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ABSTRACT

Introduction

Thousands of patients with mental illness are admitted to acute adult mental health wards every year
in England, where local guidance recommends that all mental health settings be entirely smokefree.
Mental health Trusts presently invest substantial effort and resources to implement smokefree policies
and to deliver tobacco dependence treatment to patients. Providing adequate support can help those
who smoke remain abstinent or quit smoking during their smokefree inpatient stay and beyond. At
present, little is known about how best to support patients to prevent their return to pre-admission
smoking behaviours after discharge from a smokefree mental health inpatient stay. We have developed
an intervention which includes targeted resources to support smoking-related behaviour change in
patients following discharge from a smoke-free mental health setting. The aim of this trial is to
determine the feasibility of a large-scale clinical trial to test the effectiveness and cost-effectiveness of
the SCEPTRE intervention, compared with usual care.

Methods and Analysis

This feasibility study will be an individually randomised, controlled trial in eight National Health Service
(NHS) mental health Trusts recruiting adults (218 years) admitted to an acute adult mental health
inpatient setting who smoke tobacco on admission, or at any point during their inpatient stay.
Consenting participants will be randomised to receive a 12-week intervention consisting of
components aimed at promoting or maintaining positive smoking-related behaviour change following
discharge from a smoke-free mental health inpatient setting or usual care. Data will be collected at
baseline, 3-months and a second timepoint between 4-6 months post-randomisation. With 64
participants (32 in each group) the trial will allow a participation rate of 15% and completion rate of
80% to be estimated within a 95% confidence interval of £3% and +10% respectively. The analysis will
be descriptive and follow a prespecified plan.

Ethics and Dissemination

Ethics approval was obtained from the North West - Greater Manchester West Research Ethics
Committee. We will share results widely through local, national and international academic, clinical
and Patient and Public Involvement (PPl) networks. The results will be disseminated through
conference presentations, peer-reviewed journals and will be published on the trial website:

https://sceptreresearch.com/.

Trial registration number: ISRCTN77855199


https://sceptreresearch.com/

76  Strengths and limitations of this study
77
78 e The intervention is both theory- and evidence-informed and was co-designed with
79 comprehensive stakeholder input, enhancing its potential applicability.
80 e The study evaluates recruitment, retention, and data collection processes, enabling informed
81 judgement of whether progression to a fully powered trial is feasible.
82 e A mixed-methods approach, incorporating both quantitative and qualitative data, allows for
83 a comprehensive understanding of feasibility and acceptability.
84 e Usual care varies greatly within and between Trusts nationally, making comparisons between
85 intervention and standard care heterogenous.
86 e The study was designed in alignment with UK tobacco dependence treatment policy and
87 practice, potentially limiting generalisability to other contexts.
88
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INTRODUCTION

Tobacco smoking remains one of the leading preventable causes of death and disease in England and
is responsible for an estimated 74,600 deaths annually [1, 2]. Although smoking prevalence in the UK
has steadily declined over the last few decades, rates remain at least 50% higher for people with
mental health conditions compared to those without [3]. With average smoking prevalence figures of
40%, people with mental illness are more than twice as likely to smoke compared to those without [4].
Even higher smoking rates of up to 70% are seen in subgroups, such as hospitalised patients with
mental health conditions [4, 5]. This results in substantially increased risks of premature smoking-
related morbidity and mortality in this population [4]. Up to 20 life years are lost largely due to diseases
related to smoking and this is the biggest contributor to the health inequalities experienced by people

with mental illness [6].

Although people with mental health conditions are able [7] and more likely to be motivated [8] to quit
smoking than those without, mainstream stop-smoking services are not commonly accessed by this
population [9, 10] and are decreasingly resourced to support the needs of people who smoke tobacco
with mental illness for tailored support [11-13]. However, National Institute for Health and Care
Excellence (NICE) [14] guidance recommends that all mental health settings be entirely smokefree
without exemption, with no facilitated smoking breaks, and evidence-based tobacco dependence
treatment for smoking cessation, harm reduction and support for temporary abstinence available to

all patients who smoke.

For many people with mental illness, a smokefree inpatient stay constitutes a rare or first experience
as an adult of sustained abstinence, near-abstinence, or substantial reduction of tobacco consumption
[15]. Evidence suggests individuals can successfully remain abstinent during their smokefree inpatient
stay when behavioural and/or pharmacological support is offered [15, 16]. However, while a smokefree
stay may result in temporary abstinence from tobacco or cessation, the risk of relapse post-discharge
is high [17] with many individuals returning to smoking within a few days [18]. A lack of support in the
immediate post-discharge period and the resulting relapse or return to heavy prehospital smoking
patterns renders efforts and resources during the inpatient episode inefficient, as positive smoking
behaviour change achieved during the inpatient stay may be lost. Therefore, it is vital to provide

support post-discharge to prevent relapse.

The overall aim of the Promoting Smoking Cessation and Preventing Relapse to Tobacco use following

a smokefree mental health in-patient stay (SCEPTRE) study is to determine the feasibility and
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acceptability of delivering the multi-component SCEPTRE intervention in National Health Service (NHS)
adult mental health services. A second objective is to describe the initial effect of this intervention on
participants’ smoking-related outcomes. We will also carry out a process evaluation and obtain
feedback from all stakeholders relating to the research participation process and the acceptability of
the intervention and gain an understanding of the importance and potential impact of individual
intervention components. Finally, we will estimate the cost of delivering the SCEPTRE intervention and

the control condition and the feasibility of collecting health economic data.

METHODS AND ANALYSIS

The SCEPTRE feasibility trial protocol is reported in accordance with the guidelines presented in the
Standard Protocol Items: Recommendations for Interventional Trials (SPIRIT) checklist [19] and the
Template Intervention Description and Replication guidelines [20]. See supplemental appendix 1 for

SPIRIT checklist.

Patient and public involvement (PPI)

The SCEPTRE PPI group is integral to the trial and consists of six current/recent individuals who smoke
with lived experience of a mental health inpatient stay and their carers. Members have contributed to
the design of the intervention components, participant study documents, intervention resources, and
intervention delivery mechanisms and measures. The group meets quarterly to provide feedback on
study progress and have been kept up to date with frequent trial updates. Additionally, the Programme
Steering Committee (PSC) has an independent lay member representative. PPl members are
reimbursed £25 per hour. The results of the study will be made available to trial participants, PPl panel
members, participating NHS Trusts and the wider public through the trial website and other popular

media.

Trial design

An individually randomised, controlled feasibility trial will be conducted with embedded qualitative
interviews and health economic component (see Consolidated Standards of Reporting Trials
(CONSORT) diagram in Fig. 1).

[insert figure 1]

Study setting
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Participants will be recruited from acute adult mental health inpatient wards across up to eight English
NHS Mental Health Trusts. In England, Mental Health Trusts are specialist organisations within the NHS
responsible for delivering a range of mental health services, including inpatient care. Each Trust
operates semi-independently and is responsible for implementing national policies—such as
smokefree inpatient settings—according to local priorities and infrastructure. Trust selection will be
based on expressions of interest. To be eligible to participate, Trusts must be committed to, and

working towards full implementation of smokefree policy in line with national guidance [14].

Participants

To be eligible for inclusion in this study, participants must (1) be aged 18 years and older (no maximum
age); (2) be admitted to an acute adult mental health inpatient ward; (3) if detained under

the mental health act, be granted unescorted (Section 17) leave i.e. leave the ward without being
supervised (4) have discharge planned to an address/accommodation within the Trust’s catchment
area or a pre-defined radius agreed with participating Trusts; (5) be a patient who smokes tobacco at
time of admission or at any point after (as patients occasionally still commence smoking after
admission) and express an interest in maintaining abstinence if smokefree at time of assessment. Or
express an interest in positively changing their smoking behaviour following discharge (including
reduction of cigarette consumption; using e-cigarettes); (6) be able to understand and communicate
in English; (7) have access to a telephone or computer/alternative digital device to receive post-
discharge support; and (8) be willing and able to provide informed consent. Patients currently being
treated within a psychiatric intensive care unit (PICU) will not be recruited. Additionally, those deemed
not suitable to being approached to participate in the study (at clinician discretion) and those

discharged to any Trust accommodation with a smokefree policy will be ineligible to participate.

Participant recruitment and study procedures

Patient identification and screening for eligibility

Participating Trusts will identify, from electronic patient records, all patients who have been recorded
on or after admission as a person who currently smokes tobacco. Trust-based researchers, who are
employees of the participating NHS Trusts and part of the Research and Development (R&D) teams,
will also visit participating wards and work with ward staff and other healthcare professionals to
identify potential participants meeting the inclusion criteria. The number of researchers involved will
vary by Trust, depending on local capacity and resources, but each participating Trust will have
designated R&D team members supporting the study. Potentially eligible participants will be

approached by a member of the Trust research team to ascertain their interest in the study and seek
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permission to provide further information about the research. Screened patients will be recorded,

along with reasons for ineligibility, non-approach and non-consent, in the eligibility screening log.

Ward staff will be encouraged to actively promote the study, for example, during ward community
meetings and interactions with patients (e.g., during pre-discharge assessments and discharge
planning). Patients who are identified as potential participants but who are too unwell to participate

will be frequently reviewed to allow participation in the study when their mental health allows.

Informed consent and data collection

Consent will be obtained in-person or remotely via telephone/video call. All participants will have
received a copy of the Participant Information Sheet (PIS) at least 24 hours prior to obtaining consent.
The consent form will also contain optional statements in relation to consent to interview for the

qualitative aspect of the study.

Once participant eligibility has been confirmed and consent obtained, participants will be asked to
complete a baseline questionnaire. If required, consent procedures and collection of baseline data can
be separated into two visits dependent on participant preference. Data will be collected either using
bespoke case report forms (CRFs) completed electronically via the secure web-based outcome data
collection interface ‘REDCap’, over the telephone with a SCEPTRE researcher, or collected on paper
CRFs returned via free post envelopes to York Trials Unit (YTU). All reporting of data collection will be
undertaken in line with the CONSORT statement [22]. The baseline assessment includes socio-
demographic information as well as information on mental and physical health and smoking history
and behaviour. Participants who self-report they have not smoked will be asked to provide an expired
air carbon monoxide (CO) reading. We will ask participants for full contact details at baseline (including

mobile phone number, email, and address), and any contact preferences.

After the baseline assessment is completed, a member of the Trust’s research team will randomise
participants to either the intervention or comparison group. All participants (intervention and control)
will be followed up for the purposes of the study via self-completed questionnaires at 3 months and
4-6 months post-randomisation to accommodate a variable second follow-up period which allows us
to extend the recruitment period without extending the duration of the study overall. During the
follow-up, outcome measures to be collected include smoking-related measures and mental and
physical health measures. While completing the follow-up questionnaires, participants who self-report

that they have not smoked in the previous seven days will be invited to undertake a CO measurement
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to validate their abstinence from tobacco. Participants who decline the invitation will be asked to

provide a reason for declining, and this will be recorded on the questionnaire.

At three months and the relevant follow up timepoints, a link to complete the relevant electronic
guestionnaire on REDCap will be sent to participants via email, with the option to send a paper copy
to participants for postal completion or completion with a researcher over the phone or in person
instead as preferred. If participants select self-completion without a researcher and report abstinence
from tobacco use within the previous 7 days, then a researcher will contact the participant to arrange
a suitable time to obtain a CO reading in person to validate self-report. If no response is received within
one week, an automated reminder will be sent to the participant. If participants do not respond
following the automated reminder, a member of the research team will contact the participant via
their preferred contact preference to prompt completion. Participants will receive shopping vouchers

for completing the two follow-up assessments.

Qualitative interviews

Participants from both the control and intervention arms will be invited to take part in a short semi-
structured interview following the completion of the SCEPTRE trial to gain a more in-depth
understanding of the acceptability and feasibility of the study procedures. Interviews, guided by a
schedule of topics developed from the APEASE criteria will examine the intervention delivery process,
facilitators, and barriers of delivering the intervention, as well as the obtaining feedback from
intervention arm participants. This will allow for future refinement and improvement of the
intervention and research processes involved. Between nine and 12 patient participants in total (6-8
participants from the intervention arm; 3-4 participants from the control arm) will be interviewed. Up
to four informal caregivers that can include family and friends (but not exclusively) of participants in
the intervention arm will be invited to participate in short semi-structured interviews at 3-month
follow-up to obtain their views on the acceptability and feasibility of intervention delivery methods.
Semi-structured interviews will also be conducted with the leading mental health worker delivering
the intervention from each of the Trusts in the week following the completion of the final participant
in the intervention. Interviews will explore their experience and perceptions of delivering the
intervention and assess the fidelity of delivery. Up to six Trust stakeholders will be invited to participate
in online focus group discussions (FGDs) to explore the experiences and perceptions of Trust-based

stakeholders of supporting the conduct of the research.

Randomisation and blinding
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Randomisation will be 1:1 to either the intervention or comparison arm, stratified by recruiting site
and using randomly permuted blocks of randomly varying sizes. The randomisation schedule will be
generated by a statistician at the York Trials Unit not involved in the recruitment of participants and
will be implemented in the REDCap system to ensure allocation concealment. Following a baseline
assessment, randomisation will be undertaken by a member of the Trust’s research team. Due to the
nature of the SCEPTRE intervention, the Trust-based researchers and participants will not be blinded
to allocation. The trial statistician conducting the analyses will not be blinded due to the nature of the
feasibility study, which focuses on recruitment, retention, and data collection processes rather than
formal hypothesis testing of intervention efficacy. Following allocation to a study arm, the researcher
will receive an email with the participant’s allocation attached. The outcome of the allocation will be
communicated to the participant where possible in person but may also be communicated by text or
telephone call. Those participants randomised to the intervention arm will be contacted by the
interventionist to arrange a time to complete the pre-discharge assessment. Details of participants
allocated to the control group will be provided to ward staff to allow for the delivery of the usual
tobacco dependency support offered by the Trust. All participants’ GPs will be informed of their
allocation by letter. A copy of the GP letter will also be held in the Trust electronic notes, so Community

Mental Health Teams (CMHTs) are aware of patients’ participation in the study.

Intervention

Control arm: usual care

Participants randomised to the control arm will receive usual care. The local offer of smoking cessation
support is variable across NHS mental health Trusts. Usual care in some Trusts may be comprehensive
and include behavioural and pharmacological support during admission, whereas others may provide
limited support (e.g., access to nicotine replacement therapy). Detailed information on what usual care
entails on each inpatient ward will be collected. All participants will be provided with information of

how to access Stop Smoking Services post-discharge.

Intervention arm: SCEPTRE intervention package

Participants assigned to the intervention group will receive a 12-week intervention consisting of
components aimed at promoting or maintaining smoking-related behaviour change among patients
following discharge from a smoke-free mental health inpatient setting. See Fig. 2 for the SCEPTRE
intervention pathway. The intervention development process was guided by the Behaviour Change
Wheel model [23] and theoretically underpinned by the Theoretical Domains Framework [24] and the

Behavioural Change Technique taxonomy [25]. Intervention components were identified and further
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developed based on two systematic reviews and a Delphi-style consultation process with key

stakeholders, including clinicians and patients [16, 21, 26]. To ensure fit within the context of mental

health services, refinement of the draft intervention was undertaken in collaboration with clinicians

and experts in the field of tobacco control, and members of the SCEPTRE PPl panel. A more detailed

description of the intervention and its development is provided elsewhere [21]. The intervention will

be delivered by trained mental health workers, named ‘My-Try Specialists’ (MTSs). The manualised

intervention consists of several core and additional components outlined in Table 1.

Table 1. Summary of individual SCEPTRE intervention components

Intervention Core/ Aim Frequency Delivery
component additional
Pre-discharge Core Provide personalised and tailored Participant-led; MTS to deliver
reflection, support to assist participants in may include up to
evaluation identifying and planning their two sessions
and goal smoking-related behaviour lasting up to 45
setting change goals. Discussions will minutes
sessions also determine if participants
want to use additional
intervention components.
Provision ofa Core Kit including practical One kit provided  MTS to provide
bespoke and information and motivational pre-discharge kit
personalised content to support participants
resource following discharge.
folder: My-Try
kit
Nicotine Core To discuss preferences for NRT or  Discussed during ~ MTS to deliver
Replacement e-cigarette support as well as pre-discharge
Therapy practical advice in relation to reflection and
(NRT)/e- using the products and obtaining  evaluation
cigarette a longer-term supply. session, and MTS
selection and will continue to
advice provide advice in
behavioural
support calls
Tailored Core Provide personalised and tailored Calls lasting 10-30 MTS to deliver
behavioural support, assist the participantin ~ minutes for 12-
support calls maintaining positive change weeks. On the
(via achieved during their smokefree first five days
telephone or admission and achieving their post-discharge,
video call) behaviour change goals, and calls will be made
provide feedback and daily, and weekly
encouragement on participant’s  thereafter for the
progress. remaining eleven
weeks
Smoke Free Additional Provide additional support to As required MTS to deliver
app participants, including its offer of ‘onboarding’
session;

10
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24/7 live smoking cessation smoking

advisor support cessation
advisors to
provide advice
via app
Text-based Additional Personalised text messages to 15-30 text MTS to deliver
support provide practical and messages for 8-
motivational information to 15 days
participants based on their dependent on
individual goals (Appendix 2 goals

shows example text messages)

[insert Fig. 2]

Interventionist training, supervision and competency

The MTS role aims to provide patients with tailored behavioural and social support and information to
enable the continued change in smoking behaviours following discharge from a smoke-free mental
health ward. To fulfil the MTS role, prospective interventionists are required to have knowledge of
evidence-based methods in the treatment of tobacco dependency, including completion of the
National Centre for Smoking Cessation Training (NCSCT) Practitioner Training module and the speciality
course on smoking cessation and mental health. A bespoke training session designed to address the
practicalities of smoking behaviour change in people with mental iliness, and which covers e-cigarette
use and interactions between tobacco smoke and certain antipsychotic medications (e.g., clozapine)

in line with Royal College of Psychiatrists guidance, [27, 28] will be delivered.

MTSs will undertake self-guided online training supplemented with an in-person training session on
the delivery of the manualised SCEPTRE intervention facilitated by members of the core SCEPTRE
research team. Both clinical supervision, provided by the Trust Pl or nominated individual and
procedural supervision, provided by members of the core SCEPTRE research team, on a fortnightly
basis will be provided throughout the interventional period of the study. Fidelity of intervention
delivery will be optimised through monthly supervision sessions and monitored using self-assessment
checklists and logs for MTSs delivering the intervention. The log will allow MTSs to record all contacts
with participants, and the research team will judge the degree to which the intervention as designed

has been delivered in practice. Additional random fidelity checks will be carried out.

Outcome measures and progression criteria

The schedule of data collection is shown in (Fig. 3) the SPIRIT Figure.

11
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[insert Fig. 3]

Primary feasibility outcomes

The primary outcome of this feasibility trial will be to assess whether prespecified progression criteria
are met to progress to the full randomised trial of the SCEPTRE intervention. Progression criteria are
based on participant recruitment, retention, number of Trusts enrolled and the feasibility of collecting
carbon monoxide readings (Table 2). Recruitment and retention will be assessed through screening
data and retention rates tracked throughout the study duration; compliance with the protocol will be
monitored using self-assessment checklists completed by MTSs and reported protocol deviations.
Depending on whether primary criteria are met, the level of contamination and suitability of the
randomisation approach will be examined through qualitative data collected at 3 months post-
randomisation and quantitative data from control participants at 3- and 6-months post-randomisation;
and additional acceptability measures will be gathered via semi-structured interviews with both

control and intervention group participants at 3 months post-randomisation. Furthermore, the

feasibility of collecting carbon monoxide readings will be assessed alongside these measures.
Table 2. SCEPTRE feasibility study progression criteria
Progression criterion Target at end of Green Amber Red
internal pilot (Progression to (Progression to (Full RCT not
full RCT without  full RCT may be feasible)
major possible with
modifications) modifications)
Participant recruitment 64 Participants 100% 60-99% <60%
recruited (64) (38-64) (<38)
Participant retention At least 80% 80-100% 60-80% <60%
(Primary outcome data (51-64) (38-51) (<38)
available at 6 months)
Trusts enrolled 8 80-100% 60-80% <60%
Each Trust expected to (6-8) (5-6) (<5)

provide 1-2 sites/wards
(can be more)

Feasibility of collecting  CO reading collected 75-100% 50-75% <50
carbon monoxide for at least 75% of all  (absolute figures
reading (biochemically participants to be confirmed)
validated primary (intervention and
outcome measure) control group)
reporting to be
abstinent

12
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Proposed trial outcome measures
All participants will be asked to complete follow-up questionnaires with a member of the research

team at 3- and either 4-, 5-, or 6-months post-randomisation (see Fig. 3).

Smoking-related measures: Smoking status; 7-day point prevalence abstinence validated by exhaled

CO <10ppm, self-reported relapse following discharge from hospital, continuous abstinence, quit
attempts, nicotine dependence as assessed by the Heaviness of Smoking Index (HSI) [30], strength of
urges to smoke [31], level of motivation to quit as assessed by the Motivation to Stop Smoking
Questionnaire [32] to assess how motivation changes over time and affects cessation outcomes, self-

efficacy related to smoking cessation and use of e-cigarettes and NRT since discharge.

Mental and physical health measures: The nine-item Patient Health Questionnaire depression scale

(PHQ-9) [33], the Generalised Anxiety Disorder 7-item scale (GAD-7) [34], and the quality-of-life scale
(EQ-5D) [35], will be included. Frequency of use of health services (health economic data) since

discharge will also be collected.

We will review the suitability and definitions of the two core smoking-related outcome measures, as
per current debate in the field [36], as follows: for 7-day point prevalence abstinence, we will review
and potentially adjust downward the CO threshold of <10 ppm for biochemical validation, depending
on suitability of this approach for our patient population; for the multiple continuous abstinence
outcome measures (1 — 6 months), we will review availability and congruency of data and define one

consistent secondary outcome measure accordingly.

Sample size considerations

The feasibility study will be conducted across approximately 12 acute adult mental health inpatient
wards of the participating eight Trusts. Based on combined monthly discharge figures of ~200 patients,
of which we estimate conservatively that ~140 will be eligible to participate, a smoking prevalence of
~60%, and a conservative estimate of willingness of patients who smoke tobacco to take part of 20%,
we will aim to recruit a minimum of 64 patients, who will be individually randomised, at a 1:1 ratio, to
the SCEPTRE intervention or the control arm. A trial of this size [37] will also allow a participation rate
of 15% and completion rate of 80% to be estimated within a 95% confidence interval of £3% and +10%

respectively [38].

13
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Additional qualitative and quantitative measures of feasibility and acceptability
In line with recommendations for the reporting of protocols of pilot and feasibility trials [29], a range
of quantitative and qualitative data for all participants (intervention and control arm) determining the

acceptability and feasibility of intervention delivery and research procedures will be collected.

Recruitment and retention

All participants screened will be recorded in the eligibility screening log, with reasons for ineligibility
and approach outcomes (outlined above). Retention rates will be monitored throughout the duration
of the study and the flow of participants will be detailed in a CONSORT diagram. If participants

withdraw from the study, we will attempt to record their reported reasons where possible.

Compliance with the protocol

In addition to the interviews with MTSs (see above), compliance to the protocol and fidelity of
intervention delivery will be optimised through monthly supervision sessions and monitored using self-
assessment checklists and logs for MTSs delivering the intervention. The log will allow MTSs to record
all contacts with participants, and the research team will judge the degree to which the intervention
as designed has been delivered in practice. Any deviations from the protocol will be reported to YTU

using a protocol deviation log.

Level of contamination and suitability of randomisation approach

The suitability of the individual randomisation approach will be assessed by using qualitative and
guantitative data of control group participants who quit or reduced smoking at 3-and 4, 5, or 6-months
post-randomisation. Quantitative investigation will take place in the context of follow-up, to identify
and specify smoking behaviour change. Qualitative data will be obtained via interviews (outlined
above) to investigate reasons for smoking behaviour change and identify potential (unintentional) links
with the SCEPTRE intervention. Based on our findings, we will estimate the presence/extent of
contamination in the control group, and the need to change the unit of randomisation to clusters. If
more than 30% of control participants appear to have changed aspects of their smoking behaviour due
to factors directly related to our intervention, we will consider strategies to reduce contamination in
the full RCT, including the possibility of designing the full RCT as a cluster trial, with wards as the unit

of randomisation.

Data management

14
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Each site will hold data according to the General Data Protection Regulations (GDPR) and the Data
Protection Act 2018. All data will be stored on a secure password-protected server and archived for
10 years after study completion. Patients will be assigned a unique trial number and this will be used

on CRFs; patients will not be identified by their name in order to maintain confidentiality.

Data analysis
A statistical analysis plan (SAP) giving details of the planned analyses will be drafted before data
collection has been completed and reviewed by the Programme Management Group (PMG) and PSC.

A brief description of the planned analyses is given below.

The statistical analysis will be carried out by a statistician based in YTU, using Stata v17 or later. The
reporting of this trial will follow CONSORT guidelines for pilot and feasibility trials [22]. A flow diagram
will be produced, depicting the flow of patients through the trial. The number of patients screened,
eligible, consenting, and randomised will be summarised, with reasons for ineligibility and non-
consent given where available. Baseline data will be summarised descriptively by randomised group,
with no formal statistical comparisons being undertaken [39]. Continuous variables will be summarised
using descriptive statistics, while categorical variables will be summarised using counts and
percentages. Descriptive statistics will summarise participant outcomes by randomised group and
timepoint, including the amount of missing data. Relevant measures of recruitment and retention will
be calculated and compared against the pilot progression criteria. The recruitment rate will be
estimated and presented alongside a corresponding 95% confidence interval. Measures of
contamination and participant engagement with the multiple components of the intervention will be

summarised descriptively.

Health economic analysis will be conducted as a preparatory step towards a comprehensive economic
evaluation in the subsequent definitive RCT. Costs associated with the delivery of the SCEPTRE
intervention and usual care will be estimated. All resources used in the provision of the intervention,
such as the training for the MTSs, the staff time spent on delivering the intervention, and the NRT and
e-cigarettes dispensed, will be recorded alongside the trial. Data on the resources used in usual care
through self-completed questionnaires at 3- and either 4-, 5-, or 6-months post-randomisation will be
collected. A micro-costing approach, collecting detailed information about health service use, will be
applied to generate estimated intervention costs for both arms by multiplying the quantity of each
identified resource by its corresponding unit cost. We will pilot the data collection tools used to gather

health economics data. We will test the feasibility and acceptability of the health service use
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guestionnaire and the outcome measure instrument (i.e., the EQ-5D-5L questionnaire). We will
examine the completion rates, identify any challenges or barriers to completion, and make necessary
modifications to the questionnaires for use in the full trial. The methods and findings will be
summarised in a report that can be used to inform the design and conduct of the economic evaluation

in the full trial stage.

Qualitative data analysis will be undertaken by group, e.g., participants, MTSs, friends/family, Trust
stakeholders. Data will be analysed using NVivo software (QSR International Pty Ltd, Melbourne,
Australia). First, an inductive approach using thematic analysis will be used to identify nodes and sub-
themes in the data [40]. Transcripts will be coded line by line by two researchers, with preliminary
code names assigned to the data items and iteratively developed. Preliminary codes will be checked
and discussed with a third researcher, experienced in qualitative research and the behaviour change
wheel. Following this, a deductive approach will be used to chart sub-themes to the APEASE
(Acceptability, Practicability, Effectiveness, Affordability, Side-effects, and Equity) criteria. The data will
be presented and discussed in a wider research team meeting to refine and confirm the final

interpretation.

Trial management

A Programme Management Group (PMG) has been established to oversee the day-to-day
management (e.g., protocol and ethics approvals, set-up, recruitment, data collection, data
management) of the study, and is chaired by the Chief Investigator (Cl). Membership includes co-Cls,
co-investigators, research staff on the project and PPl representation. The role of the PMG is to monitor
all aspects of the conduct and progress of the trial, ensure that the protocol is adhered to and take
appropriate action to safeguard participants and the quality of the trial itself. Throughout the project
there will be regular videoconference contact supplemented by face-to-face meetings where required.
Frequency of meetings will vary depending on the stage of the trial. The PMG, through the York Trials
Unit (YTU), will provide feedback on trial progress to the Programme Steering Committee (PSC)
established to provide overall independent oversight for SCEPTRE on behalf of the Sponsor and Project
Funder and to ensure that the project is conducted to the rigorous standards set out in the Department
of Health’s Research Governance Framework for Health and Social Care and the Guidelines for Good
Clinical Practice (GCP). Furthermore, the PMG through the YTU, will provide feedback to the Data
Monitoring and Ethics Committee (DMEC) established to monitor safety and efficacy data as well as
quality and compliance data and ensure that the protocol is accurately followed, and the study is GCP

compliant.
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Ethics

The protocol (Version 1.0_05.09.2023) for this study and the informed consent form (see online
supplemental appendix 2) were approved by the North West - Greater Manchester West Research
Ethics Committee (REC) (23/NW/0312). The Investigators will ensure that this study is conducted in full
conformity with current regulations, the current revision of the Declaration of Helsinki, and with the
principles of GCP. We will adhere to the UK Framework for Health and Social Care Research [22, 39].

The programme manager/Cl will obtain approval for all amendments.

Adverse events

All adverse events (AEs) occurring during the study observed by the investigator or reported by MTSs
or participants, will be recorded on the SCEPTRE Adverse Event Form for return to YTU. All serious
adverse events (SAEs) will be entered onto the SAE reporting form and sent via REDCap or encrypted
email to YTU within 24 hours of the investigator becoming aware of the event. Once received, causality
and expectedness will be confirmed by the Cl or a medical co-applicant or PSC member not acting as
a site Principal Investigator (Pl). Any change of condition or other follow-up information should be sent
as soon as it is available or at least within 24 hours of the information becoming available. Events will
be followed up until the event has resolved or a final outcome has been reached. SAEs that are deemed
to be unexpected and related to the trial will be notified to the REC and sponsor within 15 days by YTU.
All such events will be reported to the PSC and DMEC at their next meetings. Protocols and SOPs have

been developed to identify and manage risks of suicide and harm to participants.

Dissemination
We will share results widely through local, national and international academic, clinical and PPI
networks. The results will be disseminated through conference presentations, peer reviewed journals

and will be published on the trial website: https://sceptreresearch.com/.

Trial status
This protocol (V.1.0) was approved on 6™ November 2023. Recruitment to the SCEPTRE feasibility study
opened on 23 January 2024 with the first participant randomised on 13™ February 2024. The trial is

ongoing. Reporting of the trial is anticipated in the first quarter of 2025.

DISCUSSION
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In line with NICE recommendations, that mental health settings become entirely smokefree, and that
mental health patients should have access to evidence-based stop smoking treatment [14], SCEPTRE
aims to test ways to support mental health inpatients after discharge in maintaining or achieving
abstinence from tobacco smoking. At present, no evidence-based strategies exist to help maintain or
achieve a smokefree lifestyle and avoid relapse after discharge. As such, SCEPTRE feasibility study will
inform the design of a future large-scale randomised controlled trial. This large-scale trial will aim to
test the effectiveness and cost-effectiveness of a complex intervention to promote or maintain
smoking-related behaviour change among patients following discharge from a smoke-free mental

health inpatient setting.

One limitation of this study is that it was designed to maximise relevance and feasibility for a UK-
specific study context, as far as tobacco dependence treatment policy and practice in mental health
settings are concerned. For example, NRT was chosen as the sole pharmacological agent for inclusion
in the intervention, because it was available in all UK mental health Trusts for all patients and
prescribed via the hospital formulary on request (note that Varenciline was withdrawn from the UK
market in 2021 and not available again until August 2024). Another example refers to e-cigarettes,
which in the UK are widely recognised as an important aid to support smoking cessation and harm
reduction, especially in multiply disadvantaged populations, and are recommended as part of national
clinical guidance for treating tobacco dependence [14]. We appreciate that these UK-specific design
aspects limit relevance and generalisability to other settings. Another limitation of this study is the
potential for contamination in the control group. However, we will assess and estimate the
presence/extent of this, and the need to change the unit of randomisation to clusters. Secondly, this
is a multi-component intervention which makes it difficult to delineate impact very clearly. The process
evaluation will aim to provide insights on the importance of individual intervention components. The
study is focused on acute adult mental health departments, limiting generalisation beyond this setting.
Broad inclusion criteria were chosen to reflect an overall inclusive approach that aligned with real-
world clinical practice and ensured a diverse sample of patients with varying levels of tobacco
dependence and severity of mental illness could be included. While we recognise that engagement in
research can be more challenging for individuals with severe illness, restricting by illness severity could
have limited recruitment and applicability to routine care. Patients in PICUs are excluded due to their
high levels of acute distress and limited capacity to engage in research. Beyond this, all eligible patients
will be approached, and randomisation should help balance differences in illness severity between
groups. We will also collect baseline clinical and demographic data to explore potential differences in

engagement and retention across participants, which will help refine recruitment strategies for a
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future full trial. Additionally, usual care is heterogeneous and policy/practice landscapes are shifting
rapidly. We will collect information on what usual care entails on each inpatient ward. Another
limitation is that, although the study includes a population with a high prevalence of serious mental
illnesses such as psychosis and bipolar disorder, the impact of smoking cessation on the course or
severity of these specific conditions is not directly assessed. While general measures of mental health
(e.g., depression and anxiety scales) are included, these do not allow for disorder-specific analysis. As
such, potential changes in symptoms of psychosis or mood instability related to tobacco abstinence
will not be captured in this feasibility trial. This limits our ability to draw conclusions about the
psychiatric safety or benefits of the intervention for these diagnostic groups. Future studies should
consider incorporating condition-specific psychiatric outcome measures where relevant. A final
limitation of the feasibility study is the decision not to record treatment sessions for fidelity
assessments. This was primarily due to logistical and ethical concerns relating to a study population of
often severely and acutely unwell mental health inpatients, including patient confidentiality and
consent, as well as the resources required to review these. While session recordings are a valuable
method for assessing fidelity, we are relying on self-report by clinicians for this study. We recognize
that this could affect the accuracy of fidelity monitoring and will consider this limitation in interpreting

the findings.

The primary aim of this feasibility study is to assess recruitment, retention, and data collection
processes rather than to evaluate intervention effectiveness. We have not planned direct comparisons
between groups because the small sample size increases the risk of unreliable or misleading estimates.
Instead, our focus is on assessing the feasibility of a full-scale trial, which, with an adequately powered
sample will allow for a robust evaluation of effectiveness. The insights gained from this study, if

successful, will be critical in refining the design of a future trial.

If effective and implemented in NHS mental health settings, the SCEPTRE intervention will directly
benefit patients (and their families) and has the potential to save lives and NHS resources, and to

decrease health inequalities that exists for people with mental health conditions.
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Figure 3: Standard Protocol Items: Recommendations for Interventional Trials (SPIRIT) Figure —

schedule of enrolment, intervention and data collection
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