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[bookmark: _heading=h.30j0zll]Summary
	Title
	IMPACT Smoking cessation support for people with severe mental illness in South Asia (IMPACT 4S): a protocol for a randomised controlled pilot and feasibility trial for a combined behavioural and pharmacological support intervention 

	Short Title
	IMPACT 4S pilot and feasibility trial

	Version 
	[bookmark: _heading=h.kgcv8k]V 1.3

	Date 
	22/03/2021

	ISRCTN
	ISRCTN34399445

	Study design 
	Randomised controlled pilot and feasibility trial

	Study duration
	36 months (twenty-four months adaptation, nine months recruitment + follow-up, three months data analysis and report writing)

	Population
	Adults with severe mental illness (i.e. schizophrenia, schizoaffective disorder, bipolar affective disorder, psychosis, severe depression with psychosis)

	Setting
	Mental health facilities in India and Pakistan

	Treatment(s)
	Brief advice: five minutes, face-to-face, one-to-one smoking cessation counselling session and an information leaflet.
Combined behavioural and pharmacological support intervention (IMPACT 4S intervention): The intervention comprises of up to 15 one-to-one and/or  remotely delivered smoking cessation counselling sessions, each lasting between 15-40 minutes and spread over three/four months,  breath carbon monoxide monitoring and feedback, pharmacotherapy (bupropion and/or nicotine replacement therapy), and an information leaflet. Remote sessions can be delivered using a number of different options such as telephone or video platforms (e.g. What’s App, messenger, Zoom etc.).

	Study aim 
	To adapt an evidence based, combined behavioural and pharmacological support intervention for smoking cessation among people with severe mental illness; and test the feasibility of delivering and evaluating it in India and Pakistan.

	Study outcome(s) 
	Primary outcomes (feasibility and acceptability)
1. Recruitment rates: Quantitative assessment of the acceptability of the research will be assessed by numbers screened, number eligible and those agreeing to participate.
2. Reasons for ineligibility/non-participation/non-consent of participants.
3. Length of time required to achieve the required sample size.
4. Retention in study: Assessed as a proportion of those enrolled in the study who are successfully followed-up at six months.
5. Retention in treatment: Evaluated by number of study intervention sessions attended as one measure of the feasibility and acceptability of the trial interventions to participants.
6. Intervention fidelity during the delivery of the behavioural support within the IMPACT 4S intervention, as well as for brief advice (BA), assessed as one measure of feasibility of intervention delivery.
7. Smoking cessation pharmacotherapy adherence: For those in the IMPACT 4S arm, adherence to smoking cessation pharmacotherapy will be assessed as one measure of the feasibility and acceptability of the smoking cessation pharmacotherapies to participants.
8. Data completeness: Data will be checked for completeness as another measure of acceptability and feasibility of data collection methods, and to identify problem areas and solutions.
Secondary outcomes
9. [bookmark: _Hlk67424725]Self-reported or family/carer reported continuous smoking abstinence for at least six months (only five instances of smoking allowed during the total six months) which is biochemically verified by CO concentration (CO concentration <7ppm) at six months follow-up.  This will be assessed at the longest possible follow-up point for those participants where it might not be possible to have a six months follow-up.
10. Point abstinence, defined as a self-report or family/carer report of not smoking in the previous 7 days, assessed at one, three and six months follow-up. This will be assessed at the longest possible follow-up point for those participants where it might not be possible to have a six months follow-up.
11. Cost of delivering the IMPACT 4S and the BA interventions.

	Number of participants
	172 in total (86 in India; 86 in Pakistan)

	Main inclusion/ exclusion criteria
	Inclusion Criteria 
· [bookmark: _Hlk67398101]Adults (≥18 years old) with SMI (i.e. schizophrenia, schizoaffective disorder, bipolar affective disorder, psychosis, severe depression with psychosis) 
· Considered to be stable by the mental health clinical team 
· Self-reported current smoker of any form of smoked tobacco product (including cigarettes, bidis, waterpipe etc) for at least 6 months 
· Smoking on >25 days in the past month
· Able to provide informed consent
· Attending / remotely accessing services from included institutions during the study period 
· Willing to cut down or quit smoking
· [bookmark: _Hlk67315336]Willing and able to attend up to 15 face-to-face and/or remotely delivered counselling sessions
· Living in the Rawalpindi district in Pakistan, and in Bangalore urban and rural, nearby/neighbouring districts in India.
Exclusion Criteria 
· Pregnant or breastfeeding women 
· Comorbid drug and alcohol problems 

	Estimated period of recruitment 
	6 months

	Total duration per participant 
	6 months

	Statistical methodology 
	Quantitative analysis will focus on descriptive summaries. For each group the numbers of individuals approached, randomly assigned, receiving intended treatment, completing the study protocol, and providing outcome data will be summarised.  The number of individuals withdrawing from the intervention and/or the trial, and where available, the reasons for withdrawal, will be summarised by trial arm.  For each data collection point the number of non-responders will be calculated and attendance rates compared.  A CONSORT diagram will be provided to display the flow of participants through the study.  

	Sponsor
	University of York

	Funder
	National Institute of Health Research [Grant reference number 17/63/130]
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1. [bookmark: _Toc66101199]
Introduction
The rapidly increasing burden of mental disorders now accounts for one in every 10 years of health lost globally.1,2 People with severe mental illness (SMI)(schizophrenia, bipolar disorder, other psychoses and severe depressive disorder) constitute one of the world’s most vulnerable populations,3 facing huge health and socioeconomic inequalities, with twice the mortality3 and 10-25 years lower life expectancy than the general population.4 This is principally attributable to coexisting physical disorders,5 due to adverse lifestyle choices, such as smoking, alcohol use, diet, illicit drug use, poor diet and physical inactivity.6 Global health policies and research agendas have, therefore, prioritised addressing the physical health of people with SMI,7 with an emphasis on interventions targeting health risk behaviours.8 

Tobacco use is the leading modifiable contributor to morbidity and mortality worldwide, causing seven million deaths: approximately six million as a result of direct tobacco use, of which 270,000 are from smokeless tobacco use; and around 890 000 as a result of non-smokers being exposed to second-hand smoke.9,10 Annually tobacco use results in the loss of 45.9 million disability adjusted life years (DALYs) worldwide: around 35 million DALYs are lost as a result of direct tobacco use, of which 6.4 million DALYs lost are from smokeless tobacco use;11,12 and 10.9 million DALYs are lost due to second hand smoke exposure.9,10 Global tobacco-related deaths are expected to reach more than eight million by 2030;13 80% of these deaths will be in low and middle income countries (LMICs),14 with half occurring in working age adults, causing significant loss to economic productivity.15 

South Asian countries have some of the highest rates of tobacco use.16,17 For example, in India 28.6% of all adults (42.4% of men and 14.2% of women) use some form of tobacco; with the smoking prevalence being approximately 10% for all adults (19% for men and 2% for women).18 For Pakistan, about 19.1% of all adults (32% of men and 5.8% of women) use some form of tobacco, with the smoking prevalence being 12.4% overall among adults (22.2% among men and 2.1% among women).19 21.4% (29.6% for men and 12.8% for women) and 7.7% (11.4% of men and 3.7% of women) of the adult population in India and Pakistan, respectively, use smokeless tobacco.18,19

Tobacco use prevalence is particularly high in people with SMI, with estimates ranging from 50-90%.20 Specifically, smoking prevalence among SMI is estimated to range from 40 to 60%.20,21 Limited data from South Asian studies suggest smoking prevalence as high as 50% among people with SMI.21  People with SMI also smoke more heavily, have more severe nicotine dependence, and face worse health outcomes as a result of tobacco.22 Although smoking is one of the most common modifiable unhealthy behaviours among people living with SMI,23 benefits of smoking cessation programmes have not been extended to this population. There has been almost no reduction in smoking prevalence among people with SMI, even in high income countries (HICs), despite the dramatic reduction in smoking rates in the general population that has occurred during the past 40 years.23 The reasons for this include “diagnostic overshadowing” whereby physical health is neglected in the presence of a mental illness diagnosis; and the unsuitability of interventions designed for the general population that are predicated on high levels of cognitive function, literacy, health literacy, motivation and self-efficacy, all of which may be compromised by SMI.6,24 For example, for the general population, individual counselling has been shown to increase the chance of quitting by between 40% and 80%, compared to minimal support,25 whilst group support has been shown to increase the chances of quitting by 88% compared to self-help programme.26 For people with SMI however, there has been mixed results from low quality studies in HIC.  Some studies have concluded behavioural support interventions were effective but others have found that they do not increase the chances of quitting smoking among adults with SMI.27-29 Nevertheless, available HIC evidence to date suggests that pharmacotherapies alone (bupropion and varenicline),30 or in combination with behavioural support31 are safe, effective and acceptable for smoking cessation in adults with SMI. 

Tailored smoking-cessation interventions that take account of some of the challenges among people with SMI have been developed for HICs29 (although the evidence-base remains limited), but not for LMICs. Differing patterns of tobacco use, diet, health service provision, and regulatory approaches mean that evidence from an HIC cannot be directly translated to a LMIC. Interventions targeting South Asian countries would need to take into account the high prevalence of smoking. The cultural perceptions of smoking may also differ between Western countries and countries in South Asia. In addition, many of the currently existing smoking-cessation studies among people with SMI have been judged to be low quality in general,29,32 and this needs to be strengthened.

2. [bookmark: _Toc66101200]Study aims
2.1. [bookmark: _Toc66101201]Overall aim
To adapt an evidence based, combined behavioural and pharmacological support intervention (hereafter referred to as the IMPACT 4S intervention) for smoking cessation among adults with SMI attending mental health facilities in India and Pakistan, and test the feasibility and acceptability of delivering and evaluating it. 
[bookmark: _Toc66101202]
2.2. [bookmark: _Toc66101203]Objectives
1. To adapt an evidence based intervention (IMPACT 4S) for smoking cessation for people with SMI.
2. To test the feasibility and acceptability of delivering the IMPACT 4S intervention for smoking cessation among people with SMI 
3. To test the feasibility and acceptability of carrying out a definitive trial to evaluate the effectiveness and cost-effectiveness of the IMPACT 4S intervention for smoking cessation among people with SMI

2.3. [bookmark: _Toc66101204]Research questions 
2.3.1. [bookmark: _heading=h.1t3h5sf]Delivering the intervention (for both face-to-face and remote modes)
a) What is the feasibility of delivering the IMPACT 4S intervention for smoking cessation in people with SMI?
b) What is the acceptability of the IMPACT 4S intervention among people with SMI who are smokers and psychology graduates and social workers who deliver the intervention?
c) What adaptations need to be made to the IMPACT 4S intervention before it is evaluated in a definitive trial? 

2.3.3. [bookmark: _heading=h.4d34og8]Recruitment, Randomisation and Retention
d) What are the overall recruitment, enrolment and attrition rates?
e) What are the attrition rates per trial arm?

2.3.4. [bookmark: _heading=h.2s8eyo1]Identification of measures for data collection 
f) What is the feasibility and acceptability of collecting data using the proposed tools and methods for baseline and follow-up variables at one, three and six months? 
What is the feasibility and acceptability of measuring breath carbon monoxide (CO) levels for biochemical validation of smoking cessation status?
[bookmark: _Toc66101205]
3. [bookmark: _Toc66101206]Overall study design 
The study consists of three main components: i) intervention adaptation that will last for six months; ii) pilot and feasibility trial (including the collection of effectiveness and cost-effectiveness data) that will last for 12 months; and iii) process evaluation embedded within the feasibility trial period. These are described below. 
[bookmark: _heading=h.3rdcrjn][bookmark: _Toc66101207]
4. [bookmark: _Toc66101208]Intervention Adaptation 
The intervention will be based on three behavioural support intervention manuals from the SCIMITAR+,33 and TB & Tobacco34 trials, as well as the “Tobacco use: A Smart Guide” which is a quitting program developed by the National Institute of Mental Health and Neuro Sciences Resource Centre for Tobacco Control Bangalore, India.35 We will use an iterative co-design approach comprising 3-5 intervention development workshops with smoking cessation specialists, behavioural scientists, policymakers, practitioners and people with SMI aged 18 or over who smoke. The workshops will identify the processes through which behaviour change occurs (mechanisms of action [MOAs]),9,36,37 and behavioural change techniques (BCTs) that are important for changing smoking behaviour among adults with SMI who smoke38 using the information gathered from rapid reviews of literature and the views of smoking cessation experts within our study group. MOAs and BCTs will be chosen based on perceived strength of association with smoking cessation and modifiability within this population. The workshops will also be used to refine the modes of delivery for the intervention. Following the workshops, the research team will further expand the selected MOAs, BCTs, modes of delivery into “core” intervention modules (e.g. problem-solving) and manuals that are potentially applicable. 

We will then hold two consultation workshops per country with people with SMI who smoke where we will present our intervention modules and seek their views on the acceptability of the intervention modules, activities, key messages, and materials, and ideas for improving them, particularly in terms of making them culturally relevant for each of the two countries. The findings will be utilised to refine the intervention manuals and modules.
[bookmark: _heading=h.lnxbz9]
5. [bookmark: _Toc66101209]Feasibility testing  
This is a parallel open label randomised, controlled pilot and feasibility trial in which participants will be allocated 1:1 to the following two arms: 
· Arm 1: Brief advice  
· Arm 2: IMPACT 4S intervention

5.1. [bookmark: _Toc66101210]Details of the interventions
5.1.1. Arm 1: Brief advice   
[bookmark: _Hlk63259820][bookmark: _Hlk63260018]Participants randomised to trial arm 1 will receive brief advice (BA) adapted from a community-based trial of tobacco cessation in India.39 As part of BA, participants will receive verbal information on the harmful effects of tobacco and will be advised to stop smoking. BA will be delivered by trained psychology graduates in Pakistan and psychology graduates and social workers in India on the same day as enrolment and will last up to five minutes. This will be a one-time interaction: participants in this trial arm will not have any further BA sessions with the psychology graduates and social workers. Participants will be provided with an information leaflet containing the same advice in a written format to take home.

5.1.2. Arm 2: IMPACT 4S intervention 
The participants randomised to trial arm 2 will receive a behavioural support intervention adapted during the intervention adaptation phase, breath CO monitoring and feedback, pharmacotherapy (bupropion and/or nicotine replacement therapy), and the same information leaflet as for the BA arm to take home. 

The behavioural support will include BCTs chosen from a BCT taxonomy from a European context as no similar taxonomy has yet been developed for smoking cessation in LMICs40 and will also include BCT previously used for smoking cessation India.41 The BCTs will include goal setting, problem solving, social support, information about health consequences and adding objects to the environment. Participants will be encouraged to: (1) reduce smoking to quit, (2) set their own quit dates and (3) make several attempts to quit if their initial attempt fails. The IMPACT 4S intervention has been designed for either face-to-face, remote, or a combination of both face-to-face and remote sessions, to allow adaptation to practical feasibility and participants’ preferences. Remote sessions can be delivered using a number of different options such as telephone or video platforms (e.g. What’s App, messenger, Zoom etc.). The IMPACT 4S Intervention comprises of up to 15 one-to-one counselling sessions, each lasting between 15-40 minutes duration. Each session will be delivered by trained psychology graduates in Pakistan and psychology graduates and social workers in India. Delivery will be facilitated through the use of an intervention manual/guide, a flipbook containing key messages on how to quit smoking, and participants’ resource material. In the case of face-to-face delivery, the manual or flipbook will help intervention delivery staff to deliver messages via photo images on the front of the slides and text on the back of slides and same messages will be reiterated in posters and leaflets. This type of intervention delivery involving face-to-face mode is familiar for health and social workers as well and counsellors in these settings and has been found feasible and acceptable in the TB & Tobacco trial being conducted in Bangladesh and Pakistan.34 In order to facilitate the remote delivery of the intervention: 1) an adapted remote intervention manual will be use to deliver the intervention in a way that is consistent with face-to-face sessions; and 2) participants will be supplied with a set of seven-colour coded information sheets in advance that will provide information for each session, including any relevant ‘tasks’ that the participant will be required to complete for each session (e.g. smoking diary, reviewing the checklist for quit day and noting down reasons for stopping. 

In addition, participants in this arm will get breath CO monitoring and feedback on their breath CO levels during face-to-face counselling session. CO monitoring is a valuable motivational tool for smokers. Research has shown that smokers are more likely to make a successful quit attempt if a CO breath monitor is used as part of a supported and structured quit plan.42,43 In case of remote delivery when CO breath monitoring is not possible, CO readings would be discussed at every appointment during remote delivery in the same way as they would for face to face. The only difference being, instead of carrying out a carbon monoxide reading, advisors would give example readings of what they would expect to see based on the patient’s level of smoking or progress in quitting smoking.

[bookmark: _Hlk68860754]Participants in this arm will also be offered pharmacological support to aid smoking cessation (nicotine replacement therapy or bupropion either separately or ideally in combination). Pharmacotherapies will be provided for a minimum period of three months.  Participants who opt to take bupropion will be referred to their medical doctor for assessing suitability of prescribing bupropion.  Participants will be offered sustained-release bupropion, 150 mg/d for the first week and 300 mg/d thereafter. The pharmacological support will be provided for free within the trial. The participants will be scheduled for prescribed medication collection during their face-to-face sessions. In case of changes in mobility restrictions as complying to the local government guideline for managing the upcoming Covid-19 pandemic situation, all scheduled prescribed medication shall be dispatched to the participants’ residential address by post. 

 The psychology graduates and social workers with similar levels of training and experience on smoking cessation interventions will deliver the behavioural support in the IMPACT 4S intervention for and the brief advice for people on both arms. The people delivering the interventions will receive relevant training on the intervention they will be delivering.  The duration of training will be half a day for the brief advice intervention, and one to two days for the IMPACT 4S intervention. During the intervention delivery period, the psychology graduates and social workers delivering trial interventions will also receive ongoing support and supervision from the experienced team members. 

5.2. [bookmark: _Toc66101211]Study sites and settings 
In India the feasibility trial will be conducted at the National Institute of Mental Health and Neurosciences (NIMHANS), Bangalore, a tertiary care neuropsychiatric institute. In Pakistan the feasibility trial will be conducted at the Institute of Psychiatry (IoP), Rawalpindi. 
[bookmark: _heading=h.2jxsxqh]
5.3. [bookmark: _Toc66101212]Study Population 
Outpatients with SMI seeking care in either of the participating mental health institutions.
[bookmark: _heading=h.3j2qqm3]
5.4. [bookmark: _Toc66101213]Eligibility 
5.4.1. Inclusion Criteria 
· Adults (≥18 years old) with SMI (i.e. schizophrenia, schizoaffective disorder, bipolar affective disorder, psychosis, severe depression with psychosis) 
· Considered to be stable by the mental health clinical team 
· Self-reported current smoker of any form of smoked tobacco product (including cigarettes, bidis, waterpipe etc) for at least 6 months 
· Smoking on >25 days in the past month
· Able to provide informed consent
· Attending / remotely accessing services from included institutions during the study period 
· Willing to cut down or quit smoking
· Willing and able to attend up to 15 face-to-face and/or remotely delivered counselling
· Living in the Rawalpindi district in Pakistan, and in Bangalore urban and rural districts in India

5.4.2. Exclusion Criteria 
· Pregnant or breastfeeding women 
· Comorbid drug and/or alcohol problems 

5.5. [bookmark: _Toc66101214]Recruitment 
Patients from NIMHANS, Bangalore, India and IoP, Rawalpindi, Pakistan who are diagnosed with SMI (schizophrenia, schizoaffective disorder, psychosis, bipolar disorder, depression with psychotic symptoms) and are current smoked tobacco users, will be referred to the study team by their care team. A screening form based on the eligibility criteria (see section 5.4.) will be used to identify eligible participants.44 All recruitments to be done through face-to-face mode. 

Participants from the IMPACT survey (i.e., a currently ongoing survey led by members of our study team and gathering data on the physical comorbidities and lifestyle-risk behaviours, including smoking, among people with SMI in India and Pakistan), who are smokers and have agreed to be contacted for future studies, will also be contacted and asked if they wish to participate in the study.

5.6. [bookmark: _Toc66101215]Eligibility assessment
Each participant will be allocated a unique screening number. In addition, the following anonymised individual information will be collected and stored in a secure study database: age; gender; SMI diagnosis; current smoking status; eligibility criteria; and time taken for screening. For those identified as not being eligible for the study, the reason for exclusion will also be recorded. 

Individuals who meet the eligibility criteria will be invited to participate in the study. They will receive a detailed study information sheet including the following information: the purpose of the feasibility study; the study procedures including details of interventions, process of randomisation, the collected information and the frequency and timing of data collection, breath CO monitoring; the potential benefits or risks of participating in the trial; information on privacy and confidentiality of the participants’ data, and how it will be processed; and participant’s rights, including voluntary nature of the trial and the right to discontinue participation at any time in the trial without any consequences. The information sheet will also provide contact details of a research team member in case they wish to seek more information or clarity. In the circumstance that a potential participant is unable to read or write, the researcher will provide facilitation by reading out the information sheet to both the participant and the carer if present and will respond to their queries. Participants will be given 24 hours to discuss the information with family members or friends before making a decision if they require it. 

5.7. [bookmark: _Toc66101216]Consent
Informed consent will be obtained before any study specific baseline assessments. Once the participants are familiar with the intent and purposes of the study, and have clarified their queries with the researcher, those willing to participate will be invited to provide written consent. We will follow a formal informed consent procedure where each participant will provide their full name and signature or, if they cannot write, a thumb impression (with a witness present) as allowable according to the ethics requirements in India and Pakistan. One copy of the consent form will be securely stored in a locked filing cabinet at the trial sites in India and Pakistan, separate from the rest of the trial data. Each study participant will get a copy of their signed informed consent form, and the information sheet to take home for their records. 

[bookmark: _Hlk67424167]All consenting individuals will be registered in a secure study database, using their name, age, address, and unique study ID (see section 5.10. for the procedure for allocating study IDs). Only the principal investigators, country investigators, trial coordinators, and researchers involved in collecting, quality checking and entering data will have access to these identifiable data at any stage of the trial mainly to facilitate participant follow-up. Identifiable data will be stored separate to the baseline and follow-up data. For the purpose of baseline and follow-up data collection and conducting analyses, only the unique study IDs will be used, thereby ensuring anonymity of data.  

5.8. [bookmark: _Toc66101217]Withdrawals
Participants will be free to withdraw consent and leave the trial at any time without giving a reason. Written information on who to contact if they wish to withdraw from the trial will be provided to all participants. They will be able to withdraw by letting any member of the research team know that they wish to do so. If a participant withdraws consent to participate, no further data will be collected from them. However, data collected up to the point of withdrawal will be retained and used in the analysis, except where withdrawal of consent for the use of this data is explicit, in which case all data will be destroyed.

5.9. [bookmark: _Toc66101218]Reimbursements
Participants will not be offered any personal incentive for taking part in the trial. However, at every visit each trial participant will receive reimbursement of actual travel cost. In addition, they will receive INR 250 (India)/PKR 500 (Pakistan) as compensation for time spent. The amount of reimbursement will be reviewed by the local/National Ethics Review Boards as per local prerequisites.

5.10. [bookmark: _Toc66101219]Randomisation procedure 
Those eligible participants who consent will be allocated a study ID and randomly assigned to one of the trial arms using a computer-generated blocked stratified (by country) randomisation sequence created using Stata version 15 (or later) with an allocation ratio of 1:1. A statistician based at the University of York, who is not involved in the recruitment of trial participants, will generate the randomisation sequence and produce the opaque sealed envelopes as detailed below.  

5.11. [bookmark: _Toc66101220]Trial arm allocation 
Participants will be allocated to trial arms using opaque sealed envelopes stored securely at the central research office. After a participant has provided written informed consent, a researcher will make a phone call to the country specific trial manager who will be based at the central research office.  Upon being provided with basic participant information, the trial manager will allocate the next envelope in the sequence to the participant. Up until this point, both the trial manager and the research officer will be unaware of the trial arm associated with the envelope.  After opening the envelope, the trial manager will indicate to the researcher whether the participant will receive the IMPACT 4S intervention or brief advice and the envelope number and allocation will be recorded on the participant record. 

5.12. [bookmark: _Toc66101221]Blinding
Blinding the participants and clinicians from knowing who is receiving the IMPACT 4S intervention or BA is not feasible.  Outcome data collection and data analysis will also not be fully blinded. 

5.13. [bookmark: _Toc66101222]Measures to avoid/ minimising bias
The process of randomisation will minimise the chance of selection bias. In order to minimise loss to follow-up, participants will be requested to inform the trial team of any relevant changes, for example if they plan to relocate or their contact details change. Researchers will also be in regular contact with the participants via the phone. Participants will be informed about follow-up prior to the date. Information materials in the appropriate language will be provided to ensure participants understand clearly what the expectations would be if they decide and give consent to participate in the trial.
[bookmark: _heading=h.2p2csry]
5.14. [bookmark: _Toc66101223]Study outcomes
The study will focus on the following primary (feasibility and acceptability) and secondary outcomes.

5.14.1. Primary outcomes
1. Recruitment rates: Quantitative assessment of the acceptability of the research will be assessed by numbers screened, number eligible and those agreeing to participate.
2. Reasons for ineligibility/non-participation/non-consent of participants.
3. Length of time required to achieve the required sample size.
4. Retention in study: Assessed as a proportion of those enrolled in the study who are successfully followed-up at six months.
5. Retention in treatment: Evaluated by number of study intervention sessions attended as one measure of the feasibility and acceptability of the trial interventions to participants.
6. Intervention fidelity during the delivery of the behavioural support within the IMPACT 4S intervention, as well as for BA, assessed as one measure of feasibility of intervention delivery.
7. Smoking cessation pharmacotherapy adherence: For those in the IMPACT 4S arm, adherence to smoking cessation pharmacotherapy will be assessed as one measure of the feasibility and acceptability of the smoking cessation pharmacotherapies to participants.
8. Data completeness: Data will be checked for completeness as another measure of acceptability and feasibility of data collection methods, and to identify problem areas and solutions.
5.14.2. Secondary outcomes
9. Self-reported or family/carer reported continuous smoking abstinence for at least six months (only five instances of smoking allowed during the total six months) which is biochemically verified by CO concentration (CO concentration <7ppm) at  six months follow-up.45 This will be assessed at the longest possible follow-up point for those participants where it might not be possible to have a six months follow-up.
10. Point abstinence, defined as a self-report or family/carer report of not smoking in the previous seven days, assessed at one, three and six months follow-up. This will be assessed at the longest possible follow-up point for those participants where it might not be possible to have a six months follow-up.
11. Cost of delivering the IMPACT 4S and the BA interventions.

5.15. [bookmark: _Toc66101224]Baseline and follow-up data collection
Data will be measured and collected from participants and carers face-to-face at baseline, one, three and six months. Data will be either be entered in paper format or directly into an online survey tool (Qualtrics)46 using tablets. 

5.15.1. Demographic data (baseline)
The information on age and gender collected at the participant eligibility screening stage will be verified by asking the participant. We will also collect data on education, occupation, marital status, and on the possession of a number of household items to determine socio-economic status following the demographics module of the STEPs WHO questionnaire.47 

5.15.2. Psychiatric medication use (baseline, one, three and six months)
Details of psychiatric medication that the participant is taking will be taken at baseline, and verified at each follow-up visit, in-order to capture any changes.

5.15.3. Smoking status (baseline, one, three and six months)
Self-reported or family/carer reported smoking status will be assessed using the smoking questions from the GATS survey.48 At six months, self-reported smoking status will be biochemically verified by a CO level of <7ppm for those reporting that they have quit smoking, as per the Russell Standard.45 When a participant self-reports abstinence with an elevated CO level of >7ppm, the biochemical verification will supersede the self-report and the participant will be defined as a smoker. 

5.15.4. Nicotine dependence and urge to smoke (baseline, one, three and six months)
The heavy smoking index will be used to assess nicotine dependence from smoked tobacco.49 The Mood and Physical Symptoms Scale (MPSS)50 will also be administered. The scale assesses withdrawal symptoms including anxiety, depression, irritability, restlessness, hunger, concentration and sleep. 

5.15.5. Quitting smoking intentions, motivations and behaviors (baseline, one, three and six months)
The four item motivation to quit (MTQ) questionnaire33  will be used to measure motivation to quit smoking. It is scored by summing the responses to each item. The scores range from 4 to 19 where a higher score indicates greater motivation to quit. Questions from the Global Adult Tobacco Survey (GATS)48 will also be used to assess smoking cessation intentions, motivations and behaviours.

5.15.6. Mediators of smoking cessation (baseline, three and six months)
A set of questions related to the interventions’ behaviour change targets will be developed during the intervention adaptation phase and used to assess the mediators of smoking cessation in this study.  

5.15.7. Quality of life (baseline, three and six months)
The EQ-5D-5L51,52 will be used to measure health-related quality of life (HRQoL). EQ-5D is a standardised measure of health status developed by the EuroQol Group in order to provide a simple, generic measure of health for clinical and economic appraisal, where health is characterised on five dimensions (mobility, self-care, ability to undertake usual activities, pain/discomfort, anxiety/ depression).   

5.15.8. Health services use (baseline, three and six months)
Participant use of health services and other smoking cessation services outside the study will be assessed. A health service utilisation questionnaire previously used in some of our studies such as the MCLASS trials53  or the Client Service Receipt Inventory, adapted to the context of Pakistan and India,, will be used to collect number and type of contacts with doctors, hospital admissions, pharmacy visits and medication prescriptions for all participants. Information on contact with traditional healers will also be recorded.

5.15.9. Mental and physical health (baseline, three and six months)
PHQ-954 will be used to measure depressive symptoms. This nine item questionnaire is scored from 0 to 27, and a higher score indicates more severe depressive symptoms. The GAD-755 will be used for measuring anxiety. This seven-item instrument is scored from 0 to 21, with a higher score indicating more severe anxiety. The SF-12 which consists of two subscales: a physical health component and a mental health component will also be administered.  Both components are scored from 0 to 100, with 0 indicating the lowest level of health and 100 the highest level of health measured by the scale.56

5.15.10. Physical body measurements (baseline, three and six months)
Physical body measurements will include height and weight which will be measured by trained personnel according to the WHO protocols.57 These will be used to determine the body mass index.

5.15.11. Smoking cessation pharmacotherapy adherence (one and three months)
For the IMPACT 4S group, self-reported medication adherence to smoking cessation pharmacotherapies will be assessed retrospectively based on a 4-day recall.58 

An adherence index will be calculated by the formula:

Total number of doses taken   		X 100
Total number of doses prescribed

Participants with more than 80% of adherence will be considered as having high adherence and those with less than 80% will be considered as having low adherence.59 Participants who report missed doses will be asked to provide reasons for missing their medications. 

5.15.12. Participants’ preference between face-to-face and remote delivery of intervention for those who are on the IMPACT 4S intervention arm (at baseline)
Participants will be asked to indicate their preferred mode of intervention delivery (face-to-face or remote), and the reasons for their preference.

5.15.13. Carers/ family members involvement (at baseline)
Participants will be asked to indicate whether they had been accompanied by a carer or family member at any of the intervention session, and whether they received help with any of the intervention activities from a carer/ family member.

5.16. [bookmark: _Toc66101225]Frequency and duration of follow-up
Following randomisation and baseline data collection, participants in each arm will be followed up at one, three and six months post-randomisation. At each follow-up visit, a trained researcher will administer a structured follow-up data collection form to the trial participant, obtaining information according to the follow-up schedule below (Table 1). The study flow diagram is given in Figure 1 below.

Table 1. Baseline and follow-up measurement 
	Measurement 
	Baseline 
	1 month 
(Follow-up 1)
	3 months
(Follow-up 2) 
	6 months 
(Follow-up 3)

	Demographic data 
	X
	
	
	

	Preference for mode of intervention delivery
	X
	
	
	

	Carers/ family members’ involvement 
	X
	
	
	

	Details of psychiatric medication
	X
	X
	X
	X

	Smoking status
	X
	X
	X
	X

	Nicotine dependence and urge to smoke
	X
	X
	X
	X

	Quitting smoking intentions, motivations and behaviours
	X
	X
	X
	X

	Mediators of smoking cessation
	X
	
	X
	X

	Health-related quality of life
	X
	
	X
	X

	Mental and physical health
	X
	
	X
	X

	Health services use 
	X
	
	X
	X

	Physical body measurements (height; weight)
	X
	
	X
	X

	Smoking cessation pharmacotherapy adherence
	
	X
	X
	X

	Process evaluation questionnaire and interviews
	
	
	X
	







Figure 1. Trial scheme diagram
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5.17. [bookmark: _Toc66101226]Data collection and entry
Researchers in India and Pakistan will screen and recruit participants, and collect baseline and follow up information at one, three and six months. These researchers will receive three days training on trial procedures including taking informed consent, administering and completing the questionnaires and ethical issues such as autonomy of individual participants on making decisions about participation, freedom to withdraw from the trial without giving any reason or consequence, privacy, confidentiality, anonymity. 

Data will be entered either in paper format or directly into an online survey tool (Qualtrics), 46 a secure and password protected resource available at the University of York. Collected data will be stored on a central database server.

All data will be stored and transferred following Health Insurance Portability and Accountability Act protocol. Any transfer of data from study sites to the University of York will be via the University of York’s secure and encrypted Drop-Off service. The staff involved in the trial will be trained on data protection processes. The staff will be strictly monitored to ensure compliance with privacy standards.

5.18. [bookmark: _Toc66101227]Sample size and statistical analysis
5.18.1. Sample size 
This will be an external feasibility trial and the main purpose is to explore the feasibility of the new intervention and the methods of recruitment, randomisation and follow up for a full trial.  The sample size calculations are based on estimating participation and attrition rates and event rates of the primary outcome. If we identify 344 eligible subjects we will be able to estimate a participation rate of 50% to within a margin of error of ±5% and an attrition rate of 30% to within ±8%.60 Furthermore, an external feasibility study of at least 120 measured participants will provide robust estimates of event rates to inform the sample size calculation for the subsequent larger definitive fully powered trial.61 We will therefore aim to enrol 172 (86 per country) participants in the study in order to retain 120 for analysis assuming an attrition rate of 30%.

5.18.2. Statistical analysis 
Quantitative analysis will focus on descriptive summaries. For each group the numbers of individuals approached, randomly assigned, receiving intended treatment, completing the study protocol, and providing outcome data will be summarised.  The number of individuals withdrawing from the intervention and/or the trial, and where available, the reasons for withdrawal, will be summarised by trial arm.  For each data collection point the number of non-responders will be calculated and attendance rates compared.  A CONSORT diagram will be provided to display the flow of participants through the study.  

5.19. [bookmark: _Toc66101228]Analysis of economic and quality of life data
The completeness of returned HRQoL and health care utilisation data will be assessed to inform an economic evaluation alongside a full RCT.  Returned service use data will be used to revise questionnaires used in a full trial.  

Costs of delivering the interventions will be measured by recording the resources utilised in the delivery of the IMPACT 4S intervention (including behavioural support, CO monitoring and feedback, pharmacotherapy, costs for telephone/remote modes, client information-sheets, advisor’s resource for clients’ records and information leaflet costs) and BA (including the counselling and information leaflet). We will also capture the costs of intervention setup, training, as well as ongoing support and supervision of the personnel delivering the intervention. We will capture participant travel costs and travel time to attend intervention sessions, including whether they were accompanied by carers/families, and the related travel and time costs. For each trial arm, the costs of providing the intervention (including set-up, training, and ongoing support and supervision) will be calculated.  Given the sample size, we would not conduct a full economic evaluation at this stage, as a much larger RCT is needed to undertake a cost-effectiveness analysis.

6. [bookmark: _Toc66101229]PROCESS EVALUATION 
The process evaluation will be informed by the Medical Research Council guidance for process evaluation62 which identifies three components: implementation, mechanisms of impact and context. 

6.1. [bookmark: _Toc66101230]Implementation (feasibility) and context
Once delivery of the IMPACT 4S and brief advice interventions are completed, the psychology graduates and social workers who delivered these interventions will be interviewed to explore their experiences, including the acceptability of the interventions and the barriers and drivers to delivery including contextual factors such as the health facility environment. 

6.2. [bookmark: _Toc66101231]Implementation (fidelity)
Fidelity to delivering the behavioural support and brief advice interventions will be assessed using a fidelity index. This consists of two sub-indices: The Adherence Index that assesses adherence to the intervention activities; and the Quality Index, that assesses competence with which the intervention was delivered. Both indices are scored on a three-point Likert scale (0=not implemented, 1=partially implemented and 2=fully implemented).

 All counselling sessions will be audio-recorded.  The researchers will perform the fidelity check by reviewing the audio-recording the counselling sessions of a randomly selected 10% of participants per trial arm. For the IMPACT 4S group, they will ensure a mix of participants who completed/did not complete all their sessions.

6.3. [bookmark: _Toc66101232]Mechanisms of impact (acceptability and mediators) 
To capture the views and experiences of participants, all participants will complete a short questionnaire at the end of the intervention, as part of the three month follow up. Depending on their trial arm allocation, this will explore which components of the brief advice/ IMPACT 4S intervention they engaged with, the acceptability of each session including the CO monitoring, their use of pharmacotherapies and perceived impact of the interventions on their smoking behaviour. Participants in both trial arms will complete some acceptability questions on trial processes. 

A purposive sample of participants in each country (12-16 in the IMPACT 4S arm, 4-8 in the BA arm), reflecting a mix of men and women who have/have not quit smoking will be interviewed to collect more in-depth feedback. For the IMPACT 4S intervention, this will be 3-4 participants each for men who quit, women who quit, men who did not quit, women who did not quit; whilst for BA it will be 1-2 participants for each group. 

Data on potential mediators likely to influence the mechanism of impact of the intervention ingredients on cessation will be collected at all follow-ups (see 5.15.6).

All interviews will be conducted face-to-face using a topic guide and digitally audio-recorded. They will be about an hour long. A hermeneutics approach, which encourages participants to discuss features of the intervention to elicit data on their experience and evaluation of its delivery/receipt will be used.63 

Participants will provide written informed consent for these interviews, separate from the trial, after having received enough information for this study component and their questions being answered. The consent procedures will be the same as for the trial. 

The quantitative data from the fidelity index and questionnaire will be analysed using descriptive statistics, including means and standard deviation for continuous variables, and absolute and relative frequencies for categorical variables. Interviews will be transcribed verbatim and translated into English and analysed using the Framework Approach64 which is designed to address applied programme and policy-related questions. NVivo 11 software will aid data handling. Integration of interview findings with respective questionnaire data will be done using a ‘triangulation protocol’.65

7. [bookmark: _Toc66101233]DATA MANAGEMENT
7.1. [bookmark: _Toc66101234]Data handling and storage
The researchers will assure that participants’ anonymity is maintained and that their identities are protected from unauthorised parties. Participants will be assigned unique study IDs and these will be used on all data collection questionnaires, tools and other study records; participants will not be identified by their names. The country coordinating centres will keep and maintain any study logs (including screening and enrolment logs) showing study IDs, names, age and other identifiable information of the participants securely under password protection (for electronic records) or lock and key (if hard copies). The study sites have filing cabinets with lock and key for data storage. All consent forms will be secured safely in a separate compartment of this cabinet. Study information (including consent forms, screening and enrolment data, baseline and follow-up data, audio-recordings and transcripts) will only be accessed by researchers, and will not be released without written permission, except as necessary for monitoring by study monitors or regulatory bodies, for example if the study is audited. Encrypted data transfer between the study sites and the University of York will be via secure Drop-off services available through the University of York.

7.2. [bookmark: _Toc66101235]Archiving
At the end of the study, data will be securely archived by the University of York, NIMHANS and IoP, as appropriate, for 10 years.

8. [bookmark: _Toc66101236]DATA MONITORING
Data will be monitored for quality and completeness by a delegated researcher at the study sites, followed by a second check by the study Research Fellow at the University of York using verification, validation and checking processes.  We will follow the York Trials Unit’s guidance regarding processes for data monitoring. Missing data will be pursued until study end unless they are data obtained by participant contact and this would cause distress. Data will be reported to the Independent Trial Steering Committee (ITSC) and Data Monitoring and Ethics Committee (DMEC) as required.

9. [bookmark: _Toc66101237]OTHER ETHICAL CONSIDERATIONS
The study will commence following a formal ethics review and approval from the University of York’s Health Sciences Research Governance Committee. Ethics applications will also be submitted to the National (Indian Council of Medical Research, National Bioethics Committee Pakistan) and where required, institutional (such as the Ethics Committee (Behavioural Sciences Division), NIMHANS, Bangalore, India) levels in all participating India and Pakistan. 

This study is part of a programme of research in South Asia called IMPACT. Approvals will also be sought collectively for the IMPACT studies from each administrative site in each participating country prior to commencement of IMPACT’s research activities.  

[bookmark: _heading=h.28h4qwu]The study will adhere to the fundamental principles of human rights and dignity laid down in the Declaration of Helsinki. Every possible effort will be made to uphold the principles of autonomy, justice, beneficence and non-maleficence in the design and conduct of the study. Firstly, the eligibility criteria are broad and inclusive to ensure inclusion of groups that may benefit from the trial. There will be no monetary benefits for recruited trial participants. Individuals will provide an informed consent and will have the right to discontinue participation at any point in the study. During study visits and data collection, efforts to minimize inconvenience and burden to participants will be maximised including seeking prior appointments for home visits if these are necessary. Enrolled participants will always be assured of complete confidentiality of their data; participant names will not be used. 

10. [bookmark: _Toc66101238]ADVERSE EVENTS 
The principles of ICH GCP require that both investigators and sponsors follow specific procedures when notifying and reporting adverse events or reactions in clinical trials. This section of the protocol describes the potential adverse events (AEs), adverse event monitoring during the trial, definitions of adverse events and reporting procedures. 

10.1. [bookmark: _Toc66101239]Description of potential adverse events
Below we describe the potential AEs from each of the components of the study.

10.1.1. Feasibility trial
Research procedures
Our procedures for questionnaire completion involve interviewer-administration where participants will be asked questions that they might find uncomfortable to answer. All our study procedures will be conducted by experienced and appropriately qualified researchers who are trained on privacy and confidentiality. These researcher will provide assurance to participants that any information provided will be kept confidential, and study data will only contain thier study ID and not participant names or any other information that might be used to identify the respondents. Whilst answering all questions would really benefit the study achieve its aims and objectives, there might be questions that participants might feel strongly that they do not want to answer. We will advise them to let the researcher know so that they do not continue to ask them those specific questions. It is possible that some of the questions might cause distress. The participants will be advised to ask the researcher to take a break or stop the interview all together. The researcher will also seek help from clinic staff (e.g. counsellors) on the participant’s behalf if the participant feels they need such help.

Trial interventions
Behavioural support, information leaflet and CO monitoring: These are low risk interventions. However, in some circumstances the information or feedback provided might cause anxiety and distress for participants. In such circumstances, researcher will seek help from clinic staff (e.g. counsellors) on the participant’s behalf if the participant feels they need such help.

Pharmacological support: Bupropion and nicotine replacement therapies are generally safe medicines, and have very few side effects. For bupropion, these include nausea, stomach ache, dryness of mouth, sleeplessness, mood changes, appetite changes and headache. We will seek advice from the participant’s mental health care team on whether they can take bupropion before we prescribe this for them. Nicotine gum gives small amounts of nicotine through a gum; and the patches will deliver it through the skin. While the participant will continue to get some nicotine in their system, they will not be exposed to any of the other harmful chemicals that are found in tobacco. Some of the side effects from nicotine gum are mouth or throat sores, bad aftertaste, problems with existing dental work, nausea, jaw pain and racing heartbeat. Some of the side effects of nicotine patches are skin irritation, itching, dizziness, headache, racing heartbeat and nausea. We will advise participants about these potential side effects, and to contact the study team as soon as possible if they suffer from any side effects (serious or otherwise), for us to advise them on what to do. If the side effect(s) are serious enough and the participant feels they need immediate medical attention, they will be informed that they should seek medical help in such circumstances and inform the medical team about their participation in the study and the medicines they are taking as part of the study, and also other medicines that they might be taking. 

10.1.2. Process evaluation
Our process evaluation component mainly involves interviews with participants and the psychology graduates/social workers that will deliver the interventions to explore their experiences with the intervention. Although we do not foresee any concerning harms from this, our researchers will receive training in supporting interviewees in case of any distress; a break may be taken in the interview, help may be sought from clinic staff (e.g. counsellors) or the interview can be resumed at a later date or cancelled altogether.

10.2. [bookmark: _Toc66101240]Adverse event monitoring
AEs will be assessed at each counselling session and at the face-to-face follow-up visits, and their potential association with study interventions or procedures ascertained. The researcher conducting the counselling session or follow-up visit assessments will record all directly observed AEs and all AEs reported by the study participant. An adverse events review checklist will be developed to be used at each visit / session to explicitly prompt for symptoms relating to possible nicotine replacement therapy or bupropion related toxicities. This way we will be able to address any AEs or concerns that the participants might have.

In the context of this study, it is very unlikely that any AEs would be related to the behavioural support within the IMPACT 4S intervention nor the BA as they are educational and motivational intervention and that are not harmful. The research procedures are also very low risk. Nevertheless, there is a potential for AEs due to the pharmacotherapies (nicotine replacement therapy or bupropion). AEs will be reported on the AE form. Serious adverse events will be defined according to ICH GCP, and will be reported to the respective country coordinating centres according to the agreed timelines.

10.3. [bookmark: _Toc66101241]Definitions
Table 2 below shows the definitions of AEs that will be used in the study.

Table 2. AE definitions
	Term
	Definition

	Adverse Event (AE)
	Any untoward medical occurrence in a participant to whom an IMP has been administered including occurrences that are not necessarily caused by or related to that product.

	Adverse Reaction (AR)
	Any untoward and unintended response to an IMP related to any dose administered.

	Unexpected Adverse Reaction (UAR)
	An adverse reaction, the nature or severity of which is not consistent with the information about the medicinal product in question set out in the SPC for that product, participant information leaflet, IB or protocol.

	Serious Adverse Event (SAE) or Serious Adverse Reaction (SAR) or Suspected Unexpected Serious Adverse Reaction (SUSAR) ***
	Respectively any adverse event, adverse reaction or unexpected adverse reaction that:
· 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


*The term life-threatening in the definition of a serious event refers to an event in which the participant is at risk of death at the time of the event; it does not refer to an event that hypothetically might cause death if it were more severe, for example, a silent myocardial infarction. 
**Hospitalisation is defined as an inpatient admission, regardless of length of stay, even if the hospitalisation is a precautionary measure for continued observation. Hospitalisations for a pre-existing condition, that has not worsened or for an elective procedure do not constitute an SAE.
*** Medical judgement should be exercised in deciding whether an AE or AR is serious in other situations. The following should also be considered serious: important AEs or ARs that are not immediately life-threatening or do not result in death or hospitalisation but may jeopardise the participant or may require intervention to prevent one or the other outcomes listed in the definition above.
[bookmark: _heading=h.2lwamvv]
10.3.1. Adverse events
AEs include:
· An exacerbation of a pre-existing illness
· An increase in frequency or intensity of a pre-existing episodic event or condition
· A condition (even though it may have been present prior to the start of the trial) detected after trial medication administration
· Continuous persistent disease or a symptom present at baseline that worsens following administration of the study treatment
[bookmark: _heading=h.111kx3o]
10.3.2. Exempted adverse events
AEs do not include:
· Medical or surgical procedures; the condition that leads to the procedure is the adverse event
· Pre-existing disease or a condition present before treatment (i.e. a disorder present at the baseline study visit and noted on the baseline medical history/physical examination form/medical notes) that does not worsen
· Hospitalisations where no untoward or unintended response has occurred, e.g., elective cosmetic surgery, social admissions
· Overdose of medication without signs or symptoms

10.4. [bookmark: _Toc66101242]Trial site responsibilities
Participants will be advised to record the nature, timing and duration of any AEs with clear guidance on when to stop the medication and when and how to report back to the named clinician at the participating mental health facilities. These clinicians will have received the basic training required in this regard. All non-serious AEs and ARs, whether expected or not, should be recorded in the participant’s medical notes and recorded in the study AE Form by the researcher and sent to the country trial manager/ coordinator within an agreed timescale (preferably three days)- the details will be provided in the ‘Adverse Event and Serious Adverse Event Reporting’ standard operating procedure (SOP). SAEs and SARs should be notified to the country lead (a medical doctor) within 24 hours of the researcher/clinical team becoming aware of the event.

10.4.1. [bookmark: _heading=h.206ipza]Trial site assessment
Seriousness
When an AE or AR occurs, the clinical team responsible for care of the participant must first assess whether or not the event is serious using the definition given in Table 2. If the event is serious, then an SAE/SUSAR Form must be completed and the country lead or trial manager notified within 24 hours.

Severity or Grading of Adverse Events
This relates to the intensity or severity of the event experienced by the participant. The severity of all AEs and/or ARs (serious and non-serious) in this trial should be based on the clinical team’s (supported by the country lead or trial manager if needed) judgement using the following definitions: 
· Mild: An event that is easily tolerated by the participant, causing minimal discomfort and not interfering with everyday activities. 
· Moderate: An event that is sufficiently discomforting to interfere with normal everyday activities. 
· Severe: An event that prevents normal everyday activities.
NOTE: Severity should not be confused with the seriousness of the event which relates to the participant or event outcome.

Causality
The country leads or mental health care team must assess the causality of all serious events or reactions in relation to the trial therapy using the definitions in Table 3. Alternative causes, such as natural history of the underlying diseases, concomitant therapy, other risk factors etc. should be considered. There are five categories: unrelated, unlikely, possible, probable, and definitely related. If the causality assessment is unrelated or unlikely to be related, the event is classified as an SAE. If the causality is assessed as possible, probable or definitely related, then the event is classified as an SAR.

Table 3: Assigning Type of SAE through Causality

	Relationship
	Description
	SAE type

	Unrelated
	There is no evidence of any causal relationship
	Unrelated SAE

	Unlikely
	There is little evidence to suggest that there is a causal relationship (for example, the event did not occur within a reasonable time after administration of the trial medication). There is another reasonable explanation for the event (for example, the participant’s clinical condition, other concomitant treatment).
	Unrelated SAE

	Possible
	There is some evidence to suggest a causal relationship (for example, because the event occurs within a reasonable time after administration of the trial medication). However, the influence of other factors may have contributed to the event (for example, the participant’s clinical condition, other concomitant treatments).
	SAR

	Probable
	There is evidence to suggest a causal relationship and the influence of other factors is unlikely.
	SAR

	Definitely
	There is clear evidence to suggest a causal relationship and other possible contributing factors can be ruled out.
	SAR



Expectedness
If there is at least a possible involvement of the trial treatment, the country lead or mental health care team must assess the expectedness of the event. An unexpected adverse reaction is one not previously reported in the current Summary of Product Characteristics or one that is more frequent or more severe than previously reported. The definition of an unexpected adverse reaction (UAR) is given in Table 2. The ‘Adverse Event and Serious Adverse Event Reporting’ SOP will contain a list of expected toxicities associated with the medications being used in this trial. If a SAR is assessed as being unexpected, it becomes a SUSAR.

Notification
The country lead or trial manager should be notified of all SAEs within 24 hours of the site’s mental health care team or researcher becoming aware of the event. The mental health care team should notify country lead or trial manager of all SAEs occurring from the time of randomisation until 30 days after the last protocol treatment administration using the SAE/SUSAR Form. SARs and SUSARs must be notified to the country trial managers or country leads until trial closure. 

10.5. [bookmark: _Toc66101243]Notification procedure
1. The SAE/SUSAR Form must be completed by the site clinician (who is responsible for the participant’s care), with due care being paid to the grading, causality and expectedness of the event as outlined above. In the absence of the responsible clinician, the form should be completed and signed by a suitably qualified member of the mental health care team or the trial researcher and sent to the country office as appropriate. The responsible clinician should subsequently check the SAE/SUSAR Form; make changes as appropriate, sign and then re-send to the respective country coordinating centre as soon as possible. The initial report must be followed by detailed, written reports as appropriate. 
The minimum criteria required for reporting an SAE are the study ID and age, name of clinician reporting, the event, and why it is considered serious.

2. The SAE/SUSAR Form must be sent as a scanned copy by email to the respective country coordinating centre:
	SAE REPORTING
Within 24 hours of becoming aware of an SAE, please fax or email a completed SAE form to the respective country office on:
India: Fax (To Be Advised), email: (To Be Advised)
Pakistan:      Fax  (To Be Advised), email: (To Be Advised)



3. Follow-up: participants must be followed up until clinical recovery is complete (including laboratory results returning to normal or baseline if relevant), or until the event has stabilised. Follow-up should continue after completion of protocol treatment if necessary. A further SAE/SUSAR Form, by indicating as ‘Follow-up report’ should be completed and emailed to the country coordinating centre as information becomes available. Extra, annotated information and/or copies of test results may be provided separately. The participant must be identified by study ID, age and initials only. The participant’s name should not be used on any correspondence and should be deleted from any test results.

4. Staff should follow their institution’s procedure for local notification (for e.g. to drug regulatory and Research Ethics Committees (REC)/ Institutional Review Boards (IRB)) requirements.

10.6. [bookmark: _Toc66101244]Country PI/ lead responsibilities
Medically-qualified staff at the country coordinating centre (the country trial manger or lead) will review all SAE reports received. The events will be coded using the Medical Dictionary for Regulatory Activities (MedDRA). The causality assessment given by the mental health care team at the mental health facility cannot be overruled; in the case of disagreement, both opinions will be provided in any subsequent reports.

The country leads are responsible for reporting the SAEs to the competent authorities (drug regulatory authorities and REC/IRB) in their respective countries and to the University of York research team in the UK. Fatal and life-threatening SUSARs must be reported to the competent authorities (drug regulatory authorities and REC/IRB) within 7 days of the country coordinating centre being notified of the event and follow-up information within a further 8 days; other SUSARs must be reported within 15 days.

The University of York research team should be notified of all SAEs within 24 hours of the site mental health care team’s becoming aware of the event. The country leads should notify the University of York research team of all SAEs occurring from the time of randomisation until 30 days after the last protocol treatment administration using the SAE/SUSAR Form. SARs and SUSARs must be notified to the University of York research team until trial closure. 

10.7. [bookmark: _Toc66101245]University of York research team responsibilities 
The University of York research team is undertaking the duties of trial Sponsor and must ensure the reporting of SUSARs and other SARs, by the country leads, to the local competent authorities of the countries in which the trial is taking place and the REC/IRB, has been done appropriately. 

The University of York research team will also keep all country leads informed of any safety issues that arise during the course of the trial.

10.7.1. [bookmark: _heading=h.3ygebqi]Annual safety reports
The University of York research team, as delegated by the Sponsor, will submit Annual Safety Reports in the required format to the main ethics committee (Health Sciences Research Governance Committee- HSRGC) which gave the favourable opinion 12 months after the date on which the favourable opinion was given and thereafter until the end of the study. This report will be provided to the country leads to submit to their national competent authorities. 
[bookmark: _heading=h.2dlolyb]
10.7.2. Urgent safety measures 
The country leads or trial managers may take appropriate urgent safety measures in order to protect research participants against any immediate hazard to their health or safety. These safety measures should be taken immediately and may be taken without prior authorization from the HSRGC or local competent authorities.

The country leads or trial managers must alert the University of York research team who must alert the sponsor as soon as possible of the urgent measures. 
[bookmark: _heading=h.sqyw64]
10.8. [bookmark: _Toc66101246]Guidance for stopping the trial
The study will be stopped, as guided by the ITSC and DMEC, if:
· new literature indicates findings that can be applied to this question in terms of benefit or side effects. However, early evidence of clear benefit would not be a reason to halt recruitment in the trial.
· reporting of AEs indicate that review of the study protocol is required, for the study medication, or rescue medicine

11. [bookmark: _Toc66101247]incidental findings
Our trial procedures present the potential of a number of incidental findings:
· At risk drinking, alcohol problems or problematic psychoactive substance use: Our screening procedure involves the collection and scoring of self-reported alcohol use and psychoactive substance use using the AUDIT and ASSIST Lite respectively. It is possible that some individuals will be identified as at-risk drinkers, individuals with alcohol problems or individuals with problematic psychoactive substance use. Our country research teams are experienced with dealing with these problems and work closely with addiction services. We will provide very brief information on the findings (including that this is not a diagnosis) and the harms of unhealthy drinking and a leaflet that is already used by the addiction services in-country. We will also refer the participant to the addiction services or other available services for further evaluation and treatment if required.
· [bookmark: _Hlk68862492]Breath CO monitoring: It is possible for some breath CO readings to suggest potential CO poisoning from other sources. The participants will be informed of the findings and advised to seek immediate attention from their health service. The 4S intervention shall strive to minimize any risks for infection transmission by specifying required safety practices while handing CO-monitors. For the purposes of infection control, the bag containing the disposable mouthpiece should be tied up and placed in a second refuse bag, the machine should be cleaned between tests using a non-alcohol sanitiser. All advisors will need to sanitise hands (using a non-alcohol sanitiser) before and after every test. The CO monitoring will be done in a well aerated room and the participant will be instructed to blow into the mouthpiece in a direction away from the counsellor. The counsellors will be wearing N-95 masks and face-shields during the procedure. All advisors shall be adequately trained and required to adhere to these safety guidelines throughout the period of intervention delivery.   


12. [bookmark: _Toc66101248]STUDY MANAGEMENT STRUCTURE
12.1. [bookmark: _Toc66101249]Study management group
The Study Management Group (SMG) will oversee delivery of the project, guide the Research Fellows and other researchers involved in study implementation, and contribute to the write up and dissemination of findings. The SMG will consist of all of the above investigators.

12.2. [bookmark: _Toc66101250]Independent Trial Steering Committee (ITSC)
An ITSC will be set up and will include an independent chair, independent statistician and at least two other independent members.  The research team will also attend these meetings, particularly the co-PIs, country leads and the statistician. Other members of the team will also attend when required. The ITSC is likely to meet twice or three times during the lifespan of the trial, but the committee will decide on the frequency of meetings. The committee will provide an overall supervision of the trial and ensure that the study is conducted according to the protocol and within the overarching ethical framework through its independent chair. Members will also provide advice outside these meetings according to their area of expertise at key stages via e-mail, phone or if needed, face-to-face.

12.3. [bookmark: _Toc66101251]Independent Data Monitoring and Ethics Committee (DMEC)
An independent DMEC will be formed, which will be the only group who sees the confidential, accumulating data for the trial. Reports to the DMEC will be produced by the study statisticians. The DMEC will meet within 6 months of the trial opening; the frequency of meetings will be dictated at the first meeting. The DMEC will consider data using the statistical analyses (see Section 5.18) and will advise the ITSC. The DMEC can recommend premature closure or reporting of the trial, or that recruitment to any trial arm is to be discontinued.

13. [bookmark: _Toc66101252]Study Timeline
	
	2019
	2020
	2021
	2022
	Milestones

	Activities
	Q1
	Q2
	Q3
	Q4
	Q1
	Q2
	Q3
	Q4
	Q1
	Q2
	Q3
	Q4
	Q1
	

	Refinement of research objectives
	 
	 
	 
	
	
	
	
	
	
	
	
	
	
	Research objectives finalized

	Study protocol writing
	 
	 
	 
	 
	
	
	
	
	
	
	
	
	
	Study protocol (including registration)

	Ethics and other approvals
	 
	 
	 
	 
	
	
	
	
	
	
	
	
	
	Approval letters on file

	Intervention development and adaptation phase (including adaptation to remote delivery)
	 
	 
	 
	 
	 
	
	
	
	
	
	
	
	
	Intervention manual; training manual

	Recruitment 
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Feasibility testing and refining
	
	
	
	
	 
	 
	 
	 
	
	
	
	
	
	Intervention ready definitive  testing 

	Report writing
	
	
	
	
	 
	
	
	
	
	
	
	
	 
	Final study report and manuscript

	Grant proposal development
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	
	
	 
	Grant proposal

	Q1:jan-mar, Q2:apr-jun, Q3:jul-sep, Q3oct-dec
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