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Background
Evidence-based parenting programmes are recommended as a first-line treatment for conduct disorders (CD) in children aged 5-11, but are not effective for 25-33%. NICE has requested research into second-line interventions. There have been several small-scale studies of Psychoanalytic Child Psychotherapy (PCP) for CD, but a feasibility trial was needed to determine whether a confirmatory trial of short-term, manualised PCP (mPCP) versus Treatment as Usual (TaU) for CD is practicable. 
Method
TIGA-CUB (Trial on improving Inter-Generational Attachment for Children Undergoing Behaviour problems) was a two-arm, pragmatic, parallel-group, multi-centre, individually-randomised (1:1) controlled feasibility trial (n=32) with blinded outcome assessment (4 and 8 months), which aimed to develop an optimum practicable protocol for a confirmatory, pragmatic, randomised controlled trial (RCT) (primary outcome child’s behaviour) comparing mPCP and TaU as second-line treatments for children aged 5-11 with treatment resistant CD and inter-generational attachment difficulties and for their primary carers. Child-primary carer dyads were recruited from National Health Service (NHS) Child and Adolescent Mental Health Services (CAMHS) after an unsuccessful first-line parenting intervention. Trial specific, short-term mPCP was delivered by qualified CAPTs working in routine NHS clinical practice. Outcomes were: (i) feasibility of recruitment methods; (ii) uptake and follow-up rates; (iii) therapeutic delivery, treatment retention and attendance, intervention adherence rates; (iv) follow-up data collection; (v) statistical, health economics, process evaluation and qualitative outcomes.
Results
Specific processes need refinement, but feasibility of trial processes was demonstrated. 
Conclusion
A confirmatory RCT evaluating clinical and cost effectiveness of short-term mPCP versus TaU is feasible, subject to funding.
Trial registration
Current Controlled Trials ISRCTN86725795 (registered 31/05/2016).
Keywords
Randomised controlled trial, short-term psychoanalytic child psychotherapy, conduct disorders, treatment resistant, inter-generational attachment, parental reflective functioning.

	
Key Practitioner Message
· Conduct disorders (CD) - including oppositional defiant disorder (ODD) – can result in serious long-term adverse outcomes
· Parenting programmes are effective as a first-line intervention for the majority of families, but are not effective for 25-33%, and 30-40% of families drop out
· There are currently few alternative treatments for children aged 5-11 years with CD, but there have been several small-scale studies of Psychoanalytic Child Psychotherapy (PCP) for children with this condition
· A large-scale confirmatory RCT is needed to test clinical and cost effectiveness of manualised PCP (mPCP) versus treatment as usual (TaU), with the feasibility RCT reported in this article being the first step towards such a trial
· If the clinical and cost effectiveness of mPCP can be established, this will provide a much-needed second-line treatment for this patient group.
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Background
Conduct disorders (CD) – defined as ‘repetitive and persistent patterns of antisocial, aggressive or defiant behaviour that amounts to significant and persistent violations of age-appropriate social expectations’ - affect 5% of 5-10 year olds in the United Kingdom (UK) (187,500 children in England and Wales, based on 2011 census data), with prevalence expected to rise (NICE, 2013; Green et al., 2005; McCrone et al., 2008). CD are the most common reason for referral to National Health Service (NHS) Child and Adolescent Mental Health Services (CAMHS). Overall incidence is higher in boys (7%) than girls (3%), with high co-morbidity with other mental health conditions (NICE, 2013). Risk of adverse outcomes is also high, including poor educational achievement, long-term physical and mental illness, criminality, unemployment, teenage parenthood, and poor subsequent parenting (Sainsbury Centre for Mental Health, 2009; Koning et al., 2010; Odgers et al., 2007; Odgers et al., 2008; Piquero et al., 2010; Knapp et al., 2011; Healey, Knapp and Farrington, 2004; Kim-Cohen et al., 2003). Children with CD cost public services up to ten times more than those without, and typically represent 30% of GP child consultations and 45% of child community health referrals (Romeo, Knapp and Scott, 2006; Scott et al., 2001). CD feature in 28% of paediatric outpatient referrals, and up to 50% of children and young people with CD go on to develop antisocial personality disorder as adults (NICE, 2013).

First-line parenting programmes are effective for the majority of cases, but do not benefit 25-33%, and 30-40% of families drop out (NICE, 2013; Scott and Dadds, 2009; Scott, 2008). Group or individual social and cognitive problem-solving programmes are recommended for children and young people aged 9-14 years, and multi-modal interventions for those aged 11-17, but there are currently few alternative treatments for 5-11 year olds (NICE, 2013).

Clinical experience, small scale studies, and theoretical research suggest that Psychoanalytic Child Psychotherapy (PCP), delivered by Child and Adolescent Psychotherapists (CAPTs), might be a suitable alternative second-line treatment. It is widely accepted that CAPTs address highly complex problems, particularly where first line treatments have failed (Kennedy, 2004; Kam and Midgley, 2006). There have been several small scale studies of PCP for CD, but these studies had small sample sizes and were not conducted in UK CAMHS (Fonagy and Target, 1996; Fonagy and Target, 1994; Eresund, 2007; Winkelmann et al., 2005; Szapocznik et al., 1989). PCP is currently available in the NHS for children with CD but is usually only provided for those who have spent several years in CAMHS, and often requires treatment for at least one school year. Theoretical research also indicates that PCP, with its focus on attachment, might benefit these children. Large meta-analyses have found correlations between children’s CD and insecure (particularly disorganised) attachment (Fearon et al., 2010; van Ijzendoorn, Schuengel and Bakermans-Kranenburg, 1999; Hoeve et al., 2012; Groh et al., 2014), and other studies have found links between children’s CD and primary carer (particularly maternal) attachment difficulties (Madigan et al., 2007; Deklyen, 1996; Madigan et al., 2006; Marchand, Schedler and Wagstaff, 2004). Such difficulties are liable to inter-generational transmission (Verhage et al., 2016; van Ijzendoorn, 1995; Kelly, Slade and Grienenberger, 2005), and have also been linked to problems in parental reflective functioning, i.e. ability to understand behaviour in terms of underlying thoughts and feelings, and to adult mental health difficulties, which can in turn contribute to children’s CD (Luyten et al., 2017; NICE, 2013; Goodman and Bartlett, 2013). Attachment security can be earned (Saunders et al., 2011), and PCP can be effective in improving attachment between primary carers with mental health problems and young children (Cicchetti, Toth and Rogosch, 1999). Rather than waiting until children with CD are older, more treatment resistant, and requiring long-term treatment, it therefore seemed logical to explore using a shorter, more intensive version of PCP - with a particular focus on addressing inter-generational attachment difficulties - for children aged 5-11 with treatment resistant CD and for their primary carers, earlier on in their CAMHS trajectories. A feasibility RCT was required to determine the practicality and design of a confirmatory trial of the clinical and cost-effectiveness of short-term manualised PCP (mPCP) compared with heterogeneous Treatment as Usual (TaU) for this patient group. 

Aims and objectives
The aims and objectives of the feasibility RCT were to:

· Establish screening and recruitment procedures
· Assess acceptability of randomisation
· Collect baseline and blinded follow-up data to estimate follow-up and data quality
· Collect CAMHS treatment data to characterise co-interventions and TAU
· Assess feasibility and best methods for collecting clinical data, adverse events, and quality of life to assess short and long-term cost-effectiveness
· Assess feasibilty of keeping researchers blinded
· Establish procedures to assess treatment attendance and adherence
· Confirm variability and clustering of outcomes to inform sample size calculations for a confirmatory RCT.

Method

Design
The study was a multi-centre, two-arm, pragmatic, parallel-group, individually randomised (1:1) controlled feasibility trial. A trial design flow diagram is included below (see Fig. 1).

Setting
Four NHS CAMHS in Yorkshire and the West Midlands were selected in order to provide a range of participants and service configurations to test recruitment feasibility and to maximise generalisability. All CAMHS used a triaging system on first referral but had different subsequent internal pathways. Some clinics had only one CAPT while others had up to five. 

Eligibility 
Eligible participants were identified by Clinical Studies Officers (CSOs) and CAMHS practitioners involved in initial referral screening, using the inclusion and exclusion criteria below. All referrals to, or re-referrals within CAMHS where children were aged 5-11 and had a potential CD were screened. 

	Inclusion criteria:
· Child aged 5-11 years old at baseline
· Presenting to CAMHS, or re-referred within CAMHS, with a clinical level of CD ≥4 on the Strengths and Difficulties Questionnaire (SDQ) conduct sub-scale (Goodman, 1997)
· Child’s current primary carer has been offered a first-line group or individual parenting programme or other structured parenting intervention in primary care or within CAMHS, involving a series of structured sessions focussing on parenting and/or child behaviour management techniques, and has attended at least one session, but the child’s CD persists and the child has been referred to CAMHS or re-referred within CAMHS for further treatment.

Exclusion criteria:
· Child with a clinical diagnosis of Autistic Spectrum Disorder (ASD), including Asperger’s Syndrome
· Child with a clinical diagnosis of severe Learning Difficulties (LD) (determined by usual CAMHS procedures using clinical judgement)
· Child medicated for Attention Deficit Hyperactivity Disorder (ADHD), unless they have been on a stable medication dose for 3 months or more (children with un-medicated ADHD are eligible if other inclusion criteria are met)
· Looked After Child (LAC), unless they are in a stable (≥ 6 months) kinship adoption, kinship foster care or kinship special guardianship relationship with their carer
· Child under/at risk of Safeguarding or Court procedures
· Child whose primary carer has severe mental health difficulties, determined by usual CAMHS procedures using clinical judgement (baseline General Health Questionnaire (GHQ-12) (Goldberg, 1988) will be monitored for primary carers with severe mental health difficulties not identified by CAMHS)
· Sibling has been randomised to TIGA-CUB (potential contamination) 
· Primary carer is actively receiving a parenting programme within CAMHS for the child’s sibling (potential contamination)
· Primary carer lacks capacity to comply with trial requirements, e.g. as a result of a LD, or due to insufficient proficiency in English
· Primary carer is currently participating in another research project that would mean participation in TIGA-CUB would be too burdensome
· Primary carer has severe adverse parental functioning e.g. alcohol dependence (≥20 on Alcohol-Use Disorders Identification Test) (AUDIT-C) (Saunders, 1993) or drug dependence (≥3 on Drug Abuse Screening Test) (DAST-10) (Skinner, 1982).



Participant identification and recruitment
CAPT availability and clinical practice dictated that participant recruitment took place in line with school terms and half terms as much as possible (to allow a minimum of 3 sessions to establish therapeutic allicance prior to a holiday break). Once a potentially suitable child-primary carer dyad had been identified and CAPT capacity confirmed, a CAMHS practitioner introduced the trial to the dyad. If interested, the CAMHS practitioner provided them with TIGA-CUB patient information leaflets (PIS) (age appropriate for child), and gained consent for researcher contact. Consent was also taken for process evaluation researcher contact, and the primary carer given a questionnaire about their experience of recruitment and understanding of the trial.

Where consent for initial researcher contact was gained, and at least 24 hours for reading and discussing the PIS, the primary carer was re-contacted and if still interested, a meeting scheduled at their home or nearby, to explain the trial in more detail and establish full eligibility. Primary carers were asked to complete the AUDIT-C, DAST-10, and SDQ (Goodman, 1997) to establish eligibility and confirm the child’s level of CD. Formal consent was not required as completion constituted implied consent. Anyone declining or socring outside the specified thresholds was offered TaU. Once full eligibility was established, formal written consent for was taken, with primary carers also giving consent for the child’s participation. As per Health Research Authority (HRA) guidelines, any child who objected to taking part was not inclued and reasons for non-participation recorded.

Randomisation 
Dyads were randomised (1:1) by the trial reseacher via the Clinical Trials Research Unit (CTRU) automated 24 hour randomisation system to receive mPCP or TaU. A computer-generated minimisation algorithm incorporating a random element was used, stratifying for (1) site and (2) child’s gender, and if a dyad was randomised to mPCP in a CAMHS with more than one trial CAPT, dyads were randomly allocated to the CAPT delivering the child’s intervention, in a ratio proportionate to clinic CAPT availability (avoidance of selection bias). The CTRU informed the CAMHS but not the researcher of randomisation outcome to maintain researcher blinding. The clinic contacted the primary carer about the outcome and to schedule treatment commencement. Participants and clinicians were, of necessity, aware of treatment allocation.

Interventions
Short-term Manualised Psychoanalytic Child Psychotherapy (mPCP)
Qualified CAPTs working in CAMHS delivered mPCP using the TIGA-CUB manual. This was written by Child and Adolescent Psychotherapists at the Northern School of Child and Adolescent Psychotherapy, an NHS training school, and was a shortened version of current NHS PCP practice. The manual was designed to be sufficiently flexible to accommodate situations likely to occur during the trial, with the intervention comprising 12 x 50 minute weekly sessions for the child and 12 x 50 minute weekly sessions for the primary carer(s), running concurrently. The child and primary carer were seen either by one CAPT at two separate times, or by two CAPTs at the same or different times, depending on practicality. Where two CAPTs co-worked, primary carer sessions commenced prior to the child’s where possible to help prepare the child for the first session. Following usual CAPT practice, the day, time, and location of all sesssions was kept consistent unless there were exceptional circumstances, to maximise continuity and containment. A holiday break of maximum two weeks where possible was incorporated into the intervention, to give the dyad a ‘practice run’ at a therepeutic ending. All sessions were audio-recorded with consent, and primary carers could ask for specific sessions not to be recorded or to be deleted, if desired.

Unless there were exceptional circumstances (e.g. long-term sick leave or forthcoming maternity leave), all eligible CAPTs working within a recruiting CAMHS were involved in the trial and were trained by the Chief Investigator and other relevant members of the Trial Management Group (TMG) in trial processes and manual use. CAPTs attended small group supervision approximately fortnightly, provided by supervisors experienced in working with children with CD, to facilitate manual adherence and quality of care. All copies of the manual were fully traceable and all CAPTs and supervisors signed a confidentiality agreement to prevent unauthorised circulation, to prevent treatment contamination and maintain trial hygiene. Manual adherence was checked using a trial specific tool and the manual reviewed by the TMG at the end of the study to ensure suitability for the confirmatory trial.

TaU
TaU comprised usual care offered by CAMHS to 5-11 year olds with CD, delivered by clinicians from a range of professional backgrounds and was unconstrained, but monitored for therapeutic modality, duration, frequency of sessions, and supervision provision. CAPTs providing mPCP did not provide treatment to or have contact with TaU participants. 

Both groups
Both mPCP and TaU participants had access to local Child Psychiatrists if medication, other specialist services, or hospitalisation were judged clinically necessary, with routine care outside CAMHS unaffected across arms. 

Data collection
Participant assessments were undertaken at baseline (prior to randomisation), 4 months, and 8 months post randomisation (for participants recruited within first 4 months of trial). A window of up to 2 weeks prior to randomisation was recommended for baseline data collection (with randomisation ideally occurring on the same day), and plus or minus 2 weeks from the target follow-up date for outcome data. The feasibility of these windows was recorded.

	
Measures
· Child Behavior Checklist (CBCL and CBCL-TR) (Achenbach and Rescorla, 2000; Thomas, 1991) (parental rating of child’s problem behaviours and competencies, and teacher rating of academic achievement and behaviour in class, attendance and performance)
· Parental Reflective Functioning Questionnaire (PRFQ) (Luyten, Mayes and Nijssens, 2011; Luyten et al., 2017) (measure of reflective functioning, related to both child and adult attachment) 
· General Health Questionnaire 12 (GHQ-12) (parental mental health)
· Parenting Stress Index (PSI) (Abidin, 1995) (primary carer rating of own and child’s functioning, level of stress in primary carer-child relationship)
· Beck Depression Inventory (BDI) (v2.0) (Beck, 1961) (screening instrument for adult depressive symptoms) 
· Euro-Qol 5 Dimension (EQ-5D™, 3 Level) (The EuroQoL Group, 1990) (parental health-related quality of life)
· Euro-Qol 5 Dimension Youth (EQ-5D-Y™, 3 level) (The EuroQoL Group, 1990) (child’s health-related quality of life reported by child via face-to-face researcher administration when the child is able, and by primary carer as proxy respondent).




Questionnaires were completed at baseline during researcher visit to participants’ homes, or by phone or post if necessary, and specific measures were collected at 4 or 8 months post randomisation by phone, researcher visit or post if needed, to maximise follow-up data collection. The child’s teacher completed the CBCL-TR by post at baseline and 4 months post randomisation only. 

Treatment and other data
Baseline data was also collected from clinicians providing treatment in both arms, including job title, band, length of CAMHS experience, professional qualifications, and training in specific therapeutic techniques.

Process evaluation
A qualitative process evaluation assessed acceptability of randomisation to dyads and clinicians using questionnaires and semi-structured interviews with primary carers (and children, where possible) and focus groups with CAPTs. These were audio-recorded, transcribed verbatim, and analysed using thematic analysis. 

INSERT TABLE 1 SOMEWHERE HERE, PLEASE.

Patient Public Involvement (PPI)
A PPI group was also established to provide input on trial processes. 

Results   

Screening and recruitment
INSERT FIGURE 1, CONSORT DIAGRAM, SOMEWHERE HERE, PLEASE.

Screening took place over 7 months, with the four CAMHS recruiting 50%, 22%, 20%, and 8% of participants respectively. We did not meet our target of 60 child-carer dyads for a number of reasons, including: 

· delays caused by changes in the HRA consent system during study set-up
· initial difficulties for the CTRU in adapting to phased recruitment (required by CAPT clinical practice) rather than more usual rolling recruitment
· a need for greater dovetailing between CTRU and CAMHS procedures.

Nevertheless, trial recruitment was relatively stable, with two key recruitment periods being successfully aligned with CAPT capacity. In all but one CAMHS, screening suggested a participant ceiling had not been reached; rather, recruitment was limited by CAPT capacity and resolvable CTRU/CAMHS issues.

Participants were identified median 5.4 months after referral to CAMHS, with ~50% having been referred previously. The child’s mean age was 7.7±SD1.8, mean SDQ score on the conduct sub-scale at baseline was 6.6 (SD 2.26), with 33% in the ‘high’ category and 66% in the ‘very high’ category, 69% were male, and 19% on psychotropic medication (such as ADHD stimulant medication and/or hypnotics for sleep). The birth mother was the consenting primary carer for all but two participants, and 50% of primary carers had a historic or current mental health condition. 

Study conduct
The first participant to be recruited was found to have a sub-threshold CD screening score post-randomisation, due to researcher error in use of the SDQ screening tool. Two TaU participants withdrew from postal and researcher follow-up, but none withdrew from clinical data collection.

Unblinding
The two trial researchers conducting follow-up were unblinded for 4 (13%) participants: two in mPCP via CAMHS clinician, and two in TaU via CSO and primary carer.

CAPTs
16 CAPTs consented and attended mPCP training, with 12 being allocated mPCP participants. The majority of dyads were allocated different CAPTs for child and parent work sessions, whilst three were allocated the same CAPT. CAPT availability varied, with three unavailable during the second wave of recruitment, and one only available to see primary carers, due to limited capacity and high CAMHS workloads. There were no deviations during treatment from allocated CAPT (randomised for 10 dyads).

Therapeutic delivery
mPCP
Of 16 participants allocated to mPCP, 13 (81%, 95% CI 54-96%) attended at least 1 session and 1 (6%, 95% CI 0.2-30%) attended all 12 child and 12 primary carer sessions; 11 (69%, 95% CI 41-89%) attended over 50% of sessions offered. A median of 10 child and 9 primary carer sessions were attended; duration of treatment was 3 months (range 0.2–3.9); and session duration was mean 50 minutes. One participant was deemed unsuitable for mPCP and referred for alternative treatment. At the end of mPCP, five participants were referred for further PCP and three for other treatment.

Two supervisors provided 26 supervision sessions, ~fortnightly for median 90 minutes, involving median 5 CAPTs, and focussing on 1-3 participants per session. 14 CAPTs attended median 10 supervision sessions, and each participant featured in median 2 supervision sessions (range 0-8).

Manual adherence review of sessions #1, #6, #11 and supervision sessions took place for five randomly selected cases, three child and two parent/carer, for different CAPTs across the four CAMHS. Total adherence scores ranged from 12–18 out of 18, with some non-adherence reported for two cases within session #11.

TaU
Of 16 dyads allocated to TaU, all but one (6%) attended one or more sessions, with median 2.5 (range 0-21) sessions attended. One (6%) participant completed treatment, treatment was ongoing for 9 (56%), and for 5 (31%), assessment sessions were attended with treatment yet to start. Therapeutic orientation varied, comprising: family work, psycho-education, integrative-systemic and psychodynamic work, child focussed social and cognitive problem solving work, play therapy, art therapy, and generic therapy/counselling.

Sessions started slight later in TaU, median 8.3 weeks post randomisation, compared with 3.5 weeks in mPCP. 

Follow-up
Primary carer 4 month follow-up was complete for 24 (75%) participants, with 8 month follow-up complete for 14 of the 16 participants (88%) first recruited to the trial. Estimated loss to follow-up was 25% (95% CI 11.5%, 43.4%) at 4 months and 13% (95% CI 1.6%, 38.3%) at 8 months. Twenty teachers (62.5%) completed questionnaire at baseline, and 16 (50%) at 4 months. Questionnaires were well completed with minimal missing data; it was possible to generate outcome scores for all returned questionnaires.

Variability of outcomes 
The candidate primary outcome, the CBCL externalising score, measured 37.4±SD11.4 and 18.1±SD15.7 at baseline, rated by the primary carer and teacher respectively. The follow-up adjusted mean difference between arms was -2.3 (95% CI: -8.3, 3.8) for the primary carer and -9.6 (95% CI: -25.1, 5.9) for the teacher. Cluster sizes were very small for all CAPTs, suggesting that the clustering effect would be small in a confirmatory trial.  

Safety
No deaths, related unexpected serious adverse events, or expected serious adverse events (self-harm/risk taking behaviours leading to medical attention) were reported.

Health Economics
About two thirds of children (65.5%) were able to complete the EQ-5D-3L youth version at baseline, and 34.4% at follow-up. There was no proxy-respondent missing data at baseline while 25% did not complete at follow-up. Age appeared unrelated to child completion, and children and primary carers were concordant for the child’s health. Over 4 months, quality of life appeared to increase in both trial arms. Overall, 24 participants (75%) reported using at least one type of healthcare service, the most common being the GP, with on average two visits. Use of CAMHS and Family Support Workers were commonly reported across arms. Patterns of health care use were also very similar. Average total reported use over 4 month follow-up was estimated at £542.74 (SD 682.27) in TaU and £602.48 (SD 745.11) in mPCP. The treatment cost of mPCP, including session attendance, CAPT supervision and CAMHS re-referral, was estimated at £1,479 (SD 877.75). The cost of TaU was evaluated at £429.65 (SD 463.41), but it is important to remember that TaU was mainly on going or yet to start at the time of data collection.

In addition to NHS and Social Care resource use, two carers reported personal expenses, including damage to home or school property related to the child’s behaviour. Six carers reported being off work for this reason and provided estimated lost earnings. 

Qualitative process evaluation feedback
Primary carer interviews
For primary carers, a key issue was the lack of knowledge of CAMHS and types of therapy available. Despite preferences for mPCP, both trial arms described positive aspects of therapy; where therapy was less successful, primary carers were able to explain why. Questionnaires, researcher visits and qualitative interviews were well received and some children were also able to discuss these.

CAPT focus groups
The majority of CAPTs felt mPCP was somewhat constraining of usual practice, but that the theoretical basis was familiar from previous clinical training. Independent rating of manual adherence indicated CAPTs delivered mPCP as intended. Due to the RCT design, CAPTs’ usual practice of undertaking a 3-5 session assessment of dyad suitability for PCP prior to providing treatment could not occur, and CAPTs felt cases were not sufficiently ‘worked up’ prior to intervention commencement. Other research processes not part of usual CAPT practice worked better than expected, e.g. audio recording sessions. The trial was seen as impacting negatively on CAPT waiting lists, and screening was thought not always to identify accurately cases needing referral elsewhere, e.g. for ADHD diagnosis. CAPTs felt supervision was beneficial but could be monthly rather than fortnightly.

PPI 
  
Despite following up a variety of contacts, it was difficult to interest primary carers not directly involved in the trial PPI. PPI members from the grant application process identified difficulty finding ad hoc childcare even when paid for, and payment for PPI participation risking reduced/delayed benefits as potential reasons.
 
Existing PPI members were therefore worked with and ad hoc email and face-to-face input sought from other trial participants at key points in the study. Primary carers provided specific input, e.g. feedback on the readability and content of the PIS. Meetings were short (20-30 minutes) and payment not requested.
 
Existing PPI members felt unable to get to TMGs and trial steering committees (TSCs), but agreed to meet the qualitative research team locally to provide  input. Project rationale and plans were explained, written feedback on the PIS obtained, PPI members informed of trial developments, and their advice sought on expanding the PPI group. Key results were shared and contributions invited for a participant newsletter. 

Six primary carers from the study who could potentially join the confirmatory trial PPI group were identified, and two have already expressed an interest, feeling they had gained personally from study participation. A number of children were also identified from interviews who might join a junior PPI group.

Discussion
The feasibility RCT has demonstrated the practicability of recruitment, of undertaking the therapeutic intervention, and of data collection, and has provided information to enable the research team to design and implement an optimal confirmatory trial. The majority of the feasibility objectives were met and – by drawing on what has been learned from undertaking this feasiblity study to further refine processes – the remainder are deemed achievable for the confirmatory trial. It is therefore intended to make a grant application to undertake a large-scale confirmatory trial to establish the effectiveness of mPCP versus TaU for children aged 5-11 with treatment resistant CD and their primary carers.

Screening and recruitment procedures were established but further refinements required include: ensuring appropriate CAMHS clinicians are fully involved in screening alongside CSOs to maximise screening accuracy; ensuring dovetailing of CAMHS processes and required trial processes; and ensuring inclusion, where possible, of CAPT suggestions to improve trial processes, including: screening taking place after CAMHS initial assessment, rather than straight off CAMHS waiting lists; robust processes to be established to ‘recycle’ cases back into the trial post ASD and ADHD assessment where children and primary carers potentially meet eligibility criteria; all families to be sent a letter by CTRU post-randomisation, in addition to any letter sent out by CAMHS, to confirm trial arm. Additionally, consideration is being given to how best to ensure a supply of eligible cases in line with CAPT capacity in school terms, using phased recruitment rather than the rolling recruitment employed in most RCTs, in order to maximise recruitment.

Acceptability to primary carers and clinicians of randomisation has been assessed. Primary carers accepted randomisation as a way of expediting treatment and accepted that either mPCP or TaU would be suitable for their child. Whilst randomisation was found to be acceptable to CAPTs, they expressed a preference for following their usual procedure of undertaking a specialist 3-5 session Child Psychotherapy assessment of child and parent(s)/carer(s) suitability for mPCP. This presents a challenge given usual RCT methodology, but consideration is being given to making formal use after 3 sessions in a confirmatory trial of a formulation and prediction Case Report Form (CRF) which was trialled informally in the feasbility study. Consideration is also being given to requesting funding for research therapists, to prevent diversion of highly limited CAPT capacity and potential impact on wating lists, but in a CAMHS related context, to ensure a pragmatic confirmatory trial. 

Baseline and blinded follow-up data were successfully collected to estimate likely follow-up and data quality for the confirmatory trial. Prior to this trial, the literature indicated loss to follow-up in this population ranging from 8% to 38% at one year. Our loss to follow-up rate at 4 months was 25% (95% CI 11.5%, 43.4%) for primary carers, and 50% for teachers. Data quality was high for those with follow-up, with sufficient questionnaire completion to calculate all required outcomes. Data on treatment received in CAMHS to characterise co-interventions and TaU were successfully collected and heterogeneity of TaU confirmed. The feasibility of and best methods for collecting clinical data, adverse events, and quality of life data to assess short and long-term cost-effectiveness was successfully assessed. Consideration is being given to improving methods used to collect data from teachers, including using email in addition to telephone reminders and (with permission), using a letter approved by CAMHS and utilising CAMHS letter heading to improve the teacher questionnaire return rate. Required improvements to TaU data collection have been identified, including: collecting TaU over a longer period of time, determining better procedures for collecting details of waiting lists, intended and end of treatment data, and involving experienced CSOs and CAPTs.

The feasibilty of keeping researchers blinded has been successfully assessed; it was largely possible to keep researchers blinded, with unblinding occurring for just four (12.5%) participants. Only one unblinding incident was considered unavoidable, whereby the primary carer revealed the allocation, wheras two incidents were due to CAMHS clinicians and one due to a CSO. Additional training in CAMHS during site initiation and refining processes during the trial should help avoid future incidents.

Procedures for assessing treatment attendance and adherence to the intervention were successfully assessed. Assessment of treatment attendance was made via the trial CRFs, but we have identified additional information which could be collected to better define participants’ end of treatment and detail TaU participants’ care plans where treatment may take time to initiate. Adherence to the intervention was also measured through review of five participants’ first, sixth, and eleventh sessions. Only minor amendments to the tool used to establish manual adherence will be required. Both structural and minor amendments will be made to the manual (without substantially changing the nature of the intervention), to improve accessibility, practicability of usage, and flexibility for CAPTs, and training optimised. Amendment will be made to the frequency of supervision to reflect CAPT views i.e. monthly rather than fortnightly.
	
Variability and clustering of outcomes by clinician to inform sample size calculations for the confirmatory trial confirmed was successfully established. Variability of the candidate primary outcome, the CBCL externalising score, is confirmed as 11.37 (95% CI: 9.12, 15.12) for the baseline primary carer report, and 15.68 (95% CI 12.57, 20.85) for the teacher report. A total of 12 CAPTs were allocated to the 16 child-primary carer dyads randomized to mPCP, with a total of 11 different CAPT combinations. CAPTs therefore saw just 1-3 child participants each and it was not possible to estimate the ICC. The very small cluster size means that the clustering effect is likely to be minimal and reasonably robust across estimates of the ICC. 

PPI findings confirmed that families of children with CD can have chaotic lives, making it difficult for them to engage with long term PPI commitments. As many families are in receipt of benefits, this can discourage participation. Those interested in joining a PPI group lived across a large geographical area, and convening meetings can be difficult especially when primary carers work. Short, targeted involvement worked better than longer commitments, especially when meetings were on a one-to-one basis or occurred at an existing event. Virtual involvement worked well, with primary carers commenting on documents by email or phone; Skype might also be used in a confirmatory trial. Schools are under significant pressure and engaging with them to identify prospective PPI families is difficult, even though staff wanted to help. Identifying primary carers who could attend meetings not local to them proved difficult. PPI members were not interested in attending TMG or TSC meetings and preferred to focus on specific issues where they felt equipped to provide meaningful input. Offering vouchers to PPI members may be more appropriate than cash, and might facilitate continued engagement. 

Conclusion
The feasibility RCT demonstrated that, with appropriate refinements, it will be practicable to undertake a large-scale confirmatory trial to establish the clinical and cost-effectiveness of mPCP versus TAU for children aged 5-11 with treatment resistant conduct disorders and their primary carers. Nevertheless, this patient group is notoriously hard to recruit and engage, and undertaking a large-scale RCT in CAMHS - not least given the current transformation agenda – has specific challenges. Working with CAPTs - the majority of whom are unfamiliar with RCT methodology and unused to participating in this type of research - can also be challenging. Yet with ever increasing referral rates and a current welcome political focus on children’s mental health, the need for robust evidence of the clinical and cost effectiveness of interventions has never been more pressing. And - given the particularly adverse long-term outcomes of this often neglected patient group – there is none more deserving of research into effective interventions, or indeed more liable to result in substantial cost savings to the public purse - than children with treatment resistant conduct disorders and their primary carers.




Table 1: Summary of Assessments
	Assessment (and involvement)
	Timeline (months post-randomisation)

	 
	Screening
	Baseline
	4 months
	8 months

	Eligibility and consent
	

	· Eligibility (inclusion criteria assessed by clinician)
	x
	x
	
	

	· Consent (P)
	
	x
	
	

	Background, demographics, interview data (C, P, R)
	

	· Personal details (e.g. contact details)
	
	x
	
	

	· Current co-morbid physical/mental health
	
	x
	x
	x

	· Psychotropic medications
	
	x
	x
	x

	· Family composition
	
	x
	x
	x

	· Difficulties since randomisation
	
	
	x
	x

	Clinical data (P, R, CSO)
	

	· Therapy details (CSO)
	
	
	x
	

	· Therapist supervision details (therapist/supervisor)
	
	
	x
	

	· Psychotropic medications details (CSO)
	
	
	x
	

	· Referrals to other services (CSO)
	
	
	x
	

	· Re-referrals to, or referrals within, CAMHS (CSO)
	
	
	x
	

	· Baseline therapist data
	
	x
	
	

	· Serious adverse event reporting
	Ongoing collection

	Questionnaires
	

	· AUDIT-C (P)
	x
	
	
	

	· DAST-10 (P)
	x
	
	
	

	· SDQ (P)
	x
	
	x
	

	· CBCL (P)
	
	x
	x
	x

	· CBCL-TR (T)
	
	x
	x
	

	· Parental Reflective Functioning Questionnaire (P)
	
	x
	x
	x

	· GHQ12 (P)
	
	x
	x
	

	· Parenting Stress Index (P)
	
	x
	x
	

	· Beck Depression Inventory (P)
	
	x
	x
	

	· EQ-5D-3L-Y ( P, proxy-completion & C, where able)
	
	x
	x
	x (just P)

	· EQ-5D-3L (P)
	
	x
	x
	

	· Healthcare Resource Use (P)
	
	
	x
	

	Process Evaluation
	

	· Primary Carer Recruitment Feedback Questionnaire (P)
	x
	
	
	

	· ‘End of trial’ survey (P)
	
	
	x
	

	· Semi-structured interview (sample of P)
	
	
	x
	

	· Child Psychotherapist  Focus Groups (CAPT)
	
	
	**
	

	*C = Child, P = Primary carer, R = Researcher, CSO = Clinical Studies Officer (from case notes), T = Teacher, CAPT = Child Psychotherapist. **The focus group with CAPTs were conducted after the final sessions of CP had been delivered.

	






Figure 1	CONSORT diagram – Child & Primary Carer Dyads
Ineligible: 33 (31.1%)

Reason (not mutually exclusive):
· Not aged 5-11: 6 (18.2%)
· Not referred with behaviour problem: 9 (27.3%)
· No previous parenting program: 18 (54.5%)
· Autistic spectrum disorder: 5 (15.2%)
· Severe learning disability: 4 (12.1%)
· Not on stable ADHD medication: 2 (6.1%)
· Looked after child: 2 (6.1%)
· Safeguarding risk: 8 (24.2%)
· Carer has severe mental health difficulties: 2 (6.1%)

Not Known: 9 (8.5%)*
· Missing previous parenting program: 8
· Missing sibling already in TIGA-CUB: 1
· Missing current parenting program for sibling: 1
*For 3 it was also noted that the parents were seeking diagnosis, for one there were child protection concerns
Not randomised: 3 (4.7% of eligible)
Reason:
· Found to be ineligible: 3 (100%)
· Severe learning disability
· Conduct disorder score too low
· Conduct disorder score too low/ no previous parenting program
Study not introduced: 16 (25%)

Reason:
· Unable to contact: 6 (37.5%)
· No therapist capacity: 6 (37.5%)
· Already allocated/seen in CAMHS: 2 (12.5%)
· On another waiting list: 2 (12.5%)
Eligible
64 (60.4%)
95% CI 50.4%, 69.8%
Screened
106
Randomised
 32 (50% of eligible)
95% CI 37.2%, 62.8%


Follow-up

4 month parent:  13 (81%)
8 month parent:  8 (100%)

Baseline teacher: 7 (44 %)
4 month teacher: 8 (50%)

Withdrawal : 0 (0%)
Follow-up

4 month parent:  11 (69%)
8 month parent:  6 (75%)

Baseline teacher: 13 (81%)
4 month teacher: 8 (50%)

Withdrawal : 2 (12.5%)



Treatment as usual (n=16)

· Did not attend at all  	    1(6%)
· Partial attendance 	    14 (88%)
· Completed all sessions     1 (6%)


Child Psychotherapy (n=16)

· Did not attend at all 	    3 (19%)
· Partial attendance 	    12 (75%)
· Completed all sessions     1 (6%)

Allocation
Follow up
Researcher visit conducted
35 (54.7% of eligible)

Study introduced
48 (75% of eligible)

No visit: 13 (20% of eligible) 
Reason:
· Did not agree to researcher contact: 2 (15.4%)
· Researcher could not contact: 5 (38.5%)
· Did not agree to researcher visit: 4 (30.8%)
· Visit cancelled - family started other intervention: 1 (7.7%)
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