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TRIAL SUMMARY 

Trial title A multicentre double-blind placebo-controlled randomised trial of SerTRaline for AnxieTy in 
adults with a diagnosis of Autism (STRATA) 

Short title SerTRaline for AnxieTy in adults with a diagnosis of Autism. A randomised controlled trial 

Acronym STRATA 

Chief 
Investigator  

Dr Dheeraj Rai. Consultant Senior Lecturer in Psychiatry, University of Bristol, UK 

Sponsor • UK: University of Bristol (UoB) 

• Australia: The University of Western Australia (UWA) 

Funder  • UK: National Institute for Health Research Health Technology Assessment Programme 
(NIHR HTA; reference 127337) 

• Australia: National Health and Medical Research Council (NHMRC; reference 1171206) 

Trial design A two parallel group multi-centre pragmatic randomised controlled trial (RCT) of sertraline 
versus placebo for reducing anxiety in adults with a diagnosis of autism 

Planned 
sample size 

306  

Inclusion 
criteria  

Adults (≥18-years); A diagnosis of autism made by a specialist including those with a co-
occurring mild intellectual disability [autism diagnostic terms may include autism/autistic 
spectrum disorder or other variations, Asperger syndrome/disorder or pervasive developmental 
disorder]; and Anxiety as measured by GAD-7 score ≥10 at screening 

Exclusion 
criteria  

Prescribed a serotonergic antidepressant/anxiolytic in preceding 8-weeks; Prescribed an 
irreversible monoamine oxidase inhibitor or Pimozide in the preceding 8-weeks; Diagnosis of 
moderate-severe intellectual disability (ID); Inability to provide informed consent and complete 
study assessments / questionnaires; History of bipolar disorder, manic or hypomanic episodes, 
or psychosis; Currently uncontrolled epilepsy; Known current alcohol or drug use problem; 
Known allergies to sertraline or placebo/excipients; Currently enrolled in another RCT; Women 
who are pregnant, are planning pregnancy (during the trial period), or breastfeeding; History of 
severe liver impairment; Bleeding disorders such as such as haemophilia, Christmas disease 
and von Willebrands disease, as well as those with past medical history of bleeding gastric or 
duodenal ulcers or other significant bleeding disorders; History of Long QT syndrome or 
Torsade de Pointes; Swallowing difficulties or inability to take medication in capsule form; 
Currently using St. John’s Wort 

Number of 
study 
centres 

STRATA will be delivered through Autism services in (at least) four regional centres in the UK 
and (at least) one in Western Australia. Within each centre there can be several recruiting sites 
for that region. Additional centres/sites will be identified if required 

Treatment 
duration 

52-weeks in total (primary outcome at 16-weeks post-randomisation) 

 Objectives Outcome Measures 

Primary To determine the difference in Generalised 
Anxiety Disorder Assessment (GAD-7) anxiety 
scores at 16-weeks between adults with a 
diagnosis of autism treated with sertraline and 
those treated with placebo 

Patient reported outcome measure (PROM) 
GAD-7 anxiety score at 16-weeks post-
randomisation 

Secondary i) To describe the adverse effects reported by 
adults with a diagnosis of autism treated 
with sertraline versus those treated with 
placebo over 52-weeks 

Modified Toronto side effects scale, and 
open-ended questions (including suicidality 
item) 

ii) To determine the effect of up to 52-weeks of 
treatment with sertraline versus placebo on:                                    

- 

a) response (50% reduction in GAD-7 
scores) 

50% reduction in GAD-7 score 

b) patient reported effect of medication on 
symptoms 

Study-specific questionnaire 
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c) social anxiety Social Phobia Inventory (SPIN) 

d) obsessive compulsive symptoms  Obsessive Compulsory Inventory Revised 
(OCI-R) 

e) panic attacks Brief Patient Health Questionnaire (PHQ) 
from Primary Care Evaluation of Mental 
Disorders (PRIME-MD)  

f) repetitive behaviours  Adult Repetitive Behaviours Questionnaire-
2 (RBQ-2A) 

g) depressive symptoms  Patient Health Questionnaire-9 (PHQ-9) 

h) functioning and disability World Health Organization Disability 
Assessment Schedule 2.0 (WHODAS 2.0) 

i) quality of life EQ-5D-5L questionnaire 

j) carer burden and carer quality of life Caregiver Burden Scale, Carers Experience 
Scale (CES) and EQ-5D-5L questionnaire 

iii) To measure adherence to the study 
medication 

Questionnaire (adapted from GENPOD and 
PANDA trials) 

iv) To determine the cost effectiveness of 
sertraline treatment for anxiety in adults with 
a diagnosis of autism 

EQ-5D-5L questionnaire (to calculate 
QALYs) and patient resource use 
questionnaire 

v) To explore participants’ acceptability, 
experiences of, and adherence to, study 
processes and treatment 

Qualitative interviews with participants 

Study 
duration  

• Funding start date: 01 October 2019           

• Anticipated duration: 48 months (total; subject to change) 

• Anticipated end date: 30 September 2023 (subject to change) 
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TRIAL FLOW CHART 
 

  

ASee Tables 1 and 3 for details of outcomes, outcome measures and schedule of trial assessments and key participant-
related procedures. 

Figure 1 Trial flowchart 

QuinteT 

Recruitment 

Intervention (QRI) 

[UK sites only] 

QRI to understand 

and optimise 

recruitment to the 

trial. 
 

Phase I: Developing 

an understanding of 

recruitment processes/ 

challenges. 

Phase II: Feedback to 

CI/TMG, sites and trial 

recruiters; and 

implementation of plan 

to optimise 

recruitment. 

 

Conducted during first 

18- months of 

recruitment, including 

Pilot phase. 

Integrated 

Qualitative 

Research 

[UK sites only] 

Clinical qualitative 

study to explore 

participants’ 

decisions, 

acceptability and 

experiences of trial 

participation and 

study medication. 

 

Conducted alongside 

the QuinteT 

Recruitment 

Intervention (QRI).  

 

 

 

Pre-screening: individuals with a diagnosis of autism who 

score ≥10 on the GAD-7, and/or individuals who have a 

diagnosis of autism and who may be seeking support for their 

anxiety will be invited to take part. 

Eligibility: Confirmed following: (i) completion of Preliminary 

Screening and Expression of Interest Form; (ii) safety check 

by GP (doctor) for those who meet minimal eligibility 

requirements and consent to contact GP; and (iii) 

conversation with member of local research team (Baseline).  

Total recruitment phase (24-months): (a) Internal pilot phase: ≥5 centres, 9-months recruitment; and (b) 

Main phase: same pilot centres, additional 15-months recruitment. Follow-up phase: 36-months total. 

Intervention: 

Sertraline (n=153)  

Control: 

Placebo (n=153) 

End of Participant Involvement 

24- and 52-weeks post-randomisationA: Case report form / questionnaire data collection, 

including (at least) GAD-7, adverse effects, quality of life, adherence to medication, health and 

social care resource use and other anxiety and quantitative outcomes.  
 

16-weeks post-randomisationA: Case report form / questionnaire data collection, including (at 

least) GAD-7*, adverse effects, quality of life, adherence to medication and other anxiety and 

quantitative outcomes.        (*Primary Outcome) 

 

Baseline (first study) appointment:  

Review and confirm eligibility; obtain informed consent; 

additional data collection (case report forms); baseline 

questionnaires; and conduct randomisation. 

1 to 2-, 4-, 8- and 12-weeks post-randomisationA: Brief case report form / questionnaire data 

collection on safety and adherence to medication; including (at least) GAD-7, PHQ-9, modified 

Toronto side effects scale, suicidality item, and other medications. Plus, EQ-5D-5L at 12-weeks.  

 

 

 

Pre-screening and Eligibility 

Enrolment 

Randomised Allocation 

(n=306) 

Follow Up 

36-weeks post-randomisationA: Brief case report form / questionnaire data collection on safety 

and adherence to medication; including (at least) GAD-7, PHQ-9, modified Toronto side effects 

scale, suicidality item, and other medications.  
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TRIAL PROTOCOL TITLE 

A multicentre double-blind placebo-controlled randomised trial of SerTRaline for AnxieTy in adults with 

a diagnosis of Autism (STRATA). 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

  



STRATA         EudraCT: 2019-004312-66 

STRATA | Protocol | v2.0 | 24JUN2021 | IRAS ID: 270727 Page 17 of 94 

1 BACKGROUND AND RATIONALE 

Autism spectrum disorders (henceforth autism) are developmental conditions characterised by 

difficulties in social interaction and communication (1), associated with significant long-term personal, 

familial and societal cost (2). Autistic adults1, particularly those without intellectual disabilities (ID) have 

a greater burden of mental health problems than the general population (3-6), higher rates of 

premature mortality (7, 8), with suicide as an important contributor (7). 

Anxiety is common in autistic adults (1, 9, 10), and the distress and avoidance behaviours related to it 

are often more disabling than difficulties related to autism. The reported rates of anxiety disorders and 

related conditions in adults with autism vary widely (28–77%) because most research has been done 

on selected clinical samples, and a recent meta-analysis reported a pooled lifetime prevalence of 42% 

(11). Social phobia, generalised anxiety disorder (GAD), and obsessive-compulsive disorder (OCD) 

are common diagnoses, but anxiety in autism often does not align with the rigid diagnostic criteria for 

individual anxiety disorders (12). This observation was supported in a large total population study we 

have recently completed in Stockholm County, where non-specific anxiety disorders were the most 

common form of anxiety disorder recorded (12.9% of 8,248 adults with a diagnosis of autism vs 3.5% 

of 534,430 general population controls), although all specific types of anxiety disorders were over-

represented in autistic adults compared with the general population (13). 

Most anxiety in the population is managed in primary care, although General Practitioners (GPs) often 

make prescribing decisions based on anxiety symptoms rather than make diagnoses of specific 

anxiety disorders (14, 15). Selective serotonin reuptake inhibitors (SSRIs) are commonly used 

antidepressants but are also first line medications for all anxiety disorders (16). The antidepressant 

action of SSRIs occurs within 1 week, with statistical separation from placebo often evident in 2 to 4-

weeks, but it is thought that effects on anxiety disorders may take longer. However, findings from a 

recent randomised controlled trial (RCT) in the United Kingdom (UK) primary care population 

suggested a reduction in anxiety symptoms within 6-weeks of use of the SSRI sertraline. It is also 

thought that people with anxiety may be more prone to adverse effects of SSRIs, particularly 

psychomotor restlessness (akathisia) and initial worsening of symptoms (17). Prescribing guidelines 

therefore suggest that for most anxiety disorders, SSRIs should be started at half the normal starting 

dose and titrated upwards up to the maximum tolerated dose (18). It is understood that response is 

generally observed within 6-weeks and continues to increase over time (19). The optimal duration of 

SSRI treatment for anxiety is still unclear, but guidelines suggest that treatment be continued for at 

least 6- to 12-months (16, 20). It is recommended that patients on SSRIs should be assessed for the 

emergence of restlessness, increased anxiety and emergence of suicidal ideation (17). 

SSRIs are thought to act via increased levels of available neurotransmitter serotonin (5-

hydroxytryptamine, 5HT) in the synaptic cleft. The 5HT system is important in autism (21) and 

elevated 5HT in whole blood and platelets (22), and alterations in the developmental trajectory of brain 

5HT synthesis activity (23) in individuals with a diagnosis of autism have been reported. It has been 

suggested that increased 5HT uptake or storage in the presynaptic neuron could lead to decreased 

synaptic 5HT in individuals with autism (21), and this may underpin greater levels of anxiety, potential 

for benefits of SSRIs and also potential for greater sensitivity to adverse effects via increase in 

peripheral serotonin in this population. 

 
1 please note we use disability first language as opposed to person first language i.e. person with autism on the 
recommendation of our autistic advisory group. 
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There is clinical equipoise in relation to SSRI use for anxiety symptoms in autistic adults. The three 

RCTs of SSRIs in autistic adults to date had small samples (two for fluoxetine with n=6 (23) and n=37 

(24) participants respectively, and one for fluvoxamine, n=30 (25)) with a focus on repetitive 

behaviours rather than anxiety, although the latter study reported improvement in maladaptive 

behaviours, aggression and social relatedness. Consequently, the British Association for 

Psychopharmacology consensus guidelines for autism conclude that there is insufficient information 

regarding the effectiveness or side effect profile of SSRIs in the treatment of anxiety in autism and call 

for large scale trials with adequate follow-up (26). 

Research on interventions to help mental health problems were two of the top 10 (including #1) 

priorities identified by the autism community, clinicians, researchers and other stakeholders in the 

recent James Lind Alliance and Autistica priority setting exercise (27). SSRIs are widely prescribed in 

this population but without adequate evidence for effectiveness or understanding of adverse effects. It 

is therefore essential that we get a better understanding of this topic. Such research has the potential 

to improve evidence-based care for autistic adults and lead to improvements in mental health and 

quality of life in this underserved population. 
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2 AIMS AND OBJECTIVES  

2.1 Aim  

To determine the effectiveness and cost effectiveness of the SSRI sertraline in reducing symptoms of 

anxiety and improving quality of life in adults with a diagnosis of autism compared with placebo and to 

quantify any adverse effects. 

2.2 Primary objective 

To determine the difference in Generalised Anxiety Disorder Assessment (GAD-7) (28) anxiety scores 

at 16-weeks between adults with a diagnosis of autism treated with sertraline and those treated with 

placebo. 

2.3 Secondary objectives 

i) To describe the adverse effects reported by adults with a diagnosis of autism treated with 

sertraline versus those treated with placebo over 52-weeks.  

ii) To determine the effect of up to 52-weeks of treatment with sertraline versus placebo on:                                    

a) response (50% reduction in GAD-7 scores) 

b) patient reported effect of medication on symptoms 

c) social anxiety 

d) obsessive compulsive symptoms  

e) panic attacks 

f) repetitive behaviours  

g) depressive symptoms  

h) functioning and disability 

i) quality of life  

j) carer burden (data will be collected in the Carer Burden Sub-Study as detailed in Section 8) 

iii) To measure adherence to the study medication. 

iv) To determine the cost effectiveness of sertraline treatment for anxiety in adults with a diagnosis 

of autism. 

v) To explore participants’ acceptability, experiences of, and adherence to, study processes and 

treatment.  

2.4 Primary endpoint/outcome 

The primary outcome is the patient reported outcome measure (PROM) GAD-7 anxiety score at 16-

weeks post-randomisation. Table 1 summarises the primary outcome and measure (tool) for this 

study. 

2.5 Secondary endpoints/outcomes 

Secondary outcomes are summarised in Table 1, below. Outcomes will be measured at 16-, 24- and 

52-weeks post-randomisation, with brief data collection on safety and medication adherence at 1 to 2-, 
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4-, 8-, 12- and 36-weeks post-randomisation. See Table 3 for full details of trial assessments and time-

points.  

Table 1 Summary of primary and secondary outcomes and measures (tools) 

Outcome Tool / method  

Primary Outcome 

To determine the difference in Generalised Anxiety 
Disorder Assessment (GAD-7) anxiety scores at 16-
weeks between adults with a diagnosis of autism treated 
with sertraline and those treated with placebo 

GAD-7 anxiety score  

Secondary Outcome 

i) To describe the adverse effects reported by adults 
with a diagnosis of autism treated with sertraline 
versus those treated with placebo over 52-weeks 

Modified Toronto side effects scale and open-
ended questions (including suicidality item) 

ii) To determine the effect of up to 52-weeks of 
treatment with sertraline versus placebo on:                                    

- 

a) response (50% reduction in GAD-7 scores) 50% reduction in GAD-7 score 

b) patient reported effect of medication on symptoms Study-specific questionnaire 

c) social anxiety Social Phobia Inventory (SPIN) 

d) obsessive compulsive symptoms  Obsessive Compulsory Inventory Revised (OCI-R) 

e) panic attacks Brief Patient Health Questionnaire (PHQ) from 
Primary Care Evaluation of Mental Disorders 
(PRIME-MD)  

f) repetitive behaviours  Adult Repetitive Behaviours Questionnaire-2 
(RBQ-2A) 

g) depressive symptoms  Patient Health Questionnaire-9 (PHQ-9) 

h) functioning and disability World Health Organization Disability Assessment 
Schedule 2.0 (WHODAS 2.0) 

i) quality of life EQ-5D-5L questionnaire 

j) carer burden and quality of life Caregiver Burden Scale, Carer Experience Scale 
(CES) and EQ-5D-5L questionnaire 

iii) To measure adherence to the study medication Questionnaire (adapted from GENPOD and 
PANDA trials) 

iv) To determine the cost effectiveness of sertraline 
treatment for anxiety in adults with a diagnosis of 
autism 

EQ-5D-5L (to calculate QALYs) and study-specific 
patient resource use questionnaire 

v) To explore participants’ acceptability, experiences 
of, and adherence to, study processes and 
treatment. 

Qualitative interviews with participants 

 

2.6 Primary outcome data 

The primary outcome for this trial is GAD-7 (28) score at 16-weeks post-randomisation as a 

continuous outcome. The GAD-7 is a 7-item patient reported anxiety measure and is a key outcome 

measure used in the UK Improving Access to Psychological Therapies (IAPT) services (29) and can 

be easily used in primary care, where management of anxiety in adults with a diagnosis of autism is 

likely to happen. It was used in a recent feasibility RCT of adults with a diagnosis of autism (3) and our 

autistic advisory group members found the questions easy to follow and completed it in <5 minutes. 
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Using the threshold score of 10, GAD-7 has 89% sensitivity and 82% specificity for generalised 

anxiety disorder and is also good at screening panic disorder, social anxiety disorder, and 

posttraumatic stress disorder (PTSD) (30). As a secondary outcome based on GAD-7, we will also 

define a binary ‘response’ variable with 50% reduction in GAD-7 score compared to baseline. GAD-7 

will be measured at baseline, 1 to 2-, 4-, 8-, 12-, 16-, 24-, 36- and 52-weeks post-randomisation.  

See Table 3 for full details of trial assessments and timepoints. 

2.7 Secondary outcome data 

Understanding adverse effects related to sertraline treatment is an important secondary outcome in 

this trial. We will measure adverse effects using a list of items based on the Toronto side effects scale 

which has been designed to measure antidepressant adverse effects and has been used in several 

large trials of antidepressants (31, 32). We will supplement this with open ended questions, including 

suicidality items and the Patient Health Questionnaire (PHQ-9) (33) as used for the ADEPT study (3). 

The GAD-7 scores at follow up will indicate any initial worsening of anxiety. Adverse effects data will 

be collected at baseline, 1 to 2-, 4-, 8-, 12-, 16-, 24-, 36- and 52-weeks post-randomisation. 

We will also include different facets of anxiety (e.g. social anxiety, obsessive compulsive symptoms) 

including those important in autism but not adequately captured in general anxiety screens and other 

features requested in the commissioning brief. These include social anxiety (SPIN) (34); obsessive 

compulsive symptoms (OCI-R) (35); panic attacks (Brief PHQ from PRIME-MD) (36) and repetitive 

behaviours (RBQ-2A) (37). These data will be collected at baseline, 16-, 24- and 52-weeks post-

randomisation. 

Other secondary outcomes will include depressive symptoms (PHQ-9) (baseline, 1 to 2-, 4-, 8-, 12-, 

16-, 24-, 36- and 52-weeks post-randomisation), and questions about adherence to medications (1-2, 

4-, 8-, 12-, 16-, 24-, 36- and 52-weeks post-randomisation) adapted from the GENPOD (38) and 

PANDA (39) trials. Functioning and disability (WHODAS) (40) and Quality of Life/Utility (EQ-5D-5L) 

(41) measured at baseline, 16-, 24- and 52-weeks post-randomisation, plus Quality of Life/Utility (EQ-

5D-5L) at 12-weeks post-randomisation. Carer burden and quality of life (Caregiver burden scale (42), 

Carers Experience Scale (CES; (43-45); and EQ-5D-5L (41)) will be measured at baseline, 16- and 

52-weeks post-randomisation; see Section 8 for details of the Carer Burden sub-study.  
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3 TRIAL DESIGN 

A two parallel group multi-centre pragmatic RCT of sertraline versus placebo for reducing anxiety in 

adults with a diagnosis of autism. 

3.1 Project timetable  

The funding start date for this trial is 01 October 2019, and the study duration is expected to be 48 

months, to 30 September 2023 (subject to change). 

3.2 Internal pilot 

Following set-up, we will carry out an internal pilot study for nine months, first opening the South West 

England centre, followed by staggered openings of other centres (Western Australia, the Surrey, East 

of England, and East Midlands centres). We aim to recruit 78 patients across the five centres by the 

end of the 9-month pilot study (see Table 2). We will employ a traffic-light system to judge the success 

of our internal pilot (46). If we achieve at least 70% of our target for recruitment, then we will continue 

the study (Go - Green). If we are not reaching our 100% recruitment target, we will explore reasons for 

under recruitment and whether any modifications to recruitment processes are required dependent on 

the emerging recruitment rate trajectory. If we achieve between 50% and 69% (Amend - Amber) of our 

recruitment and/or have not commenced recruitment at any site, then we will discuss with our Trial 

Steering Committee (TSC) whether we should make any major changes to the recruitment strategy 

(e.g. additional centres) and discuss whether the study should continue. If we recruit less than 50% 

(Stop - Red) of our recruitment targets, and have not commenced recruitment in other sites, then we 

will stop the trial, unless there is a strong case that unanticipated remediable factors have been 

identified and can be addressed after further discussion with the funder.  

Table 2 Internal Pilot: Stop/Amend/Go criteria 

 Participants Anticipated action 

Go (Green) 55-78 participants (>70% of expected)  Continue – Trial Management Group 

(TMG) will monitor recruitment rates 

closely 

Amend (Amber) 39-54 participants (50%-69% of 

expected) and recruitment not 

commenced in all 5 centres 

Identify remediable factors, discuss 

with TMG and TSC. Submit recovery 

plan to funder (NIHR HTA)  

Stop (Red) 0-38 participants (<50% of expected) 

and recruitment not commenced in all 

5 centres 

Stop the trial, unless there is a strong 

case that unanticipated remediable 

factors have been identified and can be 

addressed after further discussion with 

the funder 

3.3 Planned recruitment rate 

The planned recruitment for STRATA is 306 participants from (at least) five centres; details about the 

trial setting are provided in the next section (Section 4). A 24-month recruitment period is considered 

sufficient to identify, contact and consent 306 eligible participants. In our recruitment progression 

estimates (Figure 2), we assumed that the five centres noted in Section 3.2 would be recruiting by the 

end of the 9-month internal pilot phase (staggered openings proposed).   
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 aTotal expected recruitment is 306 over 24-months across the five centres. Internal pilot study expected 

recruitment is 78 at end of month nine of recruitment across the five centres (as indicated by dotted red line). 

Figure 2 Participant recruitment projections over 24-month period 
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4 TRIAL SETTING 

This trial will be delivered through autism services in regional centres in the UK and Western Australia. 

The areas which initial centres cover are: 

1) South West England 

2) Surrey, Hampshire and Portsmouth 

3) East of England 

4) East Midlands 

5) Western Australia 

Further recruitment from cohorts/registries and Patient Identification Centres (PICs) can take place, if 

required. Within each centre there can be several recruiting sites for that region which may include 

sites within mental health and/or learning disability service providers, social enterprises, primary care, 

University primary care/disability services, community organisations and charities. 

Additional centres/sites will be identified if required. 
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5 ELIGIBILITY CRITERIA  

5.1 Subject population 

Adults with a diagnosis of autism and symptoms of anxiety who would consider medication to help 

with anxiety.  

5.2 Inclusion criteria 

• Adults aged ≥18-years. 

• A diagnosis of autism made by a specialist including those with a co-occurring mild intellectual 

disability (autism diagnostic terms may include autism/autistic spectrum disorder or other 

variations, Asperger syndrome/disorder or pervasive developmental disorder).  

• Anxiety as measured by GAD-7 (28) score ≥10 at screening. 

5.3 Exclusion criteria 

• Prescribed a serotonergic antidepressant/anxiolytic in preceding 8-weeks; these include SSRI 

and non-SSRI antidepressants including tricyclic antidepressants. Individuals prescribed these 

medications wishing to participate could do so after a washout period of 8-weeks.  

• Prescribed an irreversible monoamine oxidase inhibitor (Phenelzine, Isocarboxazid or 

Tranylcympromine) or Pimozide in the preceding 8-weeks. 

• Diagnosis of moderate-severe intellectual disability (ID). People who have up to mild ID will be 

eligible. For the purpose of this study, a person with known ID will be considered as having a 

mild ID if they are able to provide written informed consent, and the ability to understand and 

answer the study questionnaires with the help of reasonable adjustments, if necessary.  

• Inability to provide informed consent and complete study assessments/questionnaires. 

• History of bipolar disorder, manic or hypomanic episodes, or psychosis. 

• Currently uncontrolled epilepsy. 

• Known current alcohol or drug use problem (i.e. if recorded in patient/medical notes). 

• Known allergies to sertraline or placebo/excipients. 

• Currently enrolled in another RCT (see Section 5.4, below).  

• Women who are pregnant, are planning pregnancy during the trial period, or breastfeeding.  

• History of severe liver impairment. 

• Bleeding disorders such as such as haemophilia, Christmas disease and von Willebrand’s 

disease, as well as those with past medical history of bleeding gastric or duodenal ulcers or 

other significant bleeding disorders.  

• History of Long QT syndrome or Torsade de Pointes. 

• Swallowing difficulties or inability to take medication in capsule form. 

• Currently using St. John’s Wort.   
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5.4 Co-enrolment in other research studies 

Competing study: Co-enrolment in the STRATA study and another competing study (e.g. RCT, 

interventional study) should be avoided due to potential impact on the study objectives and patient 

burden and safety. If a centre/site team become aware that a participant has enrolled in a ‘potentially 

competing’ study whilst taking part in STRATA, they should inform the central research team (UoB). 

The research team will evaluate whether it is appropriate for the patient to continue participating in 

STRATA.  

Non-competing study: If participants enrolled in the STRATA study express interest in enrolling in 

other non-competing studies (e.g. one-off interview(s) or questionnaire(s)) and informs their  

centre/site, the participant’s centre/site team should advise that they consider factors, such as 

potential burden to them, social support and distances necessary to travel, before taking part. The 

decision to participate (co-enrol) in another non-competing study will ultimately lie with the individual 

(participant). If the participant’s centre/site team become aware, they should inform the central 

research team (UoB).  
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6 TRIAL PROCEDURES 

Three hundred and six (306) patients will be recruited and randomised (enrolled) over a 2-year period. 

This section outlines the key trial procedures from identification of potential participants through to end 

of trial. 

6.1 Schedule of trial assessments and outcomes (overview) 

Table 3 (next page) depicts the key assessments/outcome measures and participant-related 

procedures scheduled at various trial timepoints. To summarise, participants in the trial will undergo:  

• Identification and screening contact; detailed in Sections 6.2 - 6.6.  

• Consent and randomisation (enrolment); detailed in Section 6.7. 

• Brief contact (safety checks) at 1 to 2-, 4-, 8-, 12-, and 36-weeks post randomisation; detailed 

in Section 6.8.1. 

• Assessments at baseline (0-weeks) and follow up at 16- (primary outcome), 24- and 52-weeks 

post-randomisation; detailed in Section 6.8.2. 

For all outcome assessments, delegated research staff at the research centres (including the research 

assistant (RA) and Clinical Research Network (CRN) Clinical Study Officers (CSOs) where 

applicable), will be blinded to the participant’s treatment allocation. See Section 6.14 for further details 

about blinding.  
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Table 3 Trial assessments and key participant-related procedures 

Data collection timepoint (→) 

Pre-
randomisation 

Point of 
randomisation 

Post-randomisation 

Identification / 
Screening 

Baseline 1 to 2- 
weeksA 

4- 
weeksA 

8- 
weeksA 

12- 
weeksA 

16- 
weeks 

24- 
weeks 

36-
weeksA 

52- 
weeks Key data capture (measures) / trial procedures (↓) 

Screening & consent to contact GP ●          

Eligibility assessment  ● ●         

Consent to join trial & randomisation  ●         

GAD-7 (Primary Outcome at 16-weeks)  ● ● ● ● ● ● ● ● ● ● 

Case report form(s) ● ● ● ● ● ● ● ● ● ● 

Revised clinical interview schedule (CIS-R)  ●         

Adult ADHD Self-Report Scale (ASRS) Part A  ●         

Depressive symptoms (PHQ-9)   ● ● ● ● ● ● ● ● ● 

Physical symptoms / adverse effects (modified Toronto side 
effects scale & open-ended questions)  

 ● ● ● ● ● ● ● ● ● 

Information on other medications   ● ● ● ● ● ● ● ● ● 

Social anxiety (SPIN)   ●     ● ●  ● 

Panic attacks (Brief PHQ PRIME-MD)   ●     ● ●  ● 

Obsessive compulsive symptoms (OCI-R)   ●     ● ●  ● 

Repetitive behaviours (RBQ-2A)   ●     ● ●  ● 

Functioning and disability (WHODAS 2.0)   ●     ● ●  ● 

Quality of life / utility (EQ-5D-5L)  ●    ● ● ●  ● 

Medication prescribing and dispensingB   

Adherence to study medication    ● ● ● ● ● ● ● ● 

Patient reported effect of drug on symptoms   ● ● ● ● ● ● ● ● 

Assessment on blinding   ● ● ● ● ● ● ● ● 

Health and social care resource use questions        ●  ● 

UnblindingC           ● 

Qualitative interviews with patients (UK only)D      
Carer Sub-Study: Caregiver Burden Scale, Carer Experience 
Scale (CES) & EQ-5D-5L 

 ◊     ◊   ◊ 

Key: ● data capture / outcome measures; completion methods may vary depending on participant preferences. ◊ completed by caregiver. AWeeks 1-12 & 36 are brief safety checks (see Section 6.8.1); 
BMedication dispensing by study pharmacies after randomisation confirmation; see Appendix 1 for dispensing schedule. CTimepoint may vary given option of unblinding if participant withdraws before 52-weeks 
(see Sections 6.15 & 6.17). DTimepoint will vary but anticipated conduct is sometime between 4- to 52-weeks post-randomisation (see Section 7). 
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6.2 Identification and screening of potential participants (overview) 

Figure 3 (next page) illustrates the likely pathway for the following stages, which are then detailed 

throughout the remainder of this section of the protocol:  

• STEP 1: Identification of potential participants and inviting them to participate in STRATA;  

• STEP 2: Preliminary screening and expression of interest;  

• STEP 3: Patient safety checks (for those who are potentially eligible in Step 2 and consent to 

contact GP);  

• STEP 4: Inform individual of preliminary eligibility assessment outcome and where applicable, 

arrange the Baseline (first study) appointment*;  

• STEP 5 (for those who are potentially eligible in Step 4): Conduct Baseline (first study) 

appointment to review eligibility, obtain informed consent and complete baseline data 

collection. Seek approval from the local (delegated) prescriber to proceed, and where relevant, 

conduct randomisation, prescribe study medication, and arrange subsequent participant follow 

ups. 

To summarise, when potentially eligible participants are identified from any of the possible pathways 

(Step 1; e.g. clinical appointments and/or lists, research registers, self-referral etc.), they will be 

directed to a preliminary online screening questionnaire and expression of interest form (or paper copy 

where preferred; Step 2). This can be completed by the individual and/or the health care professional 

referring them to the study. The form will ask a short series of questions based on broad 

inclusion/exclusion criteria. If minimal requirements regarding eligibility are met, permission to contact 

the individual’s GP (doctor) will be sought to complete patient safety checks (Step 3). Individuals for 

whom the study is considered suitable for them to take part, and they are interested in doing so, will 

be invited to attend* a Baseline (first study) appointment (Step 4). At the Baseline appointment (Step 

5) the researcher will confirm eligibility, obtain informed consent, and complete outstanding baseline 

data collection. The researcher will then seek approval from the local prescriber (Principal Investigator 

(PI)/delegated clinician). Randomisation will be conducted after the prescriber is satisfied that eligibility 

criteria has been met and prescriptions can commence. The prescriber will prescribe study 

medication, and the researcher will arrange subsequent participant follow ups. Alternatively, if the 

prescriber believes that eligibility criteria has not been met and that prescriptions cannot commence, 

the researcher will notify the individual that it is not suitable for them to take part in the trial and update 

records, as required.   

*As detailed in Section 6.7 (and Appendix 2), we anticipate that the majority of Baseline appointments (and 

other study points of contact) will be conducted via Sponsor/NHS-approved video-conferencing (i.e. to 

reduce risk of potential exposure to COVID-19 and/or due to a requirement for remote contact by the 

potential participant). Alternative methods of communication (e.g. face-to-face visits, and/or other remote 

methods) will be considered and facilitated, where feasible. 
 

NB: Due to the potential variation in patient pathways at each centre (and subsequent sites) in the UK 

and Australia, arrangements will be individualised according to local arrangements in discussion with the 

central research team (University of Bristol [UoB]). We acknowledge that the healthcare system in 

Western Australia is different to that of the UK; specifically, that a Psychiatrist (rather than GP) typically 

oversees the care of this population group. In such cases, where GP is referred to, it is acceptable for 

suitable equivalent healthcare professionals to perform relevant assessments and/or processes. Other 

significant differences between the UK and Western Australia are highlighted throughout the Protocol.    
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*Denotes timepoints to (audio) record discussion with patient after seeking separate consent, as per study protocol 
(see Sections 6-7 for further details).  

Figure 3 Identification and screening of potential participants  
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6.3 STEP 1: Participant identification and invitation to participate  

Likely pathways to identify potential participants include: (a) clinical appointments and/or clinical lists; 

(b) research registers/cohorts; and (c) other methods, including self-referrals. For each of these, 

arrangements should be suitably established according to local practice, in discussion with the central 

research team (UoB). Centres/sites may also identify other opportunities and methods for identifying 

individuals and inviting them to take part, which should be utilised. 

6.3.1 Clinical appointments and/or lists 

Potential participants will be identified within the trial centres/sites by clinical services staff, CRN or 

Research and Development (R&D) department staff. These can be done within the context of a clinical 

appointment or by review of clinical lists. Where possible, GAD-7 screening will be embedded routinely 

in recruiting clinical sites and the service staff listed above will identify individuals with a diagnosis of 

autism who score ≥10 on the GAD-7. These patients will be suitable to be referred to the study/local 

centre research team, who can then liaise with the individual. Services may also refer patients who 

have a diagnosis of autism who may be seeking support for their anxiety.  

Within clinical appointment: Service staff may discuss the study with individuals during a 

consultation and either proceed to preliminary screening (Step 2) or provide them with a STRATA 

Study Invitation Pack (paper/online link, as described below) and refer them to the local research team 

for further liaison. To do so, staff identifying potential participants should complete a STRATA Referral 

Form so that the local research team (e.g. centre research assistants [RAs]) can update and monitor 

their local centre STRATA Screening Log. 

By review of clinical lists: Individuals identified as potential participants will be sent, by email or 

post, a STRATA Study Invitation Pack; this pack will contain a study approved invitation letter, a 

Participant Information Leaflet (PIL) including contact details of the local centre research team, and 

instructions of what to do if they would like to find out more information or are interested in taking part 

(i.e. complete an online STRATA Preliminary Screening and Expression of Interest Form, or, if 

applicable, paper equivalent using a pre-paid envelope [see Step 2]). Alternatively, they may be 

directed to the study website containing an equivalent Study Invitation Pack for online review if 

preferred. 

Central research staff (UK/Western Australia, respectively*) will monitor completion of the Preliminary 

Screening and Expression of Interest Form. Where feasible, local (recruitment) research staff will 

contact individuals who were sent materials but not yet responded, to see if they would like to take 

part. If so, they will be directed to the online (or paper equivalent) STRATA Preliminary Screening and 

Expression of Interest Form; see Step 2, below. Alternatively, if a known clinical appointment is 

pending (within 8-weeks of the invitation being sent), local research staff could arrange to meet at the 

next clinical appointment and discuss the study face-to-face; combining an existing clinical 

appointment avoids individuals additional time/contact, as well as provides face-to-face discussion, if 

preferred by the individual. 

*Central UoB research staff will monitor and are responsible for UK responses and related activity, and the 

equivalent team in Western Australia will monitor and are responsible for Australian responses and activity. 

This applies here, and throughout this section.  

NB: In light of COVID-19, we are mindful that face-to-face appointments bring about higher risk and may 

not be feasible. To mitigate such risks, STRATA offers flexibility around assessment and communication 

methods as noted throughout (and see Appendix 2). If face-to-face appointments are requested, research 
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staff should assess feasibility and follow the organisation guidance at the time regarding face-to-face 

contact, including, for example, use of personal protective equipment (PPE) and cleaning procedures.   

QuinteT Recruitment Intervention (QRI) [UK only]: At the earliest opportunity in the study pathway, 

individuals will be asked if they agree to the (audio) recording of conversations about the study 

between themselves and a clinician/member of the research team to understand and optimise the trial 

recruitment process (see Section 7, QRI, for further details); Steps 1, 4 and 5 of the pathway 

presented in Figure 3, present the most likely opportunities to incorporate the QRI (recordings). The 

aim is to record all conversations in which the study is discussed up until a decision on study 

participation is made. 

Based on the opportunities and methods presented in Step 1 above, for identifying individuals and 

inviting them to take part, conversations that would be particularly valuable to record at this stage, 

where feasible, include: (i) within the clinical appointment when services staff discuss the study with 

individuals during a consultation; (ii) by review of clinical lists when research staff contact individuals 

who were sent materials but not yet responded to see if they would like to take part; and (iii) by review 

of clinical lists and a known clinical appointment is pending and research staff arrange to meet at the 

pending appointment.  

Screening logs: Local research staff (e.g. RAs) should complete a STRATA Screening Log, which 

will be developed in line with the SEAR (Screened, Eligible, Approached, Randomised) framework 

(47); this framework will enable us to record the flow of potential participants through the recruitment 

process, in line with recommended Consolidated Standards of Reporting Trials (CONSORT) reporting 

guidelines (48). Where possible, screening logs will include reason(s) for non-participation. This will 

ensure that they are not approached more than once, as well as highlight those who are willing to be 

contacted again in the future (e.g. they were not able to participate when first approached but may be 

in the future, such as individuals prescribed serotonergic antidepressant/ anxiolytic in preceding 8-

weeks, but could do so after a washout period of 8-weeks). Local research teams will enter screening 

log data directly into the relevant STRATA database (or via alternative data capture forms, if 

necessary); these will be monitored regularly by the central research team (UoB). 

It is acknowledged that completion of screening logs will not be possible for some potentially eligible 

participants who receive information about the study, e.g. where a large number of individuals receive 

information via a newsletter. 

6.3.2 Research registers / mailing lists 

Where relevant, we will seek approval from the steering committee (or equivalent) of relevant research 

registers/mailing lists, in both the UK and Western Australia, to inform individuals about STRATA. For 

example, these include, the Adult Autism Spectrum Cohort - UK (AASC-UK) (49); Discover Network 

(Autistica Charity, UK) (50); and the Western Australian Register for Autism Spectrum Disorders (51). 

Other relevant registers/mailing lists that are not listed here may also be approached.  

Potential participants who are registered on such a register/mailing list will be sent information about 

the trial. This may be via an email/postal newsletter which directs interested individuals to the study 

website for further information, or by providing a STRATA Study Invitation Pack (as described above, 

Section 6.3.1).  

Western Australia Autism Register: For some individuals registered on the Western Australian 

Autism Register, the contact information will only be available for the potential participant’s parent or 

guardian. The parent/guardian may have given consent for their child to be registered at the time of 
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diagnosis when the child was less than 18-years but are now of adult age. In these cases, the 

parent/guardian will be sent the information to forward accordingly, so that the individual can decide if 

they wish to express an interest in participating. 

6.3.3 Other methods and organisations  

Approved STRATA recruitment materials (e.g. posters, leaflets, electronic animation/video and/or 

equivalent materials) may also be displayed in relevant locations, providing information about how an 

individual can obtain further information/take part, including relevant contact details. Equivalent 

information may also be promoted via relevant social media resources (e.g. twitter, websites).  

UK: Using similar approaches as noted above, we will engage with the NIHR CRNs which cover the 

UK recruiting centres to disseminate the opportunity to participate in STRATA to members in their 

regions. We will also engage with various community organisations including charities and third sector 

providers of support services and university disability services. Information (e.g. approved posters and 

leaflets or emails with study weblink) about the study may be sent to local organisations, University 

disability services and GP surgeries to supplement recruitment from these sources.  

Western Australia: If additional recruitment is required in Western Australia, members of the Western 

Australia Autism Diagnosticians Forum who are involved in adult diagnoses, and/or community 

support organisations, will be approached and encouraged to disseminate information about the study 

and direct potential participants to the Perth research team(s) for further information and assessment, 

where relevant. 

6.4 STEP 2: Preliminary (eligibility) screening and expression of interest 

When potentially eligible participants are identified and interested in taking part, they will be directed to 

complete a STRATA Preliminary Screening and Expression of Interest Form. The form can be 

completed via a secure online weblink, or via paper equivalent if required/preferred; it can either be 

completed directly by individuals and/or by clinicians wishing to refer individuals to the study (as noted 

in Section 6.2).  

The aim of this form is to ask individuals/clinicians a short series of questions based on broad 

inclusion/exclusion criteria, as a means of preliminary screening (eligibility assessment). For example, 

questions will include (at least): GAD-7; confirmation that the individual has received an autism 

diagnosis; willingness to consider medication for anxiety, presence of intellectual disability; other 

broad inclusion/exclusion criteria; and basic demographic information (e.g. year of birth; gender; 

ethnicity; employment status; highest level of qualification; marital status). Broad information about 

their geographical location will also be collected (e.g. what their local city is), so to align the individual 

with a relevant research centre. Name and contact details will not be collected on the online form at 

this stage but will be collected on the paper-based version of the form.  

Where participants have chosen to complete paper-based Preliminary Screening, name and contact 

details will be collected; this will be necessary to enable the study team to contact the potential 

participant to inform them about their eligibility status. In this scenario, personal details will only be 

held for the minimum required time. 

If responses to preliminary screening questions do not meet the necessary trial criteria: the 

individual is deemed ineligible for this trial and will be notified of this outcome. Notification will follow 

completion of questions via the online form, or by subsequent contact for those completing a paper 

equivalent. No further data about the individual will be collected. The central research team 
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(UK/Western Australia, respectively) who will be responsible for processing these forms (online and 

paper), will update local research teams so they can update their local screening logs where feasible.  

If responses to preliminary screening questions meet the necessary trial criteria: the individual 

is potentially eligible to take part, and additional information will be requested to conduct further 

assessment. This additional information will include (at least): the individual’s name, date of birth, 

address, and other contact details (e.g. telephone and email address’) and preferences; consent of the 

individual to contact their GP (doctor) for patient safety checks*; and GP contact details (e.g. GP 

name, if known, and practice contact details).  

The central research team (UK/Western Australia, respectively) will monitor completed forms and 

proceed to Step 3, as outlined below. At this point, individuals will be allocated a unique study 

identification (I.D) number. 

* Due to the nature of this trial, it will not be possible for an individual to participate if the research team are 

unable to obtain essential patient safety check information from the individual’s GP (or equivalent healthcare 

professional in Western Australia, for example). 

6.5 STEP 3: Patient safety checks (for those who are potentially eligible in Step 2 and 

consent to contact GP) 

The central research team (UK/Western Australia, respectively) will contact the GPs (or GP practice 

where a named GP is not provided, or equivalent health care provider in Australia) of those who are 

considered potentially eligible to take part in the study and have provided consent for their GP to be 

contacted for patient safety checks. Using secure methods of contact (e.g. via NHS.net email, 

telephone and/or post), GPs will be provided with relevant information about the trial and asked to 

confirm that it is safe for their patient to take the study medication if they decided to take part (i.e. 

complete a GP Patient Safety Check Form, which should be returned directly to the individual’s local 

research centre team). The individual’s local research centre team will then confirm provisional 

eligibility status. 

The central research team will provide each local research centre with a localised GP Patient Safety 

Check Log informing them which GPs have been contacted, for which individual, and when; local 

research centre teams are then responsible for monitoring GP responses for their potential 

participants, reminding as required, updating screening log records, and proceeding to Step 4, below.  

In the event that GP safety check responses are delayed (i.e. between Step 2 and Step 4 of the 

recruitment pathway), the central research team will aim to send potential participants ‘holding’ emails 

and/or text alerts, based on identified contact preferences; this contact is to help retain the 

engagement of, and provide assurance to, potential participants.  

6.6 STEP 4: Inform individual of eligibility assessment outcome and arrange the Baseline 

(first study) appointment, where applicable. 

Local research centres will contact individuals to inform them of their preliminary eligibility assessment 

outcome. 

For those confirmed as ineligible (not able to participate): they will be sent an approved STRATA 

Eligibility Assessment Outcome Letter (or email equivalent) informing them they are not eligible (at this 

time) to participate. Within the letter they will also be reminded that their medical treatment will 

continue as usual with their GP, as will any other services they are receiving. They will be thanked for 

their time and interest in the trial. 
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For those confirmed as potentially eligible (able to participate): they will be informed that they are 

potentially eligible and asked to confirm that they still wish to participate; this notification may be via an 

approved letter or alternative methods (e.g. email/video-conferencing/phone) depending on the 

individual’s contact preferences and/or availability. As noted previously, where feasible throughout 

Step 4, the researcher should ask individuals if they agree to the (audio) recording of conversations 

about the study, i.e. incorporate the QRI (UK only).   

If they still wish to participate, the research staff will invite them to attend a Baseline (first study) 

appointment at a convenient time (and location), making note of any accessibility needs or reasonable 

adjustments to be made to facilitate this appointment. The researcher will inform individuals that prior 

to the appointment (no more than 3-days in advance), they will receive the STRATA Baseline 

Questionnaires via secure online link(s) (or hard copy* can be posted upon request, which will include 

clear instructions about when to complete and return the questionnaire booklet). If either of the 

questionnaires have not been completed (and/or hard copies returned) by the time of appointment, 

they can be completed during the Baseline appointment. The purpose and details of the Baseline 

appointment are outlined in Section 6.7, below. 

*The Revised Clinical Interview Schedule (CIS-R) is only available as a computer-based (online) 

assessment. All other questionnaire outcome measures will be incorporated into one STRATA Baseline 

Questionnaire, which will be available online or in hard (paper) copy if required.  

If for any reason the individual has changed their mind and no longer wishes to participate, for 

research monitoring purposes, the researcher will: (1) ask ‘why’, however the patient does not have to 

provide a reason if they prefer not to; (2) update the local screening log accordingly; and (3) confirm 

the individual is happy for the research team to retain any anonymised data collected. Where 

applicable, all data obtained with reference to the QRI/integrated qualitative research, however, will be 

retained according to the relevant patient information and separate consent.  

6.7 STEP 5: Baseline (first study) appointment (for those potentially eligible in Step 4) 

Figure 4 (next page) illustrates the key elements of Step 5, as detailed throughout this sub-section. 

Potential participants will attend a Baseline (first study) appointment*. On commencement/arrival they 

will be asked if they agree to the (audio) recording of this discussion about the study (see Section 7, 

QRI), and the aim of the appointment will be explained. At this appointment, eligibility criteria will be 

reviewed for any changes since Step 3 (or last contact), provisionally confirmed, and the trial 

explained; individuals will be able to ask any questions.  

During this baseline discussion, the researcher will check that individuals are fully informed about the 

study by asking them to: (a) summarise their understanding of what participating in the study will 

involve; (b) enquire about the voluntary nature of their involvement; and (c) ask what will happen if 

they no longer wish to take part. This will enable the researcher to check that they have understood 

and retained key aspects of the information provided about the study and are aware of the voluntary 

nature of their involvement and their right to withdraw. Furthermore, patients will enter this study with 

the understanding that any benefits of sertraline may take several weeks to appear, and that the 

treatment regimen will last one year (52-weeks). Potential participants will be informed that they 

should take the treatment regimen for at least 16-weeks (i.e. until the primary outcome timepoint) 

before deciding if the treatment works or not, although they may withdraw from the medication and/or 

the study at any time, should they wish to. Further details about dosing schedule are in Section 9.   
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*As previously noted (and outlined in Appendix 2), we anticipate that the majority of Baseline appointments 

(and other study points of contact) will be conducted via Sponsor/NHS-approved video-conferencing (i.e. to 

reduce risk of potential exposure to COVID-19 and/or due to a requirement for remote contact by the 

potential participant). Alternative methods of communication (e.g. face-to-face visits, telephone, email and/or 

other remote methods) will be considered and facilitated, where feasible. 

If face-to-face appointments are requested, research staff should assess feasibility and follow the 

organisation guidance at the time regarding face-to-face contact, including, for example, use of personal 

protective equipment (PPE) and cleaning procedures.   

 

Figure 4 Overview of key elements within STEP 5: Baseline (first study) appointment  
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Once the researcher is satisfied that full eligibility criteria has been met: they can proceed as 

outlined, below. At this timepoint in the recruitment process, potential participants will have been given 

a chance to ask questions and have had more than 24-hours (after receiving the trial PIL) to think 

about taking part, before providing informed consent and being randomised. 

Those who do not meet the full eligibility criteria, or those who are eligible but decline to take 

part: in such cases the researcher will not proceed with taking informed consent, nor enrolling in the 

study. If the individual completed a baseline questionnaire prior to this visit, the researcher will 

securely destroy these data (in accordance with Sponsor requirements). The researcher would offer 

the individual a £10.00 gift voucher ($20 in Australia) to thank them for their time (see Section 6.10) 

but no further appointments will be made regarding this study, unless the individual consented on the 

(audio) recording consent form to be contacted by a study researcher for an interview to explore their 

views on the study.   

6.7.1 Consent (main trial) 

Where applicable, delegated clinical staff at sites who are trained on the STRATA protocol and 

procedures and have relevant experience, will be able to take informed consent. This will include local 

research associates/assistants, clinicians and CRN staff within each centre/site.  

Within the consent process, consent will also be sought for future re-contact and sharing of their 

anonymised data for other ethically approved studies. We will also seek consent for linkage to central 

NHS records (e.g. NHS Digital linked data and equivalents for UK-patients, or equivalent electronic 

health records for patients in Western Australia), as a possible mechanism for longer-term follow up, 

as requested in the original NIHR HTA funding application call; longer-term follow up is not included 

within this application and protocol and would be applied for separately if relevant.  

To enable remote and/or face-to-face methods of contact, where feasible, informed consent will be 

captured via a Medicines and Healthcare products Regulatory Agency (MHRA) (UK) and NHMRC & 

TGA (Australia) compliant eConsent (online) form and process. An approved paper (wet ink) 

equivalent will be available where eConsent is not feasible. Further guidance will be provided in study-

specific training materials. Four copies of the completed consent form are required: 

1) a copy must be filed in the Investigator Site File (ISF) together with a copy of the PIL in 

recruitment order*; 

2) a copy should be provided to the patient*; 

3) a copy should be placed in the patient’s medical notes with a supporting record of the 

discussion and a copy of the PIL**; and  

4) a copy should be provided to the STRATA central research team. 

*If a paper (wet ink) form is completed, the ‘original’ form should be filed in the ISF. If an eConsent form is 

completed, a completed copy is automatically emailed to the patient once processed, and additional copies 

can be obtained via the eConsent (database) system.  

**Besides completing the consent form, centres/sites should record key details of the informed consent 

process in the patient’s medical notes (where feasible); study title and date of consent are on the consent 

form. Patients are not required to provide reasons for not taking part in the study, but if they are given, then 

they should also be documented in their notes. For non-NHS recruitment sites without direct access to 

patient medical notes, a copy of the consent form and supporting information should be sent to the patient’s 

GP alongside the GP Notification letter. 

Consent for the QRI and integrated qualitative research are discussed separately; see Section 7.2. 
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6.7.2 Further baseline assessments 

Questionnaires (assessments): Following consent, if the necessary baseline assessments identified 

in Table 3 have not yet been completed (and/or hard copies of the questionnaire not returned), they 

should be completed during this appointment*. Individuals will be offered breaks during this 

appointment to minimise fatigue and burden. If they require assistance to complete the questionnaires, 

the researcher can facilitate this. Similarly, a carer/family member or friend can also join the 

appointment to provide support. The research team will aim to try and make all reasonable 

adjustments requested by the participant to facilitate this appointment. 

*The Revised Clinical Interview Schedule (CIS-R) is only available as a computer-based (online) 

assessment. All other questionnaire outcome measures will be incorporated into one STRATA Baseline 

Questionnaire, which will be available online or in hard (paper) copy if required.  

Case Report Form (CRF): The researcher will also complete a STRATA Baseline CRF to capture (or 

confirm if previously collected) relevant information. CRF content will include (as a minimum): eligibility 

assessment (as per Section 5, plus discussion points noted in Section 6.7); presence of ID and 

relevant supporting information; details of autism diagnosis, including when, where and what; contact 

details, including back up details (e.g. carer/ other family members); contact preferences; any 

requirements for future correspondence/appointments; other essential information to support 

randomisation stratification and minimisation variables; and medication dispensing preferences.  

6.7.3 Next steps 

At this point, the researcher has completed the eligibility assessment/review, informed consent and 

baseline data collection, thus deeming that it is suitable for the individual to take part in this trial, and 

they are willing to do so. It is essential that the researcher now seeks approval to proceed to 

randomisation (enrolment) and prescription of study medication from the local “prescriber” (e.g. local 

PI or authorised delegate)*.  

If the prescriber is satisfied that eligibility criteria has been met and prescriptions can 

commence: they (the prescriber and/or researcher) will proceed with randomisation (as detailed in 

Section 6.7.4, below) and the prescriber will complete and submit the study-specific prescription to 

initiate the study medication dispensing process. The researcher will update the (now) participant and 

arrange the forthcoming ‘Brief Safety Checks’ as detailed in Section 6.8.1. As advised by our patient 

advisory group, arrangements should include: confirming the date and times of the follow ups; 

confirming participant contact details, including methods of contact and any other preferences; and 

providing the researcher’s contact details, including any relevant telephone numbers/caller I.Ds/email 

address’, where applicable. This process allows the participant to plan, knowing who to expect contact 

from, when and by which method.     

The participant will then be provided with additional information and materials in the form of a STRATA 

Welcome Information Pack, which will either be posted, or provided in person (depending on how the 

appointment is conducted). Some of the information may also be available via email, or downloadable 

via the study website. The STRATA Welcome Information Pack will include (as a minimum): 

a) Information about taking the medication (STRATA Medication Instructions); 

b) a STRATA Alert Card indicating that they are participating in the STRATA RCT, which 

participants can show to any health professionals involved in their care; 
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c) a STRATA Carer Study Information Pack**; as detailed in Section 8, we plan to conduct a 

nested study exploring carer burden; and 

d) a STRATA Week 1 to 2 Safety Check Questionnaire booklet and pre-paid envelope. 

If the prescriber is not satisfied that eligibility criteria has been met and that prescriptions can 

commence: the researcher will notify the individual that it is not suitable for them to take part in the 

study and update study records, as required. This includes: completing a STRATA Change of 

Permission / Withdrawal Form (e.g. Patient declined/was not randomised after giving informed 

consent); and securely destroying relevant data, e.g. baseline questionnaires and CRF(s) (in 

accordance with sponsor requirements). A copy of their consent form, however, should be retained 

alongside the Change of Permission / Withdrawal Form. 

*In some circumstances it may be feasible to seek prescriber approval ‘there and then’ (i.e. in a clinic 

setting). It may, however, need to take place separately (i.e. if appointments are conducted remotely, or the 

local prescriber is not available); in such cases, the researcher should explain this to the individual (patient), 

making clear that they will notify them of the outcome as soon as available. This notification may be via 

telephone/video-call or an approved letter (or email equivalent), depending on participant contact 

preferences and/or researcher availability.  

**If the patient (individual) has confirmed that they have a carer, the researcher should provide them with a 

STRATA Carer Study Information Pack. The individual will be asked to forward this to their carer at the 

earliest opportunity, on behalf of the STRATA research team. 

6.7.4 Randomisation 

Individuals will only be randomised after: (a) safety checks are completed by their GP; (b) written  

informed consent (wet ink or eConsent) has been obtained; (c) baseline assessments have been 

completed; and (d) eligibility is approved by the local recruiting site PI, or authorised delegate (e.g. 

“prescriber”).  

The randomisation sequence will be generated by Sealed EnvelopeTM (52). Randomisation will be 

stratified by centre, with minimisation to ensure balance in baseline GAD-7 score (<15 and ≥15), 

gender (male, female, non-binary), age (18-34, 35-49 and ≥50), presence of intellectual disability 

(yes/no), and previous medication use for anxiety or depression (yes/no). Patients will be randomised 

to one of two treatment groups on a 1:1 ratio, that is either sertraline (intervention arm) or placebo 

(control arm).  

The local PI (or authorised delegate) will sign into the secure online randomisation system, enter the 

individual’s (patient’s) unique study I.D number (previously allocated in Step 2; see Section 6.4) and 

necessary minimisation variables; they will then receive the code that allocates the participant to the 

study treatment, and this code should be recorded on the study-specific prescription (see Section 9.6 

for Prescribing Procedure). The recruiter(s) and the participant will remain blinded as to which 

treatment group this code refers to. The trial pharmacies in the UK and Australia will be directly 

informed of the randomisation code for UK and Australia-based patients, respectively. The unblinded 

randomisation code will be held by the study pharmacies and selected members of the Bristol 

Randomised Trials Collaboration (BRTC; see Sections 6.14 and 12.1). Details of the study medication, 

including dispensing and dosing are provided in Section 9.  

6.7.5 End of Baseline appointment / post-randomisation requirements 

Following completion of the Baseline appointment (once final recruitment outcome of the individual is 

known, i.e. randomised or not), the local recruiting centre/site staff should:  
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1) update their local screening log with the relevant screening and recruitment outcome; 

2) data enter any paperwork to the secure online study database (where applicable) and file all 

paperwork securely (see Section 12, Data Management); and   

3) Only if individual is randomised (enrolled): notify the participant’s GP (or equivalent 

healthcare provider in Australia) that their patient is taking part in the STRATA trial, using a 

study-approved STRATA GP Notification letter. 

6.8 Follow-up assessments 

6.8.1 Brief contact (safety checks): 1 to 2-, 4-, 8-, 12-, and 36-weeks post-randomisation 

At 1 to 2-, 4-, 8-, 12- and 36-weeks post-randomisation*, the local research (recruitment) team will 

contact the participant to conduct** a brief safety check to assess safety (adverse effects), medication 

dose titration, and anxiety and depressive symptoms (including suicidality). This assessment will be 

carried out via questionnaire and discussion to adequately inform dose titration.  

For these assessments, participants will be asked to complete the questionnaire element online 

(unless alternative method is requested), followed by a video call (using Sponsor/NHS-approved 

video-conferencing tools) or telephone call by the researcher. If the participant has not completed the 

questionnaire by the time of the researcher call, the researcher can help complete it during the call. 

The researcher will, in a timely manner, convey this assessment to the local PI (“prescriber”, or 

authorised delegate) for them to review and make the decision regarding further prescription (continue 

on same dose, increase or decrease). If required, the PI/clinician can arrange to speak with/or arrange 

to see the participant directly or request further information to enable their decision. The decision to 

prescribe and amend dosage shall stay with the PI/clinician and not the RA who is responsible for 

conveying the relevant information to the PI/clinician. 

* The initial safety check at 1 to 2 weeks should be at least 1-week, but no later than 2-weeks, post-

randomisation. We anticipate the need for flexibility of +/- 1-week given the pragmatic nature of this trial for 

the safety checks at 4-, 8-, 12- and 36-weeks post-randomisation. 

**Given the timings of these safety check assessments, face-to-face appointments are unlikely to be feasible 

or preferable to participants and will only be considered in exceptional circumstances, if possible. 

Participants will be given a choice of remote method(s) of contact and assessment, e.g. video call (using 

Sponsor/NHS-approved video-conferencing tools), email, text links to complete questionnaires online, and/or 

telephone. 

It is important to note, however, that medication dosage must be discussed with research staff rather than 

via online questionnaire, only. Where safety is a concern, participants will be encouraged to seek input from 

their clinician/GP to help with clinical management.  

Questionnaire (participants): Participants will complete a STRATA Safety Questionnaire at each 

timepoint; the questionnaire will contain patient-reported outcome measures (PROMs) and additional 

data collection as presented in Table 3. Local research staff/teams are responsible for the conduct 

and monitoring of these follow ups. 

CRF (centre staff): Delegated local (recruitment) centre staff will complete a STRATA CRF at each 

timepoint. CRF content will likely include (as a minimum): 

• Adverse event reporting; 

• Whether the participant is happy to carry on taking the study medication;  
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• The participant’s view on whether they would like to stay on the same dose, try an increase or 

would like a reduced dose of the study medication. 

IMPORTANT NOTE: At the 1 to 2-week safety check the research team will confirm that the 

participant has received their study medication, and that they have started taking it (or intend 

to take). It is possible, however, that between agreeing to take part and receiving the medication, the 

participant changes their mind and is no longer willing to take the study medication. In such cases, the 

researcher will ask the participant to return the study medication (as instructed) to confirm that the 

study medication is untampered (i.e. there are no capsules missing or opened, thus study treatment 

has not commenced).  

If it is confirmed that no medication has been taken, then the individual should be classified as a 

“screening failure”, rather than “participant withdrawal”. The research team will need to: 

1) update their local screening log with the relevant screening and recruitment outcome; 

2) notify the individual’s GP (or equivalent healthcare provider in Australia) that their patient is no 

longer taking part in the STRATA trial, using a study-approved STRATA GP Update of 

Involvement Notification letter; and 

3) update study records, including completing a STRATA Change of Permission / Withdrawal 

Form (e.g. Patient did not commence study medication after giving informed consent). No 

further data collection (follow ups) should take place for this individual. 

If the participant fails to return medication and it is not possible to establish that the 

medication is untampered, then they will continue to be counted as a “trial participant” (enrolled). 

Usual change of permissions/withdrawal procedures will apply.    

6.8.2 Follow up assessments: 16-, 24- and 52-weeks post-randomisation 

Follow up questionnaires (participants): Participants will be asked to complete a STRATA Follow 

Up Questionnaire at each timepoint; each questionnaire will contain PROMs and additional data 

collection as presented in Table 3. Participants will be asked to complete the questionnaires online 

and will receive a secure online link at the appropriate timepoints. Alternative methods preferred by 

the participant will be considered and facilitated where feasible (e.g. by video call (using Sponsor/ 

NHS-approved video-conferencing tools), postal hard copy, face-to-face, or telephone). If the 

participant requires assistance to complete the questionnaires, the research team will aim to try and 

make all reasonable adjustments requested by the participant to facilitate this. Similarly, a carer/family 

member or friend can provide support, but they will be advised not to answer any questions on behalf 

of the participant.  

Local research staff/teams are responsible for the conduct and monitoring of these follow ups. If they 

do not receive a response from a participant within a reasonable time of sending each STRATA Follow 

Up Questionnaire (e.g. ~3 weeks), then they will contact them, and/or resend another link/copy with a 

reminder letter/equivalent contact. For each follow up, the research team will make three contact 

attempts in total (initial sending, plus two reminders). If no response is received after the third attempt, 

the relevant questionnaire will be marked as missing. We will, however, continue to send the next 

follow up questionnaire as planned, unless the participant requests/confirms that they no longer want 

to complete them; a similar model has been successfully used in multiple studies conducted by the 

BRTC. 
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Included with each questionnaire (initial contact and reminders, where applicable) will be information 

that contact with the participant is still essential for further supplies of medication even if they do not 

wish to complete the questionnaire; clear instructions will inform the participant that if they wish to 

discontinue taking the medication, they should contact their local research team so that support 

regarding down titration is given. Therefore, participant contact need not be the completed 

questionnaire, but confirmation (verbal/written) that they are still taking the medication and wish to 

continue, is essential. If in doubt (e.g. if no contact is received from the participant), the local research 

team should call (email/text or equivalent) to check; if considered necessary at this point, the 

researcher could utilise a back-up ‘best contact’ (e.g. carer/ other family member, where provided). By 

the time of the next supply, if no contact has been made, the local research team will complete an 

Investigational Medicinal Product (IMP) Discontinuation Form to ensure that new medication is not 

supplied to the participant for safety purposes. This should also be recorded in the relevant timepoint 

CRF.    

The 52-week post-randomisation follow up (questionnaire) is the final timepoint and marks the end of 

treatment. The same reminder system noted above will also apply here, where applicable. In addition 

to this questionnaire, participants will be provided with information about tapering down and stopping 

the medication. At this final timepoint, researchers will make ‘a brief exit call’ to explain to participants 

what will happen next; where feasible, this should be combined with other discussions (e.g. when 

completing the questionnaire via video/telephone, and/or reminders contact). Alternatively, it could be 

made after receipt of a completed questionnaire.    

Further details about prescribing and medication dispensing are provided in Section 9.  

Follow up CRFs (centre staff): Delegated local (recruitment) centre staff will complete a STRATA 

Follow Up CRF at each timepoint. CRF content will include (as a minimum): 

• Adverse event reporting; 

• Whether the participant is happy to carry on taking the study medication.  

6.9 Qualitative assessments 

The QRI and integrated qualitative research are detailed in Section 7, below. Table 3 also depicts 

timings of data collection.  

6.10 Thanking participants for their involvement (payments) 

Upon receipt of completed questionnaire booklets at Baseline, 16-, 24- and 52-weeks post-

randomisation (or at least provision of key data, e.g. GAD-7, PHQ-9 and EQ-5D-5L), the central 

research team (UK and Western Australia, respectively) will offer participants a £10.00 gift voucher 

($20 in Australia) (i.e. £10.00/$20.00 per questionnaire, up to £40.00/$80.00 in total per 

patient/participant over the 52-weeks duration of the study). Participants will also be sent newsletters 

telling them about the study, including progress and results once available. Section 16 provides further 

details about dissemination. 

6.11 Methods/ procedures to protect against other sources of bias 

6.11.1 Loss to follow up (attrition bias) 

We have had extensive consultation with our advisory group and incorporated various suggestions to 

ensure the study is acceptable to potential participants. We will take active measures to minimise loss 

of participants from the trial in line with ethical and regulatory approval. This may include, for example: 



STRATA         EudraCT: 2019-004312-66 

STRATA | Protocol | v2.0 | 24JUN2021 | IRAS ID: 270727 Page 43 of 94 

• reminders to participants developed according to individual preference (e.g. post/ email/ video 

call (using Sponsor/NHS-approved video-conferencing tools)/ text/ telephone);  

• ability to complete questionnaires via their preferred method (e.g. online/ post/ telephone/ video 

call (using Sponsor/NHS-approved video-conferencing tools)/ face-to-face); 

• obtaining back-up ‘best contact’ addresses (including carer/ other family member, where 

applicable); 

• contacting their GP (practice) to check their contact details on record are still valid; (53) and 

• using vouchers as retention incentives (54). 

In addition, we may access centrally-held health data, for example via the NHS Strategic Tracing 

Service in England and Wales, and WebPAS in Western Australia, to find new addresses.  

We have extensive experience of using the above strategies and measures and have received Ethics 

approval to do so in previous studies. 

6.11.2 Measurement bias 

Validated questionnaires for PROMs will be used to minimise the possibility of measurement bias.  

6.11.3 Other sources of bias (detection bias) 

Treatment allocation will be concealed from participants and their clinical care team during the trial. 

Research staff will also be blinded to allocation while conducting data collection for outcomes and 

performing data entry, and by using study I.D numbers only to identify participants, questionnaires and 

other documentation.   

All analyses will be clearly pre-defined in the Statistical Analysis Plan (SAP), which will be reviewed 

and approved by the study TSC and made publicly available prior to the end of follow-up to avoid bias. 

6.12 Usual care 

This is a pragmatic trial and usual care will continue without restriction, including referrals to 

psychological therapies, such as IAPT services (29). GPs/clinicians can also prescribe other 

medication as necessary but will be asked to exercise caution in case they plan to prescribe drugs that 

may interact with sertraline. 

Contra-indicated medications and/or cautions: A list of contra-indicated medications and/or 

cautions can be found in the supporting Summary of Product Characteristics (SmPC); SmPC for 

“Crescent Sertraline 50mg film-coated tablets, date of revision of the text 23rd September 2019”. 

6.13 Emergency contact procedure for participants 

Details of what a participant should do if they experience any problems or side effects whilst taking 

part in the trial are detailed in the STRATA PIL and study medication instructions. The trial data 

collection schedule (Table 3) includes reporting of adverse events at all contacts. Participants will be 

provided with contact details of their local research centre/site team and for the central research team 

(University of Bristol for UK-participants or The University of Western Australia for Australian 

participants). 

If a symptom is troublesome (as explained in the PIL) participants are advised to seek medical help in 

the normal way (e.g. UK via dialling 111 or contacting their GP, or Australia via dialling Health Direct 

on 1800 022 222, or calling the Mental Health Emergency Response Line on 1300 555 788, or 
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contacting their GP). In an emergency they should phone the emergency services or attend an 

Emergency Department. The central/local research team will only advise a participant action to take 

with respect to the investigational medicinal product (IMP) and will not provide any other medical 

advice. 

Each participant will be given a card to carry (STRATA Alert Card) indicating that they are participating 

in the STRATA RCT, which they can show to any health professionals involved in their care. 

6.14 Blinding 

The central research team, clinicians, other researchers, site staff and participants will be blinded to 

the allocation of treatment group, except for one of the two trial statisticians and data manager (UoB-

UK) and trial pharmacists (UK and Australian for their respective participants). Two statisticians based 

at the University of Bristol (UoB) will support this trial. The senior (lead) statistician will be blinded 

throughout the trial. The second trial statistician will perform all disaggregated analyses according to a 

pre-specified SAP and will attend closed Data Monitoring Committee (DMC) meetings as required. In 

addition, the health economist(s) (UoB) will be blinded when cleaning data and preparing the analysis 

plan, but unblinded when conducting the analysis.  

6.15 Unblinding 

Central research team(s): Treatment codes will only be released to the investigative team once 

written confirmation has been received that the trial database has been locked. The central pharmacy 

in the UK and Australia will then send the relevant central research team (UK or Australia) a list of all 

participants and their treatment allocation. Any incidents of unblinding before the trial database has 

been locked will be recorded by the central research team. 

Participants: Participants will be given the option of unblinding after their involvement with the study 

has ended, so that they can contact their usual care provider and seek to continue/initiate sertraline 

treatment. Alternatively, those who withdraw from taking the medication or the study will be given the 

option of unblinding at the time of withdrawal or the 16-week primary outcome - whichever comes 

later.  

GPs: Participant’s GPs (or equivalent healthcare professionals in Australia) will also be notified when 

relevant.  

6.16 Emergency unblinding 

In the event of a medical emergency the participant’s treating doctor can contact the relevant central 

pharmacy who will hold the treatment allocation and will be available 24/7; see details directly below: 

The UK-central research team (UoB-UK) should be notified if emergency unblinding occurs.  

UK: University Hospitals Bristol and Weston NHS Foundation Trust (UHBW) 

The direct number for UHBW Pharmacy trials, which is manned 08:30-17:00 Monday to Friday, is 

+44 (0)117 342 4175. Outside these hours, call the UHBW hospital switchboard on +44 (0)117 923 

0000 and ask for the “on-call pharmacist”.  

Australia: Fremantle Hospital (FH) (Fiona Stanley Hospital Fremantle Group (FSHFG)) 

Pharmacy 

The direct number for FH Pharmacy trials, which is manned 08:30-17:00 Monday to Saturday 

(except public holidays), is +61 (0)8 9431 2587. Outside these hours, call the Fremantle Hospital 

(FSHFG group) on call pharmacist on +61 (0)4 1033 2943. 
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6.17 Withdrawal from the trial (or change of permissions) 

Participants can choose to withdraw for any reason at any time during their involvement in the trial. 

Participants can withdraw from: (a) taking study medication, although participants who have taken at 

least one study medication capsule will be informed that they should take the treatment regimen for at 

least 16-weeks (i.e. until the primary outcome timepoint) before deciding if the treatment works or not; 

and (b) providing data to the trial, at any time for any reason without affecting their usual care. The PI 

can also decide to withdraw participants based on clinical opinion at any time during the trial; a likely 

scenario might be withdrawing them from taking the study medication. This may be due to safety 

concerns, severe adverse effects, development of mania or psychosis, or loss of contact such that 

sending further medication is not deemed safe. Trial specific instructions will be provided to PIs for 

withdrawal criteria and procedure.  

In all cases, efforts will made to report the reason(s) for withdrawal/change of permissions in a 

STRATA Change of permissions/Withdrawal form. If a participant who has taken at least one study 

medication capsule wishes to withdraw from taking study medication (receiving the allocated trial 

treatment), efforts will be made to continue to obtain follow up data, with the permission of the patient 

or family as appropriate (including access to medical notes / databases). The study would also retain, 

confidentially, any data collected up to the point of withdrawal for analysis, as advised in the PIL. We 

would also like to have the option to collect data from their electronic records, in the future, unless they 

request otherwise. 

In the event of any form of withdrawal (or relevant change of permission), participants who have taken 

at least one study medication capsule will be provided information about the down titration of the study 

medication and how to safely dispose of study medication. See Sections 9.12 and 9.13 for further 

details about titration for side-effects, and discontinuation of trial medication, respectively.   

6.18 End of trial 

Participant: The participant ends their involvement with the trial when their last assessment is 

completed (or they have withdrawn from the study) and have completed their down titration period of 

the study medication.  

Trial: The end of trial for STRATA will be when the last patient has completed their 52-week (12-

month) follow-up, which includes completion of the 52-week questionnaire, all data queries have been 

resolved and the database has been locked, with subsequent data analysis completed. 

6.18.1 Trial stopping rules 

The trial may be prematurely discontinued by the Sponsor, Chief Investigator (CI), Regulatory 

Authority or Funder based on new safety information or for other reasons given by the DMC / TSC 

regulatory authority or ethics committee concerned.  

The trial may also be prematurely discontinued due to lack of recruitment or upon advice from the 

TSC, who will advise on whether to continue or discontinue the trial and make a recommendation to 

the Funder. If the trial is prematurely discontinued, no new participants will be recruited, and a 

decision on data collection on active participants will be made in discussion with the TSC/DMC and 

Sponsor. 

See Section 10.11 for details about urgent safety measures (USMs). 
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6.19 Carer involvement 

Carers will be recruited in parallel to explore carer burden in a nested sub-study; full details are 

provided in Section 8 and Table 3 depicts timings of data collection. It is up to the STRATA participant 

to define who their carer is; where feasible, it would be one carer who knows them well and is likely to 

continue caring for them over the 52-week trial period. The carer will be approached only with the 

agreement of the participant and consented separately. The participant is still able to participate in the 

trial if carers do not wish to participate, or if there is no carer. Similarly, the carer can continue 

involvement if the participant withdraws from the main trial.  
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7 QUINTET RECRUITMENT INTERVENTION (QRI) AND INTEGRATED QUALITATIVE 

RESEARCH 

7.1 QuinteT Recruitment Intervention (QRI) [UK only] 

Large placebo-controlled medication trials in adults with autism have not been conducted to date. For 

example, the largest placebo-controlled trial to assess the effectiveness of an SSRI for adults with 

autism had just 37 participants. Therefore, very little is known in relation to recruiting to and carrying 

out substantive trials in the adult autism population. We think recruiting participants could be 

challenging for several reasons: (1) conducting an RCT to assess effectiveness of treatments relies on 

uncertainty, i.e. randomisation and concealed treatment allocation, which could be difficult for people 

with autism (55); and (2) published evidence from RCTs in adults with developmental disabilities 

suggest that clinicians can be reluctant to recruit to such studies (56).  

We have carefully planned for this possibility and will implement a QuinteT Recruitment Intervention 

(QRI) to understand and optimise the recruitment to trial process (57), and integrate qualitative 

research to explore participants’ decisions, acceptability and experiences of trial participation and 

study medication.  

The QRI will be implemented in STRATA’s UK centres/sites to optimise recruitment and informed 

consent during the internal pilot (months 1-9 of recruitment) and the first nine months of main trial 

phase (months 10-18 of recruitment). Lessons learnt will be shared with the Australian centre. 

Originally developed in the NIHR HTA programme-funded ProtecT (Prostate testing for cancer and 

Treatment) study, the QRI has been subsequently refined and applied to over 40 RCTs leading to 

insights about recruitment issues and the development of targeted strategies that can improve 

recruitment rates (58-60). It will be implemented in two phases:  

7.1.1 QRI - Phase 1: Understanding recruitment 

QRI - Phase 1 will investigate the recruitment process and how it operates within centres/sites, 

building up a comprehensive understanding of recruitment challenges that arise during the internal 

pilot and beyond. A multi-faceted, flexible approach will be adopted, using one or more of the following 

methods: 

Mapping patient eligibility and recruitment pathways: Detailed eligibility and recruitment pathways will 

be compiled for clinical sites, noting the point at which potential trial participants receive information 

about the trial, which members of the clinical/research team they meet, and the timing and frequency 

of appointments. Recruitment pathways will be compared with details specified in the trial protocol and 

pathways from other centres/sites to identify practices that are potentially more or less efficient. The 

QRI researcher will work closely with the trials unit managing the study (BRTC, as part of the Bristol 

Trials Centre (BTC)) to compose detailed logs of potential RCT participants as they proceed through 

screening and eligibility phases, documenting the numbers of screened, eligible, approached and 

randomised patients (SEAR framework (47)) to help identify points at which they do not continue with 

recruitment to the RCT. Reasons for ineligibility and eligible patients not being approached or 

declining randomisation will be noted. Logs will be assembled using simple flow charts and counts to 

display numbers and percentages of patients at each stage of the eligibility and recruitment 

processes. These figures will be compared across centres and considered in relation to any estimates 

that may be specified in the grant application or study protocol. 

Recording and observation of recruitment appointments: Any consultation in which the STRATA study 

is discussed with potential participants up until their study participation decision (this includes the 
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baseline (first study) appointment and consultations prior to this) will, with permission, be audio-

recorded on an encrypted audio-recorder (or recorded via an alternative secure device/mechanism, 

including Sponsor/NHS-approved video-conferencing tools). The recordings will be used to explore 

study and treatment information provision, recruitment techniques, patient concerns, and 

randomisation decisions to identify recruitment difficulties and improve information provision.  

In-depth interviews: To be undertaken with: (a) Members of the TMG including the CI and those 

closely involved in the design, management, leadership and co-ordination of the trial; (b) Health 

professionals and researchers who are involved in trial recruitment (trial recruiters); and (c) Patients 

who have been approached to take part in the trial. 

Interviews with TMG members and trial recruiters will investigate their perspectives on the RCT and 

experiences of recruitment (where relevant). Key topics to explore will include views about the trial 

design and protocol; understandings of the evidence on which the trial is based; perceptions of 

uncertainty/equipoise in relation to the use of SSRIs in adults with autism; views about how the 

protocol is delivered in clinical sites; methods for identifying eligible patients; views on eligibility; and 

examples of recruitment success and difficulties. It is anticipated that at least one key person from 

each participating UK centre will be interviewed. Interviews will be undertaken over the telephone/ 

Sponsor-approved video-conferencing tools, or at a suitably private and quiet setting face-to-face. 

Interviews with participants who have been approached about the trial will explore views on the 

presentation of study information, understanding and acceptance of trial processes (including, for 

example, randomisation, placebo, blinding), and reasons underlying decisions to accept or decline trial 

participation. Where possible, interview and audio-recorded data for the same patient will be 

compared to identify differences in actual and recalled information. Participants will be purposefully 

selected, to build a maximum variation sample on the basis of age, gender, study site, and final 

decision about trial participation (i.e. accept/decline). Numbers will be dependent on whether sufficient 

understanding has been gained on issues raised (data saturation). Interviews will be undertaken at the 

participant’s preferred location (e.g. home, university) and through their preferred method (e.g. face-to-

face, telephone, Sponsor/NHS-approved video-conferencing tools), assuming they are in a suitably 

private and quiet setting. Any incurred travel costs will be reimbursed. 

All interviews will be audio-recorded on an encrypted (secure) device (or recorded via an alternative 

secure device/mechanism, including Sponsor/NHS-approved video-conferencing tools) and a topic 

guide will be used to ensure the key areas stated above are covered but with flexibility to let the 

participants raise issues of importance to them. 

Attendance at TMG and investigator meetings: The QRI researcher will attend TMG and investigator 

meetings to gain an overview of trial conduct and overarching challenges (e.g. logistical issues etc.). 

Attendance at these meetings can elucidate new lines of inquiry and add new dimensions to 

challenges that have emerged through other data collection methods. 

Review of study documentation: The QRI team will work closely with the BRTC and Patient and Public 

Involvement (PPI) group to ensure that patient-facing study documents are unbiased and clear. As the 

study progresses, the PIL and consent form(s) will be compared with interviews and recorded 

appointments to identify any disparities or improvements that could be made. 

7.1.2 QRI - Phase 2: Development and implementation of recruitment strategies 

Findings from Phase 1 of the QRI will be presented to the CI/TMG, identifying factors that appear to 

be hindering recruitment. The CI/TMG in discussion with the QRI team will formulate a ‘plan of action’ 



STRATA         EudraCT: 2019-004312-66 

STRATA | Protocol | v2.0 | 24JUN2021 | IRAS ID: 270727 Page 49 of 94 

grounded in these findings to improve recruitment and information provision, with its format dependent 

on the nature of the recruitment barriers identified. Supportive and sensitive feedback and training is 

likely to be a core component of the plan of action. Centre-specific feedback may cover institutional 

barriers such as patient pathways, while multi-site group feedback sessions may address widespread 

challenges that would benefit from discussion, such as issues around equipoise or patient concerns. 

All group feedback sessions will be aided by anonymised data extracts from interviews and audio-

recorded appointments. Individual confidential feedback may also be offered – particularly where 

recruiters experience specific difficulties or where there is a need to discuss potentially sensitive 

issues. Other interventions are likely to include ‘tips’ documents for recruiters, providing suggestions 

on how to explain the trial design and processes to aid participant understanding, and investigator 

meetings and/or site visits to discuss technical or clinical challenges (e.g. discomfort surrounding 

eligibility criteria). 

QRI - Phases 1 and 2 will be undertaken in an iterative and cyclical manner, continuing throughout the 

first 18-months of recruitment with close monitoring of changes in screening log data and recruiter 

practice. The QRI research team will work closely with the CI/TMG, specialists in autism and the 

advisory group members to deliver recruitment strategies that are sensitive and appropriate to the 

target study population to optimise recruitment and informed consent. 

7.2 Integrated qualitative research – experiences and acceptability of study and 

treatment [UK only] 

Alongside the QRI, semi-structured qualitative interviews will be conducted with trial participants to 

explore views, expectations, experiences and acceptability of the study processes and treatment, 

along with issues around adherence. Up to 30 patient interviews will be undertaken for both this and 

the QRI component of the trial, with timings depending on the key issues to explore. The final sample 

size will be driven by data saturation. Some participants may be interviewed at more than one 

timepoint, for example to explore trial information provision and participation decisions in the early 

stages as part of the QRI, and later to explore acceptability of treatment or decision to withdraw from 

the trial or treatment. Participants will be purposefully selected to ensure maximum variation in terms 

of age, gender, recruiting centre/site and engagement with the medication (e.g. withdrawal).  

Topic guides will be used to ensure similar topics are covered in each interview but applied in a 

flexible manner enabling issues of importance to the participants to emerge. The guide for this aspect 

of the trial will focus on experiences including autism and anxiety pre- and post-study treatment, 

previous experiences of anxiety treatment, treatment and recovery expectations, acceptability and 

experiences of the treatment received, adherence to it, and reasons for withdrawing from the 

medication or study if applicable. Location and method of interviewing will be led by the participant’s 

preference where possible. For all patient interviews, the qualitative researcher will adhere to the 

latest University of Bristol lone working guidance.  

7.2.1 Study staff/healthcare professional consent 

Recruiting staff and TMG member consent will be obtained through a ‘master’ consent form that 

covers all aspects of the QRI; this will be a one-off process to cover consent for interviews and 

recordings of appointments. Members of the QRI/Integrated Qualitative Research team will be 

responsible for obtaining this consent and maintaining suitable records. 

To enable remote and/or face-to-face methods of contact, where feasible, informed consent will be 

captured via a MHRA compliant eConsent (online) form and process. An approved paper (wet ink) 
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equivalent will be available where eConsent is not feasible. Further guidance will be provided in study-

specific training materials.  

Three copies of the completed consent form are required; 

1) a copy must be filed in the ISF together with a copy of the relevant information leaflet in 

recruitment order*; 

2) a copy should be given to the participating member of staff*; and  

3) a copy should be given to the STRATA central research team/ QRI/Integrated Qualitative 

Research team.  

*If a paper (wet ink) form is completed, the ‘original’ form should be filed in the ISF. If an eConsent form is 

completed, a completed copy is emailed to the participant once processed, and additional copies can be 

obtained via the eConsent (database) system.  

7.2.2 Patient consent 

Recordings of recruitment discussions: All consultations in which the STRATA study is discussed will 

be audio-recorded (or recorded via an alternative secure device/mechanism, including Sponsor/NHS-

approved video-conferencing tools) with consent, up until the point at which the patient decides to 

accept or decline study participation. Information about the QRI is provided to patients in the study 

PIL. If patients have not yet been given a PIL but are having an appointment in which the trial will be 

introduced/discussed, then verbal consent for recording will be taken at the start and written consent 

sought once they have had time to read the PIL (i.e. by eConsent or post). It will be explained to 

patients that recordings are undertaken to explore how treatment and study information is conveyed to 

potential trial participants, and that if they wish the recording can be erased once they have had 

sufficient time to read and discuss the PIL.  

At the start of the baseline (first study) appointment, recruiters will check if the patient has read the 

study PIL and ask if they have any questions about the recording process. Patients who agree will 

sign a STRATA Recording Consent Form that seeks permission to record all discussions about the 

trial in the lead up to the patient making their decision about participation. Some patients may have 

already given verbal consent for this in earlier discussions. If the patient declines a baseline 

appointment but a recording earlier in the study pathway has been made with their verbal consent, 

then written consent should still be sought. If there is no face-to-face appointment, then the recording 

consent can be completed online (i.e. via eConsent) or a form can be posted to patients with a pre-

paid envelope for return. Recordings will not be transferred off site until written consent (paper or 

eConsent version) has been obtained. Recordings will be destroyed if no written consent has been 

obtained. 

Interviews: Information about patient interviews is in the PIL. On the Recording Consent Form, 

patients will be asked if their contact details can be passed on to a study researcher to contact them 

about an interview to explore their views on the study. They may agree to this even if they decline the 

recording of consultation and/or they subsequently decline trial participation. Patients who consent to 

this may then be approached by the qualitative researcher who will explain more about the interview, 

answer any questions, and, if they agree, arrange a convenient time and preferred method (e.g. face-

to-face/phone/video/email) to conduct the interview. Patients will be able to complete consent online 

(eConsent) or be posted an interview consent form and pre-paid response envelope, where 

necessary. If the form has not been returned at the time of interview, then verbal consent will be 

recorded and written consent chased.     
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Centre/site researchers, or members of the QRI/Integrated Qualitative Research team where relevant, 

will be responsible for obtaining appropriate consent and maintaining suitable records, including the 

secure destruction of recordings where written consent has not been obtained. Three copies of the 

completed written consent form are required, akin to those noted in Section 7.2.1, above. 

7.3 Analysis of QRI and integrated qualitative research data 

Interviews and recruitment consultation data will be transcribed verbatim in full or part. Data will be 

managed using qualitative data analysis software (such as NVivo [QSR International Pty Ltd.]). 

Interviews and recruitment consultations, along with screening logs and study documentation, will be 

subject to simple counts, content, thematic and targeted conversation analyses. Preliminary analysis 

will be used to inform strategies for Phase 2 of the QRI and further data collection. The QRI/qualitative 

team will independently analyse a proportion of transcripts to assess the dependability of coding and 

meet regularly to review coding and descriptive findings, agree further sampling and training 

strategies, and discuss theoretical development – all in close collaboration with the CI and the wider 

study team.  

Results from the QRI and integrated qualitative research will help to optimise recruitment and informed 

consent in ‘real time’ as recruitment is progressing, as well as understanding how adults with autism 

accept and experience an RCT and treatment (active or inactive) for anxiety. 

7.4 Data management, protection and patient confidentiality in relation to the QRI and 

qualitative research data [applicable to UK only] 

Recruiting staff at centres/sites will be requested to set up the audio-recorder (or alternative 

Sponsor/NHS-approved video-conferencing tools) during recruitment discussions with potential 

participants. Recruiting staff will be requested to store the audio-recorder securely in a locked 

drawer/cabinet when not in use and return study-owned equipment to the central research team 

securely at the end of the study.  

Recordings of appointments in which the trial is discussed will be held on an encrypted digital recorder 

(or alternative secure device/mechanism, including Sponsor/NHS-approved video-conferencing tools) 

and regularly transferred to the University of Bristol through approved secure data transfer facilities 

and/or encrypted memory card/flash drives that adhere to NHS Trust policies. If a video-conference 

platform is used to record discussions, only the audio file will be downloaded and retained for analysis. 

Interview data captured on audio-recorder will be transferred to a secure server hosted by the 

University of Bristol as soon as possible after each interview.  

Recordings will be transcribed by University of Bristol employees or University approved transcription 

services. The transfer of recordings and transcripts will adhere to the secure transfer of 

recordings/transcripts procedure specified by the University. Transcripts will be labelled with a study 

I.D number, edited to ensure anonymity of respondents and stored securely adhering to the 

University’s data storage policies. Anonymised quotations and parts of voice modified recordings may 

be used for training, teaching, research and publication purposes for this and future studies. 

Anonymised transcripts may be made available by controlled access to other researchers who secure 

the necessary approvals for purposes not related to this study, subject to individual written informed 

consent from participants.  
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7.5 Safeguarding patients during QRI and qualitative research 

We will ensure that participants are not subjected to undue distress during the QRI and qualitative 

component of the trial. To mitigate this, and the possibility that participants may disclose information to 

provoke concern about risk, the interviewer will be an experienced qualitative researcher who will 

adhere to the following: 

Participants will be informed that the interview is strictly confidential, but should they disclose 

information to suggest that they or others are at significant risk of harm, the interviewer will discuss 

this with a clinical advisor and may need to disclose these details to the designated safeguarding 

authority. The interview will only continue if participants are happy to proceed and engage with the 

interview topic. If the researcher feels a participant becoming distressed, they will ask the participant if 

they wish to have a break or discontinue the interview and will offer support. A study-specific working 

guide will be put in place for such circumstances, for example a protocol for interview if there are 

indicators of concern. Participants will also be offered a leaflet with the contact details of support 

networks. 
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8 NESTED STUDY - EXPLORATION OF CARER BURDEN [UK AND AUSTRALIA] 

As requested in the original NIHR HTA (UK) and NHMRC (Australia) funding application call, we aim 

to explore how the treatment of anxiety for adults with a diagnosis of Autism influences the burden to 

their carer(s). 

8.1 Objective and outcome measures 

To determine the effect of up to 52-weeks of treatment with sertraline versus placebo on carer burden. 

Carers will be asked to complete a STRATA Carer Burden Questionnaire at Baseline, 16- and 52-

weeks post-randomisation of the STRATA (main trial) participant. Carer burden will be measured 

using the Caregiver Burden Scale (42). Other outcomes/measures include the EQ-5D-5L (41) and 

Carer Experience Scale (CES) (43-45) and brief questions about the anxiety and autism of the main 

trial participant (i.e. the person for whom they are a carer).  

Information about the carer will also be collected at Baseline, for example (as a minimum): name; 

contact details and preferences; basic demographic information (e.g. year of birth; gender; ethnicity; 

employment status; highest level of qualification; marital status); their caring role; whether they are a 

paid/unpaid carer; full-time/part-time carer; and relationship to the STRATA participant. Some of this 

information will also be collected at 16- and 52-weeks to identify any relevant changes. 

8.2 Recruitment and consent  

Figure 5 illustrates the flow of this sub-study, and what is involved.  

For the purpose of this carer burden sub-study, it is up to the STRATA (main trial) participant to define 

who their carer is; where feasible, it would be one carer who knows them well and is likely to continue 

caring for them over the 52-week trial period.  

As noted in Section 6.7.3, if a participant confirms that they have a carer, the researcher will provide 

the participant with a STRATA Carer Study Information Pack. The participant will be asked to forward 

this pack to their carer at the earliest opportunity, on behalf of the STRATA research team*.  

*A researcher will check with the participant, during an early safety check follow up call, if they have provided 

their carer with the pack; if not, they will be asked again to do so. To reduce burden to the participant, 

however, no further reminder will be given hereafter.  

The STRATA Carer Study Information Pack will consist of an approved Study Invitation Letter, PIL, 

Consent Form, Questionnaire, and pre-paid (freepost) envelope. Contact details of the local research 

team will be provided in the event of any queries. Where feasible, an online equivalent of the Carer 

Study Information Pack (or at least the provision of information and ‘what to do next’ if you are 

interested in taking part) will be available on the study website. 

Alongside explicit consent to participate in the study, consent will be sought for future contact about 

other research, and sharing of their anonymised data for other ethically approved studies (as a 

minimum).  

We envisage the completion and return of consent and Baseline questionnaire (at least) to be via 

posted paper copies given the initial method of information provision, however alternative remote 

methods of contact will be available, where feasible. For example, a MHRA (UK) and NHMRC and 

TGA (Australia) compliant eConsent (online) form, and data collection via secure online links (surveys) 

and/or video-conferencing/ telephone calls with the researcher. Further guidance for the researchers 

will be provided in study-specific training materials.      
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Three copies of the completed consent form are required; 

1) a copy must be filed in the ISF together with a copy of the PIL in recruitment order*; 

2) a copy should be given to the carer* (electronically, or via post with the next questionnaire); 

and  

3) a copy should be given to the STRATA central research team.  

*If a paper (wet ink) form is completed, the ‘original’ form should be filed in the ISF. If an eConsent form is 

completed, a completed copy is emailed to the participant once processed, and additional copies can be 

obtained via the eConsent (database) system.  

 

Figure 5 Carer Burden Sub-Study flowchart 

All carers who agree to take part will be logged with the relevant local research team (UK / 

Australian) and allocated a study specific (Carer) I.D number. The relevant research team will send a 
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subsequent Carer Burden Questionnaire at 16- and 52-weeks post-randomisation (of the STRATA 

participant); see Table 3. Questionnaires will be available for carers to complete via various alternative 

methods (e.g. online, telephone/video conferencing, or post) to minimise loss to follow up. If the local 

research team does not receive a response from a carer within a reasonable time of sending the Carer 

Burden Questionnaire at 16- and 52-weeks (e.g. ~3 weeks), then they will try calling them, and/or 

resend another online link/pack with a reminder letter (or email equivalent). For each questionnaire, 

the research team will make up to three contact attempts (initial sending, plus two reminders). If no 

response is received after the third attempt, the relevant questionnaire will be marked as missing. We 

will, however, continue to send the next questionnaire as planned, unless the participant requests/ 

confirms that they no longer want to complete them; a similar model has been successfully used in 

multiple studies conducted by the BRTC. Return of a completed 52-week questionnaire marks the end 

of the carer’s direct involvement.  

8.3 Information about the study 

To thank them for their time and keep them informed, carers will be sent relevant newsletters telling 

them about the study, including progress and results once available. Further details about 

dissemination are outlined in Section 16. 

8.4 Withdrawal criteria 

Carers will remain in this sub-study unless they choose to withdraw, or if they are unable to continue 

for a clinical reason, as notified by the participant. The carer does not need to withdraw from this sub-

study if the trial participant (i.e. the person for whom they are a carer) withdraws from the main trial. If 

a carer withdraws consent, data collected up to the point of withdrawal will be retained (confidentially) 

for analysis, as stated in the PIL. A study Carer Change of Permissions/ Withdrawal Form will be 

completed in all cases, and databases updated accordingly. Study specific procedures for a carer’s 

change of permissions, or withdrawal, will be outlined in the relevant trial working guidelines, which 

appropriate members of the research team will be made aware of. The Carer Burden Sub-Study PIL 

will include information for carers. Carer post-study care does not apply for this element of the 

STRATA trial.  

8.5 Adverse Events 

Adverse events (AEs) are typically defined as “any unfavourable and unintended signs, including 

abnormal laboratory results, symptoms or a disease associated with treatment/ procedures required 

by the protocol”. For the purpose of this (low risk) carer sub-study, we do not expect, nor will actively 

seek, any AEs related to research procedures, such as completing a questionnaire. If, however, we 

become aware of relevant information about a carer regarding an AE related to taking part the carer 

burden sub-study, we will ensure that it is recorded. In those situations, we would liaise with the 

Sponsor within a timely manner, noting their relevant safety reporting standard operating procedures 

(SOPs) and supporting documents. 

8.6 Analysis of carer burden data 

See Section 11 (Statistics and Health Economics Analysis) for details, including sample size.  

8.7 Data Management 

See Section 12 (Data Management).  
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9 INTERVENTION / INVESTIGATIONAL MEDICINAL PRODUCT (IMP) 

9.1 General information 

The active investigational medicinal products are over-encapsulated 25mg or 50mg Sertraline tablets 

with a back fill of microcrystalline cellulose powder. The placebo product is a matched capsule filled 

with microcrystalline cellulose powder. Sertraline is licensed for the treatment of depression as well as 

numerous anxiety disorders including panic disorder, with or without agoraphobia; OCD in adults and 

paediatric patients aged 6-17-years; social anxiety disorder and PTSD. 

9.2 Assessment and management of risk 

This trial is categorised as ‘Type A’ according to the Medicines and Healthcare products Regulatory 

Agency (MHRA; testing authorised medicinal products according to treatment regimens within the 

marketing authorisation) (UK), and the National Health and Medical Research Council (NHMRC; risk-

based management and monitoring of clinical trials involving therapeutic goods) (Australia). Sertraline 

is marketed and used for the treatment of depression and anxiety. Its safety profile is well 

characterised in the general population. It is also commonly used for the treatment of depression and 

anxiety in the autistic population although no large RCTs of its effectiveness or characterisation of 

safety profile in this population have been carried out. Using sertraline for anxiety in people with a 

diagnosis of autism therefore means that we are focussing on a specific patient group in what is a 

well-established treatment regimen for depressive and anxiety symptoms. Up-titration to 100mg is 

routine in clinical practice and higher doses of up to 200mg are licenced and sometimes 

recommended for treatment of anxiety disorders.      

It is not anticipated that application of placebo represents any risk above that of standard care.   

9.3 Manufacture of IMP  

Over-encapsulation of the active tablets will be done by RenaClinical, a UK Manufacturer and 

Importation Authorisation (MIA) IMP licence holder, as detailed below. The placebo product will be 

manufactured by RenaClinical.   

9.4 Packaging, labelling and shipping of IMP 

The IMP will be packaged and labelled by: RenaClinical, Unit 11, Gatwick Metro Centre, Horley, RH6 

9GA (UK). The core label texts for all packaging will comply with the requirements of Annex 13 of the 

Rules Governing Medicinal Products in the European Union and the national laws in force in the UK. 

RenaClinical will perform Qualified Person (QP) release prior to shipping to the central hospital 

pharmacies in the UK and Australia. Shipping will be undertaken by a RenaClinical approved sub-

contractor.  

9.5 Storage of IMP at central pharmacy 

The central hospital pharmacies (UK and Australia) will be required to nominate a research pharmacist 

and deputy who will be responsible for the IMP. Storage requirements will be detailed in a trial specific 

working instruction. 

9.6 Prescribing procedure   

The trial medication will be prescribed by the local “prescriber” (i.e. local PI, or their delegated 

representative). The local “prescriber” (local PI), or their representative, should complete the trial-

specific prescription form and forward to the relevant central trial pharmacy (UK or Australia) for 
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onward dispensing to participants; see section 9.7, below. Further details about the prescribing 

procedure(s) will be provided in the study-specific working instructions.   

9.7 Dispensing of IMP 

The central UK (UHBW) and Australian (Fiona Stanley Hospital Pharmacy) pharmacies, as applicable, 

will be responsible for dispensing the IMP and will maintain their respective IMP dispensing logs. The 

trial pharmacist who fulfils the trial prescription and sends the medication to the participant will be 

unblinded.  

UK: the trial pharmacy will post the medication directly to the participant’s specified address via 

specialist registered postal service (default option). Alternatively, if participants prefer, delivery to 

their local pharmacy or GP (doctor) surgery will be explored.  

Australia: As the study pharmacies will be directly informed of the randomisation outcome, patients 

in Australia will have the option of collecting the medication directly from the local hospital 

pharmacy (default option). If preferred, options for participants to collect from their GP or have it 

delivered to their specified address will be explored. 

Participant’s GPs (or equivalent healthcare professional in Australia) will be sent detailed information 

about sertraline and potential adverse effects via the notification letter that their patient is enrolled in 

the STRATA trial; the information about sertraline and potential adverse effects will also be available 

via the trial website. Participants will also receive similar information. We will use autism-accessible 

instructions to support the medication regime co-produced with help of our advisory group. 

9.8 Return and destruction of IMP 

Participants will be asked to safely dispose of unused trial medication by returning them to a local 

pharmacy for destruction. Individuals who are sent study medication but change their mind before 

starting the medication will be asked to return it for confirmation of untampering (e.g. pill count or 

untampered packaging, as applicable). In both cases, relevant instructions will be provided.  

Any unused IMP that is returned directly to the trial pharmacies will be destroyed in line with the 

central pharmacy trial specific instructions on the disposal of IMP. 

9.9 Dosing schedule / Administration and titration 

Appendix 1 provides tabulated details of the STRATA dosing schedule and titration, as well as 

stopping instructions. To summarise, all patients will receive a daily dose of 25mg sertraline or 

placebo for 2 weeks followed by 2x25mg for 4 weeks. Following this initiation period, the medication 

will be dispensed in 50mg capsules and depending upon tolerability, the dose will be flexibly 

increased by 50mg every 4-weeks to reach the optimal dose. The dose will only be increased if the 

participant is tolerating it and agrees to try an increased dose, and the prescribing clinician is satisfied 

that it is appropriate to do so based on the participant’s responses to the safety check questionnaire 

and discussion with the study RA, as described above. The dose may go up to a maximum of 200mg 

by week 14, although it is anticipated that for many patients the optimal dose may be lower than this 

amount (e.g. 50mg, 100mg or 150mg) and reached before this time. Participants will take this optimal 

dose for up to 52-weeks post-randomisation. The placebo regimen will be identical.  

During the period of dose titration, participants will have four contacts with a member of their local 

research team (at 1 to 2-, 4-, 8- and 12-weeks post-randomisation) for brief data collection on adverse 

effects, mood, anxiety and suicidal ideation. A similar ‘brief safety check’ will also take place at 36-

weeks post randomisation. Participants will also be able to contact the study team at any point should 
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they experience any adverse event related to the trial medication. Please refer to Section 9, 

Pharmacovigilance, for trial specific instructions regarding safety reporting. After 52-weeks post-

randomisation (or if they discontinue medication sooner), participants will be asked to complete a 

downward titration of the study medication for a period of up to four weeks (which involves reduction of 

medication by 50mg per week) before being returned to standard care. 

9.10 Assessment of adherence to treatment  

Medication adherence (compliance) will be assessed using methods/measures outlined in Section 2, 

and presented in Table 1 and Table 3. We aim to minimise burden to participants, while meeting the 

needs of the MHRA, Sponsor and study. In brief, this will include questions adapted from the 

GENPOD (38) and PANDA (39) trials about adherence to medications (at 1 to 2-, 4-, 8-, 12-, 16-, 24-, 

36- and 52-weeks post-randomisation).  

STRATA is a pragmatic trial. While information about taking the study medication, including possible 

ways to aid adherence will be included in the STRATA Medication Instructions, we do not propose any 

additional measures to improve poor treatment adherence amongst participants as that may not reflect 

real life practice and act as an additional intervention.  

In the case of persistent non-adherence to treatment, a pragmatic clinical decision will be made. For 

example, if a participant is on a higher dose of study medication (e.g. 150mg) and reports persistent 

non-adherence, it may be advisable to withdraw them from the trial treatment (but not from completing 

future study questionnaires). Such decisions will be made by the local PI in consultation with the CI on 

a case-by-case basis. 

9.11 Common side-effects 

A full list of possible side effects can be found in the supporting SmPC; the Reference Safety 

Information (RSI) for this trial is section 4.8 (undesirable effects) of the SmPC for Crescent Sertraline 

50mg film-coated tablets, date of revision of the text 23rd September 2019.  

The most common side effects of sertraline are: 

• Nausea 

• Dizziness 

• Dry mouth 

• Insomnia 

• Drowsiness/fatigue 

• Headache 

• Diarrhoea 

• Sexual dysfunction (in men and women) 

Some people may also experience a worsening in anxiety and there may be worsening or emergence 

of suicidal ideation following initiation of sertraline treatment. These undesirable effects are dose 

dependent and are often transient in nature with continued treatment.  

9.12 Titration for side-effects  

In the event of a participant experiencing side effects the local research team will refer to the relevant 

trial specific instructions and consult with the PI where appropriate. This will determine whether down 
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titration or ceasing the IMP is necessary. Examples for down titration or discontinuing the IMP are 

mentioned in Section 6.17. The same dosing schedule will be applied to participants in both groups 

with dummy dose titration being applied to the placebo group.  

9.13 Discontinuation of trial medication 

If the participant discontinues the medication because of unacceptable side effects or by choice, they 

will be advised to follow the downward dosing regime (see Appendix 1) before being returned to 

standard care treatment. They will be encouraged to remain enrolled in the trial (unless they explicitly 

withdraw; see section 6.17) and complete the further assessments as per protocol.  

Once trial medication is discontinued, participants may not resume trial treatment but as this is a 

pragmatic trial, they may be prescribed any other medication including sertraline by their clinician. 

9.14 Post-trial 

Continuation of the treatment following the end of the downward titration (as described above) is the 

responsibility of the participant’s usual clinician (secondary care specialist or GP), an arrangement 

which is described in the PIL. If a participant wants to continue taking medication post-trial, their usual 

clinician will be informed of their trial allocation. 

9.15 Drug accountability 

Table 4 Drug accountability for the STRATA trial 

Activity Responsibility 

Supply of IMP (active and matched placebo)  RenaClinical 

Provision and QP of IMP  RenaClinical 

Package and labelling of IMP  RenaClinical 

QP release IMP to trial pharmacy RenaClinical 

Distribution of IMP to central pharmacy RenaClinical approved sub-contractor 

Receive IMP and store appropriately UHBW (UK) and Fiona Stanley Hospital Pharmacy 

(Australia) 

Dispense IMP in line with prescription to 

participant 

UHBW (UK) and Fiona Stanley Hospital Pharmacy 

(Australia) 

Maintain dispensing log UHBW (UK) and Fiona Stanley Hospital Pharmacy 

(Australia) 

Report stock levels at site UHBW (UK) and Fiona Stanley Hospital Pharmacy 

(Australia) 

Return of unused trial medicines (where 

applicable) 

UHBW (UK) and Fiona Stanley Hospital Pharmacy 

(Australia) 

Destruction of unused trial medicines UHBW (UK) and Fiona Stanley Hospital Pharmacy 

(Australia) 

Unblinding UHBW (UK) and Fiona Stanley Hospital Pharmacy 

(Australia) 



STRATA         EudraCT: 2019-004312-66 

STRATA | Protocol | v2.0 | 24JUN2021 | IRAS ID: 270727 Page 60 of 94 

 

9.16 Intervention and IMP COVID-19 considerations 

Please see Appendix 2 for a summary of considerations and actions made by the central research 

team in relation to the trial and COVID-19. This includes examples regarding trial conduct and 

intervention/IMP considerations.  
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10 PHARMACOVIGILANCE 

10.1 Operational definitions  

Pharmacovigilance will be carried out in accordance with the requirements set out by the European 

Commission Detailed Guidance CT-3 2011 (UK) and Therapeutic Goods Administration (Australia), 

including the terminology of adverse events and reactions and the assessment of seriousness, 

causality and expectedness of an event and in accordance with the Medicines for Human Use (Clinical 

Trials) Regulations (UK) and the NHMRC Safety Monitoring and reporting in clinical trials involving 

therapeutic goods (Australia).  

Term Definition 

Adverse Event 
(AE) 

Any untoward medical occurrence in a participant to whom a medicinal product has 
been administered, including occurrences which are not necessarily caused by or 
related to that product. 

An adverse event can therefore be any unfavourable and unintended sign (including 
abnormal lab results), symptom or disease temporally associated with the use of the 
medicinal product/medical device/intervention, whether or not considered to be related to 
the medicinal product/medical device/intervention. 

Not all adverse events are adverse reactions but all adverse reactions are adverse 
events. 

Adverse 
Reaction (AR) 

 

An untoward and unintended response in a participant to an investigational medicinal 
product which is related to any dose administered to that participant. 

The phrase "response to an investigational medicinal product” means that a causal 
relationship between a trial medication and an AE is at least a reasonable possibility, 
i.e. the relationship cannot be ruled out. 

All cases judged by either the reporting medically qualified professional or the 
Sponsor as having a reasonable suspected causal relationship to the trial medication 
qualify as adverse reactions. It is important to note that this is entirely separate to the 
known side effects listed in the SmPC. It is specifically a temporal relationship 
between taking the drug, the half-life, and the time of the event or any valid alternative 
aetiology that would explain the event. 

Serious 
Adverse Event 
(SAE) 

A serious adverse event is any untoward medical occurrence that: 

• results in death 

• is life-threateningA 

• requires inpatient hospitalisation or prolongation of existing hospitalisationB 

• results in persistent or significant disability/incapacity 

• consists of a congenital anomaly or birth defect 

Other ‘important medical events’ may also be considered serious if they jeopardise 
the participant or require an intervention to prevent one of the above consequences. 
AThe term "life-threatening" in the definition of "serious" refers to an event in which the 
participant was at risk of death at the time of the event; it does not refer to an event which 
hypothetically might have caused death if it were more severe. 

BThe definition of hospitalisation is an unplanned overnight stay. Note, however, that the 
patient must be formally admitted – waiting in outpatients or an Accident & Emergency 
Department (A&E) would not count as hospitalisation (even though this can sometimes 
be overnight). Prolongation of an existing hospitalisation qualifies as a SAE. Planned 
hospital stays would not be counted as SAEs, nor would stays in hospital for “social 
reasons” (e.g. respite care, the fact that there is no-one at home to care for the patient). 
Also, if patients had a day-case operation, this would not qualify as hospitalisation. 
However, if a planned operation was brought forward because of worsening symptoms, 
this would be considered as an SAE.  Hospitalisations for the purpose of the intervention 
are an exception to SAE reporting unless complications occur. 
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Serious 
Adverse 
Reaction (SAR) 

An adverse event that is both serious and, in the opinion of the reporting Investigator, 
believed with reasonable probability to be due to one of the trial treatments, based on 
the information provided. 

Suspected 
Unexpected 
Serious 
Adverse 
Reaction 
(SUSAR) 

A serious adverse reaction, the nature and severity of which is not consistent with the 
information about the medicinal product in question set out in the reference safety 
information (RSI): 

• in the case of a product with a marketing authorisation, this could be in the 
summary of product characteristics (SmPC) for that product, so long as it is being 
used within its licence. If it is being used off label an assessment of the SmPCs 
suitability will need to be undertaken. 

• in the case of any other investigational medicinal product, in the investigator’s 
brochure (IB) relating to the trial in question. 

The RSI for this trial is: section 4.8 (undesirable effects) of the SmPC for Crescent 
Sertraline 50mg film-coated tablets, date of revision of the text 23rd September 2019. 

Suspected 
serious adverse 
reaction (SSAR) 

A suspected serious adverse reaction (SSAR), is any serious adverse reaction that is 
suspected (possibly or probably) to be related to the investigational medicinal 
product/medical device/intervention. 

 

10.2 Classification of severity 

Mild event: An event that is easily tolerated by the participant, causing minimal discomfort and not 
interfering with everyday activities. 

Moderate event An event that is sufficiently discomforting to interfere with normal everyday activities. 

Severe event:   An event that prevents normal everyday activities. 
 

10.3 Classification of relatedness 

Not related   Temporal relationship of the onset of the event, relative to administration of the 
intervention, is not reasonable or another cause can by itself explain the occurrence 
of the event. 

Unlikely to be 
related 

Temporal relationship of the onset of the event, relative to administration of the 
intervention, is unlikely and it is likely there is another cause which can by itself explain 
the occurrence of the event. 

Possibly related Temporal relationship of the onset of the event, relative to administration of the 
intervention, is reasonable but the event could have been due to another, equally likely 
cause. 

Probably 
related 

Temporal relationship of the onset of the event, relative to administration of the 
intervention, is reasonable and the event is more likely explained by the intervention 
than any other cause. 

Definitely 
related 

Temporal relationship of the onset of the event, relative to administration of the 
intervention, is reasonable and there is no other cause to explain the event, or a re-
challenge (if feasible) is positive. 

 

10.4 Classification of expectedness 

Expected  

 

Reaction previously identified and described in the Summary of medicinal Product 
Characteristics (SmPC). 

Unexpected Reaction not previously described in the Summary of medicinal Product 
Characteristics (SmPC).  
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NB: The RSI for this trial is: section 4.8 (undesirable effects) of the SmPC for Crescent Sertraline 50mg film-
coated tablets, date of revision of the text 23rd September 2019. 

 

10.5 Adverse events (AEs) classification flowchart 

The PI of each participating site (or appropriate delegate, e.g. clinician, or CI if required) is responsible 

for assessing and categorising AEs. For each AE the seriousness, relatedness to IMP and 

expectedness will be determined (as per the definitions above) in order to appropriately classify and 

record and report (where applicable) the episode; see also Figure 6, below. 

NB: the expectedness of a SAR shall be determined according to the SmPC; hospitalisation for an 

elective procedure or for a pre-existing condition (prior to study entry) which has not worsened, does not 

constitute a SAE; and all SAEs will be followed until resolution.   

 

Figure 6 Classification of adverse events flowchart 

10.6 Identification of AEs 

AEs are expected to occur throughout the course of the trial. Local research teams are responsible for 

recording appropriate AEs for their participants during the trial. It is anticipated that most AEs will be 

detected via the brief (safety check) contacts and study questionnaires. The central and/or local 

research team will communicate with the local PI and sites if additional information is required, e.g. to 

ascertain the nature and severity of an AE. If a patient attends a routine (i.e. non-trial related 

appointment) and an AE is reported, the local research team will assess and log this according to trial 

recording and reporting procedures; see below. 
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10.7 Recording and reporting procedures 

10.7.1 Non-serious AEs 

Only non-serious AEs that are assessed as being possibly, probably or definitely related to the IMP 

(adverse reaction; AR), from the time a signed and dated informed consent form is obtained until 

completion of the last trial-related procedure for each participant, will be recorded in the relevant study 

documentation (e.g. CRF). Where feasible, they should also be recorded in the participant’s clinical 

notes by a suitable member of the local research team, however we acknowledge that this may not 

always be practical. The participant should be followed up by the local research team until the event 

subsides. If the event is defined as ‘serious’ the local research team should proceed to follow reporting 

procedures for SAEs, outlined below.  

CRF data capture will include (as a minimum): 

• event number;  
• description of the event; 
• date (and time where known) that it started and stopped; 
• outcome of the event (including details about sequelae, where relevant); 
• relatedness of the event; 
• details of any actions taken in response to the event. 

Non-serious AEs (with the exception of new mental health diagnoses/symptoms) that are unrelated to 

the IMP (adverse event; AE) do not need to be recorded.  

The recording framework for non-serious AEs is shown in Figure 7, below. A record of all recordable 

AEs (including SAEs) must be kept in the ISF.  

The central research team (UK) will prepare regular summary reports of all recorded non-serious AEs 

for discussion at relevant oversight meetings. 

 

*with the exception of new mental health diagnoses/symptoms. 
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Figure 7 Recording framework for non-serious Adverse Events (AEs). 
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10.7.2 Serious AEs (SAE/SAR/SUSARs) 

Recording SAEs. Local research teams will record all SAEs (SAE/SAR/SUSARs) in the STRATA 

SAE Log, which should be retained in the ISF. Data capture will be via the study database, or paper 

records with subsequent data entry, where necessary. The central research team (UK) will review the 

SAE Log monthly for monitoring and reporting purposes and will prepare regular summary reports of 

all SAEs for discussion at relevant oversight meetings, including the DMC as per their written charter. 

Reporting SAEs. The reporting framework for all SAEs is shown in Figure 8 , below. 

Within 24-hours of becoming aware of a SAE, the local research team will notify (i) UHBW (on 

behalf of the Sponsor), (ii) the CI, and (iii) the central research team (UK). Where feasible, initial 

reporting will be in writing, but can be made orally. Oral reports will be followed up in writing within 24-

hours of the initial report.  

Written reports will use the trial SAE/SUSAR Initial Report Form; this includes SAEs spontaneously 

reported to the Investigator within 30-days after the participant has completed the intervention phase 

of the trial. UHBW, on behalf of the Sponsor, will evaluate any safety information that is spontaneously 

reported by the CI beyond the time frame specified in the protocol. Each SAE will be reported 

separately and not combined on one SAE form.  

The local research team will provide information missing from the initial report within 5-working days of 

the initial report to the necessary bodies. Any change of condition or other follow up information 

relating to a previously reported SAE will be reported on a separate trial SAE/SUSAR Follow Up 

Report Form. All SAEs will be followed up until the event has resolved, or a final outcome has been 

reached. 

Where possible, SAE recording and/or reporting will be via the study database. Where it is not 

possible to submit via the study database, a copy of the completed form(s) should be securely 

emailed, with high importance, to the following: 

(i) UHBW (on behalf of the Sponsor): [insert details] 

(ii) The CI (Dr Dheeraj Rai):    Dheeraj.Rai@bristol.ac.uk 

(iii) the central research team (UK):  [insert secure nhs.net email address once known] 

The central research team will confirm email receipt with the local research team, as well as ensure 

receipt by UHBW for review. Where applicable, the local research team should update the study 

database as soon as feasible, thereafter.  

NB: typical working hours of the central research team (UK): Monday to Friday, 09:00-17:00 (subject to 

change). In the event of University closure dates and/or being unavailable, an out of office automatic 

response will notify recipients of alternative contact details/arrangements.  

SUSARs will be further reported to the REC, DMC and MHRA within 7-days of the Sponsor being 

notified if fatal or life-threatening, or 15-days otherwise. All SAEs will be further reported to the DMC 

on a quarterly basis. UHBW will report any SUSARs to the MHRA on behalf of the Sponsor and the 

central research team (UK and Western Australia) will be responsible for all other reports to relevant 

regulatory authorities and/or trial oversight committees. 
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Australia: The Western Australian research team will follow the same procedures as described in this 

section, above. In addition, the Western Australian research team will report local SAEs (i.e. for 

Australian-recruited participants) to their Research Governance Office (RGO) within 72-hours, in line 

with the NHMRC requirements (Safety Monitoring and Reporting in Clinical Trials Involving 

Therapeutic Goods (Australia)). 

 

*refers to the initial notification to University Hospitals Bristol and Weston NHS Foundation Trust (UHBW) on 

behalf of the Sponsor. 

**causality should have been assessed prior to reporting to UHBW, however as part of their assessment on 

behalf of the Sponsor, UHBW will also review causality. 

Figure 8 Reporting framework for all Serious Adverse Events (SAEs).  



STRATA         EudraCT: 2019-004312-66 

STRATA | Protocol | v2.0 | 24JUN2021 | IRAS ID: 270727 Page 68 of 94 

 

10.8 Notification of deaths 

All deaths occurring during the intervention phase of the trial or within 28-days after the last dose of 

trial medication will be reported immediately as soon as the central research team (UK) become 

aware.  

10.9 Pregnancy 

Should a study participant become pregnant whilst taking part in this trial, the pregnancy/ the 

participant will be followed up until term or termination and the Sponsor will be notified using the 

STRATA Pregnancy Notification Form. The BNF advice is that the benefits of the IMP should outweigh 

the risks if it were to be used in pregnancy (61). At baseline, we will exclude potential participants who 

are pregnant (as confirmed via GP safety check and patient self-reporting), are planning pregnancy 

during the trial period, or breastfeeding. 

10.10 Overdose 

There is a possibility of overdoses occurring in people with mental health problems. On the evidence 

available, sertraline has a wide margin of safety in overdose. Overdoses of sertraline alone of up to 

13.5g have been reported. Deaths have been reported involving overdoses of sertraline, primarily in 

combination with other drugs and/or alcohol. Therefore, any over dosage should be medically treated 

aggressively. Information regarding an overdose is included within the supporting SmPC(s) and will be 

included in the participant’s instructions about how to take the medication. If the research team are 

informed of a deliberate overdose, the participant will be advised to visit the emergency department 

(A&E) for medical care. There may also be incidents of accidental overdosage (i.e. patient reporting 

having taken two capsules instead of one prescribed). Such scenarios would be avoided by clear 

medication instructions, but if they occur, the treatment regimen will be explained again (and the 

participant’s understanding checked) and further medical input (e.g. to see GP/ attend A&E) will be 

advised only if relevant.     

Overdoses can be observed from the participant-completed questionnaire booklets, or via 

conversations directly with the participant. It is also possible that a participant’s GP (or other 

healthcare professional) may notify the research team directly. The local centre/site should report any 

known overdoses to the central research team as soon as feasible, who will then notify the Sponsor 

within 24-hours of being made aware of the event. Such an event should be recorded on the deviation 

log and the appropriate study CRF.  

If an S/AE is associated with the overdose (including “intentional overdoses”) the CI/PI will complete 

the relevant report form(s) detailing the overdose information; see Section 10 (Pharmacovigilance) for 

reporting instructions.  

10.11 Urgent safety measures (USMs) 

In line with UHBW’s Research Safety Reporting procedures, the Sponsor and investigator may take 

appropriate USMs to protect a research participant from an immediate hazard to their health and 

safety. This measure can be taken before seeking approval from the competent authorities (i.e. the 

MHRA in the UK) and ethics committees of all member states concerned.  

The first action is to protect patient safety/health. Following that, the CI/Sponsor should discuss the 

USM by telephone as soon as it has been put in place with an MHRA safety scientist in the first 
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instance. This should be followed-up with written notification within 3-days* to the MHRA (UK) and 

local RGO (Australia), and relevant ethics committees. Notification should be in the form of a 

substantial amendment and describe the event, the measures taken and justification for the measures 

taken; further details can be found on the MHRA website (e.g. (62)). 

All communication between the MHRA (UK), the RGO (Australia), the RECs, the CI/PI and the 

Sponsor should be documented and placed in the ISF and TMF. 

*As noted on the NIHR Clinical Trials Toolkit (63), in the case of research during a pandemic period, ‘Point 3 

of the Medicines for Human Use (Miscellaneous Amendment) Regulations’ has amended this timeline to “as 

soon as possible”.  

10.12 Safety reporting period 

The Sponsor Adverse Events Reporting Policy incorporates the requirements of the Medicine for 

Human Use (Clinical Trials) Regulations 2004 (UK) and the NHMRC Safety Monitoring and reporting 

in clinical trials involving therapeutic goods (Australia). UHBW, on behalf of the Sponsor, assumes 

responsibility for appropriate reporting of AEs to the regulatory authorities*. For each participant the 

end of safety reporting will be 7-days after the last capsule of the down titration period. Any AEs within 

this period will follow normal reporting procedure. 

*NB: UHBW will report any SUSARs to the MHRA on behalf of the Sponsor (UK only). The central research 

team (UoB and Western Australia, respectively) are responsible for all other reports to relevant regulatory 

authorities. 

10.13 Safety Update Reports 

In addition to the expedited reporting required for SUSARs, the central research team (on behalf of the 

Sponsor) will submit an annual Development Safety Update Report (DSUR) to the MHRA (UK only), 

and relevant DSUR to REC, until the End of Trial. Trials authorised under the MHRA Notification 

Scheme as ‘Type A’, will utilise a short format DSUR.  The report will be submitted within 60-days of 

the Clinical Trial Authorisation (CTA) of the trial each year until the trial is declared ended. 
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11 STATISTICS AND HEALTH ECONOMICS ANALYSIS 

11.1 Sample size calculation 

11.1.1 Main trial 

The sample size calculations are based on the literature regarding the primary outcome (GAD-7) and 

experience in the NIHR-funded ADEPT study in adults with autism (3). A reduction of 2 to 3 points on 

the total GAD-7 score has been reported as a clinically important change (64) and based on this this 

trial is designed to detect a difference of 2.2 points on the GAD-7 between treatment arms at 16-

weeks. The results from the ADEPT study suggest a standard deviation (SD) in GAD-7 scores of 5.7 

(3) meaning the target difference equates to approximately 0.39 SD. Based on this, the study aims to 

recruit 306 participants, which, estimating 20% attrition at 16-weeks and a correlation of 0.37 between 

the baseline and 12-week GAD-7 scores (3) will yield 90% power (alpha=0.05) to estimate a mean 

difference of 2.2 points in GAD-7 scores between groups as randomised. By randomising 306 patients 

the study will have at least 80% power to detect the following differences in GAD-7 scores between 

treatment arms:  

 Difference in GAD-7 scores between treatment arms at 16-weeks 

 2.5 2.4 2.3 2.2 2.1 2.0 1.9 

Power 95.8% 94.3% 92.4% 90.1% 87.2% 83.9% 80% 

 

11.1.2 Carer burden sub-study 

No a priori sample size calculation was conducted for the sub-study of carers. This study will include 

all eligible and consenting carers of randomised STRATA participants. Should all 306 STRATA 

participants have a recruited carer participating in the study, the study will have 90% power (alpha-

0.05) to detect a 0.4SD difference in the carer burden scale assuming 30% attrition. Should half of 

STRATA participants have a recruited carer participating in the study, the study will have 90% power 

(alpha=0.5) to detect a 0.6SD difference, assuming 30% attrition. 

11.2 Statistical analysis 

All analyses and reporting will be in line with CONSORT guidelines (48). Primary analyses will be 

based on the intention-to-treat (ITT) basis, analysing participants in the groups to which they were 

randomised. A full SAP will be developed by the Statisticians and central research team, and agreed 

by the TSC prior to undertaking analyses for the main trial. 

11.2.1 Summary of baseline data 

Descriptive statistics will be used to determine whether there are imbalances at baseline between 

treatment groups therefore informing any sensitivity analyses to be performed where appropriate 

additional adjustment will be performed. Continuous measures will be presented as means and SDs or 

medians, inter-quartile ranges, and ranges depending on their distribution. Categorical data will be 

presented as frequencies and proportions. 

Baseline variables to be explored include those described in Section 6.7. Patient reported outcome 

scores based on standardised questionnaires will be calculated based on the developers’ scoring 

manuals and missing erroneous items will be handled according to these manuals. 
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11.2.2 Primary outcome analysis 

The primary analysis of effectiveness of the primary outcome will use linear regression to estimate an 

adjusted mean difference comparing GAD-7 score at 16-weeks post-randomisation between groups, 

adjusted for baseline values of the outcome, centre, sex, presence of intellectual disability and 

previous use of SSRIs (stratification/minimization variables).  

Secondary analyses of the primary outcome will include a Complier Average Causal Effect (CACE) 

analysis (65) to investigate the efficacy of the intervention (based on treatment compliance status) for 

comparison with the ITT estimate of the offer of the intervention and a per protocol analysis which will 

account for those patients taking treatments other than that which they were allocated to. These will 

be conducted at 16- and 52-weeks. 

11.2.3 Secondary outcome analysis 

The effect of the intervention on the secondary outcomes collected at 16-, 24-, 36- and 52-weeks post-

randomisation will also be examined using linear regression for continuous outcomes and logistic 

regression for binary outcomes adjusted for baseline values of the outcome being investigated and 

stratification/minimization variables.  

As it is possible that adherence to treatments will decrease over the 52-week follow-up, we will 

describe this at each timepoint by arm as well as the use of additional or alternative medications or 

other treatments. A repeated measures analysis using GAD-7 outcome data collected at multiple 

follow up timepoints will be carried out to examine the effect of the intervention over 52-weeks. 

11.2.4 Subgroup analysis 

A number of pre-defined subgroup analyses will be carried out to assess the difference in treatment 

effect on the primary outcome according characteristics assessed at baseline. Characteristics of 

interest include whether the diagnosis of autism was made as an adult or child, the presence of mild 

intellectual disorders, duration of specialist care and severity of anxiety symptoms. Effect modification 

will be assessed by including an interaction term in the regression model and formal tests of 

interaction will be performed to test whether the treatment effect differs between these groups. As the 

study was not powered to detect such effects results will be interpreted with caution. 

11.2.5 Adjusted analysis 

All analyses will adjust for baseline values of the outcome, stratification and minimisation variables. 

Secondary analyses of the primary outcome will adjust for any prognostic variables showing a marked 

imbalance at baseline (ascertained using descriptive statistics).  

11.2.6 Carer burden sub-study 

Descriptive statistics will be used to describe the baseline characteristics of carers participating in the 

carer burden sub-study as well as the randomised participants they are caring for. These results will 

be used to determine whether there are imbalances at baseline between treatment groups and 

suggest whether appropriate additional adjustment should be performed. Continuous measures will be 

presented as means and SDs or medians, inter-quartile ranges, and ranges depending on their 

distribution. Categorical data will be presented as frequencies and proportions.  

Scores based on standardised questionnaires will be calculated based on the developers’ scoring 

manuals and missing erroneous items will be handled according to these manuals. As outlined in 

section 11.5.2, the carers’ EQ-5D-5L health states will be valued using the method recommended by 
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National Institute for Health and Care Excellence (NICE) at the time of analysis; the current position 

statement recommends the use of the Van Hout crosswalk (66). 

The effect of the intervention on the carer burden scale, carers experience scale and EQ-5D-5L  

collected at 16- and 52-weeks post-randomisation will be examined using linear regression adjusting 

for baseline values, variables used in the randomisation and any variables found to be imbalanced at 

baseline. 

11.3 Analysis of safety endpoints 

Descriptive analyses of safety endpoints will be presented at each timepoint according to treatment 

received. No formal comparisons will be made between groups. 

11.4 Missing data 

The sensitivity of the primary analysis to the impact of missing data will be investigated. The data will 

first be explored before a decision is made on what approach to utilise. These include exploring the 

amount of missingness, differences between arms, variables associated with/predictive of missingness 

and if reported, reasons for missingness. The approach taken to handling missing data will then 

depend on the assumptions about the nature of the missingness deemed to be appropriate. For 

example, if an assumption of Missing At Random is deemed appropriate then multiple imputation will 

be carried out and the primary analysis repeated using the imputed data. 

11.5 Economic evaluation  

11.5.1 Aim 

The aim of the economic evaluation is to assess the cost-effectiveness of sertraline plus usual care 

compared with placebo plus usual care for the treatment of anxiety in autistic adults. Cost-

effectiveness will be assessed from the perspective of the NHS and personal social services (PSS) in 

the UK and from a societal perspective, including productivity losses.  

11.5.2 Outcomes 

The primary outcome for the economic evaluation will be quality-adjusted life years derived from 

measurements recorded using the EQ-5D-5L health-related quality of life instrument (41) after 52-

weeks of follow-up. Quality of life (via EQ-5D-5L) will be measured at baseline, 12-, 16-, 24- and 52-

weeks of follow-up. Reported EQ-5D-5L health states will be valued using the method recommended 

by NICE at the time of analysis; the current position statement recommends the use of the Van Hout 

crosswalk (66). A secondary outcome will be the GAD-7 anxiety score at 52-weeks post-

randomisation. 

11.5.3 Cost measurement  

Resources used by participants (other than sertraline) will be tracked by means of a concise bespoke 

patient-reported questionnaire (electronic or paper as per participant preference) administered to each 

group at 24- and 52-weeks post-randomisation. The resource-use questionnaire will cover hospital 

admissions (including length of stay), outpatient appointments, emergency department visits, primary 

care appointments, home visits, social care contacts and medications. In addition, participants will be 

asked to report time off work, if applicable.  As it may be difficult for participants to accurately identify 

whether a contact was associated with their anxiety, information on healthcare resources used for any 

reason will be requested. The resource-use questionnaire (RUQ) has been developed with input from 
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our patient advisory group and will be tested for face validity. The RUQ will be piloted using data from 

the internal pilot and will be adapted for later participants if necessary. 

Effectiveness and resource-use data will be taken from the UK only; valuations will be assigned to 

recorded resources using the most recently available standard UK sources at the time of analysis, 

such as the Unit Costs of Health and Social Care for primary and community care (67), the NHS 

reference costs for secondary care contacts (68) and the British National Formulary for prescribed 

medication costs (69). 

11.5.4 Analysis 

The analysis will be guided by a pre-specified health economics analysis plan (HEAP). The primary 

cost–utility analysis (CUA) will be conducted from the NHS and PSS perspective. The CUA will 

compare the difference in costs with the difference in QALYs between the groups after 52 weeks of 

follow-up; both incremental cost-effectiveness ratio and incremental net monetary benefit statistics will 

be calculated. A cost–consequences analysis (CCA) will also be presented from a societal 

perspective. The CCA will relate the differences in costs (including health and social care costs, and 

productivity loss) and a range of outcomes (QALYs, GAD-7, secondary outcomes from the 

effectiveness analysis, and carer outcomes) for each arm over 52 weeks of follow-up. As the period of 

follow-up is 52 weeks (one year) only, discounting of either costs or benefits is unnecessary. 

Sensitivity analyses will be conducted to assess the effect of assumptions made in the analysis and 

uncertainty in estimates of unit costs. Uncertainty in cost-effectiveness statistics arising from patient 

variability will be assessed by constructing cost-effectiveness acceptability curves and by deriving 

confidence intervals for the net monetary benefit statistic. 

 

 

 

 

 

 

  



STRATA         EudraCT: 2019-004312-66 

STRATA | Protocol | v2.0 | 24JUN2021 | IRAS ID: 270727 Page 74 of 94 

12 DATA MANAGEMENT 

12.1 Source data and documents 

Source data for this trial will by default consist of electronic versions of preliminary screening and 

expression of interest forms, consent form(s), participant and carer completed questionnaires and 

other CRFs designed specifically for the study. However, where electronic data collection is not 

possible, equivalent paper documents will become the source data. Data obtained by paper will be 

entered onto the database as soon as practical by the centre/site research teams, and where 

applicable or required, by the central research team. Any paper documents containing identifiable 

information will be stored in a locked filing cabinet at the centre/site, which only members of the local 

research team have access to.  

Local centre/site teams must keep a paper record of their participants (and carers involved in the 

nested sub-study) PIL and consent form(s) in their ISF for monitoring purposes, regardless of the 

method of data collection. Paper-completed CRFs should also be retained in their ISF. To enable 

remote-working, electronic records will suffice until a time when they can be printed and suitably filed.  

12.2 Data handling  

Data from all participants will be collected and retained in accordance with the UK Data Protection Act 

2018 and European Union (EU) General Data Protection Regulation 2018 (GDPR), which in turn 

comply with the Australian Privacy Principles (APP) set out in the Australian Privacy Act 1988. All trial 

patients (including carers involved in the nested sub-study) will be allocated a unique study I.D 

number during the screening process, which will remain assigned to them. 

Participants from the UK will be asked to consent to their personal information and research data 

being stored by the University of Bristol, UK. Australian participants will be asked to consent to their 

personal data and research data being transferred to and stored by the University of Bristol, UK. In 

addition, the trial pharmacies in the UK and Australia will be securely provided with the personal 

details of UK and Australia-based participants, respectively; the trial pharmacies are responsible for 

providing participants will trial medication, and unblinding participants in an emergency. Furthermore, 

for randomisation purposes only, participant information (including personal details, e.g. initials, 

gender and date of birth) will be entered into the secure online randomisation system provided by 

Sealed EnvelopeTM (52). For the purpose of conducting the trial only, all data that are entered on to the 

Sealed EnvelopeTM system is done so via secure sockets layer (SSL) connections and stored on 

secure servers located in the UK and Ireland that comply with both UK and EU regulations on data 

privacy. User-access to the system will be managed by the central research team (UK), who will in 

turn generate password-protected user-accounts for authorised centre/site staff. 

We will also seek participant consent to potentially collect information from information resources such 

as NHS Central registers, or other registries including those managed by NHS Digital (UK), and 

Australian equivalents. In such cases, identifiable information will be shared securely with the relevant 

registry (e.g. name, gender NHS number, postcode, date of birth and study I.D). Information about 

‘how we will use participant information’ is provided to participants in the PIL, and appropriate consent 

will be sought.    

Standardised outcome instruments will be used throughout the trial; the components and timing of 

follow-up measures are detailed in Section 2 (Aims and Objectives) and shown in Table 3. All 

participant data will be entered into and stored on password-protected Structured Query Language 

(SQL) databases maintained by the University of Bristol (UK). Secure access to the internet is required 
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for all appointments conducted remotely. For face-to-face appointments, if internet access is not 

available, the researcher may be able to use a study tablet that complies with sponsor information 

security policies, for secure offline data entry into the database. In this instance, data will be uploaded 

to the database once a secure internet connection is available. Alternatively, paper documents will be 

available, where feasible. Any data stored on laptops will be encrypted. Any information that is 

analysed or transferred outside the European Economic Area (EEA) will be anonymised.   

Section 7.4 provides supporting details regarding the ‘Data management, protection and patient 

confidentiality’ in relation to the QRI and qualitative research data [applicable to UK only].  

12.3 Database platform(s) 

Full details will be outlined in the STRATA Data Management Plan. To summarise: 

All administrative and clinical study data will be stored in separate REDCap instances. REDCap is a 

secure, web-based electronic data capture (EDC) system designed for the collection of research data. 

The system has been developed and supported by Vanderbilt University. BRTC at the University of 

Bristol (UoB) has set up its own infrastructure so that all systems are hosted at and supported by UoB. 

A Relational Database Management System will be used to provide integration services between 

administrative and clinical databases. These data will be stored here, to support the workflow of the 

study team. These data will not be made available for analysis. These data are stored in a SQL Server 

system maintained by the UoB. 

The central research team (UK) will manage user-access rights to the database. This includes 

managing access to participant data according to the centre/site they are recruited from, and 

restricting access to any information that may identify the treatment received by the participant to staff 

who are not blinded to the allocation.   

12.3.1 Administrative data 

The administrative data will be kept in a secure database that is only accessible from within the UoB 

firewall. All users will require (at least honorary) contracts with UoB to access it. 

12.3.2 Clinical data 

The clinical data will be stored on a separate server to the administrative data. Anonymised clinical 

data is linked by a study participant I.D. Email addresses are collected as they are essential for the 

correct functioning of the online survey (questionnaire) feature. The ‘Email Address’ field is flagged as 

an identifier and not included in the export for the statistician, so the data set can be considered 

pseudonymised at export and does not need further processing.  

12.4 Storage and access to data 

The University of Bristol (UK) is data controller for the STRATA trial.  Data will be held at the University 

of Bristol and will conform to the University of Bristol Data Security Policy and in Compliance with the 

GDPR as it applies in the UK, tailored by the Data Protection Act 2018.   

Section 12.2 above includes details about data handling, including storage and access to data. In 

addition, for monitoring, audit and inspection purposes, monitors from the Sponsor (or delegate), 

persons responsible for audit, or representatives of the ethics committee or competent authority, will 

be granted access to source data/documents, that may include identifiable data, if requested (see 

Section 14.0).  
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The central research team (UoB-UK) will manage access rights to the data set.  Prospective new 

users must demonstrate compliance with legal, data protection and ethical guidelines before any data 

are released.   

12.5 Archiving and destruction of trial materials 

An archiving plan will be developed for trial materials in accordance with the BRTC (BTC) SOPs. Data 

will be held in compliance with the Sponsor’s standard procedures. All research data will be retained 

securely during the conduct of the trial. Data will be retained for at least 5-years after the end of the 

trial (15-year requirement for Australia), and at the end of the archiving period, will be destroyed by 

confidential means with the exception of a final dataset which will be made available for data-sharing 

purposes (see Section 12.6, below). Where electronic records are in use, University of Bristol 

(Sponsor, UK) policy will be followed. The approval of University of Bristol, as well as the trial CI and 

equivalent lead of the Western Australia centre, will be sought prior to destruction of the data.  

Participating centres/sites will be responsible for ensuring that all study records held at their centre/site 

are archived appropriately when notified by the Sponsor/BRTC (central research team/ UoB, UK). 

12.6 Access to the final trial data set 

Members of the TMG will develop a data sharing policy that is consistent with University of Bristol 

policy. We anticipate that anonymised trial data will be kept for future analysis and may be shared with 

other researchers, including those outside of the UK, EU and EEA, to enable international prospective 

meta-analyses. Furthermore, QRI recordings and associated data will also be securely retained for 

future analysis with participant consent (see QRI Data Management, Section 7.4) 

The final trial data set will be stored as restricted data on the data.bris research data repository. Data 

will be made available to approved bona fide researchers only, after their host institution has signed a 

data access agreement. Details of how to request access are available at the University of Bristol’s 

data repository website (70).   
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13 TRIAL MANAGEMENT 

The CI will take overall responsibility for managing the various components of the trial, with the 

support of the Trial Manager(s), and will meet regularly (as required) with the leads for each 

component. The BRTC, a UK Clinical Research Collaboration (UKCRC) registered trials unit, as part 

of the Bristol Trials Centre (BTC), will support the delivery and conduct of the trial. 

13.1 Trial management group (TMG) 

The TMG will have responsibility for the day-to-day management of the trial and will report to the TSC. 

The TMG will meet on a regular basis with a core working group of staff having frequent progress 

meetings. They will link to the network of site research teams to facilitate continuous feedback and 

early troubleshooting of local site issues that arise. Meetings will be in person and/or by 

teleconference to maximise attendance.   

13.2 Trial Steering committee (TSC) 

The TSC will be established in conjunction with a TMG. Membership, responsibilities and reporting 

mechanisms of the TSC will be formalised in a TSC charter. The TSC will make recommendations/key 

decisions during the trial to the TMG and minutes will be sent to the funder. 

The TSC will comprise of an independent chair, plus at least three others; see Table 5 below for 

nominations (correct at time of original submission)*. The independent members will cover expertise in 

(at least) statistics, trials and autism. Dheeraj Rai (CI) will also be a formal (not-voting) non-

independent member of the TSC. Observers may also attend (including other members of the TMG or 

members of other professional bodies) at the invitation of the Chair. The TSC will meet for the first 

time prior to recruitment of the first participant and then at agreed intervals thereafter. 

13.3 Data monitoring committee (DMC) 

The DMC will meet once prior to recruitment of the first participant and convene prior to the TSC 

meeting to review the AE data and any other ethical aspects that arise and report to the TSC. 

Responsibilities and reporting mechanisms of the DMC will be formalised in a DMC charter. 

The DMC will comprise of an independent chair, plus at least two others; see Table 5 below for 

nominations (correct at time of original submission)*. In addition, Dheeraj Rai (CI) and the Trial 

Manager will attend the open session only. The Senior Statistician will attend the open session only 

and Trial Statistician will attend both open and closed sessions. 

13.4 Patient and public involvement (PPI) 

An advisory group comprising adults with a diagnosis of autism has been set up to support the trial. 

Members of the advisory group will be involved throughout the study. This will involve autistic advisory 

group meetings, specific roles on the TMG, review of the protocol, participant information, consent and 

data collection forms and informing dissemination of the research findings to participants. 

13.5 Sponsor and funding 

This trial will be sponsored by University of Bristol (UoB) (UK) and The University of Western Australia 

(UWA) (Australia). The sponsor will be responsible for overall oversight of the trial. 

The UK component of this study is funded by the National Institute for Health Research (NIHR) Health 

Technology Assessment Programme (Reference 127337). The views expressed are those of the 
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author(s) and not necessarily those of the NIHR or the Department of Health and Social Care. The 

Australian component of this study is funded by the NHMRC (reference APP1171206). 
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Table 5 TSC and DMC member composition (correct at time of original submission)* 

Role Name Job Title Institution Expertise 

Trial Steering Committee (TSC) 

Independent chair Prof Nicholas Freemantle Professor and Director The Comprehensive Clinical Trials Unit, 
University College London (UCL) 

Statistician 

Independent member Miss Gemma Shields Lecturer in Healthcare Sciences University of Manchester  Health economics and trials 
expertise  

Independent member Dr Sujeet Jaydeokar Consultant Psychiatrist and 
Clinical Director 

Cheshire and Wirral Partnership NHS 
Foundation Trust, University of Chester 

Clinical expert 

Independent member Prof Ian Anderson Professor Emeritus of Psychiatry University of Manchester Clinical, Pharmacological and 
trials expertise 

Independent member Mr Jorik Mol Teacher of English as a Foreign 
Language 

EF Education first  PPI contributor 

Independent member Dr Tom Berney Developmental Psychiatrist 
(Retired) 

Retired from clinical practice; current 
Chair of neurodevelopmental psychiatry 
SIG-Royal College of Psychiatrists 

Autism expert  

Non-Independent 
member 

Dr Dheeraj Rai Consultant Senior Lecturer in 
Psychiatry 

University of Bristol, Avon and Wiltshire 
Partnership NHS Trust, Karolinska 
Institute  

STRATA Chief Investigator 

Data Monitoring Committee (DMC) 

Independent chair Dr Sally Kerry Reader in Medical Statistics Queen Mary University, London  Statistician 

Independent member Dr Ian Davidson Consultant Psychiatrist Cheshire and Wirral Partnership NHS 
Foundation Trust, NHS England, First 
Tier Tribunal Mental Health England 

Clinical expert and RCPsych 
autism champion (until July 2020) 

Independent member Prof Angela Hassiotis Professor of Psychiatry of 
Intellectual Disability 

UCL, Camden & Islington NHS 
Foundation Trust 

Clinical expert and Trialist 

*if for any reason named members of the TSC and/or DMC are unable to continue as a member of the committee, then a suitable replacement will be sourced
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14 MONITORING, AUDIT AND INSPECTION 

14.1 Monitoring  

The trial will be monitored and audited in accordance with the Sponsor’s policy, which is consistent 

with the UK Policy Framework for Health and Social Care Research and the Medicines for Human Use 

(Clinical Trials) Regulations (UK) and the National Health and Medical Research Council (NHMRC) 

(Australia). All trial related documents will be made available on request for monitoring and audit by 

the Sponsor, the relevant Research Ethics Committee (REC) and for inspection by MHRA and other 

licensing bodies. 

The University of Bristol holds a Service Level Agreement (SLA) with UHBW. Under the Agreement 

UHBW undertakes to monitor and carry out pharmacovigilance for certain UoB sponsored studies. 

These activities should be carried out in accordance with the SLA, the identified risks, subsequent 

proposed monitoring and the trial’s specific Monitoring Plan. 

A Trial Monitoring Plan will be developed by the Sponsors and agreed by the TMG and CI based on 

the trial risk assessment which may include on-site monitoring. This will be dependent on a 

documented risk assessment of the trial. 

The sponsor usually delegates some of the monitoring to the central research team. The following 

checks would be typical: 

• that written informed consent has been properly documented 

• that data collected are consistent with adherence to the trial protocol 

• that CRFs are only being completed by authorised persons 

• that S/AE recording and reporting procedures are being followed correctly 

• that no key data are missing 

• that data are valid 

• review of recruitment rates, withdrawals and losses to follow up. 

On a regular basis we will monitor the percentage of patients that meet the eligibility criteria and report 

the percentage of participants who consent. To assess the generalisability of the participants, the 

available characteristics of consenting participants and non-consenting will be compared. We will also 

report to the DMC if requested, preliminary data on event rates observed in the trial population: SAE 

rates and dropout rates. 

14.2 Protocol compliance  

There will be no prospective, planned deviations or waivers to the protocol. Any protocol breaches will 

be documented and reported to the Trial Manager, CI and Sponsor immediately (see Key Trial 

Contact for contact details). Information about protocol breaches will also be included in routine 

reports to the DMC and TSC. Protocol breaches identified by the central research team will be 

reported to the relevant local PI, site team, local NHS R&I and Sponsor as soon as possible. The 

Sponsor will determine the seriousness of the breach.  

In the event of systematic protocol breaches, investigation and remedial action will be taken in liaison 

with the CI, DMC and the TMG.  
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14.3 Notification of Serious Breaches to GCP and/or the protocol  

A “serious breach” is a breach which is likely to effect to a significant degree: 

• the safety or physical or mental integrity of the subjects of the trial; or 

• the scientific value of the trial 

The Sponsor will be notified immediately of any breaches; they will determine the seriousness of the 

breach. The Sponsor (or authorised delegate) will report Serious Breaches to the MHRA (UK) and 

RECs within 7-days, and to RGO (Australia) within 72-hours of the Sponsor becoming aware of them.  
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15 ETHICAL AND REGULATORY CONSIDERATIONS 

15.1 Governance and legislation 

This trial will be conducted in accordance with: 

• The Medicine for Human Use (Clinical Trial) Regulations  

• Medicines and Healthcare Products Regulatory Agency (MHRA) 

• International Conference on Harmonisation Good Clinical Practice (ICH-GCP) guidelines 

• UK Policy Framework for Health and Social Care Research 

• Data Protection Act 2018 

• General Data Protection Regulation (GDPR) 

Australia: The Western Australia component of the trial will also be conducted in accordance with:  

• The Therapeutic Goods Act 1989  

• Therapeutic Goods Regulations 1990 

• PIC/S Guide to Good Manufacturing Practice for Medicinal Products  

• National health and Medical Research Council (NHMRC) 

 

Any amendments to the trial must be assessed and approved by the Sponsor prior to submission to 

the REC and MHRA. 

Before any site can enrol participants into the trial, the CI or designee will obtain confirmation of 

capacity and capability (C&C) (or equivalent organisation approval) for each centre/site in-line with 

Health Research Authority (HRA) processes along with other documentation required for the Sponsor 

to grant sites a greenlight letter. 

Where applicable, CI or designee will ask for confirmation from the sites’ R&D departments that C&C 

is ongoing for relevant amendments. 

This research trial will be run in accordance with ICH GCP. ICH GCP is an international ethical and 

scientific quality standard for designing, conducting, recording and reporting studies that involve the 

participation of human subjects. Compliance with this standard provides public assurance that the 

rights, safety and well-being of trial subjects are protected, consistent with the principles that 

originated in the Declaration of Helsinki and that the clinical trial data are credible. 

15.2 Research Ethics Committee (REC) review and reports 

Ethics review of the protocol for the trial and other trial related participant facing documents (e.g. PIL 

and consent forms) will be carried out by a UK and Australian RECs. Any amendments to these 

documents, after a favourable opinion from the REC/HRA has been given, will be submitted to the 

REC/HRA for approval prior to implementation. 

All correspondence with the REC will be retained in the Trial Master File (TMF)/ISF. An annual 

progress report will be submitted to the REC within 30-days of the anniversary date on which the 

favourable opinion was given, and annually until the trial is declared ended. The CI will notify the REC 

of the end of the trial and if the trial is ended prematurely (including the reasons for the premature 
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termination). Within one year after the end of the trial, the CI will submit a final report with the results, 

including any publications/abstracts, to the REC. 

ICH GCP training will be carried out by certain staff members depending on their delegated 

responsibilities within the trial, the level of training required will be determined according to the NIHR 

Delegation and Training Decision Aid. Informed consent to participate in the trial will be sought and 

obtained according to ICH GCP guidelines. 

15.3 MHRA and TGA review and reports 

UK: MHRA review of the protocol for the trial and other trial related documents relating to the 

IMP/placebo will be carried out by the MHRA. Clinical Trial Authorisation (CTA) will be obtained.  

After the initial CTA has been approved, any amendments (which effect the safety (physical or mental 

integrity) of the participants, the scientific value of the study, the conduct or management of the study 

or the quality or safety of any IMP) will constitute a substantial amendment and a request to the MHRA 

for approval will be submitted. 

All correspondence with the MHRA will be retained in the TMF/ISF. 

In addition to the expedited reporting required for SUSARs, a DSUR will be submitted to the MHRA 

and NHS REC, once a year throughout the clinical trial or on request until the end of the trial is 

declared. The annual report should take into account all new available safety information received 

during the reporting period and assess the safety of subjects included in the study.  

The sponsor will submit an end of trial summary results to EudraCT as per the commission’s 

guidelines on posting and publication of result-related information within one year of the end of study 

declaration being submitted. 

Australia: Equivalent to the UK’s MHRA and CTA is the Therapeutic Goods Administration (TGA) and 

Clinical Trial Notification (CTN), respectively. The Australian Sponsor (UWA) will submit and obtain 

CTN.  

After the initial CTN has been approved, any amendments (which effect the safety (physical or mental 

integrity) of the participants, the scientific value of the study, the conduct or management of the study 

or the quality or safety of any IMP) will constitute a substantial amendment and a request to the TGA 

for approval will be submitted. 

All correspondence with the TGA will be retained in the TMF/ISF. 

The TGA does not require expedited reporting for SUSARs, or annual safety reports; reporting is only 

required by the HREC, which the local research team are responsible for.  

15.4 Peer review 

The proposal for this trial has been peer-reviewed through the NIHR HTA (UK) and NHMRC 

(Australia) peer-review process, which includes independent expert and lay reviewers. 

15.5 Poor quality data 

The quality of the trial data will be monitored throughout the trial and data completeness will be 

reported to the TSC, and any cause for concern over data quality will be highlighted and an action 

plan put in place. 
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15.6 Financial and other competing interests for the chief investigator, PIs at each site and 

committee members for the overall trial management 

The research team and all PIs must disclose any ownership interests that may be related to products, 

services, or interventions considered for use in the trial or that may be significantly affected by the trial. 

Competing interests will be reported in all publications and in the final report. 

15.7 Indemnity 

The necessary trial insurance is provided by the Sponsors. 
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16 DISSEMINATION POLICY 

An engagement plan will be produced with the TMG, collaborators and the autistic advisory group.  

The outputs of this work will include academic papers in leading peer reviewed journals alongside the 

full report published in the NIHR Journal’s library. We will also present the findings of our work at 

relevant international conferences including INSAR, Autism Europe and the Royal College of 

Psychiatrists International congress and national conferences including the Autistica and National 

Autistic Society conferences and the British Association for Psychopharmacology conferences. With 

the help of Autistica, we will also organise a workshop on anxiety in autism where we will present the 

results of this study. The results of this work are likely to influence the updates of the NICE guidelines 

for autism in adults, the Maudsley Prescribing guidelines, the British Association for 

Psychopharmacology guidelines on autism and other relevant national and international guidelines.  

We will closely work with our advisory group and Autistica and other autism charities (e.g. National 

Autistic Society, Ambitious about Autism in the UK; Autism Association Western Australia in Perth) 

who will help popularise our project and help us engage with stakeholders. We will aim to disseminate 

the findings widely to the autism community, health care providers, policymakers and the public 

through presentations, roadshows and blogs.  

We have strong links with local, national and international networks of clinicians which we will use to 

disseminate our outputs directly through talks, educational events and clinical conferences. 

Furthermore, our team has extensive experience of media contributions, including local, national and 

international television, radio and press contributions, as well as public lectures and writing for the 

public (e.g. the Conversation). 

We will work with PolicyBristol (71), a specialist team at the University of Bristol (UK) which aims to 

bring together diverse policy-relevant work from across the University to make it more accessible to 

research users from outside the academic community. PolicyBristol helps translate research findings 

into policy messages, and then disseminates these to the relevant target audiences in the form of 

policy briefings or reports. We will produce briefing notes to disseminate to key agencies and 

stakeholders, such as the MHRA, Royal Colleges of Psychiatrists, Clinical Commissioning Groups and 

the British Association for Psychopharmacology, and the Royal Australian and New Zealand College 

of Psychiatrists and the College of General Practitioners. We will also engage with the National 

Disability Insurance Scheme (NDIS) which provides funding and management to most people with 

Autism in Australia.   

On completion of the trial, a final report will be prepared for the Funder (NHR HTA and NHMRC) and 

once approved made publicly available on their website.  

A study Twitter account and website will be set up to keep interested participants, managers and 

policy makers up-to-date with trial progress and results. 
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17 SIGNATURE PAGE 

The undersigned confirm that the following protocol has been agreed and accepted and that the Chief 

Investigator agrees to conduct the trial in compliance with the approved protocol and will adhere to the 

principles outlined in UK Policy Framework for Health and Social Care Research, the Sponsor’s SOPs, 

and other regulatory requirements as amended. 

I agree to ensure that the confidential information contained in this document will not be used for any 

other purpose other than the evaluation or conduct of the clinical investigation without the prior written 

consent of the Sponsor. 

I also confirm that I will make the findings of the study publicly available through publication or other 

dissemination tools without any unnecessary delay and that an honest accurate and transparent 

account of the study will be given; and that any discrepancies from the study as planned in this 

protocol will be explained. 

 

 

For and on behalf of the Study Sponsor: 

Signature: 

..............................................................................................  Date: ....../......./.............. 

Name (please print): 

..............................................................................................   

   

Chief Investigator: 

Signature: 

..............................................................................................  Date: ....../......./.............. 

Name (please print): 

..............................................................................................  

 

Senior Statistician:   

Signature: 

..............................................................................................  Date: ....../......./.............. 

Name (please print): 

..............................................................................................  
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APPENDIX 1 STRATA Dose titration and stopping instructions 

Table 6 STRATA Dose titration 

STRATA DOSE TITRATION 

 Dose of sertraline Take for  Safety check / follow up  Dispensing 

Week 0 25mg 2-weeks - Send 1 starter pack 70 
caps of 25mg each 

Week 2 All patients instructed to increase dose to 50mg (2*25) 4-weeks 2-week check (been on 25mg for 2-weeks, if 
undesirable symptoms could continue only 25mg) 

- 

Week 4  - - 4-week check (been on 50mg for 2 weeks, discuss 
if wish to increase or continue 50mg or reduce/stop)  

Send 1 pack 70 caps of 
50mg each 

Week 6 Increase dose to 100mg (2*50) if agreed at week 4 
check 

4-weeks  - - 

Week 8 - - 8-week check (if relevant, been on 100mg for 2-
weeks, discuss if wish to increase to 150mg, stay on 
same dose, or reduce to 50mg) 

Send 1 pack 70 caps of 
50mg each 

Week 10 For those who agree, increase dose to 150mg (3*50)  

 

Else continue 100mg for 52 weeks or reduce to 50mg 
as appropriate 

4-weeks - - 

Week 12  - - 12-week check (if participant has been on 150mg 
for 2-weeks, discuss if wish to increase to 200mg, 
stay on same dose, or reduce to 150mg). Same for 
other dosage as relevant 

Dispense according to 
optimal dose as per 
prescription 

Week 14 Those who have increased dose will now be on max 
dose of 200mg. Others will already be on the optimal 
dose ahead of this and should continue 

- - - 

Week 16  50mg (2*25) to 200mg (4*50)  - Primary outcome - 

AA brief safety check will also take place at 36-weeks post-randomisation to inform dose titration (e.g. continue same dose, increase or decrease; see Section 6.8). 
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STRATA STOPPING INSTRUCTIONS 

Applicable from week 52 post-randomisation, or at time when participant withdraws from treatment if earlier. 

 

Figure 9 STRATA Stopping instructions
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APPENDIX 2 COVID-19 Considerations 

Research, including randomised controlled trials (RCTs), provides essential high-quality evidence that 

guides medical advancements around the world, influencing the quality of health and lives of all. Due 

to the coronavirus pandemic (COVID-19), research in the UK, Australia and globally has had to 

respond to the various COVID-19 mitigation efforts (e.g. societal lockdowns, social distancing and 

shielding measures) and unprecedented demands on healthcare professionals and resources. This 

has resulted in many research projects that are not related to the pandemic, being paused or in some 

cases, halted altogether. It is imperative that we consider how research can continue during, and 

beyond, COVID-19, or equivalent scenarios. Here, we summarise key considerations and actions 

taken to enable the continuation of STRATA, in both the UK and Australia, which are based on (rapidly 

evolving) guidance from relevant research bodies (e.g. NIHR, HRA, MHRA, NHMRC, TGA), 

supporting literature (e.g. (72)) and preliminary interview data. 

Trial conduct considerations 

Importantly, at the time the pandemic struck in early 2020, members of the central research team had 

been working with our qualitative researchers to carry out a qualitative study (Autistic people and 

RCTs - the APRiCoT study). APRiCoT set out to understand the views of autistic adults (recruited via 

the charity Autistica and social media and interviewed using remote methods) in relation to 

randomisation and processes involved in RCTs to help protocol development and embedding 

measures to optimise recruitment to STRATA. Following the pandemic, the team received an ethics 

amendment to extend the scope of the APRiCoT study to understand the impact of COVID-19 and 

social distancing measures on future research participation, discussing specific examples of STRATA 

as an RCT. Preliminary observations (not to be cited until peer reviewed) from the data collected so far 

(42 detailed 1:1 interviews for the APRiCoT study, which includes 26 with COVID-19 themes) are that 

research into treatment for anxiety is important in this population, particularly in the aftermath of the 

pandemic where many peoples’ daily routines have been disrupted. Additionally, participants have 

strongly suggested making participation in research more accessible (regardless of the pandemic) by 

increasing the emphasis on remote pathways for research delivery (such as consent and data 

collection). As a result, the team have embedded some of these processes (adaptations) in STRATA, 

and will incorporate key information within relevant participant materials/documents to provide 

assurance to them regarding their health and safety (this includes when they are considering taking 

part, as well as throughout participation). 

Adapting consent and data collection: We anticipate that the majority of Baseline appointments (and 

other study points of contact and assessments) will be conducted via Sponsor-approved video-

conferencing (i.e. to reduce risk of potential exposure to COVID-19 and/or due to a requirement for 

remote contact and data collection by the potential participant). Alternative methods of communication 

(e.g. other remote methods and/or face-to-face visits) will be considered and facilitated, where 

feasible. Online eConsent and questionnaires will be available, in addition to more traditional methods 

such as paper copies or completed over the telephone. In addition, given the increased pragmatic 

nature of STRATA, we anticipate the need for flexibility surrounding the timings of some points of 

contact and assessment (e.g. the brief safety checks), so have provided acceptable timings for these 

(e.g. +/- 1-week). From the researcher perspective, direct data entry into the secure online database 

minimises data protection concerns. The study also proposes collecting back up ‘best contact’ 

alternatives (e.g. the contact details of others including carer/ other family member, where applicable) 

in case contact with the participant is lost.  
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Furthermore, when face-to-face appointments are “permitted”, we recognise they bring about higher 

risk and may not (always) be feasible. To mitigate such risks, STRATA offers flexibility around 

assessment and communication methods as noted above (and throughout the protocol). If face-to-

face appointments are requested, research staff should assess feasibility and follow the organisation 

guidance at the time regarding face-to-face contact, including, for example, use of personal protective 

equipment (PPE) and cleaning procedures. Research staff would be encouraged to help participants 

avoid situations where risk of exposure may be greater (e.g. public transport) and remind participants 

that they have a choice of contact and data collection methods to suit their needs and preferences.  

Intervention / IMP considerations 

McDermott and Newman (2020), amongst several suggestions, encouraged trials to consider whether 

the intervention may interact with COVID-19 infection, whether trial medication should stop if a patient 

contracts (symptoms of) COVID-19, and whether there are increased supply issues during the 

pandemic that could impact the trial? (72). Within STRATA, to our knowledge, no interaction between 

the study medication (intervention) and the COVID-19 infection is anticipated, therefore treatment 

should continue as prescribed if a participant contracts the infection (unless a treating healthcare 

professional advises otherwise for a clinical reason), and RenaClinical, who are responsible for the 

supply of the study Investigational Medicinal Product (IMP), do not foresee any supply issues. In 

addition, we propose that study medication is posted directly to a participant’s home, helping those 

who may be “shielding”, for example. Collectively, it is feasible to proceed with the intervention as 

proposed.  

Urgent Safety Measures (USMs) 

USMs typically need to be followed-up with written notification within 3-days to the Medicines and 

Healthcare Products Regulatory Agency (MHRA), and relevant ethics committee. Research guidance 

notes that in the case of research during a pandemic period, ‘Point 3 of the Medicines for Human Use 

(Miscellaneous Amendment) Regulations’ has amended this timeline to “as soon as possible” (63); the 

research team have included this information in the protocol to aid staff members if/where necessary.  

 

 


