Data will be maintained and secured for at least 7 years from trial completion.,

12.6  Confidentiality

The investigator and the AVERT study team will preserve the confidentiality of patients
taking part in this study. The patient’s medical records pertaining to this study may be
inspected/audied by an authorized representative of the trial, or the HREC. All records
accessed will be kept strictly confidential Consent to participate in this study includes
consent to these inspections/audits.

13 Monitoring Trial Conduct

The AVERT Outcome Commitiee will ensure AVERT therapy staff and blinded assessors
achieve centification for proficiency in the trial assessments and outcomes (MIHSS and mRS)
and confirm trial outcomes for serious adverse events. The AVERT DMC will provide
objective, independent monitoring of trial progress, safety and efficacy (including reviewing
adverse events). Trial progress will be evaluated at regular intervals by the DMC via data on
recruitment targets, group baseline characteristics and balance between intervention and
control groups and compliance with the protocol.

14 Site Initiation, Staff Training and Support

AVERT staff will receive site initiation with training in protocol and procedures using a
comprehensive package. An AVERT main investigator will be appointed at each site. Any
new AVERT staff will be trained by the main investigator. The AVERT Trial manager will be
available for the duration of the trial to provide ongoing support and training for staff
members,

It is important that local AVERT staff have a clear understanding of their roles and
responsibilities for trial requirements at their site. Records of the agmed roles and
responsibilities of each team member will be maintained by the Trial Manager and stored both
at the site and at AVERT central.

15 Consent Documentation

Informed consent is where the patient or third party is informed of the nature of the study, and
is given information mlated to the trial aims, risks and benefits. The procedures and possible
hazards will be explained by a suitably qualified person. The HREC approved patient
information and consent form will be given to the patient and the patient will be given
reasonable time to consider their involvement and have all guestions answered before giving
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consent. If the patient decides to participate they will confirm this by signing the informed
consent form with the investigator, and an independent witness where required.

Writien informed consent must be obtained from all patients enrolled in the trial prior to any
study related procedures or assessments. The ability of a patient to provide informed consent
is evaluated by medical staff. Patients for whom English is a second language will require an
inerpreter to assist with the consenting process.

Patients unable to give writien informed consent due to reduced conscious level, cognitive or
communicative problems require that their next of kin or carer complete the Third Party
Information and Acknowledgement Form. In some states, consent must also be obtained from
an independent third party.

The patient or carer must receive the information sheet and a photocopy of the informed
consent. A photocopy of the informed consent must also be placed in the patient's hospital
notes. Completed original consent forms must be filed in the site investigator file, maintained
in a secure location.

If a patient or carer decides to withdraw consent, appropriaie local procedures for the
withdrawal of consent must be followed The Principle Investigator, Dr Julie Bemhardt
should be contacted within 24 hours of the time when a patient or carer expressas their desie
to withdraw consent.

16 Ethical Approval

This study must be approved by the HREC at each participating centre prior to patient
participation in the trial. The HREC should be constituted in accordance with local re gulatory
requirements and the approval of the protocol must be documented. Written approval of the
study should clearly identify the protocol, any amendments, patient information and consent
forms and any other documentation that is given to patients by title, version and date. HREC
approval and ethics documents will be maintained in the study investigator folder located at
each participating centre. Copies of these documents will be maintained centrally by the Trial
Manager at the AVERT office.

17 Indemnity and Compensation

The hospital in which the studv is conducied, warrants that the involved staff members are
employees or contracted agents of the hospital, and that they are sufficiently qualified by
education and training to assume responsibility for the conduct of the trial.

Public and Product Liability

The study sponsor (NSRI) will maintain levels of Public and Product Liability insurance
coverage. Cover extends to the interest of any party who has entered into an agreement with
the sponsor for the purpose of business. There is no cover for the negligence of the hospital,
or the hospital trial staff or their subsequent liability for damage or injury. Any breach of the
protocol resulting in a claim would not be covered by the sponsor.

Medical Indemnity Liability
The sponsors insurance policy includes cover for any claim for which they are held legally
liable, caused by or arising from teaching or mesearch carried out by the AVERT study team.
This would include claims arising from error, omission or negligence by the AVERT study

Page 24 of 41
AVERT Protocol Version 3 25 April 08

NIHR Journals Library www.journalslibrary.nihr.ac.uk



DOI: 10.3310/hta21540 HEALTH TECHNOLOGY ASSESSMENT 2017 VOL. 21 NO. 54

team in the provision of health care services. Health care services include: advice, services or
goods provided in respect of the physical or mental health of a patient or other person.

18 Funding

AVERT Phase 3 is supported by grant funding obtained from the National Health and
Medical Research Council (Grant Number: 386201). Funding agreements between the NSRI
and individual sites will be negotiated.

19 Publications

Main results from this study will be published on behalf on the AVERT trialist’s collaboration
with all investigators acknow ledged.

20 Investigator Agreement

I have read the above protocol entitled “A phase 3, multicentre, randomised controlled trial of
very early mhabilitation afier stroke (AVERT)" and | agree to abide by all provisions of the
protocol.

I understand that this protocol must be submitied to the Ethics'Research Committes/Board for
writlen approval prior to initiation of this study.

Hospital Sie (printed)

Main Investigator: Name (printed)

Main Investigator: Signature Date
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Appendix A: Outcome Measures
L AVERT MODIFIED RANKIN SCALE
PATIENT STUDY NUMBER . TIME OF A SSESSMENT
Premorbd Day 0 O | Baseline O
3 months O | 12months O

General Instructions

Mark the box corresponding to the patient’s level of disability at the time of asessment

] Mo symptoms at all, no limitations and no symptoms

1 Mo significant disability; symptoms present but not other limitations.

CQuestion: Does the person have difficulty reading or writing, difficulty speaking or finding
the right word, problems with balance or co-ordination, visual problems, numbness (faca,
arms, legs, hands, feet), loss of movement (face, arms, legs, hands, feet), difficulty with
swalowing, or other symptoms resulting from stroka?

2 Slight disability; limitations in participation in usual social roles, but
independant for ADL

Cluestions: Has there been a change in the person's ability to work or look after others if

these were roles before stroke? Has there been & change in the person’s ability to

parficipaie in previous socigl and leisure activities? Has the person had problams with

relationships or become isolated?

3 Modearate disability; need for assistance with some instrumental ADL, but not
basic ADL.

Question: |= assistance essantial for preparing a simple meal, doing household chores,

Iooking after money, shopping or traveling i:u:al?a?

4 Maoderately severe disability; need for assistance with some basic ADL, but
not requiring constant care.
Cluestion: ks assistance required for esting, using the toilet, deily hygiena, or walking?

B Sewem disability; someone needs to be available at all times; care may be
provided by either a trained or an untrained caregiver.

Cluastion: Does the person reguire constant cara?

] Dead
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THE ASSESSMENT OF QUALITY OF LIFE (AQOL) INSTRUMENT:

PATIENT AND PERSON RESPONSIBLE VERSION

TIME OF ASSESSMENT | 3 months a
PATIENT STUDY NUMBER om0
PERSON RESPONDING | ASSISTANCE FOR INTERVIEW OBTAINED FHO_[
Index Case O Other Relatve 0O Index Case O Cther Relstive
Spousa/Partner O Friend/Associzte’ O Spousa/Partner O Friend/Associata’ I:I
Sibling O Neighbour Sibling O Maighibour
Son'Daughter O Carer,e.g.nurse O Son/Daughter O Carer, eg.nurse O
Parent O Other, Unspecified O Parent O Other, O
Unspecifiad
INSTRUCTIONS
Pleasa tick the alternative that best describes you during the last wesk.
ILLNESS
1. Concerning my use of prescribed medicines
| do not or rarely use any medicines at all O
| use one or two medicinal drugs regularly O
| need to usa three or four medicinal drugs regularly O
| use five or more medicinal drugs regularly O

2. To what extent do | rely on medicines or a medical aid? (NOT glasses
or a hearing aid.). For example: walking frame, wheelchair, prosthesis

atc

| do not use any medicines and/or medical aids

| occasionally use medicines and'or medical aids

| regularly use medicines and'or medical aids

| have to constantly take medicines or use a medical aid

Oooano

3. Do I need regular medical treatment from a doctor or other health

professional?
| do not need regular madical treatmant

Although | have some regular madical treatment, | am not dependent on this

| am dependent on having regular madical treatment
My life is dependent upon regular madical treatment

INDEPENDENT LIVING

4. Do | need any help locking after mysalf?

| nead no halp at all

Occasionally | need some help with parsonal cara tasks
| nead help with the more difficult parsonal care tasks
I need daily help with most or all personal care tasks
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5 When doing household tasks: (For example, preparing food,
gardening, using the video recorder, radio, ®lephone or washing the
car)

I nead mo help at all

Occasionally | nead some help with household tasks

I need help with the more difficult household tasks

I need daily help with most or all housshold tasks

6. Thinking about how easily | can get around my home and community

I gat arcund my home and community by myself without any difficulty
I find it difficult to get around my home and community by mysalf

I cannot get around the community by myself, but | can get around my home

with some difficulty
| cannot get arcund either the community or my homea by mysalf

SO0CIAL RELATIONSHIPS

7. Bacauso of my health, my relationships (For example: with my friends,

partner or parents) are generally
Arevary close and warm
Ara sometimes close and warm
Ara seldom close and warm
I have no close and warm relationships

8. Thinking about my relationship with other people
| have plenty of friends, and am never lonely
Although | have friends, | am occasionally lonely

| have some friends, but am often lonely for company
I am =ocially isclated and feel lonely

9. Thinking about my health and my relationship with my family
My role in the family is unaffectad by my health
Thera are some parts of my family role | cannot carry out
There are many parts of my family role | cannot carry out
I cannot carry out any part of my family role

PHYSICAL SENSES
10. Thinking about my vision, including when uging my glassas or
contact lenses if neaded
| see normally
| have some difficulty focusing on things. or | do not see tham sharply.
For exampla: small print, 2 newspaper, or seeing objects in the distance
| have a lot of difficulty sesing things. My vision is blurred.
For exampla: | can see just enough o get by with
| only see general shapes, or am blind.

For example: | need a guide fo move around
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11. Thinking about my hearing, including when using my hearing aid if

neaded
| hear normally. O
I have some difficulty hearing or | do not haar clearly
For example: | ask people to speak up, or turmn up the TV or radio volume. O

| have difficulty hearing things clearly. For exampla: Oftan | do not
understand what is said. | usually do not take part in conversations because |

cannot hear what is said. O
| only see general shapeas, or am blind.
For exampla: | nead a guida to move around directly to ma. O

12. When | communicate with others (For example: by talking, listening,

writing or signing)
I have no trouble speaking to them or understanding what othar people are
saying O
I have some difficulty being understood by people who do not know me.
| have no trouble undarstanding what othars ara saying to ma O
| am only understood by people who know me well. | have great
trouble understanding what others are saying fo me O
| cannot adequately communicate with othars O

PSYCHOLOGICAL WELL-BEING

13, If | think about how | sleap
| am able to sleep without difficulty most of tha time O

My sleep is interruptad some of the time, but | am usually able to go back to
sleap without difficulty O

My sleep is interruptad mest nights, but | am wswally able o go back to sleap
without difficulty O

| sleap in short bursis only. | am awake most of the night

O

14. Thinking about how | generally feel
| do not feel anxious, worried or depressed
| am slightly anxious, worried or depressed
| feel moderately anxious, worried or dapressad
| am exiremaly anxious, wormied or depressed

Oooao

15. How much pain or discomfort do | experience?
Mone at all
| have moderate pain
| suffer from sevara pain
| suffer from severa pain

Oooao
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RIVERMEAD MOTOR ASSESSMENT - GROSS

FUNCTION

3 maonths a
PATIENT STUDY NUMBER . TIME OF A SSESSMENT - =

12 months

General Instructions
Ga through items in order of difficulty. Scare | if $he patient can perform the activity, scone [ if the patient cannot. Three
trics ane allowed; after 3 consecutive failures stop the assessment. Give no feedback of whether comect or incamect, just
general encourapement. Ropeat instroctions and demanstraie to patient if necessary. All exercises ane to be camied out
independently unless otherwise stated. If no stains availahle, ask if patient can perform item. Use your climical judgment
Writing in brackels are ind rgctions for ike rater.

Tiem Score

01
L. Situnsupported. (Withom halding om, on edpe of bed, feet smsupporied ) oo
L Lying to sitting on side of bed (Using any mathod ) oo
1. Sitting to standing. May we hands to push up. (Must gand up in 15 seconds and stamd for o0

15 secomds, with an aid if necessary. )

4. Transfer from wheelchair io chair towards unaffected side. (May nse hamds. ) o O

5. Transfer from wheelchair to chair towards affected side. {May use hands } oo

6. Walk 10 metres with an aid Any walking aid. (No sand-by help.) oo

7. Climb stairs independently. (Any method May use banisier and @id. Must be a full f§pht o0
of stirs.}

& Walk 10 metres without an sid (No stand-by help. No caliper, splini or walking aid } oo

9. Walk 5 metres, pick up bean bag from foor, turn and carry back. (Hend down amy way. oo
May use aid to walk if mecesary. No stand-by help. May nse athe hand to pick up bean
Bap )

10, Walk outside 40 metrex | May nse waliing aid, caliper or splim. No stand-by help.)

1. Walk up and down 4 steps. {Pafem may nse an @id i he would nomally use one, but may oo
rat hold om to rail  This is included to tent abilily o nepotiote kerd or siodirs withom! @ rail )

1L Run 10 metres. {Must be rpumeirical )

13 Hop on affected leg 5 times on the spot. | Must hop on ball of foot withomt stoaping to oo

repain balonce. No help with ams )

TOTAL SCORE
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IRRITABILITY, DEPRESSION, AND ANXIETY
(IDA) SCALE

PATIENT STUDY . - Imonths O
TIME OF ASSESSMENT
MINGER i2months O
IMPORTANT NOTE FOR ARSESSOR
Do not complede this scale if the person i unable to communicate their arewers.
Indicate if the scalewas not completed. An intarpreder may be usad,

Indepandent | O

Completad with assstance (eg read aloud) | O

Mot donefunable to be complatad (communication deficit, patient refusad) | O

Unknown | O

General Instructions
This (neestionnaire i to help the researchers to know how you are feeling at present
Read each item and TICK the response that best shows how you are feeling now,
or have been feeling in the last day or two.

1. | FEEL CHEERFUL. TICK ONE BOX ONLY
Yas, definitaly O
Yes, sometimes O
Mo, not much O
Mo, not at all O

3. MY APPETITE IS TICK ONE BOX ONLY
Very poor O
Fairly good O
Cuite good O
Veary Good O

5. | FEEL TEMSE OR "WOUND UP". TICK ONE BOX ONLY
Yas, definitaly O
Yas, somatimes O
Mo, not much O
Mo, not at all O
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2. | CAN SIT DOWM AND RELAX QUITE EASILY.
Yas, definitaly
Yas, somatimes
No, not much
No, not at all

oooao

TICK ONE BOX ONLY

4. | LOSE MY TEMPER AND SHOUT OR SHAP AT OTHERS.
Yas, definitely
Yas, somatimas
No, not much
No, not at all

ooono

TICK ONE BOX ONLY

6. | FEEL LIKE HARMING MYSELF.
Yas, definiely
Yas, somatimas
No, not much
Wo, not at all

ooon

TICK ONE BOX ONLY

7. |HAVE KEPT UP MY OLD INTERESTS.
Yas, most of them
Yas, some of them
No, not many of them
No, none of tham

ooono

TICK ONE BOX ONLY

9. |'GET SCARED OR PAMICKY FOR NO VERY GO:OD REASON.
Yas, definiely
Yas, somatimas
No, not much
No, not At All

Ooooao

TICK ONE BOX ONLY

11. 1 CAN LAUGH AND FEEL AMUSEL.
s, dafiniely
Yes, sometimas
No, not much
No, not At A

oooano

TICK ONE BOX ONLY

13 HAVE AN UNCOMFORTABLE FEELING LIKE BUTTERFLIES IN THE STOMACH

For 2 hours or mora

For abowt 1 hour

For lass than an hour

Mot &t all, | sleep until # is time to gat up

TICK ONE BOX ONLY
Yis, dafiniely O
Yoz, sometimas a
No, not much a
Wo, not at & a
15. 'M AWAKE BEFORE | NEED TO GET UP: TICK ONE BOX ONLY
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Yos, shweys

Mo, not ofien

17. 1 CAN GO OUT ON MY OWN WITHOUT FEELING ANXIOUS. TICK ONE BOX ONLY

¥es, sometima

Mo, | never can

oooo

Al of the time

ardly ever

8. | AM PATIENT WITH OTHER PEOPLE. TICK ONE BOX ONLY

Most of the time
Some of the time

ooono

Mo, not much
Mo, not at &l

10. | GET ANGAY WITH MYSELF OR CALL MYSELF NAMES. TICK ONE BOX OWLY
Yes, definitely
Yoz, sometimas

Oooono

Sometimes
Occasionally
Rarely
Navar

12 | FEEL | MIGHT LOSE CONTROL AND HIT OR HURT SOMEONE. TICK ONE BOX ONLY

oooo

Sometimes

Hardly avar
Mot at &l

14. THE THOUGHT OF HURTING MYSELF OCCURS TO ME: TICK ONE BOX ONLY

Mot very oftan

ooono

¥as, pitan

Mot at all

16. PEOPLE UPSET ME 50 THAT | FEEL LIKE SLAMMING DOORS OR BANGING ABOUT

Yes, sometima
Only occasionally

TICK ONE BOX ONLY

oooo

Very much so
Rather a kot
Nat much
Noat at &l

18. LATELY IHAVE BEEN GETTING ANNOYED WITH MYSELF. TICK ONE BOX ONLY

oooo
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BARTHEL INDEX

TIME OF ASSESSMENT 3 months m}

PATIENT STUDY NUMBER 17 momtke O

. ASSISTANCE FOR INTERVIEW CETAINED FROM |
Index Case | O Other Relatve | O Index Case | O Cther Relatve | O
Spousafpanner O] FriendAssociste’ | O]  SpousaPartner | O Friend/Associae’ | O
kling | O Neighbour Sibling | O Meighbour
Snn'Daughter O] Carer,e.g. nursa | O Son/Daughter | O Carer, a.g. nursa | O
Parant | O] Other, Unspacified | O Parent | O Other, Unspacified | O

BARTHEL ACTIVITIES OF DAILY LIVING
If the participant indicates that they are not independant in any of thesa activities, ask “Who helps you with these
tasks?", and note which person i the chief carer on the patient contact sheat.

FEEDING
" Indepandent - Able io eat any narmal food (nat only soft food™). Food cooked and served by
othars {lood provided in reach). But not cut up. Halp = food cut up, patient feads saif”.
Instruction: I the persan i walking around and abwiously siting up by thamsshvas, Siam at 2.

1.Canyou ho'shal shupanough RO Soom=0 Scom =1 Soore=0
o kedyoursall  (Rmsaltharsair) 7 TR =
T & - &
1
YES | ¥EE | MO | YES |
L) 1 I 1
2 Dver tho past wo days Over tha past two days Owvar the past wo days
haveyou  Thas hadshal YEB havayou [fas ha'sha) NO haveyou  jhas ha'sha)
had any halp wits —— - - = | had any hain wih =~~~ | had any heiowmh kedng
e il | Lo o yoursse  (MmsoEharsall 7
- spreacing budar 7 (is'har] fork or spoon 7
]
MO YES _
L wo | Dwer e past wo days haveyou Tz |- - - - | Seom=2
Dvwmnmwigws H:v;'fuum === | hodsha)l caton all iypes of lood [not
(fas hashal any hapw s withoust 7 o
leedngycurss  (Hmsalbarsd 7 o soft toods) wihaut any hep ik -1 SCORE
- putiing food on your (fsar) =
fork o spoon 7 ———-a -
YES
oy

** Indepandent - Snould ba able o salact and put on all clothes (Ncuding bulions, 21ps, laces eic),
which may be adapied. Hall - help with buttons, 2ips stc (CHECKI), but c2n put on some

garments alang’
Ovwar the past 2 days have you Owvar tha past wo days hava you
{has ha'sha)  put on all your YES  |ibasho'sho) doncupallyour (g | MO
{hishar) duhnbrjwmﬂ === | bar} own zips, butions, o lacas --=-= | Scom=1
(himsal Fhorsalf) 7 byyowsaf  (femsaltharscf] 7

I ]

No ! YES |
hd ¥ _!‘9_ —. | Soora=1
Seom <0 In tho past two days hava you {has ba'she) SCORE
= dhosenyour  (hagthar] clothes befoen dressing
completely by yoursall  (himselharsef) 7

g

** Refars o preceding weaak. Ralers io personal hyglena: daing teed, fitting faise ieeth, doing
hair, shawing, washing iace. Implements” can be provided by heipar
Ower the pastwesk haveyou  (has ha'shel  had any help with NO 1o all Scom = 1
- cleaning your  (Righer) teeth? | TmTmsmes > =
-fifing your  (hisha] dentures 7
- doingyour  fhisher) hair 7
-washing your  [sher] own face 7

- {and for WOMEN ONLY} putting on your [his'her) own maksup 7 SCORE
- {and for MEN ONLY) shawing? @~ 000000000 [eemme—ea > |Scone =0
BE SURE TOASK ALL FARAMETERS YES to any |:|
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BATHING
|m sEhowar = I ursuperasad unakded”.
Crvar the past swo days Dwvar e past fwo days bas [ aryona
have you  (has hasshal YOG WO O Y By you
Been helped when _Mo__ | mmter,  tomnmm yor T LS
peting i and ow of safoly whiks geting infp and wash when
the showar or bah 7 out of the showar o bals gs‘g‘:ﬁ.‘_

vEs 1 vES v es | . SCORE
b
oo ] [ et |
TOILET USE

**Indapendant - Should be ebie 10 reach tollet'commoeda, undress sufliciently, clean sedif, dress end laave.
With help = can wipe seif, and oo some other of abov e’

Whan going 10 the oot vEs 1 YES |
has anyona halpadyou 1 1
(Wmhar o pat on and JEE_L Has 2y ora oo yoe Whin going Io b Il
of do sk 7 mier) Wi hypiona NO doas any one halp you
w iciaant | yoursat === | fwhat  withiemovng
ND ¥ |l m#" and putling on pou
" Mishay  ciohas 7
Has anyono heipad you mopnert | [Wihan going i he ik doas wo |
with hypokens: (deaningwining) —=o o | eyens taipyou mdar? )
yoursal  (hmsolforsal) 7 wih removing and pusing oo L]
ol = SCORE
1
ND
'Ahmgunu;bmmmu .-, |Scom=2 '
e
wilh romoving and puttng on ————
| lyour sl ciothes 7 ¥Es - | Seom=
TRAMSFER
** Independant = From bed to chair end back
Depandent = no balenca (unabie to sit); W people o it
Major help = one sTong'skiliad, of twa normed people. Gen =2 up.
Minor help fvarbal or physical) - by one, unirained parson, INCILcing supenvision’ moral support.
Instrucsion: If tha person ts welking eround and obvlousty sitting up by themsetves, sierat 2.
2 Dvar Tha past wo days when pouve
{he's'she’s)  noadod tomovs from bad _YEE Tﬁﬁ;ﬂm"‘;ﬂw&w MO [—
ohair of whaslchair and back agan - st  safoly 7 T =
MMOY  fhes hashal  dona this by ]
oursall  Mimsalthar salf 7 YEE
- H [
= I
Rayou  Asha Ng ! Seom=2
sho)  abb oo sh i . - T
i
uu::r:-u-? ) ‘ﬁ“‘m'n :
¥ Py [Pemr=wooyshwraymeme  |-------- 1 SCORE
roqumd | havs piysically heiped you by  move
E=—————- from Ded o chair and back again 7 - ——— - | Scom =1
W he halpad you 7 Brongsidiod o0
Daopia racuired
**Indapendent - Must camy any walking aid used (il used). If patiant hasn't walked up of down
Sleirs because thena ane no stEirs at home but usuelly does usa them while shopping, eic, score &
indepandent (use judgment). Needs halp - verbal, physical, a-m-.anwg help
Instrucson: Il you &2 e parson welking Up and down Sieirs, start g1 2
L Ower @ past L wWhenyoupe  (ha'sho goos)
wo days ham ¥ES Lo and down ona Sight of Whanyougn  iharshe goes)
you (has horsha) -——— Sairs (0SS ANONG S Be ¥YES | wpand down ona fight of
walkad up and 1. weich| you e ==3 | stais dogs anyone gve you
oW 3 Sl anclor prove 2y warhal tiorhar  amy physical
\ s 7
WO | J i ]
] Mo ! YEE |
= 50% assistancs b :
< Boas) [
up and cown ona TGt of stairs et o il i
dDes anyona gva you i har? SCay .lmlwah}l :
] g e || ERES, |
YEE and roads ! walking slick or rama) I
= SO Ssteinaco Dy p P | SCORE
ND l!' YES 's' &
NO xnmgﬁ nu-!nﬁ-guw.lm up Of own stars YES
Scom =% == anTyonG camy any walkng aid for you Soom = Soom =
) fumha? 7 lag awaking Sk of rams] T =1 =0
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MOBILITY
** Relers 1o mobilly ebout house of ward, Indoors.
I = M3y use aid {siick, frama). i in awheeichair, must nagobiste doors'comers unalded.
Halp (physicaitverbal) - by one, unirained person, Including supenision'morel suppor.
Instrucdon: I the person is welking eround by thamseives (21 least 50 metres), start a1 3. H the parson
|5 moving eround by thamsekes In awheslchalr (et laast 50 metnes), start 514,
3. Over i past two days has NO _ 1. Dwer the past 2 days,
IO hbod'ﬁ.l thimfar) [T 7= L=t when nesding o, NOI
fo mova about tha howsa haw you  (lhas haisha) - |%com=0
or ward aither supsesising [ . vi2 | mowed around the = =
or physically assisting 7 am=-| 2 Was this 2 === | ward' houss 31 keast 50
VES wih P aid o metres on the kel 7
W T
Chvor tha past wo days how many YES |
ﬁhn-nphluvnh#ude fimibar}? -tci . MO
o holpad you  (Fimrfar) | or tha past wo doys has oo _— Seom =1
. T H 5 halped you  (fimfer] 1o move about -
gﬁm : ) 1 i the Pouseiward inyour  (hishar) SCORE
! ¥ whesichair (e.g. halpad in nogotiating [
Shiflod paraon & poenars and'or doomw ays) 7 === |Soore=0
Soone =2 YE& M-
Scom =10
ELADDER
** Raders 10 preceding week. Cccasional - less han onca 3 day (mae once par 24 hows).
A cathalerzed patien? whio can manape the catheler alone & regisiersd &s coninant.
Doyou (does heshe) everneed | oo | INthe past week have you
a catheler to assist you o =——- | (ha2s ha'she) been able to controd
fhimMer] In thel matier? your jhis‘her} Dladder 7
1
! NO
: NO ¥
: ¥ How aften do you = 1 par day on
i fdoss he'shel  Nave |~ yarane over - | Scone=1
YES Scom = 2 accidants? “@tm
-1 1
i 1 = 1 per day on
YES ! average over
¥ B PEE] Wesk
i SCORE
Doyou jooss ha'shel manage the O
caheteryoursell  (Wmsalhersef] 7 | ----- | SCOR =0
BOWELS
" Ralers 10 preceding week
If needs anema from nurse, than “ncontinent”. Occasional accident - onCce'weel.
Over the past 7 days Have you (has he'shs)
have you jhas he'she) "o - |been ghvan an enema by w7 (Scom =2
lost control of your scmec?e glse, 8.g. & nurse? MO
(his'her] bowels 7 | YES
¥
| vES
¥ = 2duwing meenlire week | Scom =10
Howoflenhawe [~~~ ~~~ "~ ~°°77F —
¥ou [has he | YES
Grl;':rnlﬁlt'l the Have you (has hashe) SCORE
[ 1 during the artine wesk * | bean given an enema by "o | Scom =1
wogk? < 10uning the entireweak | o B oice .0 & nursa? NO
BAATHEL INDEX TOTAL
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ASSESSMENT OF STROKE SEVERITY - DAY 0
(NIH STROKE SCALE)

PATIENT STUDY NUMBER

Instractions: Sceres should reflect what the patient does, nol what the clinician thinks the patient can do
The dlinician should recerd amswers while sdministering the examination and sheuld work quickdy.
Except where indicaled, the patie ni sheuld not be coached (ie. Re peated requests te make & special effortl

Cale gory Definition NIH

Level ol comsaousnes Aleri

Nol allert, but arowable with mimimal stimulation
Nol alert, mquines repested sSmulation to atiesd
Cioma

Ask the subject the menth and their age Answers both comectly

Answers one comectly

Both mcomect

Ask the subject to spen and dose eyes Ubeys bath comecily

and then te make a fist Oheys one cormectly

Both moormect

Hest grwe {only hormontal eye movement) | Normal

Partial g pakey

Fored devistion

Visual feld testing Novisual Geld loss

Partial bemiznopiz

Compiele hemianopia

Hilateral hemizmopia

Faoal paresis {ask subpct fo show teeth Tvormal symmeincal movemest

and rmise ey brows and close eyes tightly) | Mmor paratvsis {fattened nasolzhial fold, asymme iry on smiling)
Partial paratyss {iotal or near iotal peralysis of lower faoe)
Complele parahysis of one o both sides (absence of facial mosement)
Medor function — Right arm l’[;nm?u {exiends arms W) or 45 depmes for 10 seoonds without drift)

Some effort agasest gravity

Noeffor agemst gravity

Ko movement

Lniestshie (joint fused or limb )

Metor function - Left arm Bnu?u {exiends arms W) or 45 depmes for 10 seoomds withoul dnifi)
Some effort agamst gravity

Ko effon agemst gravity

Ko movement

Uniestzhie (joint fused or limb amputsed )

Mator function - Right leg B:?u {boid leg ) depmes posasion for 3 saconds)

W e e P e DD e e e e e el e e Pl e D e S P e D el ] L D

Some effort agamst gravity

Koeffon sgemst gravity

Ko movement

Uniestzhie (joint fuse or Bmb ampetaied)

Mator function - Left kg l’[;_lut;nu {boid leg 3] depmes possson for 5 seconds)

Some effort agammst gravity

Noeffon agemst gravity

Mo movement

Unipstshie (joint fuse or Bmb smpetaied)
Limbs ataxia No slaxiz

Praseni in ome limb

Praseni in two limbs

Sensary | use pinprick bs test arms, legs, Normal

trunk and face - compare sides) M o moderaie decresse 1n sersation
Sewm o botal sensory b
st language ( describe picture, name Ko aphasia

ems, read wnke noes) Mild to moderzie aphasiz
Sewm aphasz

Mute

Dysarthrin | read sevweral words) ormal artioulation

Mild io moderaie shurmimg, of waords
Near uninkeSpible or unzhie io speak
Intubaie d or ather phvsical barrier
Extinciion and inattention Normal

Inatention or extincSos Lo hilseral simulianecus stimulation in ose of the
snsory madalities

Sewm hemi-inafention or hemi- matiestos o mom thas one modality

If 2y item is scorad *, plesse give detsils.

— e ped e ] P e D e T D e ] D e L D e ] D e L D

O OOo0O00OO0000O00OO0000000000000000000000000000000000000 000 000(0 00 g:

2

{Do not include item scores of *2 in total scors) TOTAL SCORE
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APPENDIX 3

. E R ! Case Report Form “ sitioredl Srdke .
P — Cogritive Assassmant, 3 Months Feewch et
' annrsmwm[l]:m
parentmmas | | | |
NIHSS
Crrientaficn ﬁ'ﬁ”ﬁ. o the e :mﬁmrw’ o i
Baf Iromect E 2
n
2
MoCA 3
i VISLWSPATIAL F EXECUTIVE Cowy Draw CLOCE (Tar past &l even]
cwhe [y pewin |
End ,,-"‘l :
@"ﬁ tz)
" ®
[ ] [ I | [1 [ ] s
Canfour M rribeers Hamnds
R 's:i."'l .._P._,.-' “x
A e 2. !
IR - > N ‘
e ? " 4 ! Yt T e, A
A e S
3|_:- 'In'lf‘-.}\_ -:‘_:l‘.‘x 1 ol i e l
.___.--". L, | -""l‘,:[- v \'?-.\\:.\_\_11‘ qp ||
(AT U VO v 1 S 4
K ol '\'}hl : Ibgh ‘EL|' -
[] 1] 1]
Auad it of words, subject FACE YEVET | CHURCH DAY REL}
st Tepeat tham. Do x friak. 1 HB
[ & el after § T, it trin
Bued irin ponty
ATTENTION Read bit of digits  digit cec)  Subjoet has o repsal theo in hafowandorder [ | 21 B 5 4
Subject has be vopeat them in B badoward ardar [ ]74 2 _ e
Rend 15t of letbers, The rulject Tmat taxp with his hand ok each WIter A e podels i 2 2 6o
[ ] FEACMNAAIKLEAFAKDEARAIAMOFARE |/
Serial 7 sublraction stntieg at 100 [ 133 []8s [ 172 [1m []es
& it § dove] vablracth A pimawny o pin,y et 1 pi, o cowech O pi _l'rg
Fwpeat o |only know that kohn bs the ome bo help foday. [ ]
T\!-uimhﬂunkrthumhwrtnkpmlnlhmm|I 1 _ft
! Mame mazimsm numbes of words in cue rrimubs thad begin widh fhe leker F [ ] [W = 11 wrarda) A
ARSTRACTION Sdedlarfy bebes sm s.g. barans - orangs = st [ Ih-.ln—bl:y:h [ lwnﬁ&l-nl- _.lrl
DELAYED RECALL Vazimeadword | TALE | WELVET  CHLECH  DAsy D Peres o G
wmwocue (][] (] [] [] ==
ceiviion [ s
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Appendix B: Assessment Schedule, Person Responsible

Assssment Screening | Baseline | Intervention | Termination/ Follow up
period Discharge
Day/Month Day 0 Day 0 Day Day 3 12

fto<14 <14 Months | Months
{47 days) | i 4 Tdavs) |

Eligibility . X
Informed K X
consent
Interpreter X X X X X X
Medical History .

Physical Exam . X X
Demographic X
Data

NIHSS" X
OCEP X"
Premaorbid mRS .
Bazline mRS X
Randomisation X
MSAS

Star
Cancellation
Test

Time to first X
Mohilisation
Nurse Form X
PDA entries K=
Discharge mRS X
End of
Intervention
[Mischarge
information
mRS X x*
DA X X
Barthe! Index X X
AQoL X X
RivermeadMA S X X
50 m walk X X X X
MoCA X
Cost of Cane X X
Adverse Events Xra8 F el
Important
Medical Events xt =2 x*
m WAy XL AT x1 x'-l_
Group X
allocation guess

pr
¥

-
=

x.'_l.lﬁ x.n!..ji.:l

X' =Neurology or Stroke Registrar X’=AVERT phy siotherapist

X’ = AVERT nursing staff. X* = Blinded assessor
X" = main investigator X" = Ward physiotherapists and occupational therapists
X'=if required X** = Selected sites only

*NIHSS and OCSP may also be performed by other trained and certified personnel
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