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			Objectives: Recent clinical studies and meta-analyses have reported the clinical effects of mindfulness-based interventions as a complementary treatment for patients with schizophrenia, but their possible efficacy in patients with first episode of psychosis (FEP) and in individuals with ultra-high risk (UHR) of transition to psychosis is less clear. Here, we investigated the current evidence on the usefulness of mindfulness-based interventions in these two populations.

			Methods: We conducted a systematic search of the literature according to the PRISMA guidelines.

			Results: Among the 102 references retrieved, 9 responded to the inclusion criteria (8 in FEP patients and 1 in UHR individuals). In FEP patients, mindfulness interventions are well-tolerated and have a satisfactory level of adherence. The clinical benefits consist primarily of reduced anxiety and sadness and improved quality of life. None of the studies reported any increase in positive symptoms.

			Conclusion: Future sham-controlled studies with large sample sizes are needed to definitively conclude on the clinical interest of mindfulness-based interventions in FEP patients and UHR individuals as well as to understand their underlying mechanisms of action.
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Introduction

			Schizophrenia is often preceded by a prodromal phase which can sometimes last for several years. It has been suggested that an early intervention during this prodromal phase could decrease the burden associated with the disorder, increase quality of life and global functioning, and delay transition to psychosis (1, 2). The existence of this prodromal phase, and the search for an early intervention, has seen the emergence of the concept of ultra-high risk (UHR) for transition to psychosis. In people aged between 14 and 30 years old, the UHR population can be divided into three clinical presentations. First, those with a schizotypal personality disorder or a first-degree relative with a psychotic disorder, as well as a 30% reduction in overall functioning level on the Social and Occupational Functioning Assessment Scale (SOFAS). Second, those with attenuated (either in intensity or frequency) psychotic symptoms (APS). Third, those with brief, limited, intermittent, and psychotic symptoms (BLIPS) in which symptoms persist for less than a week and disappear spontaneously (3). In each of these three clinical presentations symptoms are present in the year before and have progressed for fewer than 5 years (4). The Comprehensive Assessment of At Risk Mental State (CAARMS) is the most widely accepted psychometric scale for evaluating these at-risk states, and psychotic transition is identified by the occurrence of a first episode of psychosis (FEP). Early interventions classically focus on UHR individuals and FEP patients 2–5 years after their FEP (5, 6), and are based on a clinical staging model of the disorder (7). Although these interventions do not substantially reduce the number of people who transition to psychosis, they can delay disease onset (8; 9). They also reduce the duration of untreated psychosis (10). This last point is important, as a long period of untreated psychosis is not only associated with more severe symptoms, but also with greater alteration in social functioning, less efficient global functioning, and impaired quality of life (11). In addition to reducing the duration of untreated psychosis, these interventions are also interesting because they aim to reinforce the patient’s sense of competence and their experience of self-efficacy, and to promote stress management (12, 13), all of which are skills that fall under the umbrella term self-empowerment.

			Patients with schizophrenia have major functional deficits (14, 15) and the disorder is associated with significant health costs (16). Although UHR or FEP patients do not systematically develop schizophrenia (17), they can be affected by other psychiatric disorders and they increasingly seek help and demand care. As a consequence, there is growing interest in this population, a fact reflected by the current state of the scientific literature.

			Mindfulness meditation is a practice that aims to achieve a state of consciousness in which the person intentionally pays attention, in the present moment, without judgment, to the unfolding experience moment by moment (18). Historically, this practice stems from the Buddhist religion, and it was first adapted to a therapeutic context (mindfulness-based intervention) in the form of a group intervention to improve the management of stress and chronic pain: the Mindfulness Based Stress Reduction (MBSR) program. Inspired by the MBSR program, and enriched with elements from cognitive and behavioral therapy (CBT), the Mindfulness Based Cognitive Therapy (MBCT) program was subsequently developed to treat depression, and above all, prevent depressive relapse (19).

			While typical indications for mindfulness-based interventions include depression treatment and relapse prevention, stress management, chronic pain, and addiction (20), in recent years there has been increasing interest in applying this technique to schizophrenia spectrum disorders (21). Khoury and colleagues (22) performed a meta-analysis of clinical trials of mindfulness-based interventions in schizophrenia and found a significant overall therapeutic effect, low to moderate (for pre- versus post- intervention analysis, d = 0.52, p < 0.0001, for the active versus control group analysis, d = 0.47, p < 0.0001). Specifically, the therapeutic effect was associated with reduced negative symptoms (d = 0.75, p < 0.01), lower depression and anxiety (d = 0.43, p < 0.0001), fewer hospitalizations (d = 0.60, p < 0.0001), and improved quality of life (d = 0.49, p < 0.05). There was also a non-significant trend towards a reduction in positive symptoms (p = 0.081).

			Even though attenuated psychotic symptoms appear to best predict transition to psychosis, UHR individuals frequently present with other non-specific symptoms, including depression and anxiety. Psychotherapy interventions, in particular of the CBT type, appear to reduce transition to psychosis (23). While the medical management of FEP patients also includes pharmacotherapy, principally with antipsychotics, their use in UHR individuals is problematic, given the questionable effectiveness of antipsychotics in this population and the fact that many individuals will not transition to a psychotic disorder (13, 24).

			FEP patients have a symptomatology close to that of patients with schizophrenia spectrum disorder, in whom the therapeutic effect of mindfulness-based interventions has been demonstrated. The issues of stress management and treatment of post-critical anxiety and depression are also predominant in FEP patients. Given this context, we were interested in investigating the clinical potential of mindfulness in the management of FEP patients and UHR individuals. The aim of this review was to perform a systematic inventory of clinical studies assessing mindfulness in FEP patients and UHR individuals, to describe them, and to look at whether the interventions are potentially useful.

			


Method

			A literature review was performed following the PRISMA guidelines (25) with the aim of describing clinical studies assessing mindfulness in FEP patients and UHR individuals.

			

Inclusion Criteria of Studies

			Articles were included based upon the following criteria: i) written in English and published in a peer-reviewed journal, ii) study participants were either FEP patients or UHR individuals (as defined in the Introduction by 4), iii) a mindfulness-based intervention was proposed to participants, and iv) a clinical evaluation was performed before and after the mindfulness-based intervention. Exclusion criteria were: i) did not contain a mindfulness-based intervention, ii) study participants suffered from chronic schizophrenia with more than 5 years of disease progression, and iii) case studies.

			


Search Strategy

			We performed a systematic article search using five databases: PubMed, Cochrane, PsycINFO, PubPsych, and psycEXTRA from the beginning of online records until the 1st of April 2019 using the key words: (mindfulness) AND (brief limited intermittent psychotic symptoms OR attenuated positive symptoms OR at risk of psychosis state OR early psychosis OR first psychotic episode OR early schizophrenia OR attenuated psychotic symptoms OR early psychotic experiences OR early intervention in psychosis OR first episode of psychosis). Two authors (PV, JB) performed this search independently, and any disagreements concerning inclusion/exclusion of an article were resolved after discussion with a third author (FH). We also used the “similar articles” function in PubMed to search for other articles as well as the bibliographies of articles included based upon the above-mentioned criteria.

			


Data Extraction

			When available, we extracted the following data from each article: sample size, type of participants (UHR/FEP), study design, participant age and gender, inclusion and type of control group, characteristics of the mindfulness-based intervention (type of intervention, number of sessions), clinical evaluation time points, and judgement criteria.

			



Results

			As shown in Figure 1, 102 articles were identified after exclusion of duplicates, of which 13 full-text articles were read. The main reasons for exclusion were: literature review, ongoing study, participants not UHR or FEP, and absence of mindfulness-based intervention. Among the 13 full-text articles read, 4 articles were excluded. The first excluded study was a pilot study evaluating the effect of a multimodal smartphone application (psychoeducation, cognitive remediation, peer discussion forum) of which the mindfulness-based intervention represented only a small part that could not be evaluated without substantial bias (26). One study did not provide any details about the mindfulness-based intervention, and one study included patients with chronic schizophrenia. The last excluded article was an open study including nine FEP participants and only qualitative data were available (27). Thus, nine articles were retained for inclusion in the review, of which one included UHR individuals while eight included FEP patients.
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			Figure 1 | PRISMA (Preferred Reporting Items for Systematic Reviews and Meta-Analyses) flow diagram. 

		


			In 2012, Moorhead and colleagues conducted an open study with 19 participants (11 patients from an early intervention unit; 5 healthcare staff members; 3 caregivers) to evaluate the feasibility of a mindfulness-based intervention with outpatients in an early intervention service. The originality of this study was that participants in the program were patients receiving treatment in the service, as well as their caregivers and healthcare professionals. The 8-week program consisted of weekly 1-h sessions, and on average 11.25 (out of 19) people participated in each session. The program was viewed as both acceptable and as having a positive effect on everyday life. A global score evaluating distress level was created for the study. When all participants were analyzed together this score decreased significantly after the program (Idiosyncratic measure before = 300; Idiosyncratic measure after = 90; Mann–Whitney U test z score = −3.82, p < 0.01). The patient sub-group exhibited a clinical benefit of the program but the decrease in their global distress score was not significant (Idiosyncratic measure before = 272.5; Idiosyncratic measure after = 205; Mann-Whitney U test z score = −1.76, p = 0.079).

			The Van der Valk team (28) studied the feasibility of a mindfulness-based intervention with FEP patients. In a non-controlled study, they included 19 FEP patients, 18 of whom completed the whole program and reported being highly satisfied. One patient reported feeling intense distress and was unable to complete the program. The authors interpreted this, a posteriori, as related to the patient’s misunderstanding of the instructions for practicing mindfulness. The authors administered the Symptoms Check-List 90 before and after the program and found a significant reduction in agoraphobia and psychoneuroticism (SCL; psychoneuroticism effect size d = 0.44; agoraphobia d = 0.43) as well as a trend towards a reduction in negative symptoms and disorganization.

			In a non-controlled study, Samson and Mallindine (29) evaluated the feasibility of a mindfulness-based intervention group in a group of patients admitted to an early intervention unit. Eight FEP patients participated in an 8-week program which consisted of weekly 90-min sessions. The participation rate was 57.81%. They administered three scales before and after the program: the Clinical Outcomes in Routine Evaluation – Outcome Measure (CORE – OM), the Southampton Mindfulness Questionnaire (SMQ) and the Depression Anxiety Stress Scale – Short Form (DASS – 21). The CORE-OM score decreased after the program (average before = 1.25; average after = 0.88, t7 = 1.41, p = 0.20), as did the DASS score (average before = 31.63; average after = 14.38, t7 = 1.9, p = 0.10), while the SMQ score increased (average before = 44.75; average after = 58.75, t7 = -1.86, p = 0.11). None of these changes were statistically significant.

			Another study conducted by Khoury and collaborators (30) in FEP patients evaluated the feasibility, acceptability, and the potential clinical relevance of an intervention based upon the practice of mindfulness (the Compassion, Acceptance and Mindfulness program). Twelve patients were included in this non-controlled study in which the psychotherapeutic intervention was comprised partly of concepts borrowed from mindfulness and partly of concepts borrowed from Acceptance and Commitment Therapy (ACT, a third-wave CBT). The intervention was evaluated using the Brief Psychiatric Symptoms Rating Scale (BRPS) and the Cognitive Emotion Regulation Questionnaire (CERQ) and patient insight was measured using the Beck Cognitive Insight Scale (BCIS). Very few patients dropped out of the study, and those who remained reported being satisfied with the intervention. Management of negative emotions improved significantly after the intervention [negative emotion sub-score on the CERQ: average before = 53.17 (SD 9.21); average 3 months after the final session = 61.90 (SD 8.08); p = 0.007; d = 1.003], and depression and sadness scores tended to improve [depression anxiety score on the BPRS: average before = 10.50 (5.20); average 3 months after the final session = 8.10 (2.81); p = 0.082, d = 0.676]. In contrast, the authors observed no significant changes in positive symptoms, insight, or global functioning (Social Functioning Scale).

			In 2016, Tong and colleagues conducted a study with a mixed methodology including quantitative and qualitative outcomes. These authors focused on the clinical effect of the mindfulness-based intervention. They included 14 patients with less than 5 years of disease progression. The mindfulness-based intervention program was largely inspired by the group-based Mindfulness-Based Stress Reduction (MBSR) program. The originality of their program was that several of the sessions were conducted outside the center, with the idea of facilitating generalization of the practice to everyday life situations. Their quantitative measures showed improvements in anxiety and depression scores: Beck Depression Inventory – II: 14 +/− 12.34 (before); 5.64 +/− 2.26 (after), and quality of life (Short Form - 12: 61.15 +/− 23.67 (before); 86.56 +/− 6.43 (after)), but no change in scores measuring positive symptoms.

			The study by Wang and collaborators (31), which is good methodologically, is a multi-center, randomized, and controlled study that included a total of 138 patients. In this study they evaluated the effect of an intervention that included a mindfulness-based intervention (MBCT) in combination with psychoeducation, and compared it with a control group that received psychoeducation only and another group that received standard care only. Despite the length of the intervention (24 weeks, 12 2-h sessions once a fortnight), very few participants dropped out. The mindfulness + psychoeducation group showed a statistically significant improvement in quality of life [Specific Level of Functioning Scale (SLOF): mindfulness + psychoeducation: (before) 145.2 ± 16.0; (6 months after final session) 175.8 ± 13.0; psychoeducation only: (before) 142.9 ± 15.0; (6 months after final session) 153.5 ± 12.1; standard care only (before) 149.8 ± 16.5; (6 months later) 136.0 ± 18.0], fewer hospitalizations, and an improvement in both positive symptoms [positive symptom sub-scale of the PANSS: mindfulness + psychoeducation: (before) 26.9 ± 8.3; (6 months after final session) 16.9 ± 6.0; psychoeducation only: (before) 26.3 ± 7.0; (6 months after final session) 23.0 ± 9.1; standard care only (before) 26.5 ± 7.0; (6 months after final session) 28.9 ± 9.5) and negative symptoms (negative symptom sub-scale of the PANSS: mindfulness + psychoeducation: (before) 18.8 ± 7.4; (6 months after final session) 14.8 ± 5.2; psychoeducation only: (before) 18.0 ± 7.3; (6 months after final session) 18.8 ± 8.9; standard care only (before) 18.1 ± 8.1; (6 months after final session) 20.8 ± 9.8]. These improvements were significant compared with both the psychoeducation only and the standard care only groups. While these results are clearly encouraging, the authors caution that their patients had a high sociocultural level and good family support, factors that likely contributed to program adhesion and to its beneficial outcomes.

			In a controlled study of an intervention versus standard care, MacDougall and colleagues (32) evaluated the acceptability and feasibility of the Mindfulness Ambassador Program (MAP; the focus of this program is on reinforcement of interpersonal relationships and social emotional learning) in a sample of 21 FEP patients. According to scores on the Client Satisfaction Questionnaire, participants were highly satisfied (CSQ = 30.2; SD = 1.6). Among the 21 patients recruited (87.5% of eligible patients accepted to participate in the study) 2 from each group dropped-out for reasons unrelated to the study content. The Profile of Moods States (POMS) questionnaire revealed a reduction in symptoms of both asthenia and depression [POMS-fatigue scale: MAP 3.7 (SD = 2.35), standard treatment 9.8 (SD = 3.77); POMS-depression scale: MAP 3.4 (SD = 3.64), standard treatment 12.5 (SD = 8.38)].

			Another controlled study of an intervention versus standard care included 33 FEP patients and evaluated the feasibility of a multidisciplinary program including light physical activity, cooking classes with a focus on nutritional education, and mindfulness sessions (33). The mindfulness-based intervention program consisted of six 4-h group sessions. The program was viewed as highly feasible, as 88% of patients in the intervention group attended at least four of the six sessions. Furthermore, these patients had a significant decrease in their positive symptoms (t = −3.29; p = 0.002). However, no significant differences in cardio-metabolic measurements were observed, with the exception of a tendency towards a decrease in BMI in the active group (t = 1.77, p = 0.086).

			The only study that examined the effect of a mindfulness-based intervention program in UHR individuals was a pilot study conducted by Alvarez-Jimenez and colleagues (34). They used the CAARMS criteria to recruit 14 UHR participants from an early intervention service. For 2 months the authors tested the effect of an internet-accessible application that contained several tools including: mindfulness learning modules; mindfulness exercises and behavioural activation; and a clinician-moderated online forum. The investigators’ a priori hypothesis was that the program would help users develop a number of different skills including: the feeling of empowerment, strengthening of self-efficacy, and building social and problem-solving skills. The primary objective of the study was to evaluate the feasibility and acceptability of the program. Seventy-two percent of participants connected to the application at least seven times and all participants contributed to the discussion forum, 57% of participants posted at least 28 messages on the forum. No clinically undesirable events were noted and the Global Functioning Social score revealed a significant improvement in social function (d = 1.83; p < 0,001). Personal skills (d = 0.70; p = 0.03) and mindfulness skills (d = 0.66; p = 0.04) also improved significantly, and there was a positive correlation between mindfulness skills and the feeling of well-being (r = 0.69; p = 0.01).

			These results are summarized in the Table 1.


		
		Table 1 | Main results from included studies investigating group-based mindfulness-based interventions in first psychotic episode and at risk for psychosis populations.
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Discussion

			

Summary of Main Results

			The currently available data show that mindfulness-based interventions are well-accepted and well-adhered to by FEP patients or patients in their first 5 years after a diagnosis of schizophrenia, and that they can have a clinical effect on symptoms of depression and anxiety. One large-sample study evaluating an intervention that combined mindfulness + psychoeducation also reported an improvement in both positive and negative symptoms in FEP patients (31). Several studies reported an improvement in quality of life and an effect on functioning. It is important to note that the majority of studies included FEP patients, while only one study evaluated the effect of a mindfulness program on UHR individuals. Group-based interventions were proposed in all included studies.

			While the qualitative study by Ashcroft and collaborators (27) did not meet our inclusion criteria we think it worthy of mention here. This study evaluated the feasibility of a mindfulness-based intervention program in FEP patients, with a particular interest in how the patients experienced the practice. This non-controlled study included nine patients attending a center dedicated to FEP patients. Patients participated in a weekly 60-min group session and received a 10 min audio recording to encourage home practice. Semi-structured interviews were conducted 20 weeks after the first mindfulness session, at which time the nine included patients has participated in between 6 and 16 sessions. A person not involved in the group sessions subsequently analyzed the content of the filmed interviews and identified four main themes: « using mindfulness »; « making sense of mindfulness and coping »; « relating to people differently »; « understanding and accepting myself ». Overall, all patients were able to put in place a regular mindfulness practice and acquire skills classically targeted by mindfulness teachings. Using a similar approach of thematic analysis of formal interviews, the qualitative part of Tong and colleagues’ (37) study revealed 4 other themes: « Definition of the concept of mindfulness »; « rogram content »; « personal relevance of the program »; « understanding of symptoms and illness ». It is noteworthy that only a small number of patients mentioned experiencing difficulties practicing outside of the group context (5/14), or feeling pressured to maintain the practice in-between the formal group sessions (4/14). Taken together, these studies suggest that FEP patients experience mindfulness-based intervention programs as feasible.

			


Acceptability and Effect on Sadness and Anxiety

			The feasibility and acceptability of mindfulness-based interventions in patients with schizophrenia or schizophrenia-related disorders has long been a sensitive issue. Indeed, while mindfulness seeks to anchor the person in the present moment, it frequently also requires a calm and silent attitude that can intensify distressing experiences. Furthermore, the idea of mindfulness often evokes concern about the possibility of entering into altered states of consciousness (38). This concern has been fuelled by several case reports documenting a psychotic relapse in patients suffering from schizophrenia (39, 40). These results should be interpreted with caution, however, as they involved a non-standardised mindfulness practice that lacked appropriate supervision and was practiced much more intensely than is recommended (one case study reported 18 h of daily practice). The studies examined in this paper point clearly towards good tolerance and adhesion to mindfulness programs for FEP patients. In agreement with the effects of mindfulness found in patients suffering from schizophrenia (22), mindfulness-based interventions in FEP patients reduce depression and anxiety affects.

			


Effects on Positive Symptoms

			Very little evidence is available for FEP patients or UHR individuals concerning the effect of mindfulness-based interventions on positive symptoms like delusional ideas, bizarre perceptions, and hallucinations. Van der Valk and colleagues (36) reported no significant increase in positive symptom scores on the PANSS in FEP patients but Wang and colleagues (31) found a significant decrease in positive symptoms in the group that received a combined mindfulness + psychoeducation intervention. A similar result was reported by Usher and colleagues (33) for an intervention that did not include psychoeducation. It is clear that more data are needed in order to draw firm conclusions. In FEP patients and UHR individuals the practice of a mindfulness-based intervention can be considered as an activity that facilitates self-kindness and acceptance of emotional experiences, and that decreases stress associated with symptoms and even the intensity of the symptoms themselves. This would occur in a manner similar to that which takes place in mindfulness practice in depression prevention, in which the aim is not to prevent the occurrence of sadness and anxiety, but rather to break the vicious cycle that leads to relapse. This idea is supported by the results of a study by Dudley and colleagues (41) who performed a transversal study of 128 people with auditory verbal hallucinations and found a negative correlation between self-kindness skills and both distress levels associated with the voices and global severity level of the voices.

			


Effect on Quality of Life and Functioning

			The majority of studies discussed here report improved quality of life after a mindfulness-based intervention (22, 31–34, 37). Interestingly, improved quality of life is reported in both the quantitative (Table 1) and qualitative studies using a range of different psychometric scales. Improved self-esteem and self-efficacy was also reported in the MacDougall et al. (32) and Alvarez-Jimenez et al. (34) studies, in both FEP patients and UHR individuals. The aim of mindfulness practice is to help the person avoid engaging in automatic behavioural reactions and becoming overwhelmed by anxiety-provoking ruminations and negative thoughts (18, 19). The theory behind mindfulness groups is based upon such action mechanisms, and their clinical (28) and biological (42) effects have been observed in patients with major depression. A similar mechanism could underlie the effects in FEP patients and UHR individuals who practice mindfulness. Given the importance of improving quality of life (43), mindfulness practice could be of significant clinical interest in these populations. Despite the importance of emotional regulation for functioning, this was poorly assessed in the studies included in this review. Emotional regulation is a key skill trained in mindfulness-based programs and plays a critical role in relapse prevention of major depressive disorder (44). Thus, it would be of interest to compare emotional regulation in FEP patients and UHR individuals before and after their participation in a mindfulness-based program.

			


Effect of Mindfulness on UHR Individuals

			The study developed by Alvarez-Jimenez and colleagues (34) reported that a mindfulness-based intervention was of therapeutic interest for UHR individuals. In addition to acquiring mindfulness meditation skills, participants also improved their social functioning, personal skills, and self-esteem. Of the nine studies included in the present review, however, this study (34) was the only one that examined the effect of mindfulness in UHR individuals, which seriously limits generalization of their results to the population as a whole. The small number of studies with UHR individuals is likely due to the fact that these individuals seek care less often then FEP patients. This is due to the less pronounced severity of their symptoms, but also the difficulty of identifying this clinical profile. Despite the paucity of data, several arguments suggest that the practice of mindfulness could be beneficial for UHR individuals. First, paranoid symptoms are associated with a high level of self-criticism and low self-esteem (45, 46), and paranoid ideation and subclinical positive symptoms are associated with a low level of emotional regulation and a high level of impulsivity (47). These clinical features are regularly present in UHR individuals. Second, Collip and colleagues (48) have shown that mindfulness interventions can reduce low-intensity psychotic symptoms. In a randomized controlled trial of 130 patients with a history of depression and residual emotional dysregulation, they evaluated the effect of an MBCT intervention on intermittent paranoid symptoms and found a significant reduction in paranoid symptoms in the MBCT group in contrast to an increase in the control group. The authors suggested that MBCT could act upon psychotic symptoms when they are part of a continuum between the absence of positive symptoms and a confirmed psychotic spectrum disorder. That is, in clinical situations similar to those observed in UHR individuals. Further support for this idea comes from a study in healthy subjects in which it was shown that induced paranoid ideas were lessened by a mindfulness exercise, whereas they were more intense following a self-centered rumination exercise (49, 50).

			


Methodological Limits

			The results of this systematic review have a number of limitations. First, the small number of studies and their highly variable sample sizes (from 10 subjects in 29 to 128 in 31). Second, several of the articles included were open-labelled studies without a control group, and the main objective of the majority of studies was to evaluate feasibility. Of the nine studies reviewed only three had a control comparison group and two were randomized controlled studies. Third, only one study examining a mindfulness-based intervention in UHR individuals was included. It is important to note, however, that this should change in the near future, as there are a substantial number of ongoing studies that include this population. Finally, the various studies are difficult to compare because of their methodological heterogeneity. Indeed, a variety of mindfulness-based intervention protocols were used in the studies and only the studies developed by Tong and colleagues (37) and Wang and colleagues (31) used standardized protocols (MBSR and MBCT, respectively).

			


Perspectives

			As discussed above, investigations into the practice of mindfulness in FEP patients and UHR individuals are still in their infancy. Here, we propose several recommendations for future studies on mindfulness-based interventions in FEP patients and UHR individuals: i) include larger sample sizes in order to have more statistical power; ii) standardize the mindfulness protocol (program, number of sessions, length of sessions etc) in order to directly compare results from different studies; iii) include an active control group (relaxation, support group); iv) optimize and standardize the psychometric evaluation (CAARMS, PANSS, mindfulness scales; trait or state); v) avoid the inclusion of FEP patients only, and ideally compare effects in FEP patients versus UHR individuals; vi) provide long-term follow-up data after the intervention and collect key clinical elements like number of hospitalizations, suicide attempts, functional and well-being outcomes such as quality of life, daily life activities, school drop-out, and employment rates; vii) evaluate effects in UHR individuals in terms of psychotic transition; viii) conduct studies that include neuroimaging and biological data, in order to understand the underlying mechanisms of mindfulness-based interventions in FEP patients and UHR individuals. In light of these recommendations, a future unpublished study (the HORYZONS trial) aiming to include 170 FEP patients promises to be highly informative (51).

			It is important to remember that cognitive problems, albeit less intense than in chronic schizophrenia patients, are present in FEP patients and UHR individuals (52, 53). Those functions most affected are working memory, attention, and social cognition. Even though mindfulness-based interventions are quite brief and highly structured, cognitive impairments can limit the access of these populations to MBCT or MBSR programs in an unchanged form. Considering the written guidelines for the use of mindfulness-based interventions in patients with chronic schizophrenia (38), we propose the following adaptations for mindfulness-based interventions in UHR individuals and FEP patients: i) maximal session length 1h30 and maximal duration of formal mindfulness exercises 20 min; ii) detailed debriefing of the metaphoric texts used in the mindfulness-based intervention; iii) avoidance of the use of the so-called noble silence for long periods.

			



Conclusion

			The practice of mindfulness has been shown to be efficient and feasible in patients with schizophrenia. Very few studies exist evaluating mindfulness in FEP patients and UHR individuals. Those that do exist show that the technique is well tolerated by FEP patients and affects symptoms of sadness and anxiety and perhaps some positive symptoms. Despite the small number of studies examining the neurobiological effects of mindfulness in FEP patients (and their complete absence in UHR individuals), these can easily be included in routine clinical practice making this a feasible, low cost, and promising avenue of future investigation. Even though these initial results are very promising, larger, more robust studies are necessary to draw any firm conclusions.

			


Author Contributions

			PV, FH, and JB contributed conception and design of the study. PV and CD organized the data search. PV and KR wrote the first draft of the manuscript. All authors contributed to manuscript revision, read and approved the submitted version. 

			

References

				1.	Ten Velden Hegelstad W, Haahr U, Larsen TK, Auestad B, Barder H, Evensen J, et al. Early detection, early symptom progression and symptomatic remission after ten years in a first episode of psychosis study. Schizophr Res (2013) 143(2-3):337–43. doi: 10.1016/j.schres.2012.10.027

				2.	Correll CU, Galling B, Pawar A, Krivko A, Bonetto C, Ruggeri M, et al. Comparison of Early Intervention Services vs Treatment as Usual for Early-Phase Psychosis: A Systematic Review, Meta-analysis, and Meta-regression. JAMA Psychiatry (2018) 75(6):555–65. doi: 10.1001/jamapsychiatry.2018.0623

				3.	Fusar-Poli P, Borgwardt S, Bechdolf A, Addington J, Riecher-Rössler A, Schultze-Lutter F, et al. The psychosis high-risk state: a comprehensive state-of-the-art review. JAMA Psychiatry (2013) 70(1):107–20. doi: 10.1001/jamapsychiatry.2013.269

				4.	Yung AR, Yuen HP, McGorry PD, Phillips LJ, Kelly D, Dell'Olio M, et al. Mapping the onset of psychosis: the Comprehensive Assessment of At-Risk Mental States. Aust N Z J Psychiatry (2005) 39(11-12):964–71. doi: 10.1080/j.1440-1614.2005.01714.x

				5.	Birchwood M, Todd P, Jackson C. Early intervention in psychosis. The critical period hypothesis. Br J Psychiatry (1998) 172(33):53–9. doi: 10.1192/S0007125000297663

				6.	McGlashan TH. Early detection and intervention of schizophrenia: rationale and research. Br J Psychiatry (1998) 172(33):3–6. doi: 10.1192/S0007125000297584

				7.	McGorry PD, Hickie IB, Yung AR, Pantelis C, Jackson HJ. Clinical staging of psychiatric disorders: a heuristic framework for choosing earlier, safer and more effective interventions. Aust N Z J Psychiatry (2006) 40(8):616–22. doi: 10.1080/j.1440-1614.2006.01860.x

				8.	van der Gaag M, Smit F, Bechdolf A, French P, Linszen DH, Yung AR, et al. Preventing a first episode of psychosis: metaanalysis of randomized controlled prevention trials of 12 month and longer-term followups. Schizophr Res (2013) 149:56–62. doi: 10.1016/j.schres.2013.07.004

				9.	McFarlane WR, Levin B, Travis L, Lucas FL, Lynch S, Verdi M, et al. Clinical and functional outcomes after 2 years in the early detection and intervention for the prevention of psychosis multisite effectiveness trial. Schizophr Bull (2015) 41:30–43. doi: 10.1093/schbul/sbu108

				10.	Valmaggia LR, Byrne M, Day F, Broome MR, Johns L, Howes O, et al. Duration of untreated psychosis and need for admission in patients who engage with mental health services in the prodromal phase. Br J Psychiatry (2015) 207:130–4. doi: 10.1192/bjp.bp.114.150623

				11.	Penttilä M, Jääskeläinen E, Hirvonen N, Isohanni M, Miettunen J. Duration of untreated psychosis as predictor of long-term outcome in schizophrenia: systematic review and meta-analysis. Br J Psychiatry (2014) 205(2):88–94. doi: 10.1192/bjp.bp.113.127753

				12.	van der Gaag M, Nieman D, van den Berg D. CBT for Those at Risk of a First Episode Psychosis: Evidence-based Psychotherapy for People With an. In: At Risk Mental State. London, UK:Routledge (2013b). doi: 10.4324/9780203503478

				13.	Ising HK, Kraan TC, Rietdijk J, Dragt S, Klaassen RM, Boonstra N, et al. Four-year follow-up of cognitive behavioral therapy in persons at ultra-high risk for developing psychosis: the dutch early detection intervention evaluation (EDIE-NL) Trial. 1243 Schizophr Bull (2016) 42(5):1243–52. doi: 10.1093/schbul/sbw018

				14.	Hegarty JD, Baldessarini RJ, Tohen M, Waternaux C, Oepen G. One hundred years of schizophrenia: a meta-analysis of the outcome literature. Am J Psychiatry (1994) 151:1409–16. doi: 10.1176/ajp.151.10.1409

				15.	Bromley E, Brekke JS. Assessing function and functional outcome in schizophrenia. Curr Top Behav Neurosci (2010) 4:3–21. doi: 10.1007/7854_2010_40

				16.	Cloutier M, Aigbogun MS, Guerin A, Nitulescu R, Ramanakumar AV, Kamat SA, et al. The Economic Burden of Schizophrenia in the United States in 2013. J Clin Psychiatry (2016) 77(6):764–71. doi: 10.4088/JCP.15m10278

				17.	Millan MJ, Andrieux A, Bartzokis G, Cadenhead K, Dazzan P, Fusar-Poli P, et al. Altering the course of schizophrenia: progress and perspectives. Nat Rev Drug Discov (2016) 15(7):485–515. doi: 10.1038/nrd.2016.28

				18.	Kabat-Zinn J, Lipworth L, Burneyn R. The clinical use of mindfulness meditation for the self-regulation of chronic pain. J Behav Med. (1985) 8:163–90. doi: 10.1007/BF00845519

				19.	Segal ZV, Williams JMG, Teasdale JD. Mindfulness-based cognitive therapy for depression: a new approach to preventing relapse. NY, USA:Guilford Press NY (2002). ISBN 1-57230-706-4.

				20.	Guendelman S, Medeiros S, Rampes H. Mindfulness and emotion regulation: insights from neurobiological, psychological, and clinical studies. Front. Psychol (2017) 8:220. doi: 10.3389/fpsyg.2017.00220

				21.	Chadwick, P, Taylor, KM, and Abba, N. Mindfulness groups for people with psychosis. Behav Cog Psychother (2005) 33:351–9. doi: 10.1017/S1352465805002158

				22.	Khoury B, Lecomte T, Gaudiano BA, Paquin K. Mindfulness interventions for psychosis: A meta-analysis. Schizophr Res (2013) 150:176–84. doi: 10.1016/j.schres.2013.07.055

				23.	Stafford MR, Jackson H, Mayo-Wilson E, Morrison AP, Kendall T. Early interventions to prevent psychosis: systematic review and meta-analysis. BMJ (2013) 346:f185. doi: 10.1136/bmj.f185

				24.	Marshall M, Rathbone J. Early intervention in psychosis. Cochr Database Syst Rev (2011) 6:CD004718. doi: 10.1002/14651858.CD004718.pub3

				25.	Liberati A, Altman DG, Tetzlaff J, Mulrow C, Gøtzsche PC, Ioannidis JP, et al. The PRISMA statement for reporting systematic reviews and meta-analyses of studies that evaluate health care interventions: explanation and elaboration. PLoS Med (2009), 6(7):e1000100. doi: 10.1371/journal.pmed.1000100

				26.	Barbeito S, Sánchez-Gutiérrez T, Mayoral M, Moreno M, Ríos-Aguilar S, Arango C, et al. Mobile app-based intervention for adolescents with first-episode psychosis: study protocol for a pilot randomized controlled trial. Front Psychiatry (2019) 10:27. doi: 10.3389/fpsyt.2019.00027

				27.	Ashcroft K, Barrow F, Lee R, MacKinnon K. Mindfulness groups for early psychosis: A qualitative study. Psychol Psychother (2012) 85(3):327–34. doi: 10.1111/j.2044-8341.2011.02031.x

				28.	van der Velden AM, Kuyken W, Wattar U, Crane C, Pallesen KJ, Dahlgaard J, et al. A systematic review of mechanisms of change in mindfulness-based cognitive therapy in the treatment of recurrent major depressive disorder. Clin Psychol Rev (2015) 37:26–39. doi: 10.1016/j.cpr.2015.02.001

				29.	Samson C, Mallindine C. The feasibility and effectiveness of running mindfulness groups in an early intervention in psychosis service. Cognit Behav Therapist (2014) 7(9):1–9. doi: 10.1017/S1754470X14000087

				30.	Khoury B, Lecomte T, Comtois G, Nicole L. Third-wave strategies for emotion regulation in early psychosis: a pilot study. Early Interv Psychiatry (2015) 9:76–83. doi: 10.1111/eip.12095

				31.	Wang LQ, Chien WT, Yip LK, Karatzias T. A randomized controlled trial of a mindfulness-based intervention program for people with schizophrenia: 6-month follow-up. Neuropsychiatr Dis Treat (2016) 12:3097–110. doi: 10.2147/NDT.S123239

				32.	MacDougall AG, Price E, Vandermeer MRJ, Lloyd C, Bird R, Sethi R, et al. Youth-focused group mindfulness-based intervention in individuals with early psychosis: a randomized pilot feasibility study. Early Interv Psychiatry (2018) (4):993–8. doi: 10.1111/eip.12753

				33.	Usher C, Thompson A, Griebeler M, Senders A, Seibel C, Ly R, et al. Meals, Mindfulness, & Moving Forward: a feasibility study to a multi-modal lifestyle approach in early psychosis. Early Interv Psychiatry (2019) 13(1):147–50. doi: 10.1111/eip.12546

				34.	Alvarez-Jimenez M, Gleeson JF, Bendall S, Penn DL, Yung AR, Ryan RM, et al. Enhancing social functioning in young people at Ultra High Risk (UHR) for psychosis: a pilot study of a novel strengths and mindfulness-based online social therapy. Schizophr Res (2018) 202:369–77. doi: 10.1016/j.schres.2018.07.022

				35.	Moorhead S. Report of a feasibility study of a Mindfulness group for clients, carers and staff of an early intervention in psychosis service. Cognit Behav Therapist (2012) 5(4):93–101. doi: 10.1017/S1754470X13000019

				36.	van der Valk R, van de Waerdt S, Meijer CJ, van den Hout I, de Haan L. Feasibility of mindfulness-based therapy in patients recovering from a first psychotic episode: a pilot study. Early Interv Psychiatry (2013) 7(1):64–70. doi: 10.1111/j.1751-7893.2012.00356.x

				37.	Tong AC, Lin JJ, Cheung VY, Lau NK, Chang WC, Chan SK, et al. A low-intensity mindfulness-based intervention for mood symptoms in people with early psychosis: development and pilot evaluation. Clin Psychol Psychother (2016) 23(6):550–60. doi: 10.1002/cpp.1981

				38.	Shonin E, Van Gordon W, Griffiths MD. Do mindfulness based therapies have a role in the treatment of psychosis? Aust N Z J Psychiatry (2014) 48(2):124–7. doi: 10.1177/0004867413512688

				39.	Walsh R, Roche L. Precipitation of acute psychotic episodes by intensive meditation in individuals with a history of schizophrenia. Am J Psychiatry (1979) 136:1085–6. doi: 10.1176/ajp.136.8.1085

				40.	Garcia-Trujillo R, Monterrey AL, Gonzalez de Riviera JL. Meditation and psychosis. Psiquis Rev Psiquiatria Psicol Psicosomatica (1992) 13:39–43.

				41.	Dudley J, Eames C, Mulligan J, Fisher N. Mindfulness of voices, self-compassion, and secure attachment in relation to the experience of hearing voices. Br J Clin Psychol (2018) 57:1–17. doi: 10.1111/bjc.12153

				42.	Vignaud P, Donde C, Sadki T, Poulet E, Brunelin J. Neural effects of mindfulness-based interventions on patients with major depressive disorder: A systematic review. Neurosci Biobehav Rev (2018) 88:98–105. doi: 10.1016/j.neubiorev.2018.03.004

				43.	Watson P, Zhang JP, Jonathan AR, Tamaiev ML, Birnbaum JK. A meta-analysis of factors associated with quality of life in first episode psychosis. Schizophr Res (2018) 202:26–36. doi: 10.1016/j.schres.2018.07.013

				44.	Gotink RA, Chu P, Busschbach JJV, Benson H, Fricchione GL, Hunink MGM. Standardised mindfulness-based interventions in healthcare: an overview of systematic reviews and meta-analyses of RCTs. PLoS ONE (2015) 10(4):e0124344. doi: 10.1371/journal.pone.0124344

				45.	Mills A, Gilbert P, Bellew R, McEwan K, Gale C. Paranoid beliefs and self-criticism in students. Clin Psychol Psychother (2007) 14:358–64. doi: 10.1002/cpp.537

				46.	Hutton P, Kelly J, Lowens I, Taylor PJ, Tai S. Self-attacking and self-reassurance in persecutory delusions: A comparison of healthy, depressed and paranoid individuals. Psychiatry Res (2013) 205(1-2):127–36. doi: 10.1016/j.psychres.2012.08.010

				47.	Westermann S, Lincoln TM. Emotion regulation difficulties are relevant to persecutory ideation. Psychol Psychother (2011) 84(3):273–87. doi: 10.1348/147608310X523019

				48.	Collip D, Geschwind F, Myin-Germeys I, van Os J, Marieke W. Putting a hold on the downward spiral of paranoia in the social world: A randomized controlled trial of mindfulness-based cognitive therapy in individuals with a history of depression. PLoS One (2013) 8(6):e66747. doi: 10.1371/journal.pone.0066747

				49.	McKie A, Askew K, Dudley R. An experimental investigation into the role of ruminative and mindful self-focus in non-clinical paranoia. J Behav Ther Exp Psychiatry (2017) 54:170–7. doi: 10.1016/j.jbtep.2016.07.014

				50.	Hickey T, Nelson B, Meadows G. Application of a mindfulness and compassion-based approach to the at-risk mental state. Clin Psychol (2017) 21:104–15. doi: 10.1111/cp.12132

				51.	Alvarez-Jimenez M, Bendall S, Koval P, Rice S, Cagliarini D, Valentine L, et al. HORYZONS trial: protocol for a randomised controlled trial of a moderated online social therapy to maintain treatment effects from first-episode psychosis services. BMJ Open (2019) 9(2):e024104. doi: 10.1136/bmjopen-2018-024104

				52.	Aas M, Dazzan P, Mondelli V, Melle I, Murray RM. Pariante CM A systematic review of cognitive function in first episode psychosis, including a discussion on childhood trauma, stress, and inflammation. Front Psychiatry (2014) 4:182. doi: 10.3389/fpsyt.2013.00182

				53.	Seidman LJ, Giuliano AJ, Smith CW, Stone WS, Glatt SJ, Meyer E, et al. Neuropsychological functioning in adolescents and young adults at genetic risk for schizophrenia and affective psychoses: results from the Harvard and Hillside Adolescent High Risk Studies. Schizophr Bull (2006) 32(3):507–24. doi: 10.1093/schbul/sbj078

			Conflict of Interest: The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

			Copyright © 2019 Vignaud, Reilly, Donde, Haesebaert and Brunelin. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.

		


OEBPS/Images/logo.jpg
, frontiers
in Psychiatry





OEBPS/Images/fpsyt.2019.00797_cover.jpg
’ frontiers
in Psychiatry

Clinical Effects of Mindfulness-Based
Intervention in Patients With First
Episode Psychosis and in Individuals
With Ultra-High Risk for Transition to
Psychosis: A Review





OEBPS/Text/toc.xhtml


  

    Table of Contents



    

		Cover



      		

        Clinical Effects of Mindfulness-Based Intervention in Patients With First Episode Psychosis and in Individuals With Ultra-High Risk for Transition to Psychosis: A Review

      

        		

          Introduction

        



        		

          Method

        

          		

            Inclusion Criteria of Studies

          



          		

            Search Strategy

          



          		

            Data Extraction

          



        



        



        		

          Results

        



        		

          Discussion

        

          		

            Summary of Main Results

          



          		

            Acceptability and Effect on Sadness and Anxiety

          



          		

            Effects on Positive Symptoms

          



          		

            Effect on Quality of Life and Functioning

          



          		

            Effect of Mindfulness on UHR Individuals

          



          		

            Methodological Limits

          



          		

            Perspectives

          



        



        



        		

          Conclusion

        



        		

          Author Contributions

        



        		

          References

        



      



      



    



  



OEBPS/Images/crossmark.jpg
©

2

i

|





OEBPS/Images/Figure_1.jpg
Records identified through

Records identified through Records identified through
Pubmed Cochrane Psyinfo, PubPsych, psycEXTRA
(n=29) (n=49) (n=43)
Records after
duplicates removed
(n=102)
Records excuded =89
revews (18)
Records screened ~noFEP/URR (26)
) o mindiuness basedntervention (29)
= sty prtocol 12)
non pectrevewed arices (6

FullTons axcluded with ressons -

o detals onthe mindiulnss bsed
ntervention ()

1o FEPIUMR (1)

program with linited mindfulness based
content 1)

o auantitative outcomes (1)

‘Studies included for
quantitative analysis
(n=9)






OEBPS/Images/table1.jpg
Authors.

20

a7

1

No.
Pationts/

1

1oFEP.

10FEP.

1P

1arcs

138/< 5 yoars

17/FEP and <
Syearsn

SaFEPand<
2yoars
4R

Design

Average
Age(sD)

N

31852)

20180

a700122)

20868

19508)
20334

Sox  Necontol  Group-
group. based
Mindfulnoss.
Intervontion
N N 8 sossions,
h, 1 session/
woeic
14 NA 8sessions,
MsF h2
sossions/
ek or &
woeks-fommal
praciice.
TMIF N Bsessions,
15h1
sessionvack
BMAF NA 8sossions,
batvioen 60
and 75 mint
sossoniosk
w0 na 7 sassions,
F 1501
sossoniock
24M22F 1 psyehor  12sossions, 3,
oducation  forinighty,
gowa= 441
AU group (0
)
1BWAF 1 TAU group 0 12 sessions, 1 h,
=100 1 sessionweskc
1BWISF 1TAU gowpln 6 sessions, 4
=16 htsessionwosk
SWHF NA -webbased
appication

Timing of
ovaluations.

)

)

posttn3
months

B vogksas12
wosks.
“2monthe.

Main results.

- bigh particpation and acoeptabiy-Senifcant
decreaso i CORE-OM diiross scor (fom 300
1090ip<001)

“No ncrease in PANSS positve symptoms.
scores-Signiicantreduction i agoraphoba and
psychoneuroic scores (SCL)-Tendency towards.
animprovemont i non-averson trat on he
SMOp = 0079)

mprovement i qualty of e, sadness and
iy scores (CORE-OMimprovemment on
tho SMO-Nonysignifcant crical ofect on al 3
scalos

-Sipifcant improvement notably control of
egative emotions (CERO)-Signicant recction
of depression and anity symptors (BPRS).

~Signitcant mprovement n deprossion scores
(DASS 21 and BDI I Improvement in genaral
psjchopathology (PANSS G2)-Seicant
improvementin qualty of e (SF12)
-Sipifcant improvement in gobal fnctioning,
insight, and adhesion to Mindiiness program.
(SLOR-Reducton of both positve and nogative
Symploms (PANSS)

- bighlevelofsatitaction (0SQ score = 302
(1.6)- signficant improvement n depression and
asthonia sub-scores of tho POMS.

~tighy laasbie- Reducton of posiive symptoms
1412 wooks (QSAPS)

725 of paricipants connected at loast 7

times and ol parcipants partipated in forum

SCL,the Symptoms hecicList 90; PANSS, Positve and Negative Symptoms Scal; SMQ, Southarmpton Mindness Questonnaie; BPFRS, Brif Psychiatic Ratng
Scalo; CORE-OM, Cirical Outcomin Routie Evaluaton - Outcome Measur; DASS 21, Dopression and Anely Symploms Scale; BOFI, Beck Depression Inventory:
SLOF, Specific Level OfFunctioning Scak; CSO, Clent Satisfaction Questionnaie; POMS, Proie o Mood State; -QSAPS, Quick Scal or the Assessment of Pasive
Symptoms; 12, Short Form 12 toms. MADRS, Montgomery Asberg Depression Rating Scae. SD: Standard devaton; NA, Not appdcable; ND, Not Done; TAU,
i dling





