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1.

Study Summary

Study Title

The Holistic Assessment and care Planning in Partnership Intervention Study
[HAPPI]:
A cluster randomised, controlled feasibility study of a nurse-led, holistic
assessment and care planning intervention for older people living with frailty in
primary care.

Study Design

Feasibility, cluster randomised controlled trial with embedded qualitative study.

Study
Participants

People aged 65 years and over who are moderately or severely frail.

Study Setting

General Practice populations in Cornwall, UK.

Intervention

Delivery of the HAPPI intervention by trained community matrons in accordance
with the conversation guide and assessment pack to ensure treatment fidelity.
The intervention will be an individualised assessment and care planning
process including development of person-centred goals supported by planning
and relevant referrals. It will be carried out at the participant’s home.
Documentation of the intervention including assessment, individualised care
and support plan and evidence of any referrals will be recorded using a
standardised document/computerised template.

Control

Participants in the control group will receive usual care. This cannot be
standardised as approaches to care of older people with frailty varies in general
practice. This may include the management of various long-term conditions,
referrals to other services, prescribing of medications and routine vaccinations.
As part of the feasibility trial, components of usual care will be captured using
a standardised proforma in order to describe this for the future definitive trial.

Study duration

24 months

No of
participants

60

Study Aims

V1.0 15/10/2019

The primary aim of this cluster randomised, controlled feasibility study of a
nurse-led Holistic Assessment and care Planning in Partnership Intervention
(HAPPI) is to determine the feasibility of delivering the intervention in primary
care to older people with frailty and to test potential trial methods to inform the
design of a definitive randomised controlled trial (RCT).
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Inclusion
criteria

Potential participants will be eligible for the study provided they are:
a. Aged 65 years and over
b. Moderately frail: Electronic Frailty Index (eFI) >0.24 to 0.36 or severely
frail (eFI > 0.36)
c. Frailty confirmed by PRISMA7 instrument
d. Able to give informed consent
e. Living in own home/supported living accommodation

Exclusion
criteria

Potential participants meeting any of the following criteria will be excluded from
study participation:
a. Fit or mildly frail (eFI 0.13 – 0.24)
b. Lives in a care home
c. Patients in receipt of palliative care, on gold standards framework
register or where clinician feels they have limited life expectancy
d. Lacks mental capacity to give informed consent
e. Patients already on the caseload of a Community Matron.

Key
Milestones

May 2018: Set up phase and recruit GP practices
November 2018: Participant identification and eligibility check
January 2019: Consent and baseline measures
March 2019: Intervention
June 2019: 3-month follow-up data collection
November 2019: 6-month follow-up data collection
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2.

Administrative Information

Title of Trial

The Holistic Assessment and care Planning in Partnership
Intervention Study [HAPPI]
A cluster randomised, controlled feasibility study of a nurse-led,
holistic assessment and care planning intervention for older people
living with frailty in primary care.

Trial registration
number
Protocol Version
SAP Version
SAP Revisions

Statistical
Analysis
Plan
Authored by:

Approved
by:

ISRCTN 74345449
2.1 18/03/2019
1.0

Name
Chief Investigator:
Helen Lyndon
Statistician:
Adam Streeter

Signature

Date
15/12/2019

09/01/2020

TSC Chair:
Iain Lang
Independent Statistician:
Chen Ji

02/01/2020

File Note: 28/01/2019
This final version of the SAP was discussed at the Trial Steering Committee
(date 22/11/2019) and all comments were addressed. Due to unforeseen
circumstances, the Chair is unable to sign off the SAP at finalisation.
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3.

Abbreviations

AE

Adverse Event

BGS

British Geriatrics Society

BI

Barthel Index

CGA

Comprehensive Geriatric Assessment

CRF

Case Report Form

EQ-5D-5L

European Quality of Life-5 Dimensions

fRCT

Feasibility Randomised Controlled Trial

HADS

Hospital Anxiety and Depression Scale

HAPPI

Holistic Assessment and care Planning in Partnership
Intervention trial

LTC-6

Long Term Conditions 6-item Questionnaire

LUTS

Lower Urinary Tract Symptoms

MFRAT

Multifactorial Falls Risk Assessment Tool

PenCTU

Peninsula Clinical Trials Unit

PSP

Personalised Support Plan

RCT

Randomised Controlled Trial

SAE

Serious Adverse Events

SF-36

Medical Outcomes Study 36-Item Short Form Health Survey

TEP

Treatment Escalation Plan

TMG

Trial Management Group

TSC

Trial Steering Committee

UCLA-3

UCLA 3-item Loneliness Scale

VAS

Visual Analogue Scale
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4.

Introduction

4.1

Background and rationale for the trial

The full background and rationale for the trial can be found in the HAPPI study protocol V
2.1. The primary aim of this cluster randomised, controlled feasibility study of a nurse-led
holistic assessment and care planning intervention is to determine the feasibility of delivering
the intervention in primary care to older people with frailty and to test potential trial methods
to inform the design of a definitive randomised controlled trial (RCT).

4.2

Purpose of statistical analysis plan

The trial protocol includes an outline of the statistical methods to be employed in the analysis
of the trial data. The purpose of the Statistical Analysis Plan is to provide full details of the
planned statistical methods to be used in the primary report of the trial results. HAPPI is a
feasibility trial, therefore formal statistical analysis and hypothesis testing is not appropriate
and thus will not be undertaken. This plan is based on “Guidance for the Content of
Statistical Analysis Plans in Clinical Trials” (Gamble et al., 2017).

5.

Trial objectives and outcome measures

The objectives and outcome measures are taken from the study protocol version 2.1.

5.1

Objectives

a. To assess compliance with the HAPPI intervention.
b. To verify that proposed outcome measurement and follow-up schedules are feasible
to collect.
c. To determine achievable targets for recruitment and follow-up rates.
d. To evaluate the method of recruitment using the electronic frailty index (eFI).
e. To evaluate characteristics and feasibility of the proposed outcome measures and to
determine suitable outcome measures for the definitive trial.
f.

To calculate estimates from the distribution of the measure identified as the primary
outcome that may be used to inform the number of participants needed to be recruited
to a definitive trial.

g. To assess availability of clinical data and time needed to collect and analyse data
required for numeric outcome measures.
h. To explore factors that will enable future economic evaluation alongside the main trial.
This will include an assessment of the feasibility of collecting EQ-5D-5L data which
can be used to calculate quality-adjusted life years (QALYs).

V1.0 15/10/2019
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i.

To determine acceptability of the intervention to participants, carers and clinicians in
primary care.

j.

To assess barriers to delivery of the HAPPI intervention e.g. any operational difficulties
within the community matron service.

k. To evaluate clinicians’ willingness to identify, recruit and randomise eligible patients,
and willingness of patients to be recruited and randomised.
l.

To determine acceptability of trial processes and data collection to participants, sites
and clinicians.

5.2

Outcome measures

The feasibility randomised controlled trial (fRCT) compares the delivery of the HAPPI
intervention with usual primary care for frail older people. The outcomes relate to feasibility of
the intervention, feasibility of conducting the trial and assessing potential primary and
secondary outcomes for the future trial. These are summarised in Table 2:

Table 2:

Summary of study objectives and outcome measures

Objective summary
Feasibility of the
intervention

Outcome measure (s)
i.
ii.

Feasibility of trial
procedures including
site feasibility,
recruitment and
retention

i.

Number of GP practices expressing an interest in
participating

ii.

Percentage of GP practices who were initially approached
that participated

iii.

Number of GP practices screened for selection and reasons
for non-selection

iv.

Number of GP practice withdrawing from the study, timing
and reason for withdrawal

v.

Number of GP practices failing to progress through
implementation milestones and reasons for failure

vi.

Number of GP practices withdrawing during the
implementation and delivery phases
Numbers of participants identified using the electronic frailty
index (eFI) as a denominator for number of those identified
that are eligible

vii.

viii.
ix.
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Numbers of completed HAPPI intervention conversation
guides and personalised care plan template
Number of staff moving between intervention and control
GP practices

Numbers of participants screened as eligible, recruited,
consented and followed up
Number of and timing of participant withdrawals from followup data collection, reasons for withdrawal, number of and
timing of losses to follow-up
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Assessing different
potential primary
and secondary
outcomes of the
future trial

i.

Numbers of potential primary and secondary outcome
measures completed at baseline and follow-up intervals

ii.

Numbers of missing items for each potential primary and
secondary outcome at each time-point

iii.

Assessment of the feasibility of collecting data to estimate
cost-effectiveness using the EQ-5D-5L

iv.

Assessment of the suitability/feasibility of delivering the
following outcome measure instruments:

v.



Levels of loneliness and isolation measured by UCLA 3Item Loneliness Scale



Physical health and mobility, level of pain, mood and
emotional health and health-related quality of life
measured by the Medical Outcomes Study 36-Item
Short Form Survey Instrument Version 1 (SF-36)



Confidence in own ability to manage health, as
participants in care measured by the Health Foundation
LTC6 questionnaire



Mortality; date and cause of death obtained from the
clinical record



Number of hospital admissions, readmissions and total
number of days spent in hospital obtained from the
clinical record

Polypharmacy – number of medications prescribed in total
at study time points

All clinical outcome measures will be conducted at baseline (T1), three months (T2)
and six months (T3).

6.

Study Methods

6.1

Trial design

A feasibility, cluster randomised controlled trial with embedded qualitative study for
older people who live with moderate or severe frailty in a primary health care setting.
The study aimed to recruit 60 participants from 6 general practices in Cornwall using
the electronic frailty index (eFI) as the initial identification method and random
sampling. Randomisation occurred at general practice level with participants from
three practices allocated to the control group and participants from three general
practices allocated to intervention. Control participants receive care as usual,
intervention participants receive the HAPPI intervention.

V1.0 15/10/2019
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6.2

Eligibility Criteria

The trial population will be people who are:
i.
ii.
iii.
iv.
v.

Aged 65 years and over
Moderately frail: Electronic Frailty Index (eFI) >0.24 to 0.36 or severely frail (eFI
> 0.36)
Frailty confirmed by PRISMA7 instrument
Able to give informed consent
Living in own home/supported living accommodation

People meeting any of the following criteria are excluded from participating in
the trial:
i.

Fit or mildly frail (eFI 0.13 – 0.24)

ii.

Lives in a care home

iii.

Patients in receipt of palliative care, on gold standards framework register
or where clinician feels they have limited life expectancy

iv.

Lacks mental capacity to give informed consent

v.

Patients already on the caseload of a Community Matron.

6.3

Randomisation and Allocation Concealment

In order to avoid contamination of the control group, this study was designed as a
feasibility pragmatic cluster RCT with randomisation at general practice level.
Randomisation took place following recruitment of all six sites and prior to consent
and baseline outcome measures assessment. Sites were randomised into allocated
groups of equal size, so that the control and intervention groups each comprised
three randomly allocated. This was performed by an independent statistician,
external to the trial, to maintain blinding of the trial statistician. Allocation was
revealed to sites once potential participants had been identified and screened for
eligibility. The full randomisation specification and the programming code used is
included as Appendix 1.
6.4

Blinding

Due to the nature of the intervention, it was not possible to blind the trial participants
or community matrons delivering the intervention. It is also not possible for the Chief
Investigator to remain blinded as she was responsible for training the community
matrons to deliver the intervention. However, assessors were blinded, and
participants asked not to reveal their treatment allocation during assessments.

V1.0 15/10/2019
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6.5

Sample size

It is not appropriate in a feasibility study to calculate sample size based on
considerations of power (Thabane et al., 2010). This study is not powered to detect
clinically meaningful between-group differences in a primary outcome. There is no
consensus in the literature on the recommended number of participants required for
a feasibility study, with suggested numbers ranging from 20 to 70 or more
participants when the planned primary outcome is of a continuous nature (Whitehead
et al., 2016).
This feasibility study aimed to recruit 60 participants in total. Ten participants at
each site were identified as a reasonable compromise between collecting
information about the viability of conducting a larger trial and available resources
for implementing this feasibility study. Participants were recruited from six general
practices, with a total practice population of 491,000. Recruitment took place over
a six month period and it was anticipated that following initial screening using the
electronic frailty index (eFI), approximately 9000 (1500 per practice) potential
participants would be identified and from these 540 (90 per practice) sampled for
second screening for eligibility according to the PRISMA7 instrument. A maximum
recruitment rate was set at 10 participants per month across all sites. Numbers of
participants screened and randomised by site will be reported as in Table 3. The
follow-up rate is estimated to be 70%, which would provide full outcome data on a
minimum of 42 participants across both allocated groups.

6.6 Sampling Methods
The total number of patients within each eFI stratum was determined at each site.
Each site, therefore, provided two lists (one for each stratum) with the date of their
generation. Each patient was uniquely identified by a number ranging from one to
the number of patients in each stratum at each site. The statistician generating the
sampling sequence provided each practice with a list of random numbers based on
the total number of patients in each stratum in the order they were to be approached
for eligibility. If an insufficient number of patients consented to participate from any
strata, then the sampling process was repeated (without replacement) for that
stratum, from the remaining list of unsampled patients either until five patients were

V1.0 15/10/2019
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recruited for each stratum or until no further patients were available. The full
sampling specification is included as Appendix 2.
6.7

Timing of final analysis

Statistical analysis will be undertaken once final data collection has occurred and the
database is locked.

7.

Statistical Methods.

7.1

Statistical significance Levels

As a feasibility trial, there will be no hypothesis testing undertaken.
7.2

Adherence and protocol deviations

Non–compliance with the trial protocol may occur in two ways. Firstly participants
may not complete the minimum dose of the intervention according to the protocol.
This may occur due to illness, admission to hospital, increasing frailty or if the
participant makes the decision not to continue with the intervention. The number and
proportions of participants categorised as non-compliant will be summarised as will
all observed outcomes by allocated group. Secondly sites may not comply with
protocol procedures relating to screening and recruitment. This is be recorded using
the trial non-compliance form and numbers and types of instances of noncompliance will be summarised by site (Table 4).
7.3

Analysis populations

Primary analysis (in the form of summary statistics, not formal analysis) will be
undertaken based on intention to treat (ITT) descriptive analysis. There will be
comparison of a per-protocol subset of intervention participants versus the ITT
intervention group versus the control group. As a feasibility study the differences will
not be tested for statistical significance i.e.: p-values will not be calculated and
statistical inference will not be made from confidence intervals.
If there are any cases of missing follow-up outcome data, the associated
participant(s) will be removed from the analysis. This will enable exploration of what
happens if varying number of questions are not answered or missing, and help to set
a cut-off value.

V1.0 15/10/2019
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7.4

Data Sources and Data Quality

The data from this trial will come from information entered onto Case Report Forms
(CRFs) completed by community matrons delivering the intervention, blinded
assessors at baseline and general practice staff from the clinical record. In addition
outcome measure questionnaires are completed at baseline, three months and six
months.
7.5

Trial population

Data from the screening process through to the completion of the trial will be
recorded and presented following The Consolidated Standards of Reporting Trials
(CONSORT) guidelines for pilot and feasibility trials (Eldridge et al., 2016) (Figure 1).
7.6

Participants who discontinue, withdraw or are lost to follow-up

It is possible that participants will withdraw consent partway through the trial, or their
treatment may be discontinued due to medical reasons. Reasons for withdrawal or
loss to follow up will be summarised, when reported, in the CONSORT diagram
(Figure 1) and by site in Table 4.
Participants who withdraw from the trial will not be replaced although their available
data will be used unless they have specifically requested for it to be removed from
the database. The extent of discontinuation, withdrawal and loss to follow up will be
used to inform the design of the fully powered subsequent trial to ensure a
sufficiently powered trial after drop-out.

8.

Statistical Analysis

8.1

Statistical software

The statistical analyses will be undertaken using Statistical Package for the Social
Sciences (SPSS) version 24(IBM Corporation, Released 2016).
8.2

Assessment of baseline variables

The following baseline variables will be summarised by allocated group:
i.

Demographics (age, gender, relationship status, living arrangements).

ii.

Frailty severity

For full details of included variables see Table 5.

V1.0 15/10/2019
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8.2

Assessment of recruitment, retention and adherence

Numbers of participants screened, eligible, randomised, consented and withdrawn
from the study will be reported by trial site and in total. Numbers will be reported for
the intervention group and control group. The information will be summarised as a
CONSORT flow diagram (Figure 1). Reasons for exclusion and for withdrawal will be
summarised, where reported.
Baseline demographic and clinical data will be summarised for the ITT population,
for each of the two treatment groups and overall.
Continuous variables will be summarised as mean (standard deviation) and median
(interquartile range) whilst categorical variables will be summarised by the frequency
of each level and their percentage of each group. There will be no statistical testing
for any of the summary measures whilst comparing the variables between the
treatment groups. Where appropriate, uncertainty around estimates of candidate
primary outcomes may be expressed with 95% confidence intervals.
8.3

Feasibility parameters

Feasibility parameters will be reported that relate to the feasibility of trial procedures
including site processes, recruitment, retention and ability to collect outcome
measures data (Table 3, Table 4, Table 10). Other feasibility indicators relate to
testing the intervention and include retention and adherence to the intervention
(Table 4)
8.4

Intervention delivery/refinement

Treatment fidelity will be measured by the percentage of participants who receive the
minimum “dose” of the intervention which is defined as one assessment visit and at
least two care planning visits (Table 4). The content of the intervention will be refined
for the definitive trial by evaluating the number of each type of assessment from the
intervention pack that are completed (Table 7) and the number of referrals to other
services made (Table 8). In addition, number of referrals per participant and average
number of referrals will be calculated.
8.5

Assessment of outcome measures

The feasibility of the proposed outcome measures will be evaluated by the number of
outcome measures completed at T1, T2 and T3. This criterion will help inform the
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choice of primary outcome measure or, potentially, multiple outcomes requiring
multivariate analysis within a definitive trial. The feasibility trial gives the opportunity
to ascertain, which outcome measures are acceptable to the participants; which can
be administered in primary care; and which are sensitive to change at the different
time points. Outcome measure data will be reported by group as in Table 10.
Physical health and mobility, level of pain, mood and emotional health and
health-related quality of life measured by the Medical Outcomes Study 36-Item
Short Form Survey Instrument Version 1 (SF-36) (Ware & Sherbourne, 1992).
There is evidence for reliability, validity and responsiveness of this measure and
it is particularly recommended where a detailed and broad ranging assessment
of health is required, particularly in community dwelling older people (Haywood,
Garratt & Fitzpatrick, 2005). The SF-36 examines eight health concepts and
each concept has an individual range of values as follows:
1. Physical functioning: 10 items, range = 0 -1000.
2. Role limitations due to physical health problems: 4 items, range = 0-400
3. Bodily pain: 2 items, range = 0-200
4. General health perceptions: 5 items, range = 0-1400
5. Vitality: 4 items, range = 0-400
6. Social functioning: 2 items, range = 0-200
7. Role limitations due to emotional health problems: 3 items, range = 0-300
8. Mental health: 5 items, range = 0-500
Plus a single item on reported health transition: 1 item, range = (0-100).
A global measure of health-related quality of life cannot be generated from the
questionnaire (Lins & Carvalho, 2016). The lower the score on each concept, the
higher the level of disability.
Confidence in own ability to manage health and in role as participants in
care measured by the Health Foundation LTC6 questionnaire. This measure
asks patients with a long term condition about their experience and
understanding of their healthcare over the last 12 months. It includes questions
about involvement in decision- making and support for self-management (Health
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Foundation 2013). Range of values 0-18 with a higher score indicating higher
levels of confidence.
Levels of loneliness and isolation measured by UCLA 3-Item Loneliness
Scale. This scale measures the impact of loneliness in later life (Gale, Westbury
& Cooper, 2018). It has been found to be a reliable and valid measure of
loneliness by comparing the results against a self-identifying statement and
validated for self-completion and by completion by interview (Hughes et al.,
2004). Range of values 3-9, scores 2-5 indicate “not lonely”, 6-9 indicate “lonely”.
Function measured by the Barthel Index (BI) (Mahoney & Barthel, 1965) The BI
rates a person’s degree of independence performing functional self-care
(feeding, grooming, bathing etc.) and mobility activities (transferring in/out of
bed/chair, walking etc.). Range of values 0 – 20 with lower scores indicating
increased disability.
Feasibility of collecting data for future economic evaluation measured by
the EQ-VAS (5L version) (Janssen et al., 2013).This visual analogue scale can
also be used to measure quality of life, however, in this trial it is used only to test
feasibility of obtaining data. For a future RCT this can then be used in the
calculation of quality-adjusted life years within an overall economic evaluation. In
addition to the VAS there is a 25- item descriptive system comprised of the
following 5 dimensions: mobility, self-care, usual activities, pain/discomfort and
anxiety/depression. Each dimension has 5 levels: no problems, slight problems,
moderate problems, severe problems and extreme problems. Ticking a box
results in a 1-digit number expressing the level selected for that dimension. The
digits for 5 dimensions can be combined in a 5-digit number describing the
respondent’s health state. It should be noted that the numerals 1-5 have no
arithmetic properties and, therefore, a summary index number is not
recommended:
Level 1: indicating no problem
Level 2: indicating slight problems
Level 3: indicating moderate problems
Level 4: indicating severe problems
Level 5: indicating extreme problems

V1.0 15/10/2019
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Data from the descriptive system will be presented as percentage of intervention
and control participants reporting levels 1 to 5.
EQ VAS values will be presented by intervention and control groups; mean +
standard deviation and median + interquartile range. In addition, numbers and
proportions of participants reporting levels within the EQ-5D-5L dimensions will be
reported by intervention and control (Table 11).

8.6

Identification of the primary outcome

Conditional on the completeness of the candidate outcomes at baseline and the
follow-up visits, an initial indication of possible efficacy in a future definitive trial and
the power to detect such an outcome will be in part determined by consideration of
the possible detectable effect size in a future definitive trial. Detection of an effect
depends on the size of the standard deviation (SD) relative to the difference between
allocated groups in the change in the outcome since baseline.
Differences in each outcome between baseline and three months, and baseline and
six months shall be calculated. The difference (∆) between each arm in the mean
change in the outcome divided by the pooled standard deviation from each arm
yields the estimated effect size:
𝐸𝑓𝑓𝑒𝑐𝑡 𝑠𝑖𝑧𝑒 =

𝑀𝑒𝑎𝑛 𝑐ℎ𝑎𝑛𝑔𝑒 𝑖𝑛 𝑖𝑛𝑡𝑒𝑟𝑣𝑒𝑛𝑡𝑖𝑜𝑛 𝑔𝑟𝑜𝑢𝑝 − 𝑚𝑒𝑎𝑛 𝑐ℎ𝑎𝑛𝑔𝑒 𝑖𝑛 𝑐𝑜𝑛𝑡𝑟𝑜𝑙 𝑔𝑟𝑜𝑢𝑝
𝑆𝑡𝑎𝑛𝑑𝑎𝑟𝑑 𝑑𝑒𝑣𝑖𝑎𝑡𝑖𝑜𝑛𝑝𝑜𝑜𝑙𝑒𝑑

The number needed for a future definitive trial testing the intervention with 5%
significance and 90% power can be calculated from the formula:
𝑛 ≥

2(𝑧𝛼 + 𝑧1−𝛽 )2
𝑒𝑓𝑓𝑒𝑐𝑡 𝑠𝑖𝑧𝑒

Assuming an intra-cluster correlation coefficient (ICC) of 0.05 and cluster size of 10
in a future trial (as in this trial), this yields an design effect of 1 + 0.05*(10-1)=1.45.
The numbers required to detect a given effect size are, therefore, derived as:
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Effect size

Minimum n

Sample size
inflated for
cluster sizes of 10
patients per
practice

0.1

857

1243

0.2

215

312

0.3

96

140

0.4

54

79

0.5

35

51

Given it would not be unfeasible for a future trial to recruit 312 participants in this
population, a modest effect size of 0.2 could be detected at 5% significance with
90% power from centres with an ICC of 0.05. On the scale of change since baseline
in any one of the potential primary outcomes, the common standard deviation, SD,
would therefore have to be no more than five times the difference, ∆, between the
allocated groups ( i.e. SD < 5∆ since ∆/SD ≥ 0.2).
However, the population standard deviation (δ) is necessarily estimated with error by
the sample SD. For a unit SD (i.e. SD=1), the limits for the 95% confidence intervals
associated with sample size, n, can be seen to stabilise after a sample size of 30
(Figure 1).
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Figure 1: Plot of 95% confidence intervals for the sample standard
deviation expressed as a factor (SDfactor) of SD=1 against sample size,
n.
From an initial target of 60 participants to be recruited, over half could be reasonably
expected to provide data on the outcomes of interest. Furthermore, since the upper
confidence limit (CL) would be critical in determining the sample size, then a onesided CL is estimated at the 5% significance level. Therefore, from a sample size of
n = 30, the upper 95% CI level is 𝑆𝐷𝐿𝑜𝑤𝑒𝑟95%𝐶𝐼 = √𝜒2

(𝑛−1)𝑠2

0.95 (𝑑𝑓=𝑛−1)

=√

29
𝑠
17.7

≈ 1.3𝑠

Therefore adjusting the size of the standard deviation relative to the difference
between groups, the sample standard deviation needs to be less than 4 times (5/1.3
≈4) the difference between allocated groups, i.e. SD < 4∆
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8.7

Missing data

Completeness of the data is an important feasibility parameter for all outcome
measures. The proportion of participants missing each outcome will be summarised
for each allocated group and at each time point, with reasons for missing outcomes
documented wherever possible (Table 12). Data could be missing for a number of
reasons:
1. Participant opts out of trial before follow-up data collection
2. Participant refuses to participate in collection of measures
3. Participant is uncontactable
4. Participant moves out of the trial geographical area before follow-up data
collection
5. Participant is medically unwell or receiving end of life care
6. Participant dies and is withdrawn from the trial.
Missing outcome data will be noted and used to inform the likely pattern of missing
data in a full-scale trial. If a considerable amount of outcome data is missing, this
may suggest a need to reconsider the choice of outcome measures. This may also
provide an insight into how missing data can be avoided in the subsequent full-scale
trial.
8.8

Safety

Safety of the intervention will be measured by the number of adverse events and
serious adverse events relating to the intervention that occur during the intervention
period. Community matrons will be responsible for reporting any AEs that are related
to the intervention or SAEs. Safety during data collection will be assessed by the
number of adverse events or serious adverse events that occurred during the followup period. The blinded assessors are responsible for recording any adverse events
that occurred during data collection.
The adverse event (AE) risks of taking part in this trial have been assessed to be
low. This is an assessment and care planning intervention which is unlikely to cause
any harm to participants. In this patient population of moderately and severely frail
patients, acute illness resulting in hospitalisation, new medical problems and
deterioration of existing medical problems are expected. For participants in this study
who are moderately or severely frail, this will include SAEs relating to frailty
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syndromes such as admission to hospital for abrupt onset of falls, immobility,
delirium caused by infection/sepsis, incontinence and iatrogenic side effects of
medication. Therefore, only AEs which relate to the intervention will be recorded and
assessed for severity and causality.
Serious adverse events are classified as:
 results in death
 is life threatening
 requires hospitalisation or prolongation of existing hospitalisation
 results in persistent or significant disability or incapacity
 consists of a congenital anomaly or birth defect
 or is considered by the investigator to be an important medical event

All adverse and serious adverse events will be reported for the intervention group
only and assessed for clinical relevance to inform the design and conduct of a full
trial (Tables 13 and 14).
8.9

Criteria for progression to full trial

Progression to a full trial will be considered viable if the pre-specified criteria are met
or if clear strategies are identified that could support the delivery of the definitive trial
in tandem with successfully identifying a suitable primary outcome. The success
criteria are listed in Table 2 and denoted against a traffic light criteria (Battle et al.,
2019):




Green indicates the target was achieved
Amber indicates the target was not achieved but progression to full trial would
be possible with minor protocol amendments
Red indicates the target was not achieved and progression to full trial is
unlikely to be supported
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Table 2:
Criteria for progression to full trial
Feasibility success criteria
Green
% of general practice sites that were
≥ 50%
initially approached and progressed to
participating in the study
% of recruitment target achieved (60
≥50%
participants) in the timescale of 43 weeks
(01/11/2018-31/08/2019)
% of participants completing 3 month
follow up
% of participants completing 6 month
follow up
% of consented participants
randomised to the intervention group
who do not withdraw or die within the
intervention period engaging with the
minimum “dose” of the intervention
which is defined as one assessment
visit and at least two care planning
visits

9.

Amber Red
41-49% ≤ 40%
41-49% ≤40%

≥80%

51-79% ≤50%

≥70%

51-69% ≤50%

≥75%

51-74% ≤50%

Qualitative Analysis

This component of the trial explores the experiences of the study participants, their
carers and the experiences of the clinicians who have delivered the intervention and
GP practice staff who facilitated recruitment and eligibility screening. The aim is to
generate recommendations and address unknowns including experiences of
recruitment, retention, practical implementation and further refinement of the
intervention and outcome measures for the design of the future RCT. Qualitative
study results will be reported using the COREQ checklist for interviews and focus
groups (Tong, Sainsbury & Craig, 2007). Thematic analysis will be used to analyse
the data. This method includes a strategy for identifying themes and subthemes
(Braun & Clarke, 2006).The transcripts of the interviews will be uploaded to the
qualitative analysis program NVivo.
The first analysis step will involve familiarisation of the narratives and two
researchers will independently read the transcripts. In the next step, two researchers
will independently code the text by allocating the text fragments to codes. The codes
will be formulated from the text fragments and will possibly be revised during the
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process of reading the transcripts. The two researchers will then discuss the results
of the individual codes and try to reach consensus. After this, the codes will be
reviewed and themes will be formulated.
9.1

Qualitative data presentation

Demographic data items will be presented using descriptive statistics. Meaningful
text fragments will be determined, as will codes (sub-themes) and themes related to
the trial objectives. Data extracts will be accompanied by narrative to elaborate why
the extract is analytically interesting. All participants will be anonymised and
pseudonyms used to demonstrate different participants’ experiences. If any
information is disclosed during the trial that could pose a risk of harm to the
participant or others, the CI where appropriate, will report and act accordingly.
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11.

Appendices

Appendix 1: Randomisation Specification
HAPPI STUDY
RANDOMISATION SPECIFICATION FORM

CHIEF INVESTIGATOR

TRIAL STATISTICIAN

STATISTICIAN GENERATING
ALLOCATION SEQUENCE

Helen Lyndon
Room S09, School of Nursing and
Midwifery, Faculty of Health and
Human Sciences, University of
Plymouth, Knowledge Spa, Royal
Cornwall Hospital, Treliske, Truro,
Cornwall, TR1 3HD
Helen.lyndon@plymouth.ac.uk
Telephone: 07919891065

Adam Streeter
N15, Medical Statistics, ITTC1
Plymouth Science Park,
Plymouth, PL6 8BX
adam.streeter@plymouth.ac.uk
Telephone: 01752 764203

PROTOCOL VERSION:

V 2.0

SETTING:

General Practice populations in Cornwall, UK

PERSONNEL:

CTU staff

RECRUITMENT TARGET:

6 General Practices

ALLOCATION RATIO:

1:1

TREATMENT GROUPS:

HAPPI, Control

BLINDING STATUS:

Research nurses / Trial assessors

START DATE / END DATE:

January 2019 / April 2020

IMPLEMENTATION:

Notification by data managers at CTU

RANDOMISATION METHOD:

Simple

STRATIFICATION
VARIABLES:

N/A

METHOD DETAILS:

Static randomisation

SEQUENCE GENERATION:

R version 3.5.1 (2018-07-02)

Joanne Hosking
N15, Medical Statistics, ITTC1
Plymouth Science Park,
Plymouth, PL6 8BX
joanne.hosking@plymouth.ac.uk
Telephone: 01752 764203

gplist <- c("The Clays Practice, Roche", "St Austell Health Group",
"The Roseland Practice, Portscatho",
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"The Alverton Practice, Penzance", "Carn to Coast Health
Centres, Redruth, Pool and Illogan",
"Three Spires Medical Centre, Truro")
gp1 <- as.data.frame(gplist)
N <- nrow(gp1)
set.seed()
gp1$randnum <- runif(N)
gp1 <- gp1[order(gp1$randnum),]
gp1$allocation <- c('I', 'I', 'I', 'C', 'C', 'C')
FURTHER DETAILS:
I = HAPPI intervention
C = control

Finalised specification agreed and approved by:
Trial statistician
Name:

Adam Streeter

Signature:

Date:

Signature:

Date:

Signature:

Date:

CTU lead developer
Name:

Laura Cocking

Independent statistician
Name:

Chen Ji

For CTU office use only
CONFIRMATION OF ALLOCATION SEQUENCE RECEIPT <enter N/A if not applicable>
The following items have been received by the PenCTU lead developer and stored securely in a
password-protected location:
Tick to confirm
File of code used to generate the sequence (with version number and
date)
Allocation sequence generation seed number
Allocation sequence output (with version number and date)
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NB: THE ABOVE ITEMS MUST NOT BE SHARED WITH THE TRIAL STATISTICIAN
Confirmation:
Name:

Signature:

PenCTU Lead Developer
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Appendix 2: Sampling Specification
HAPPI STUDY
SAMPLING SPECIFICATION FORM

CHIEF INVESTIGATOR

TRIAL STATISTICIAN

STATISTICIAN GENERATING
SAMPLING SEQUENCE

Helen Lyndon
Room S09, School of Nursing
and Midwifery, Faculty of
Health and Human Sciences,
University of Plymouth,
Knowledge Spa, Royal
Cornwall Hospital, Treliske,
Truro, Cornwall, TR1 3HD
Helen.lyndon@plymouth.ac.uk
Telephone: 07919891065

Adam Streeter
N15, Medical Statistics, ITTC1
Plymouth Science Park,
Plymouth, PL6 8BX
adam.streeter@plymouth.ac.uk
Telephone: 01752 764203

PROTOCOL VERSION:

V 1.0

SETTING:

General Practice populations in Cornwall, UK

PERSONNEL:

CTU staff

RECRUITMENT TARGET:

6 General Practices

ALLOCATION RATIO:

1:1

TREATMENT GROUPS:

HAPPI, Control

BLINDING STATUS:

Research nurses / Trial assessors

START DATE / END DATE:

January 2019 / April 2020

IMPLEMENTATION:

Notification by data managers at CTU

STRATIFICATION
VARIABLES:

METHOD DETAILS:

Joanne Hosking
N15, Medical Statistics, ITTC1
Plymouth Science Park,
Plymouth, PL6 8BX
joanne.hosking@plymouth.ac.uk
Telephone: 01752 764203

Electronic frailty index:
1. Moderately frail (0.24, 0.36]
2. Severely frail (0.36, 1.00]
Static randomisation

Sampling procedure
The number of patients within each eFI stratum shall be determined at each site. Once the
total number of patients with an eFI available has been determined, each site shall save 2 lists
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(one for each stratum) with the date of their generation. Each patient shall be uniquely
identified by a number ranging from one to the number of patients in each stratum. , The
statistician generating the sampling sequence shall send each practice a list of random
numbers based on the total number of patients in each stratum in the order they are to be
approached for eligibility. Therefore the steps shall be:

1. Each General Practice (GP) collates two lists of patients, for whom eFIs are available,
and whose eFIs are greater than 0.24, but not more than 0.36 (moderately frail), or
greater than 0.36 (severely frail).
2. For the purpose of sampling, the patients will be identified by the number pertaining to
the order they appear in the list. This number should be retained until the sampling
procedure has been completed.
3. The CI shall communicate to the statistician generating the sampling sequence
(SGSS):
a. the number of patients in each stratum at each GP
b. the stratum label (moderate or severe)
c. the GP site.
4. The SGSS shall then draw a random sample (without replacement) of 45 patients from
each stratum of each GP, based on a uniform distribution with a maximum pertaining
to the number of available patients in each eFI stratum of each GP. Where this number
is less than 45, then no random sampling list is required and all available patients within
the stratum will be considered for the next stage of having their eligibility checked
against the selection criteria.
5. Once a randomised list for GP is passed back to the CI, the patients should be
assessed for eligibility in the order stipulated on the randomised sample list.
If an insufficient number of patients consent to participate from any strata, then the
sampling process shall be repeated (without replacement) for that stratum, from
the remaining list of unsampled patients until either five patients are recruited or no
further patients are available.
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Finalised specification agreed and approved by:
Trial statistician
Name:

Adam Streeter

Signature:

Date:

Signature:

Date:

Chief Investigator
Name:

Helen Lyndon
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Appendix 3: Figures and Tables
Figure 1:

CONSORT Flow Diagram of participants in HAPPI Trial

V1.0 15/10/2019

Page 33 of 46

Table 3: Number of participants screened and randomised by site
Variable
Numbers n (%) screened
Total
Reasons for nonparticipation (n)
Did not meet inclusion
criteria
Declined to participate or did
not respond to invitation
Other reasons
Number n (%) randomised
Total
Number n (%)
discontinuation/withdrawal
Total
Number n (%) of
participants data analysed
Total

Intervention sites
Site 01 Site 02 Site 05

Control sites
Site 03 Site 04 Site 06

xx(xx.x) xx(xx.x) xx(xx.x) xx(xx.x) xx(xx.x) xx(xx.x)

xx

xx

xx

xx

xx

xx

xx

xx

xx

xx

xx

xx

xx

xx

xx

xx

xx

xx

xx(xx.x) xx(xx.x) xx(xx.x) xx(xx.x) xx(xx.x) xx(xx.x)

xx(xx.x) xx(xx.x) xx(xx.x) xx(xx.x) xx(xx.x) xx(xx.x)

xx(xx.x) xx(xx.x) xx(xx.x) xx(xx.x) xx(xx.x) xx(xx.x)

Table 4: Retention of participants
Variable
Number (%) (ratio) of
randomised
participants who
completed three month
follow up
Total
Number (%) (ratio) of
randomised
participants who
completed six month
follow up
Total
Number of randomised
participants with no
protocol deviations –
adherence to
intervention dose
Number of operational
protocol deviations
Number of patient
related protocol
deviations
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Intervention sites
Site 01
Site 02
Site 05
nn/xx
nn/xx
n/xx

Control sites
Site 03
Site 04
Site 06
n/xx
nn/xx
nn/xx

xx(xx.x)
nn/xx

xx(xx.x)
nn/xx

xx(xx.x)
n/xx

xx(xx.x)
n/xx

xx(xx.x)
nn/xx

xx(xx.x)
nn/xx

xx(xx.x)
nn/xx

xx(xx.x)
nn/xx

xx(xx.x)
n/xx

xx(xx.x)
N/A

xx(xx.x)
N/A

xx(xx.x)
N/A

xx

xx

xx

xx

xx

xx

xx

xx

xx

xx

xx

xx
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Table 5: Baseline variables by group
Variable

Age (years)

Gender n (%)

Intervention
(n=xx)
Mean (SD) [range]

Frailty Severity n (%)
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(n=xx)
xx (xx.x)[x-x]

Median (IQR)

xx(xx)

xx(xx)

Male

xx (xx.x)

xx (xx.x)

Female

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

Married/civil
partnership
Divorced/civil
partnership
dissolved
Widowed/surviving
civil partner
Alone

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

Spouse/Partner

xx (xx.x)

xx (xx.x)

Parent/s

xx (xx.x)

xx (xx.x)

Children under 18

xx (xx.x)

xx (xx.x)

Children over 18

xx (xx.x)

xx (xx.x)

Other family

xx (xx.x)

xx (xx.x)

Non-family

xx (xx.x)

xx (xx.x)

Moderately frail

xx (xx.x)

xx (xx.x)

Severely frail

xx (xx.x)

xx (xx.x)

Relationship Status n (%) Single

Living arrangements n
(%)

xx (xx.x)[x-x]

Control
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Table 6: Site feasibility
Variable
Number (%) of general practice sites who were initially
approached progressed to participating in the study
Number (%) (ratio) of practices approached who met initial
eligibility criteria
Number (%) of general practice sites who withdrew from
the study prior to completion
Number (%) of sites completing screening/eligibility
processes as per study protocol
Number (%) of sites completing screening/eligibility
processes within prescribed timescale (6 months from
site initiation)

xx(xx.x)

xx(xx.x)
xx(xx.x)
xx(xx.x)

Table 7: Frequency of intervention assessment documents used at
specific intervention time points
Number (n) of assessment
documents used at each
visit

Visit 1 Visit 2 Visit 3 Visit 4 Visit 5 Visit 6 Total
(n)
(n)
(n)
(n)
(n)
(n)
(n

Conversation Guide

xx

xx

xx

xx

xx

xx

xx

Gait Speed Test

xx

xx

xx

xx

xx

xx

xx

Clinical Frailty Scale

xx

xx

xx

xx

xx

xx

xx

MFRAT

xx

xx

xx

xx

xx

xx

xx

FRAX tool

xx

xx

xx

xx

xx

xx

xx

Numeric pain scale

xx

xx

xx

xx

xx

xx

xx

Pain assessment record

xx

xx

xx

xx

xx

xx

xx

Abbey Pain Scale

xx

xx

xx

xx

xx

xx

xx

Medication review

xx

xx

xx

xx

xx

xx

xx

STOPP-START

xx

xx

xx

xx

xx

xx

xx

MUST 5 Step Guidance

xx

xx

xx

xx

xx

xx

xx

MUST Flowchart

xx

xx

xx

xx

xx

xx

xx

MUST Screening Tool

xx

xx

xx

xx

xx

xx

xx

RCP Bedside Vision

xx

xx

xx

xx

xx

xx

xx

Whispered Voice Test

xx

xx

xx

xx

xx

xx

xx
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Clinical Checklist LUTS

xx

xx

xx

xx

xx

xx

xx

ICIQ Bladder Diary

xx

xx

xx

xx

xx

xx

xx

Self-assessment LUTS

xx

xx

xx

xx

xx

xx

xx

Bowel Assessment Form

xx

xx

xx

xx

xx

xx

xx

Checklist Faecal Incontinence

xx

xx

xx

xx

xx

xx

xx

BGS CGA and Problem List

xx

xx

xx

xx

xx

xx

xx

CFT TEP

xx

xx

xx

xx

xx

xx

xx

Barthel Index

xx

xx

xx

xx

xx

xx

xx

UCLA 3-Item Loneliness Scale

xx

xx

xx

xx

xx

xx

xx

Caregiver Strain Index

xx

xx

xx

xx

xx

xx

xx

CFT Capacity Assessment

xx

xx

xx

xx

xx

xx

xx

CAM Delirium Screening Tool

xx

xx

xx

xx

xx

xx

xx

GPCog

xx

xx

xx

xx

xx

xx

xx

Geriatric Depression Score

xx

xx

xx

xx

xx

xx

xx

HADS

xx

xx

xx

xx

xx

xx

xx

CFT PSP: Part 1

xx

xx

xx

xx

xx

xx

xx

CFT PSP:

xx

xx

xx

xx

xx

xx

xx

Table 8: Frequency of type of referrals made at intervention time points
Number (n) of referrals
made at each visit
General Practitioner
Geriatrician
Physiotherapy
Occupational Therapy
Speech Therapy
Dietician
Intermediate Care
Adult Social Care
Continuing Care
District Nurses
Falls Clinic
Dementia Services
Voluntary Sector
Other
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Visit 1
(n)
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx

Visit 2
(n)
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx

Visit 3
(n)
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx

Visit 4
(n)
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx

Visit 5
(n)
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx

Visit 6
(n)
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
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Total
(n)
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx
xx

Table 9: Number of referrals per participant at intervention time points
Number (n) of referrals

Visit 1 (n)

Visit 2 (n)

Visit 3 (n)

Visit 4 (n)

Visit 5 (n)

Visit 6 (n)

Overall (n)
Median (IQR)

Participant number

xx

xx

xx

xx

xx

xx

xx (xx.x)

Table 10: Participant Outcome Data
Variable

Intervention Group

Timepoint

T1

Control Group

T2

T3

T1

T2

T3

SF-36
Physical functioning:
Items 3a, 3b, 3c,
3d,3e,3f,3g,3h,3i,3j
Role-physical:
Items 4a,4b,4c,4d
Bodily pain:
Items 7,8
General Health:
Items
1,11a,11b,11c,11d
Vitality:
Items 9a,9e,9g,9i
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Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

Mean (SD)
[range]
Median (IQR)

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]
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Social functioning:
Items 6,10
Role-emotional:
Items 5a,5b,5c
Mental health:
Items 9b,9c,9d,9f,9h
Reported health
transition:
Item 2
LTC-6

UCLA-3

Barthel Index

EQ-5D-5L
Mobility
(levels1-5)
Self-care
(levels1-5)
Usual activities
(levels1-5)
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Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]
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Pain/discomfort
(levels1-5)
Anxiety/depression
(levels1-5)
EQ-5D-5L VAS

Number of deaths

Cause of death

Number of hospital
admissions
Number of hospital
readmissions
Total number of days
spent in hospital
Number of
prescribed
medications

V1.0 15/10/2019

Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)
Mean (SD)
[range]
Median (IQR)

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]

xx.x(xx.x)[x-x]
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Table 11: Numbers and proportions reporting levels within EQ-5D-%-5L dimensions by intervention and
control
Mobility

Self-care

Usual activities

Pain

Anxiety/depression.

Level n (%)
01 No problems

Intervention

Control

Intervention

Control

Intervention

Control

Intervention

Control

Intervention

Control

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

02 Slight problems

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

03 Moderate problems
04 Severe problems

xx (xx.x)
xx (xx.x)

xx (xx.x)
xx (xx.x)

xx (xx.x)
xx (xx.x)

xx (xx.x)
xx (xx.x)

xx (xx.x)
xx (xx.x)

xx (xx.x)
xx (xx.x)

xx (xx.x)
xx (xx.x)

xx (xx.x)
xx (xx.x)

xx (xx.x)
xx (xx.x)

xx (xx.x)
xx (xx.x)

05 Extreme problems

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

Number reporting some
problems (02-05)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

xx (xx.x)

Change in number reporting
problems

+/-xx

+/-xx

+/-xx

+/-xx

+/-xx

+/-xx

+/-xx

+/-xx

+/-xx

+/-xx

% difference in number
reporting problems- controlintervention)

+/-xx.x

+/-xx.x

+/-xx.x

+/-xx.x

+/-xx.x

+/-xx.x

+/-xx.x

+/-xx.x

+/-xx.x

+/-xx.x
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Table 12: Assessment of missing outcome measures by group
Variable
Timepoint

Intervention Group (n=) (%)
T1

T2

T3

Control Group (n=) (%)
T1

T2

T3

SF-36
Physical functioning:
Items 3a, 3b, 3c,
3d,3e,3f,3g,3h,3i,3j
Role-physical:
Items 4a,4b,4c,4d

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

Bodily pain:
Items 7,8

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

General Health:
Items
1,11a,11b,11c,11d

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

Vitality:
Items 9a,9e,9g,9i

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

Social functioning:
Items 6,10

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

Role-emotional:
Items 5a,5b,5c

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

Mental health:
Items 9b,9c,9d,9f,9h

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)
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Reported health
transition:
Item 2
LTC-6

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

UCLA-3

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

Barthel Index

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

Mobility
(levels1-5)
Self-care
(levels1-5)
Usual activities
(levels1-5)
Pain/discomfort
(levels1-5)
Anxiety/depression
(levels1-5)
EQ-5D-5L VAS

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

Number of deaths
Number of hospital
admissions
Number of hospital
readmissions
Total number of days
spent in hospital

xx.x(xx.x)
xx.x(xx.x)

xx.x(xx.x)
xx.x(xx.x)

xx.x(xx.x)
xx.x(xx.x)

xx.x(xx.x)
xx.x(xx.x)

xx.x(xx.x)
xx.x(xx.x)

xx.x(xx.x)
xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

EQ-5D-5L
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Number of
prescribed
medications

V1.0 15/10/2019

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)

xx.x(xx.x)
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xx.x(xx.x)

Table 13: Harm by Group (Adverse Events)
Adverse event

Intervention Group

AE classification (%)

Xx(xx.x)

AE classification (%)

Xx(xx.x)

AE classification (%)

Xx(xx.x)

AE classification (%)

Xx(xx.x)

Table 14: Harm by Group (Serious Adverse Events)
Serious Adverse event

Control Group

Death*

Intervention
Group
Xx(xx.x)

Life threatening*

Xx(xx.x)

Xx(xx.x)

Hospitalisation*

Xx(xx.x)

Xx(xx.x)

Significant disability or incapacity*

Xx(xx.x)

Xx(xx.x)

Congenital anomaly or birth defect*

Xx(xx.x)

Xx(xx.x)

Considered by the investigator to be
an important medical event*
Details of SAE
Details of SAE
Details of SAE

Xx(xx.x)

Xx(xx.x)

Xx(xx.x)

*related to the intervention only.
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