[bookmark: _Hlk522309342]Modular cognitive-behavioural therapy for affective symptoms in young individuals at ultra-high risk of first episode of psychosis: randomised controlled trial

Objectives. Individuals at ultra-high-risk of psychosis often present concurrent affective symptoms (depression/anxiety). This study investigated whether modular cognitive-behavioural therapy (CBT) targeting both ultra-high-risk and affective symptoms (a) reduced/delayed risk of first psychotic episode at post-treatment and 14-month follow-up compared with a supportive intervention, (b) was more effective than control condition in producing remission on depression/anxiety.  
Methods. Fifty-eight ultra-high-risk individuals were randomly assigned to CBT or control condition. CBT consisted of 30 sessions, including CBT for psychotic experiences and depression/anxiety. 
Results. In CBT group, the cumulative number of participants who developed a first psychotic episode (n= 3, 10.34%) at follow-up was lower than in control group (n= 8, 27.60%) [Log rank χ2(1)= 3.68, p= 0.05]. In CBT group, a higher number of participants achieved remission than in control condition on affective symptoms at post-treatment/follow-up. 
Conclusion. CBT can prevent psychosis risk and produce better outcomes on depression/anxiety than supportive intervention. 
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1.Introduction
[bookmark: _Hlk19913243]Growing attention has been dedicated by researchers and practitioners to early intervention on young individuals at risk of first psychotic episode (Fusar-Poli et al., 2014). The ultra-high-risk of psychosis criteria identified three subgroups of young individuals: (1) those reporting attenuated psychotic symptoms; (2) those having brief limited intermittent psychotic episodes below duration criteria for brief psychotic episode; (3) those having genetic vulnerability consisting of familial risk or presence of schizotypal personality disorder combined with recent decline in functioning during the last year (McGorry et al., 2009). Attenuated psychotic symptoms include at least any of ideas of reference, odd beliefs or magical thinking, such as ideas of grandiosity, paranoid ideation and unusual perceptual experiences, thinking and speech (McGorry et al., 2009). Brief limited intermittent psychotic episodes include at least any of hallucinations, delusions, and formal thought disorders (McGorry et al., 2009). Ultra-high risk criteria are met if at least one of the above-mentioned factors are present. As many as 4–8% of adolescents and young adults seeking mental health care may meet ultra-high-risk criteria (Rietdijk et al., 2014). 
Some randomised controlled trials evaluated cognitive-behavioural therapy (CBT) as psychological intervention for ultra-high risk, which resulted promising in preventing first psychotic episode and more effective than control condition such as supportive treatment (Addington et al., 2011; McGorry et al., 2002; Morrison et al., 2002, 2012; Stain et al., 2016; van der Gaag et al., 2012). Two meta-analyses indicated CBT as the first-line strategy for this population (Schmidt et al., 2015; van der Gaag et al., 2013a). 
However, some limitations in the current literature about CBT for ultra-high risk were highlighted. One point was that the ultra-high risk group often presents clinically meaningful non-psychotic symptoms, particularly in the affective area, including comorbid depression and anxiety (Schmidt et al., 2015; van der Gaag et al., 2013a). In a recent meta-analysis, prevalence of baseline comorbid depressive and anxiety disorders/symptoms in ultra-high-risk individuals was 41% and 15%, respectively (Fusar-Poli et al., 2012). It has been argued that a broader set of outcomes and interventions must be implemented in future ultra-high-risk trials, not only focusing on prevention of psychosis (Schmidt et al., 2015). Very few trials in the ultra-high-risk literature focused on affective symptoms and very few included treatment components directly targeting them (Stain et al., 2016). Given the heterogeneity of the ultra-high-risk clinical picture, modular treatments may improve outcomes of ultra-high-risk individuals, as they include multiple therapeutic modules for different outcomes, not only ultra-high-risk symptoms (Thompson et al., 2015). Thompson and colleagues (2015) identified the following core components in ultra-high-risk psychotherapy: Assessment, Engagement, Case Formulation, Psychoeducation, CBT Strategies, Treatment of Comorbid Conditions (depression, anxiety), Improvement of Social Skills. 
Several meta-analyses demonstrated standard CBT as an effective treatment for depression and anxiety symptoms (e.g., Cuijpers et al., 2013; Watts et al., 2015). The CBT model of depression and anxiety (Beck, 1979; Clark & Beck, 2011) assumes that depressive/anxious symptoms develop through specific maintenance factors, such as dysfunctional beliefs, avoidance behaviours and worry, which are targeted through cognitive restructuring/behavioural experiments, behavioural activation and exposure therapy. 
Starting from these limitations in the literature on the effectiveness of CBT for ultra-high risk of psychosis, the current study assessed (1) whether a modular CBT protocol based on 30 weekly sessions targeting both ultra-high-risk state and affective symptoms reduced or delayed risk of first psychotic episode at immediate post-treatment and 14-months (follow-up) compared with a control condition including supportive psychological intervention in a group of ultra-high-risk individuals, (2) whether the CBT protocol was more effective than control condition in producing remission on affective symptoms (depression and anxiety).

2.Methods
2.1.Inclusion/exclusion criteria 
Participants were included if they were 16 to 35 years old and met ultra-high-risk criteria. According to McGorry et al. (2009), participants were classified as at-ultra-high risk if they met one or more of the following criteria: (1) attenuated psychotic symptoms, (2) brief limited intermittent psychotic episodes below duration criteria for brief psychotic episode, (3) genetic vulnerability (i.e., familial risk or presence of schizotypal personality disorder) associated with a recent decline in functioning during the last year. 
Participants were excluded if they had a diagnosis of a neurological disorder, mental retardation, autism, current or history of psychosis/bipolar disorder, active suicidal intent, if they had undergone previous CBT, if they were on concurrent psychotherapy or antipsychotic medication, if they had insufficient competence in Italian. Concomitant antidepressants and anxiolytics were allowed if kept on stable dosage during the trial. 
The following exit/discontinuation criteria were used: (a) voluntary discontinuation by the participant who was free to leave the study at any time; (b) safety reasons as judged by the investigators (i.e., the participant met criteria for conversion to psychosis or developed suicidal intent). Participants who developed first psychotic episode entered into routine mental health pathways. 

2.2.Recruitment
The recruitment period lasted from January 2014 to September 2016. Participants were help-seeking individuals recruited in public mental health services (five community mental health centres located in Florence and one centre in Prato, Italy). They were identified through advertisements on leaflets/e-mail messages to mental health professionals or through workshops for professionals organized by the study staff, where information on ultra-high-risk identification was provided and referral encouraged. Help-seeking young individuals at mental health services with a suspicion of ultra-high risk were referred to the study staff. 

2.3.Baseline measures
Ultra-high risk was investigated by administering the Comprehensive Assessment of At Risk Mental States (CAARMS; Yung et al., 2006; CAARMS Italian; Pelizza et al., 2018). Baseline Axis I disorders were assessed through the Structured Clinical Interview for DSM-IV-TR Axis I Disorders (SCID-I; First et al., 1997a; SCID-I Italian; Mazzi et al., 2000). The module on psychosis was administered also at post-treatment and follow-up as a measure of psychosis transition. Personality disorders were investigated through the Structured Clinical Interview for DSM-IV-TR Personality Disorders (SCID-II; First et al., 1997b). The Italian SCID-II (Maffei et al., 1997) had good internal consistency (Cronbach’s alpha= 0.79). 
The CAARMS, the SCID-I and the SCID-II were administered by two independent assessors, trained through internship (observation of experienced trainers conducting the interview). Assessors were blind to treatment allocation. All diagnoses were reached by inter-rater consensus through staff meetings during the participants enrolment, in which each case was carefully reviewed for accuracy. Inter-rater agreement was reached for all included participants except for two cases whose ultra-high-risk status was not resolved initially. These participants were excluded by consensus of a third independent assessor. 

2.4.Transition outcomes
Transition rates were coded by the number of participants reporting a first psychotic episode at post-treatment or follow-up or any of psychotic disorders/bipolar disorders according to the DSM-5 (American Psychiatric Association, 2013). Diagnosis was assigned through the SCID-I and confirmed by the Positive And Negative Syndrome Scales (PANSS; Kay et al., 1989). Participants who met the criteria for a first psychosis/bipolar disorder episode during the full study duration were defined as “converters”. 
Development of first psychotic episode was assessed immediately after the 30 weekly sessions of CBT or supportive intervention from baseline (post-treatment: 31 weeks, i.e. one week after the last session) and 14 months from baseline (follow-up: 61 weeks) or at the moment the therapist conducting treatment informed the researchers that a transition had (probably) occurred. 

2.5.Affective outcomes
Affective outcomes were depressive and anxiety symptoms. The Beck Depression Inventory-second edition (BDI-II; Beck et al., 1996) was used to measure severity of depressive symptoms. It is a self-report tool composed by 21 statements assessing cognitive, affective, motivational and physiological characteristics of depression. Higher scores indicate more severe depression. A cut-off score of 20 was identified to define clinically significant depression (Ghisi et al., 2006). The Italian version (Ghisi et al., 2006) showed excellent internal consistency in clinical samples (Cronbach’s alpha= 0.93). Remission was coded as a score lower than the cut-off. In the current study, internal consistency was excellent (Cronbach’s alpha= 0.92). 
The Beck Anxiety Inventory (BAI; Beck & Steer, 1990) is a 21-item questionnaire to assess anxiety symptoms. Higher scores indicate more severe anxiety symptoms. The Italian version (Sica et al., 2006) had good internal consistency (Cronbach’s alpha= 0.80). A cut-off score of 20 was identified to define clinically significant anxiety and a score lower than the cut-off indicated remission (Sica et al., 2006). In the current study, internal consistency was excellent (Cronbach’s alpha= 0.90).

2.6.Design
The study was conducted following The Consort Statement (Schulz et al., 2010) with a randomised controlled superiority parallel-group single-blinded design. Participants classified as at ultra-high risk were randomly assigned to modular CBT or a control condition. 
Demographic/clinical characteristics were collected before randomisation. Random sequence was created by a computerized program. A researcher not involved in the study assigned participants to arms through 1:1 blocking procedure. Random sequence was concealed by an independent researcher who put random numbers into envelopes and kept them in a remote location. Allocation concealment was ensured as the researcher did not release the randomization code until the patient was recruited into the trial, which occurred after all baseline measures were administered. Participants were allocated after providing informed consent. A single-blinding procedure was adopted. Assessment at baseline, post-treatment, and follow-up with both clinical interviews and self-report measures were conducted by blind assessors. Due to difficulties related to participants blinding in psychotherapy trials, double-blinding was not adopted. 
During enrolment, participants were accurately instructed by the principal investigator to avoid disclosing and discussing any aspects/contents of the sessions with the blinded assessors in order to avoid inadvertent unblinding. Assessors were instructed by the principal investigator to record if any unblinding occurred during the assessments. They were asked to contact by email and inform the principal investigator within three working days if a blind break occurred. If this was the case, the unblinded assessor had to be replaced and an alternate blind assessor had to be allocated. In the present study, none of the assessors stated that an unblinding occurred. 

2.7.Procedure
Participation was voluntary and uncompensated. All participants were offered antidepressant/ anxiolytic medication according to needs and clinical practice. Prescription and management of medication was the responsibility of the medical staff who was in contact with, but not involved in, the study and was blind to group allocation. All the individuals who were included were asked to provide written informed consent to participate after having received a description of the study aims. Individuals under 18-year-old required informed consent from both parents. 
Materials containing personal information about participants were kept on electronic supports protected by passwords through an identification code specific for each participant, whose name was not included. The research was approved by the Institutional Ethics Committee and was conducted according to Helsinki Declaration. 

2.8.Cognitive-behavioural therapy 
The CBT intervention was delivered by clinical psychologists with four-year training in CBT and three-year experience in ultra-high-risk treatment. Training included reading of ultra-high-risk CBT manuals, attending workshops of international experts, participating in role playing. Psychologists delivering CBT were on supervision by one expert with 30-year experience in CBT. 
Treatment fidelity was assessed by random selection of sessions audiotaped (n= 10) and subsequently rated by two other psychologists trained in CBT and not involved in the trial. Cohen’s kappa estimates of fidelity judgements were all higher than 0.70, suggesting satisfactory inter-rater agreement on fidelity (Cohen, 1960). 
The modular protocol consisted of 30 individual weekly sessions and included the ultra-high-risk CBT module on psychotic-like experiences based on the manual by van der Gaag et al. (2013b), which was shown to be effective in reducing distress provoked by psychotic-like experiences and preventing psychosis (van der Gaag et al., 2012). Consistent with recommendations by Thompson and colleagues (2015), the protocol of van der Gaag et al. (2013b) was integrated with modules targeting depression (e.g., cognitive restructuring/behavioural experiments testing depressive distortions) and anxiety (e.g., cognitive/metacognitive restructuring of distortions reinforcing anxiety) which were used according to the CBT model of depression and anxiety (Beck, 1979; Clark & Beck, 2011). CBT demonstrated to be an effective strategy for affective symptoms (Cuijpers et al., 2011; Watts et al., 2015).
In the present study, the CBT protocol was divided in different phases: (1) Introduction and Goal Setting, (2) Assessment, (3) Engagement, (4) Normalization of Psychotic-like Experiences, (5) Cognitive Restructuring and Metacognitive Intervention, (6) Skills for Emotions Management, (7) Intervention on Depression, (8) Intervention on Worry, (9) Intervention on Anxiety/Social Skills, (10) Relapse Prevention, (11) Booster Sessions. 
During the Introduction and Goal Setting phase, the overall therapeutic path was presented and a thorough description of sessions  agenda and techniques was provided. During the Assessment phase, the therapist used collaborative functional analysis and diaries aimed to identify trigger situations. Symptom self-monitoring was facilitated and automatic thoughts, intermediate and basic assumptions were analysed. In the Engagement phase, working together, the therapist and the participant developed a shared hierarchy of goals for the therapeutic intervention. The therapeutic model was based on the hypothesis that the final common pathway from ultra-high risk to psychosis is largely caused and maintained by catastrophic misinterpretations of psychotic-like symptoms which are then exacerbated by a high level of emotional arousal. During the fifth phase, Normalization of Psychotic Experiences, psychoeducation on extraordinary experiences and psychotic-like experiences was provided. According to the CBT model of early stages of psychosis, young at-risk individuals are often worried about their extraordinary experiences: they can fear losing control over their minds. Receiving an exploratory model of extraordinary experiences and learning that there is an adequate treatment is expected to be a comforting message that attenuates distress associated with extraordinary experiences themselves (van der Gaag et al., 2013b). 
The subsequent phase, Cognitive Restructuring and Metacognitive Intervention, aimed to increase the awareness  of  the  individual  about  the effects  of cognitive distortions  on  emotional  experience, physiological responses and behaviours. The intervention enhanced self-monitoring of the effects of distortions and helped the young individual to reduce their impact on thoughts, emotions and behaviours (van der Gaag et al., 2013b). Cognitive  restructuring  and  behavioural  experiments  were  designed to challenge dysfunctional beliefs. These interventions were also developed to help the individual stopping avoidance of trigger situations and safety behaviours. 
The subsequent four modules, Skills for Emotions Management and Interventions on Depression, Worry and Anxiety/Social Skills were conceived to target comorbid conditions which are often present among at-risk individuals. These modules started with completing mood charts, analysing and scheduling pleasant activities for the young individual, which were assigned using a self-monitoring diary. In this diary, the individual had to indicate and schedule activities that they have engaged during the subsequent days, to report body sensations/emotions/thoughts they had and to measure their intensity. The rationale was to enhance greater awareness of positive emotions and the intensity associated to them, to enhance self-efficacy in the management of daily living thus reducing experience of anxiety and depressive symptoms. Such activities were conceived as behavioural experiments aimed to challenge catastrophic beliefs about capacity to get pleasure from daily activities (“My days always are unemotional”, “I never feel emotions”). Different from the protocol of van der Gaag and  colleagues  (2013b), a module on worry was added, introducing psychoeducation on worry, exploring and correcting metacognitive maladaptive assumptions about worry (positive and negative cognitions  about  worry) and CBT strategies to manage worry (exposures, problem solving, relaxation techniques, behavioural experiments to challenge negative metacognitions about the harmful effects/uncontrollability of worry and positive metacognitions about the advantages of worry). Intervention on anxiety and social skills integrated principles of assertiveness training, targeted self-esteem by role-playing exercises and in-/out-session exposure. 
At the end of the therapeutic course, a relapse prevention module was dedicated to the identification of early warning signs of relapse. During  all  the  treatment  course, between-session homework tasks were planned. 

2.9.Control condition
Control condition included 30 weekly individual supportive sessions, consisting of identification of the needs of the participant, validating, empathetic listening and confrontation (i.e., paraphrasing what he/she was telling) without CBT techniques/exercises for psychotic-like experiences and affective symptoms. Supportive sessions were delivered by clinical psychologists.

2.10.Data analysis
Comparisons between CBT and control condition on baseline demographic/clinical characteristics of the participants were conducted through ANOVA or non-parametric statistics. 
[bookmark: _Hlk19913508]Transition outcome was analysed using Kaplan-Meier survival statistics. Participants lost to follow-up were coded conservatively as non-converters (i.e., individuals who did not develop a first episode of psychosis/bipolar disorder during the full study duration). Survival curves were compared using log-rank test. 
Data at post-treatment and follow-up on affective outcomes were analysed using intention-to-treat approach with the last observation carried-forward technique. Analyses on affective outcomes were conducted on the participants who did not make transition to psychosis during the trial period. These analyses cannot be done by linear mixed-modelling analysis because the missing values after a transition were not random: in the control group, a higher number of participants developed a psychosis episode as compared as the those in CBT. Chi square linear-by-linear test was performed to assess remission on affective outcomes. Numbers needed to treat were calculated for prevention of transition. Statistical analyses were conducted through SPSS version 21.00 with significance set at a 0.05 p-value. 

3.Results
3.1.Demographics and baseline clinical characteristics
The CONSORT flowchart is presented in Figure 1. Fifty-eight participants were included (Tables 1-2). Participants in CBT and control groups were not significantly different on demographic and clinical characteristics. 

Figure 1 here.
Tables 1-2 here.

3.2.Rates and characteristics of drop-outs 
Drop-outs were significantly fewer in CBT (n=3, 10.34%) than in control condition (n= 10, 34.50%) [χ²(1)= 4.85, p<0.05]. Drop-outs were not significantly different in CBT and control condition on demographic/clinical variables, including age, having a non-psychotic Axis I disorder, any of anxiety disorders, depressive disorders, personality disorders, and current cannabis use. 

3.3.Transition rates
In the CBT group, mean survival time was 56.90 weeks (95% CI: 52.31-61.49); in the control condition it was 52.32 (95% CI: 44.86-59.78). The odds ratio was 0.37 (95% CI: 0.09-1.55). In the CBT group, 1 participant (3.40%) at post-treatment and 3 (10.34%) at follow-up cumulatively made conversion. In the control group, 5 (17.24%) participants at post-treatment and 8 (27.60%) at follow-up cumulatively made conversion. Kaplan-Meier curves (Figure 2) showed a difference between individuals assigned to CBT and those to control condition [Log rank test χ2(1)= 3.68, p= 0.05]. The cumulative probability of being converter at follow-up was 12% and 34% for CBT and control group, respectively. The number needed to treat at follow-up was 5.88 suggesting that on average 6 participants were necessary to be treated with CBT (instead of being assigned to control condition) to prevent a transition in one additional participant. 
After conversion to psychosis, the psychosis diagnoses were brief psychotic disorder (n= 5, 8.60%), schizoaffective disorder (n= 3, 5.17%), psychotic disorder not otherwise specified (n= 1, 1.70%), schizophrenia, disorganised type (n= 1, 1.70%), manic episode (n= 1, 1.70%). All patients who transitioned at post-treatment or follow-up fulfilled the criteria for psychosis on the PANSS. 

Figure 2 here.

3.4.Remission on affective outcomes at post-treatment
In the CBT group, the number of participants who achieved remission (75%), measured by a BDI-II score lower than the cut-off, was significantly higher than (38.10%) in the control group [χ²(1)= 6.25, p< 0.05]. Among the participants who had clinical depression at baseline, the number of those who recovered at post-treatment was significantly higher in CBT (57%) than in control group (7%) [χ2(1)= 8.02, p< 0.01]. 
Regarding anxiety, in the CBT group, the number of participants who achieved remission (75%), measured by a BAI score lower than the cut-off, was significantly higher than (38.10%) in the control group [χ²(1)= 6.25, p< 0.05]. Among the participants who had clinical anxiety at baseline, the number of those who recovered at post-treatment was significantly higher in CBT (60%) than in control group (6.70%) [χ2(1)= 9.60, p< 0.01].

3.5.Remission on affective outcomes at follow-up
The number of participants who achieved remission on depression symptoms in the CBT group (87%) was significantly higher than in the control group (50%) [χ²(1)= 7.16, p<0.01]. Among the participants who had clinical depression at baseline, the number of those who recovered at follow-up was significantly higher in CBT (88.60%) than in control group (21.40%) [χ2(1)= 9.14, p< 0.01]. 
Regarding anxiety, the number of participants who achieved remission in the CBT group was significantly higher (79.20%) than in the control group (40%) [χ²(1)= 7.05, p<0.01]. Among the participants who had clinical anxiety at baseline, the number of those who recovered at follow-up was significantly higher in CBT (66.70%) than in control group (7.70%) [χ2(1)= 10.15, p< 0.01].

4.Discussion

4.1.Summary of findings on transition rates
The present study investigated a CBT modular protocol for affective symptoms in ultra-high-risk individuals. As compared as previous research (Addington et al., 2011; Morrison et al., 2012; Stain et al., 2016), the strength of the study was that it was the first trial assessing CBT specifically targeting affective symptoms including depression and anxiety. 
Fifty-eight individuals were randomised to CBT or a supportive control condition. All participants reported baseline attenuated psychotic symptoms, while two smaller groups had also brief limited intermittent psychotic episodes (n= 3, 5.20%) and a family history of psychosis/schizotypal personality disorder (n= 8, 13.80%). This result appeared consistent with Stain and colleagues (2016), where 81% had attenuated psychotic symptoms, 7% brief limited intermittent psychotic episodes and 33% a family history/schizotypal personality. 
Drop-out is a relevant phenomenon in psychosis treatment (van der Gaag et al., 2013a). The number of drop-outs in CBT (10.30%) was significantly lower than in control condition (34.50%). This might suggest that modular CBT can reduce attrition and increase feasibility of the treatment in a population difficult to be engaged due to intermittent loss of symptom insight or subclinical negative symptoms which frequently limit attending sessions. Engagement strategies were conducting “real-life” exposure sessions out of office, to increase motivation and help to generalize skills learnt during in-office sessions by confronting with the modelling behaviour of the therapist.
Survival analyses indicated that the CBT protocol was associated with a reduced risk of transition to psychosis at 14 months than the control condition. In addition, the estimated number needed to treat suggested that on average about 6 participants had to be treated with modular CBT, instead of being assigned to control condition, to prevent a transition to psychosis in one additional participant.

4.2.Summary of findings on affective outcomes
A higher number of individuals receiving CBT achieved remission on depression and anxiety (75% vs 38% for both depression and anxiety symptoms) at post-treatment and follow-up (87% vs 50% for depression, 79% vs 40% for anxiety). This result was confirmed also when the analysis was conducted only on the participants who reported clinically significant depressive and anxious symptoms at baseline. This finding was in contrast with most trials (Addington et al., 2011; Morrison et al., 2004, 2012; van der Gaag et al., 2012; Yung et al., 2011) reporting no significant difference between individuals assigned to CBT and those in the control conditions. This might be explained by the fact that the CBT protocol in the present study was modular and that it included additional techniques specifically designed to target depression and anxiety. However, also some differences related to control conditions of previous trials might account for this discrepancy. The study by van der Gaag et al. (2012) assigned participants to evidenced-based CBT for non-psychotic disorders plus CBT for psychotic-like experiences or to evidenced-based CBT for non-psychotic disorders alone; different from the current study, where participants in the control condition did not receive CBT ingredients, in the EDIE-NL trial (van der Gaag et al., 2012) participants also in the control condition received components targeting anxiety/depression.

[bookmark: _Hlk21601654]4.3.Limitations and conclusions
[bookmark: _Hlk21601682]A potential limitation in the recruitment was the lack of a broad screening procedure, used for all the population of help-seeking individuals. This limitation might have influenced the identification of cases, since help-seeking individuals were only identified by referrals. The recruited individuals were from mental health centres; future studies should introduce recruitment strategies also from primary care to improve early detection. 
The fact that both frequency and intensity of attenuated psychotic symptoms were 100% at baseline may be considered consistent with the literature showing that these patterns of symptoms represent the greatest part of the clinical picture of at-risk mental states (Fusar-Poli et al., 2013; Yung et al., 2003). In addition, an explanation for this result may be related to the recruitment setting (i.e., referrals from professionals at secondary-level community mental health centres), where cases of young individuals with at-risk mental states tend to show more severe and complex symptoms than young individuals recruited from primary care settings (i.e., general medicine centres). As suggested by Broome et al. (2005), referrers can find it easier to identify attenuated symptoms which have both high frequency and intensity than the other criteria, and that these symptoms are more likely to enable the young individuals to access health care or consider seeking help.
In addition, the small number of recruited participants require additional studies with larger samples. Another limitation concerned the time window considered for follow-up assessments. Future research should use longer follow-up assessments (2 years or longer), given that longer time windows are associated with increased risk of first psychotic episode moving from a transition risk of 21.7 to 35.8 (Fusar-Poli et al., 2012).
The CBT protocol appeared to be more effective on reducing psychosis risk than the control condition. However, as participants assigned to control condition did not receive all the CBT components, this effect cannot be attributed only to the module targeting distress related to psychotic-like experiences. Future process research should investigate which components might be associated to better outcomes. 
In conclusion, a modular approach integrating ultra-high-risk CBT and modules targeting specifically depression/anxiety symptoms may be promising in reducing the vulnerability for a first psychotic episode and improving affective symptoms which often are associated with the clinical picture. 
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