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Changes from protocol
The table below details changes to the planned analyses in the SAP compared to the protocol which after discussion with the TMG are not considered to require a protocol amendment. 
	Protocol version 
and section
	Protocol text 
	SAP version 
and section
	SAP text
	Justification 

	V6.0
	 Table 1

	
	Table 1
Outcome assessments have been ordered chronologically

CGI-S/I updated to ‘R’ only

PHQ-A includes ‘primary objective measure’

Side Effects Questionnaire added 
	To support clarity of reading and incorrect information
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1. [bookmark: _Toc53054618]Introduction
This document details the rules proposed and the presentation that will be followed [1], as closely as possible, when analysing and reporting the main results from the study titled “Developing precision computerised cognitive behavioural therapy (cCBT) for adolescent depression: a pilot and feasibility randomised controlled trial (SPARX-UK)”. These analyses will aim to aid assessing the feasibility of conducting a future definitive randomised control Trial (RCT) and will be included in the clinical study report.

The purpose of the plan is to: 
· Ensure that the analysis is appropriate for the aims of the trial, reflects good statistical practice, and that interpretation of a priori and post hoc analyses respectively is appropriate.
· Explain in detail how the data will be handled and analysed to enable others to perform or replicate these analyses. 
Additional exploratory or auxiliary analyses of data not specified in the protocol may be included in this analysis plan. This analysis plan will be made available if required by journal editors or referees when the main papers are submitted for publication. Additional analyses suggested by reviewers or editors will be performed if considered appropriate. This should be documented in a file note.
Amendments to the statistical analysis plan will be described and justified in the final report of the trial and where appropriate in publications arising from the analysis. Health economic and qualitative analysis plans are beyond the scope of this document. 

1.1 [bookmark: _Toc53054619]Background and rationale(7)

Depression, characterised by pervasive low mood, lack of energy, anhedonia, and difficulty concentrating, has become a significant public health issue among adolescents [2].  A meta-analysis revealed that the prevalence of depression in children and adolescents was 21.3 %, 18.9 %  and 3.7 % respectively for mild-to-severe, moderate-to-severe, and major depression [3]Depression adversely affects social, academic, and family functioning, with early onset linked to higher suicide rates [2, 4]. Untreated depression is costly, with early life disorders costing UK society £70-100 billion annually [5]. Timely treatment for adolescents is crucial for their mental health and socioeconomic welfare.

Cognitive Behavioural Therapy (CBT) is the recommended first-line treatment for adolescent depression [6], demonstrating effectiveness in trials and meta-analyses [7]. However, access to CBT is limited, with only 25% of UK adolescents requiring assistance receiving access to treatment [8]. Digital health interventions (DHIs), such as computerised CBT (cCBT), offer a promising alternative and cCBT has been recommended by NICE as part of a stepped care approach [9]. Moreover, cCBT has shown effectiveness in trials and meta-analyses [10–12]. The advent of 'serious games' has made cCBT more interactive and appealing to young people [13]

SPARX (Smart, Positive, Active, Realistic, X-factor thoughts) is a serious game developed in New Zealand, using CBT principles to support adolescents with mild to moderate depression [14]. SPARX has shown non-inferiority to treatment as usual in New Zealand trials, with significant reductions in depression and anxiety symptoms [14]. Two further trials of SPARX conducted with adolescents in New Zealand have also shown promise with significant reductions in depression and anxiety symptoms compared to waitlist controls in the [15] study, with similar results mirrored by [16] who found a significant decrease in depression and anxiety symptoms in sexual minority adolescents, maintained at follow up. However, trials outside New Zealand have shown mixed results, indicating the need for further evaluation in different contexts. For example, a study in the Netherlands showed no difference between SPARX and group-based CBT or a control condition amongst female adolescents identified as having elevated depressive symptoms [17] and, similarly, a trial conducted in Ireland amongst adolescents in alternative education found no significant effects in terms of depressive symptoms compared with a no intervention control, although a significant improvement in terms of emotional regulation was detected [18].

Lack of engagement, which may include uptake or poor adherence (i.e., continued use) to an intervention may be explain lower rates of success with DHIs [19]. Factors affecting engagement can include concerns about privacy and trust, and unhelpfulness in emergencies [20] and a need to provide a more immersive and engaging environment [21]. Studies suggest that guided interventions and personalized, intensive approaches are more effective [22]. Understanding these factors is essential for developing effective DHIs for youth populations.

This research trial aims to evaluate the feasibility of a future definitive RCT for SPARX in the UK and to estimate the variance of the intervention. A process evaluation will support the findings and give in-depth perspectives from various stakeholders.

1.2	Objectives(8)

The purpose of the trial is to test the feasibility of conducting a future definitive RCT, therefore no hypothesis testing will be conducted as part of the data analysis.

Primary objective

The primary objectives of the trial are to examine the feasibility of using SPARX in particular settings, whether supported SPARX has an added benefit on depression, anxiety, quality of life, wellbeing, clinician-related functioning, adherence and engagement, and to estimate the variance of change in PHQ-A scores to calculate an appropriate sample size for the full definitive trial. This data will be used to test the feasibility of conducting a future definitive RCT and inform future trial design.

Secondary objective 

The secondary objectives are to:
· Explore clinical outcomes between arms;
· Identify recruitment rates and test practicalities of recruitment including willingness of participants to be randomised/willingness of clinicians/practitioners to recruit participants;
· Identify withdrawal and dropout rates during intervention phase and follow up phase to estimate dropout over longer term;
· Identify reasons for refusal, withdrawal, and dropout;
•	Assess levels of adherence with SPARX, and identify reasons for non-adherence;
•	Test feasibility and acceptability of the proposed outcome measures; and,
•	Complete a process evaluation to explore delivery of the intervention.
[bookmark: _Toc53054621]2.	Study methods
[bookmark: _Toc53054622]2.1	Trial design(9)

The trial is a three arm, single blind, pilot randomised controlled feasibility study, with an embedded process evaluation. Participants will be randomised to one of three study arms with equal chance, specifically: 1) SPARX supported (which will be eCoach supported SPARX); 2) SPARX unsupported (which will be purely self-directed SPARX); and 3) wait-list control. This three-arm trial has two active groups where the SPARX intervention is delivered. 

The intervention is an interactive fantasy-like serious game called SPARX delivered to participants via an app or website. SPARX uses CBT principles whereby participants learn skills by undertaking a series of challenges to restore balance in a fantasy world dominated by GNATs (Gloomy Negative Automatic Thoughts). It consists of seven modules (levels) to be completed sequentially by adolescents, with each one lasting about 30 minutes. A manual for parents/guardians is available and will be sent to parents of children who have been randomised to one of the two SPARX arms as part of the ‘participant packs’, so that they can support their child in completing the challenges (i.e., set CBT homework tasks) associated with each module.  

The applicable participant’s SPARX login details will be automatically generated by REDCap (a secure, web-based software platform hosted by the University of Nottingham designed to support data capture for research studies) and given by the eCoach not involved in the assessment of participants. Participants complete the online intervention at home, or at a place (and time) that suits them on a personal device such as a computer or mobile phone. For those in the SPARX intervention arms, there will be a standard release of one level every 7 days, however for those in the supported arm they can request up to two levels to be released per week.

Supported arm: Participants in this active intervention arm will receive human support (from an eCoach) who will provide additional personalised support based on user preferences. The eCoach will not be delivering therapeutic content but supporting in the application and engagement with SPARX, as digital interventions are prone to high attrition rates and low engagement.

Unsupported arm: The comparator intervention arm will be self-directed SPARX (i.e., pure self-help) using the same intervention but with no human support or personalisation (in addition to the support associated with completing assessments which all participants in this trial will receive). 

Control arm: The control group will not receive an active intervention during the trial period. As participants will be recruited from those on waiting lists it is unlikely they will be accessing any alternative intervention outside the trial. If they are offered treatment by CAMHS or MHST whilst in the SPARX pilot trial, then they will be encouraged to accept this, and we will continue to collect data throughout, but we will note that they have received a CAMHS/MHST intervention. 

[bookmark: _Toc53054623]2.2	Randomisation & Blinding(10)

Randomisation to group allocation will occur after the participant has given consent and all baseline data have been collected. Using REDCap, a member of the research team will randomise the participant and an eCoach will notify the participant of the arm they have been allocated to. REDCap will retain the randomisation codes for the duration of the trial. At the end of the study, the blinded allocation will be provided to the trial statistician.

The sequence of and treatment intervention allocations will be concealed from all researchers responsible for outcome assessments as will the statistician until all interventions have been assigned and recruitment, data collection, and all other study-related assessments are complete. The randomisation process is described in full within the clinical trial protocol. Details of the randomisation method are held securely within the statistics master file. 

[bookmark: _Toc53054624]2.3	Sample size(11)

As a 3-arm feasibility study, it is suggested 120, i.e., 40 for each arm, will be sufficient  to serve the study purpose [23].

[bookmark: _Toc53054625]2.4	Framework(12)

The study is a feasibility study, aimed at collecting information to inform a future definitive trial design, hence there is no hypothesis testing proposed for any kind of outcomes. 

[bookmark: _Toc53054626]2.5	Statistical interim analyses and stopping guidance(13)

This is no interim analysis planned.
  
[bookmark: _Toc53054627]2.6	Timing of final analysis(14)
The dataset will locked for final analysis once the last recruited participant’s last follow-up outcome data is available.
[bookmark: _Toc53054628]2.7	Timing of outcome assessments(15)

	[bookmark: _Toc53054629]Months post-randomisation 
	0
	0
	1
	2

	Time Point
	
Telephone/videoconference screening
	Baseline
	Mid-intervention
(4wk)
	Primary End point 

	SDQ & DAWBA
(Conducted post telephone/ videoconference screen & prior to baseline)
	P
	
	
	

	Demographics
	
	R (A/P)
	
	

	PHQ-A (primary objective measure)
	
	R (A/P)
	A/P
	R (A/P)

	RCADS
	
	R (A/P)
	
	R (A/P)

	CAIDS-Q
	
	R (P)
	
	

	EQ-5D-Y
	
	R (A)
	
	R (A)

	EQ-5D-Y (Proxy version)
	
	R (P)
	
	R (P)

	CGI-S
	
	R
	
	

	CGI-I
	
	
	
	R

	Side Effects Questionnaire
	
	R (P)
	P
	R (P)

	Concomitant interventions
	
	R (A/P)*
	
	R (A/P)

	Adverse events 
	
	R (A/P)
	A/P
	R (A/P)

	
	
	
	
	


 
Key: P = parent; A = adolescent; C*=clinician will review cases referred from non-mental health services for eligibility,  R = researcher; PHQ-A = Patient Health Questionnaire modified for adolescents; CAIDS-Q = Child and Adolescent Intellectual Disability Screening Questionnaire; RCADS = Revised Child Anxiety and Depression Scale; SDQ = Strengths and Difficulties Questionnaire; DAWBA = Development and Wellbeing Assessment; CGI-S/I = Clinical Global Impressions Severity/ Improvement.
**taken as part of demographic questionnaire at baseline

Other available data will include:
· Personalisation options for eCoach support: 
· Modality of communication with eCoach
· Frequency of communication with eCoach
· Level unlocking frequency
· eCoach assigned
· Total number of sessions with eCoach
· Total session length with eCoach
· Total number of logins
· Platform (i.e., app vs browser) used to complete each level 
· Time spent on each level
· Total number of levels completed
· Days between access and level completion
3	Statistical Principals
[bookmark: _Toc53054630]3.1	Confidence intervals and P values(16-18)

As there is no significance testing planned, there will be no need to prespecify significance level, and no multiplicity adjustment needed. nevertheless [3], all confidence intervals presented will be 95% and two-sided.

[bookmark: _Toc53054631]3.2	Adherence and protocol deviations(19)

Compliance is assessed based on level completion of SPARX. Adherence to minimum dose is defined as completion of 4 levels. Full completion is defined as completing all 7 levels of SPARX. Descriptive statistics on the percent compliance will be summarized by data collection time.

Protocol deviations are classified prior to unblinding of treatment. The number (and percentage) of patients with major and minor protocol deviations will be summarised by follow up time with details of type of deviation provided. 

[bookmark: _Toc53054632]3.3	Analysis populations(20)

For this pilot study, we will analyse data in the following way:

· Full Analysis set: All participants randomised to SPARX, who participated in at least one intervention session and for whom at least one post-baseline assessment at the primary endpoint is available. 

[bookmark: _Toc53054633]4	Trial population
[bookmark: _Toc53054634]4.1	Screening data(21)

The number of patients screened will be presented in CONSORT diagrams.

[bookmark: _Toc53054635]4.2	Eligibility(22) 

Inclusion criteria:
· Adolescents aged 11 to 19 years on the date of consent (the researcher will confirm this with their parent at screening); 
· Identified to have symptoms indicative of mild to moderate depressive disorder; 
· Able to provide written consent or, if under age 16, written parental consent and written or verbal child assent (confirmed at baseline);
· Has access to a computer with internet access or a smartphone or device to use SPARX and must be able to install and log in (confirmed at baseline); and,
· Parent and adolescent able to read and write in English (confirmed at baseline).

Exclusion criteria: 
· Clinical concerns that depression is too severe to benefit from SPARX and self-harm or suicidal risk is too high. For those scoring above 21 on the PHQ-A this would be determined by confirmation from referring clinician or as part of an eligibility assessment completed by CI (for those recruited from GP, NIHR BioResource or MHE);
· Intellectual disability or physical limitations precluding the use of SPARX (determined at baseline by assessors once scoring is completed on CAIDS-Q);
· Had (in the past three months) or currently having treatment with CBT/interpersonal therapy (confirmed at baseline);
· Has another major mental health disorder (e.g., psychosis, eating disorder) where the primary focus was not depression as confirmed by a clinician or DAWBA; or,
· Safeguarding concerns that are not currently being managed (i.e., the young person is the subject of a safeguarding investigation) as confirmed by a clinician.

The number of ineligible patients randomised, if any, will be reported, with reasons for ineligibility presented in CONSORT diagrams.

[bookmark: _Toc53054636]4.3	Recruitment (23)

A CONSORT flow diagram will be used to summarise the number of patients who were: 
· Approached by each type of site;
· Assessed for eligibility at screening 
· eligible at screening 
· ineligible at screening*; 
· Eligible and randomised; 
· Eligible but not randomised*; 
· Lost to follow-up*; 
· Discontinued the intervention if randomised to receive SPARX*; and, 
· Randomised and included in each of the three main analyses
· Completed the minimum dose (defined as completing at least 4 levels of SPARX). 

*Reasons will be provided 

[bookmark: _Toc53054637]4.4	Withdrawn/follow-up (24)

The level of consent withdrawal will be tabulated (classified as “consent to continue follow-up and data collection”, “consent to continue data collection only”, “complete – no further follow-up or data collection”).” The numbers (with reasons) of losses to follow-up (drop-outs and withdrawals) over the course of the trial will be presented in CONSORT diagrams.


[bookmark: _Toc53054638]4.5	Baseline patient characteristics (25)

Patients will be described with respect to age, gender identity, sex, ethnicity, location, sexual identity, taken at baseline. The details of descriptive statistics are reported in 5.2.1. Tests of statistical significance will not be undertaken for baseline characteristics; rather the clinical importance of any imbalance will be noted [4].
[bookmark: _Toc53054639]5	Analysis
[bookmark: _Toc53054640]5.1	Outcome definitions (26)

Table 1: Summary of the outcome measures 

	Outcome measures
	Scale, description
and source
	Derivation of scores
	
	
	

	
	
	
	Time point (wk)

	Primary outcome 
	
	
	0
	4
	8

	PHQ-A
	· Patient Health Questionnaire modified for adolescents (PHQ-A) [24]

· Standardised assessment of mood 
	· 9-item measure completed by the adolescent
· Each item asks the adolescent to rate the severity of his/her depression symptoms during the past two weeks
· Each item on the measure is rated on a 4-point scale (0=Not at all; 1=Several days; 2=More than half the days; and 3=Nearly every day)
· The total score can range from 0 to 27, with higher scores indicating greater severity of depression
· Scores of 0–4 = no symptoms, 5–9 = mild, 10–14 = moderate, 15–19 = moderately severe, 19–27 = severe symptoms
· There are four additional items which relate to feeling depressed or sad on most days (Yes or No), difficulties performing everyday tasks (Not difficult, 0, to extremely difficult, 4), suicidal thoughts over the past month (Yes or No) and suicidal attempts ever (Yes or No).  
	
	
	

	Feasibility measures
	To inform the feasibility of conducting a future RCT
	· Adherence to intervention, numbers approached/assessed/numbers consented and randomised, errors in randomisation, drop-out rates at each time point, outcome measure completion rates, SPARX completion/discontinued rates, instances of unblinding, protocol deviations, and qualitative information on acceptability and feasibility
	
	
	

	Secondary outcomes 
	
	
	
	
	

	RCADS
	Revised Child Anxiety and Depression Scale (RCADS) [25]

· Measures symptoms of depression and anxiety in children and adolescents aged 8 – 18 years
	· A 47 item self-report questionnaire
· Consists of six subscales helpful in screening children and adolescents for high prevalence disorders including separation anxiety disorder, social phobia, generalised anxiety disorder, panic disorder, obsessive compulsive disorder (OCD), and major depressive disorder
· Each item is assigned a numerical value from 0 (never), 1 (sometimes), 2 (often) and 3 (always) 
· Scores are presented for each of the six subscales For each subscale, the following items are summed: 
Social Phobia – 4, 7, 8, 12, 20, 30, 32, 38, 43
Panic Disorder - 3, 14, 24, 26, 28, 34, 36, 39, 41
Major Depression  - 2, 6,11, 15, 19, 21, 25, 29, 40, 47
Separation Anxiety - 5, 9, 17, 18, 33, 45, 46
Generalized Anxiety - 1, 13, 22, 27, 35, 37
Obsessive Compulsive - 10, 16, 23, 31, 42, 44
· A Total Anxiety Scale (TAS) score (sum of the 5 anxiety subscales) and a Total Internalizing Scale (TIS) score (sum of all 6 subscales) are derived, with higher scores indicating increased symptom severity
· The corresponding T-score can be found using the raw score in the conversion table using the appropriate grade level https://rcads.ucla.edu/manualscoring
· It is recommended that scales with more than 2 missing items are not scored. 
	
	
	

	EQ-5D-Y and EQ-5D-Y (proxy version) 
	EQ-5D-Y and EQ-5D-Y (Proxy version)  
(Rabin & De Charro, 2009; Wille et al., 2010)
· A measure of health-related quality of life.
	· EQ-5D-Y is suitable for children and adolescents 
· It comprises five dimensions: mobility, looking after myself, doing usual activities, having pain or discomfort, and feeling worried, sad, or unhappy. 
· Each dimension has 3 levels: no problems, some problems, and a lot of problems. 
· The adolescent indicates their health state by selecting the most appropriate statement, resulting in one digit for each dimension, then combined into a 5-digit number that describes the adolescent’s health state
· The EQ VAS records the adolescent’s self-rated health on a vertical visual analogue scale where the endpoints are labelled “The best health you can imagine” and “The worst health you can imagine”. 
· The EQ-5D-Y (Proxy version) asks the caregiver (the proxy) is to rate the child’s/adolescent’s health-related quality of life in their (the proxy’s) opinion. 
	
	
	

	CGI
	Clinical Global Impressions Scale (CGI)-Severity/ Improvement [26]
· An overall clinician-determined summary of functioning
	· An assessor-rated opinion of global clinical wellbeing and improvement
· The CGI comprises two one-item measures evaluating the following:
· (a) severity of psychopathology from 1 to 7 (CGI-S) and 
· (b) change from the initiation of intervention on a similar seven-point scale (CGI-I)
· The CGI-S asks one question: “Considering your total clinical experience with this particular population, how mentally ill is the patient at this time?” which is rated on the following seven-point scale: 1=normal, not at all ill; 2=borderline mentally ill; 3=mildly ill; 4=moderately ill; 5=markedly ill; 6=severely ill; 7=among the most extremely ill patients. When not assessed, this is also marked as ‘not assessed’. This is collected at baseline only.
· The CGI-I consists of one item: “Compared to the patient's condition at admission to the project, this patient's condition is: 1=very much improved since the initiation of intervention; 2=much improved; 3=minimally improved; 4=no change from baseline (the initiation of intervention); 5=minimally worse; 6= much worse; 7=very much worse since the initiation of intervention.” When not assessed, this is also marked as ‘not assessed’. This is collected at primary end point only.
	
	
	

	DAWBA
	Development and Wellbeing Assessment [27]
· To generate ICD-10 and DSM-IV / DSM-5 psychiatric diagnoses for children and young people
	· The DAWBA computer algorithm estimates the probability of having a psychiatric disorder in bands of <.1%, .5%, 3%, 15%, 50% and > 70% based on large community-based population studies
· The parent reported DAWBA starts with a Strengths and Difficulties Questionnaire (SDQ). If the participant is later enrolled in the trial, this will be used as their baseline SDQ. 
	
	
	

	CAIDS-Q
	Child and Adolescent Intellectual Disability Screening Questionnaire (CAIDS-Q)
· Utilised to determine the presence of intellectual disability at baseline
	· Seven-items answered in a Yes/No format by someone who knows the person well and some items can be tested directly with the adolescent (depending on age/communication). 
· A total score is calculated which is converted to a percentage score.
· At least 5 of the 7 items must be scored to completing scoring criteria
· For both age groups a score of 5, 6 or 7 out of 7, 4, 5 or 6 out of 6, and 5 or 4 out of 5 = no intellectual disability
A cut-off (by age group) indicates if the child is likely to have an intellectual disability or not. 
	
	
	

	Side Effects Questionnaire
	A modified version of the side effects scale ([28])

Used to record any common side effects the participant might have experienced

	· 17 short items relating to common side effects 
· The participant responds on a 5-point scale ranging from “not at all” to “all the time” to describe the presence of each item. 
· A score on any item that is equal-to-or-greater-than 2 (“about half the time”) and greater than their baseline score is recorded as an AE.
	
	
	

	Concomitant interventions
	To assess what other treatments/interventions the adolescent is accessing during the study period. 

	· Parents will be asked to complete a short questionnaire, which asks about current diagnoses and treatments/interventions/medication in progress at the start and end of the trial period
· 
	
	
	


[bookmark: _Toc53054641]
5.2	Analysis methods (27)

5.2.1 Summary of primary and secondary outcomes analysis
The analyses will be mainly descriptive [29, 30].
All patient demographic and outcome measures will be summarised by follow-up times, with N (total sample), mean, standard deviation, median, maximum and minimum for continuous variables, the frequency and percentages (based on the non-missing sample size) of observed levels for all categorical measures.
In addition to the baseline patient characteristics (4.5), descriptive statistics will be presented for information including referral method, team referred by, previous contact with healthcare services, previous and ongoing treatment for depression, other diagnoses (suspected and diagnosed), carer relationship, parental education and occupation and concomitant interventions. 

5.2.2 Analysis of primary and secondary outcome

As a feasibility study, no treatment efficacy will be tested for all involved outcome measures, nevertheless, in addition to calculating the recruitment rate, retention rate and explore missingness information for each outcomes measures, for each outcome measure, the estimates and its 95% confidence interval of change from baseline to each follow-ups, and difference between control arm and each intervention arm, will be  quantified by  regression modelling, with the baseline measure and allocation arm included as covariates. For PHQ-A score which would be collected at two follow-up times, multilevel modelling (MLM) will be performed to deal with data non-independence due to repeated measuring. Follow-up time and its interaction with arm will be additional covariates included in MLM. The intra-class-corelation coefficient (ICC) for PHQ-A across all data collection time will be worked out by means of MLM as well as the descriptive statistics for each outcome measure and observed change from baseline score will be presented in line with analytical principle specified in section 5.2.1. For all repeated measures and continuous outcomes including the PHQ-A, the correlation between baseline and follow ups will be calculated.


[bookmark: _Toc53054642]5.3	Missing data (28)

As a feasibility study, missingness for all outcome measures will be summarised by arm, across follow-up time if repeatedly measured, aiming to inform future trial design. 

[bookmark: _Toc53054643]5.4	Additional analyses/exploratory analysis (29)

There is no additional analysis planned so far. 

[bookmark: _Toc53054644]5.5	Harms & Adverse events (30)

An adverse event (AE) does include a / an:

1. exacerbation of a pre-existing illness.
2. increase in frequency or intensity of a pre-existing episodic event or condition.
3. condition detected or diagnosed after medicinal product administration even though it may have been present prior to the start of the study.
4. continuous persistent disease or symptoms present at baseline that worsen following the start of the study.

The following are a list of potential adverse events which would be anticipated in a sample of young people with low mood and thus would be considered expected adverse events not subject to expedited reporting:
· Worsening of mood
· Increase in suicidal ideation 
· Incidents of self-harm 
An AE will be recorded where there is clinically meaningful deterioration from baseline on the PHQ-A. On the PHQ-A, a >=5 point increase (i.e. moving one severity category) is regarded as clinically meaningful and thus an AE will be recorded when this occurs or where there is an increase of one, or more, points from baseline to follow-up (4 weeks and/or 8-10 weeks) on item#9 or a positive response (i.e. ‘Yes’) on any of the two additional suicide items from baseline to follow-up.  
AEs are also recorded through the Hill & Taylor (2001) side effects scale completed at baseline, 4 weeks, and 8-10 weeks by the parent/guardian. A score on any item that is equal-to-or-greater-than 2 (“about half the time”) and greater than their baseline score is recorded as an AE.

The number (and percentage) of patients experiencing each AE (including SAE) will be presented for each treatment arm categorised by severity (across follow-up time) [31]. For each applicable participant only the maximum severity experienced of each type of AE will be displayed. The number (and percentage) of occurrences of each AE will also be presented for each treatment arm. No formal statistical testing will be undertaken.

5.6	Statistical software (31)

The analysis will be carried out using Stata, the then latest version available in University of Nottingham (UoN) when study data is ready for analysis. All the data will be stored in UoN secure server and analysed in UoN computers. All the data and analytic code will be archived as per instruction from study PI Prof Chris Hollis who will be the data custodian for this study.
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