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« C’est une maladie naturelle à l’homme que de croire qu’il 

possède la vérité. » 
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Thesis abstract (English) 

Backgroung: Affective psychosis is a conceptual grouping used in clinical 

practice that lacks strong scientific basis. It includes patients who, in 

addition to psychosis, have a mood disorder. While early intervention has 

shown great efficacy, it mainly focuses on schizophrenia spectrum 

disorders, neglecting the affective forms of psychosis. Thus, this PhD thesis 

aims to study the relevance of the concept of affective psychosis in early 

intervention and its usefulness in developing stratification strategies. 

Method: These aims are addressed in two ways through four chapters, first 

through a literature review and then in the frame of three prospective 

studies conducted in a sample a first episode psychosis patients treated at 

the Treatment and early intervention in psychosis programme (TIPP) in 

Lausanne (Switzerland). The first chapter investigates literature on first-

episode affective psychoses, outlining its specific clinical features and 

challenges. The second chapter explores the differences between affective 

and non-affective psychosis patients. The third chapter explores to which 

degree the various diagnostic categories included in the affective psychosis 

subgroup have sufficient commonalities to justify this grouping. Finally, the 

fourth chapter explores premorbid-based stratification strategies within 

affective psychoses to identify subgroups of patients that may require 

specific early intervention strategies. Results: Studies 1, 2, and 3 confirm 

the relevance of using the conceptual grouping of affective psychoses. 

Study 4 shows that the concept of affective psychoses regroups patients 

with various premorbid profiles that may require specific pharmacological 

and psychosocial treatment adjustment. Conclusion: This PhD thesis 

provides further evidence for the need of developing research in early 

intervention using the concept of affective psychosis, and points out clinical 

characteristics that may be used as therapeutic targets to develop adapted 

early intervention strategies for these patients.  
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Thesis abstract (French) 

Contexte : Le terme psychose affective désigne un concept utilisé dans la 

pratique clinique mais qui manque d’une base scientifique solide. Ce 

concept regroupe des patients qui ont une psychose et une perturbation de 

l’humeur. Bien que l’intervention précoce ait démontré une grande 

efficacité, celle-ci s’est focalisée sur les troubles du spectre 

schizophrénique, négligeant les formes affectives. Cette thèse de doctorat 

a donc pour objectifs d’étudier l’intérêt du concept de psychose affective 

dans l’intervention précoce et son utilité pour développer des stratégies de 

stratification. Méthode : Ces objectifs sont adressés de deux manières à 

travers 4 chapitres, premièrement à travers une revue de littérature, 

ensuite dans le cadre de trois études prospectives conduites dans un 

échantillon de patients 1er épisode traités au programme de traitement et 

intervention précoce dans la psychose (TIPP) à Lausanne (Suisse). Le 1er 

chapitre investigue la littérature scientifique sur le 1er épisode de psychose 

affective, ses caractéristiques cliniques et enjeux. Le 2ème explore les 

différences entre les patients avec une psychose affective ou non-affective. 

Le 3ème explore à quel degrés les catégories diagnostiques variées inclues 

dans le sous-groupe de psychose affective ont suffisamment de points 

commun pour justifier ce regroupement. Enfin, le 4ème explore des 

stratégies de stratification au sein des psychoses affectives sur la base des 

facteurs prémorbides pour identifier des sous-groupes de patients pouvant 

nécessiter des stratégies d’intervention précoce spécifiques. Résultats : 

Les études 1, 2 et 3 confirment la pertinence d’utiliser le concept de 

psychoses affectives. L’étude 4 a montré que le concept de psychoses 

affectives permet d’identifier des profils prémorbides variés de patients 

pouvant bénéficier d’ajustements spécifiques de traitement. Conclusion : 

Cette thèse a mis en évidence la nécessité de développer des recherches 

sur l’intervention précoce utilisant le concept de psychose affective et a mis 

en lumière des indices cliniques pouvant faire l’objet de cibles 

thérapeutiques afin de développer des stratégies d’intervention précoce 

adaptées pour ces patients. 
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1. Introduction 

Affective psychoses challenge the classical categorical diagnostic 

classification considering the overlap between psychotic and mood 

disorders. Early intervention strategies also challenge categorical 

classifications based on prototypical forms of disorders identifiable in 

chronic states. Such identification issues are thus particularly problematic 

when it comes to the early phase of affective psychoses. Therefore, early 

interventions strategies have widely been developed within a dimensional 

perspective that tend to include larger spectrums of disorders. However, 

these early intervention programmes are based on the rationale of adapted 

and personalized intervention strategies further highlighting the usefulness 

of identifying subgroups of patients with specific needs. This PhD thesis 

addresses four main questions: First, does the literature suggest that these 

patients have specific needs and outcome; second, are patients with 

affective psychosis significantly different from patients with non-affective 

psychosis on the basis of premorbid and clinical features; third, is this group 

composed of diagnoses that have sufficient commonalities to make such 

conceptual grouping relevant; and fourth, can we use the affective 

psychosis concept to develop stratification strategies on the basis of 

premorbid characteristics.  

 

In this introduction, we present the concepts of (1) affective psychoses, (2) 

early intervention, (3) first-episode affective psychoses and its identification 

issues, followed by (4) the aims of the PhD project. We then report the 

results of the studies addressing these aims in four chapters: (1) A narrative 

review of intervention in first-episode affective psychoses; (2) Exploring the 

clinical relevance of a dichotomy between affective and non-affective 

psychosis: Results from a first-episode psychosis cohort study; (3) Affective 

psychoses as a conceptual grouping in early psychosis: homogenous or 

heteronomous clinical features?; (4) Subtyping based on premorbid profile: 

A strategy to personalize treatment in first-episode affective psychosis. 
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Finally, we discuss the findings considering strengths and limitations of 

these studies, and suggest future developments. 

 

 The concept of affective psychosis 

Individual with affective psychoses are the target population of this project, 

and more precisely the early phase of their illness. The objective of this 

section is to introduce: 1) the concept of affective psychosis from its early 

definition to its current use; 2) the specific challenges of early intervention 

associated with this clinical entity; and 3) to what extent this project 

addresses important and original nosological issues that are relevant in 

clinical practice. 

 

The affective and non-affective psychosis dichotomy emerged with 

Kraepelin (Chia et al., 2019; Kraepelin, 1903) to clinically differentiate 

schizophrenia (dementia praecox) and psychotic mood disorders (manic-

depressive insanity). Indeed, the dementia praecox category gathered 

paranoid, catatonic and hebephrenic syndromes described as expressing 

dull mood and apathy, while the manic-depressive insanity category 

included bipolar disorder and recurrent depressive disorders, major clinical 

forms with depressive and/or manic disturbance (Kendler, 2020; Kraepelin, 

1903; Reddy, 2012). Affective psychosis nowadays refers to psychotic 

patients who, in addition to positive psychotic symptoms, display mood 

syndrome, either in the form of manic or depressive syndromes, or of a 

combination of both (Strakowski et al., 1998). This group of psychoses 

includes two affective disorders, namely major depressive disorder with 

psychotic symptoms (MDP) and bipolar I disorder (BD) with psychotic 

symptoms, as well as schizoaffective disorder (SAD; Bergé et al., 2016; see 

table 1 for the DSM-IV diagnostic criteria that we will use in this project; 

Lambert, Conus, Lambert, & McGorry, 2003; Proctor, Mitford, & Paxton, 

2004), a psychotic disorder with mood disturbance. Individuals with a 

diagnosis of affective psychosis represent a significant proportion (~30%) 
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of all psychotic patients (Proctor et al., 2004). However, although the 

concept of “affective psychosis” is applied in clinical settings and discussed 

in scientific publications, it currently lacks a clear and strong scientific basis 

(Chia et al., 2019; Conus & McGorry, 2002). 
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The lack of a strong scientific basis for the concept of “affective psychosis” 

raises the question as to whether this is an arbitrary clinical construct 

defining a convenient grouping of diagnostic categories, or an evidence-

based clinical entity that may be identifiable and useful to develop 

intervention guidelines (Borsboom, 2008). Although previous studies used 

this concept to investigate outcomes and even proposed some specific 

clinical guidelines for such patients (Aas et al., 2011; Kovasznay et al., 

1997; Lambert et al., 2003; Strakowski et al., 1998), there are relatively 

few studies on this topic, especially in the early stage of illness. To our 

knowledge, only few studies have addressed the conceptual issue of the 

existence or not of such a clinical entity based on scientific evidence 

(Brockington et al., 1979; Kendell & Gourlay 1970). These two studies have 

tried to identify a dichotomy in psychotic patient samples but found mixed 

results, suggesting that there was no clear dichotomy between affective and 

non-affective psychoses. However, these results should be taken with 

caution as these studies were based on heterogeneous samples of patients 

admitted to hospital at different stages of illness. Furthermore, one of these 

studies was cross sectional and therefore did not explore the dynamic of 

the illness (Kendell & Gourlay, 1970), and the others included outcome 

variables from a follow-up assessment done at very variable time points 

(Brockington, Kendell, & Leff, 1978; Brockington, Kendell, Wainwright, 

Hillier, & Walker, 1979). This is critical, considering that longitudinal follow-

up of multiple psychopathological factors seems crucial to characterize and 

identify the complex clinical picture of such mental disorders (Arrasate et 

al., 2014; Craddock & Owen, 2007). Accordingly, robust evidence to 

support or reject such a dichotomy would require a longitudinal and 

systematic assessment of psychopathology in a representative sample of 

patients. 

Previous findings from studies addressing the nosological issues of the 

psychosis spectrum suggested there may be a continuum between 

schizophrenia and BD (Cheniaux et al., 2008; Craddock, O'Donovan, & 

Owen, 2009; Ivleva et al., 2010; Moller, 2003), with a large number of 
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patients (45% of cases) standing in the middle of this continuum, 

expressing mixed forms of the disorders and displaying heterogeneous 

clinical presentation (Cheniaux et al., 2008; Keshavan et al., 2011). While 

this dimensional perspective on psychotic and mood disorders enables the 

inclusion of mixed forms of the disorders, it fails to provide clear 

stratification tools and subtypes useful for clinical practice. This is 

particularly important considering the wide range of patients in the middle 

of the continuum with various clinical phenotypes. Such a dimensional 

perspective, though important to explore the etiopathogenesis of mental 

disorders, might therefore be limited for the development of clinical 

guidelines (Craddock & Owen, 2007). 

 

In sum, the relevance of the concept of affective psychosis currently lacks 

strong scientific evidence. Grouping patients with mood and psychotic 

features who belong to different diagnostic categories, may however be 

useful for clinical purposes in order to stratify patients on the psychosis 

spectrum, and thus to develop interventions adapted to their specific needs. 

This might be particularly relevant for early intervention, that we will 

introduce in the next section, where boundaries between diagnostic 

categories are blurred (McGorry, 1994; McGorry et al., 1995). 
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 Early intervention in psychosis 

The objective of this section is to introduce the concept of early intervention 

in psychosis, its characteristics, and challenges. This section places special 

emphasis on presenting the stratification issues in clinical settings of early 

intervention that will be addressed in this project. We will then focus on the 

specificities of early intervention in first-episode affective psychoses. 

 

Early intervention programmes for psychosis have been developing over the 

last three decades. More and more specialized programmes have been 

implemented with the aim to reduce the duration of untreated psychosis 

(DUP) and in order to improve prognosis. Pre-psychotic manifestation of 

subthreshold symptoms, which might lead to more severe mental disorders 

(Eaton, Badawi, & Melton, 1995; Garety & Rigg, 2001) as well as the few 

years after the first-episode, defined as the first onset of florid psychotic 

symptoms (disorganization, hallucinations, delusion) sustained for more 

than a week (Krebs et al., 2014) and the three to five years following the 

onset, constitute the main periods targeted in early intervention. Indeed, 

the first few years of illness constitute a “critical period” for preventing 

chronicity and for developing interventions to promote sustained remission 

(Birchwood, Todd, & Jackson, 1998). Intensive and specialized 

interventions in the early phases of psychosis have shown to improve 

symptomatic and functional outcomes, increase satisfaction and 

engagement in care, as well as to reduce the risk of relapse (Fusar-Poli, 

McGorry, & Kane, 2017). Their effectiveness is also known to be better than 

treatment as usual regarding several outcomes in early psychosis such as 

adherence to treatment, number of hospitalizations, comorbid substance 

misuse, functional and symptomatic recovery and involvement in 

school/work (Correll et al., 2018; Craig et al., 2004; McGorry, Killackey, & 

Yung, 2007; Petersen et al., 2005). 
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Although specialized and integrated early intervention programmes improve 

care in psychosis, there are still some challenges to resolve. These include 

improving relapse prevention, long-term maintenance of treatment 

benefits, and the identification of patient groups with specific treatment 

needs in order to develop more adapted interventions. Early identification 

is particularly crucial in order to introduce appropriate treatment and care 

as soon as possible (McGorry, 2002). However, classical categories of the 

Diagnostic and Statistical Manual of Mental Disorders (DSM-5) are based on 

chronic states, giving pictures of prototypical forms of illness, 

notwithstanding unclear boundaries between disorders in the early stages 

(McGorry, 1994; McGorry et al., 1995). While the “psychosis” umbrella is 

used to facilitate detection rather than “schizophrenia“ (Driessen, Gunther, 

Bak, van Sambeek, & van Os, 1998), there are still some stratification 

issues due to unspecific onset, especially among those with mood syndrome 

who sometimes experience a very long delay before the introduction of 

appropriate treatment (Baethge et al., 2003; Egeland, Blumenthal, Nee, 

Sharpe, & Endicott, 1987; Fusar-Poli et al., 2017; Post et al., 2003). A large 

number of patients expressing mixed forms of illness, combining psychotic 

and mood features, have thus challenged the classical categorical 

perspective on psychotic disorders (Keshavan et al., 2011; Thaker, 2008). 

This suggests the need to further investigate mixed clinical phenotypes 

combining both categorical and dimensional measures to catch the 

complexity of the early course of psychotic disorders (Craddock & Owen, 

2007; Keshavan et al., 2011; Thaker, 2008) 

 

In sum, early stratification and introduction of optimal treatment is the 

major goal of early intervention in psychosis. The first-episode of psychosis, 

and the first 2 to 5 following years, constitute a critical period during which 

early intervention programmes have shown great effectiveness on the 

course of illness to prevent chronicity. However, differentiating affective 

psychoses at the onset may be challenging, especially among mixed forms 

of the illness with unspecific onset. This will be the focus of the next section. 
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 First-episode affective psychoses and its stratification and 

diagnostic issues 

Early intervention may face specific challenges when dealing with first-

episode affective psychoses. Focusing on first-episodes is an opportunity to 

intervene as soon as the illness is declared in order to prevent relapse, and 

chronicity. This section outlines the challenges of intervention and 

stratification in first-episode affective psychoses, and the gaps in the 

current literature, which the current project will take significant steps to 

address. 

 

First-episode affective psychoses can be defined as the first clear and 

sustained manifestation of psychotic symptoms combined with a depressive 

and/or manic syndrome (Krebs et al., 2014; Strakowski et al., 1998). The 

diagnosis of a first-episode affective psychosis is challenging, firstly because 

the clinical features of non-affective and affective psychoses may not be 

specific at onset which may lead to a preliminary diagnosis of a psychotic 

disorder not otherwise specified (Fusar-Poli et al., 2017), and secondly 

because early manifestation of affective psychoses are often atypical (Berk 

et al., 2007). For example, the diagnosis of BD is especially challenging 

considering its insidious onset often observed during adolescence or early 

adulthood with low specific symptoms like depression, sleep disturbance, 

energy fluctuation or irritability, and atypical mania like dysphoric or mixed 

forms (Berk et al., 2007). Consequently, it remains difficult to correctly 

stratify affective psychoses early on. Furthermore, the presence of a mood 

disorder in addition to psychotic symptoms may have an impact on 

treatment response and the evolution of the disorder, which suggests that 

specific treatment strategies may be required to treat affective psychoses 

(Fusar-Poli et al., 2017). Studying first-episode affective psychoses thus 

offers an opportunity to explore determinants of outcomes without the 

impact of relapses and long-term medication after several years of illness 
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like in chronic states, and it may enable the development of early 

intervention strategies that would fit to such neglected group.  

 

While first-episode psychoses have been widely explored in schizophrenia, 

affective psychoses remain largely neglected (Berk et al., 2007; Chia et al., 

2019; Conus & McGorry, 2002; Taylor, Bressan, Pan, & Brietzke, 2011). 

This is a major source of concern considering that patients with affective 

psychosis are at high risk of suicidal behaviour, multiple relapses and non-

adherence to treatment (Bergé et al., 2016; Berk et al., 2007; Bowtell et 

al., 2018). For example, a recent prospective study reported 50% of suicidal 

behavior in patients with first-episode affective psychosis at 12 months 

follow-up (Coentre et al., 2021), and 43% of relapse in first-episode 

psychosis patients after 2 years of follow-up (Bergé et al., 2016). 

Furthermore, while syndromic recovery is often achieved early after the 

onset of affective psychosis, symptomatic and functional recovery may be 

poor (Conus et al., 2006; Strakowski et al., 1998; Tohen, Strakowski, et 

al., 2000). Indeed, Strakowski et al. (1998) reported that only 35% of 

patients achieved functional recovery at 12 months follow-up after a first 

hospitalization for affective psychosis. Similarly, in another 12-month 

prospective study, showed that while 90% of patients with first-episode 

mania achieved syndromic recovery, 61% of them failed to get back to their 

previous level of functioning. Even after 24 month follow-up, functional 

recovery was 2.6-2.7 times less likely than syndromic recovery in patients 

with a first-episode of major affective disorder with psychotic features 

(Tohen, Hennen, et al., 2000). Research to improve our understanding of 

patients with affective psychosis is therefore crucial in order to develop 

early intervention and preventive strategies for this particularly sensitive 

population. 

Studies on first-episode affective psychoses mainly focused on first-episode 

mania (Chang et al., 2016; Conus & McGorry, 2002; Ratheesh et al., 2017; 

Strakowski, McElroy, Keck, & West, 1996), highlighting impairments in 
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premorbid adjustment (Ratheesh et al., 2017), and difficulties to fully 

recover (Conus & McGorry, 2002). Affective psychoses may, however, be 

characterized by manic and/or depressive syndrome associated with 

psychotic symptoms (Strakowski et al., 1998; Tohen, Strakowski, et al., 

2000). Past studies on first-episode affective psychoses focused almost 

exclusively on patients who express full-blown manic syndrome, thus 

neglected to include, SAD and MDP who did not express mania. It is worth 

noting that depressive and manic symptom dimensions may also co-occur, 

which can worsen prognosis and decrease patients’ quality of life and 

functioning (Bauer, Simon, Ludman, & Unützer, 2005). Unfortunately, the 

current literature lacks studies that take the co-occurrence of depressive 

and manic symptom dimensions in first-episode affective psychoses into 

account. It thus suggest that it would be important to study affective 

psychoses including both depressive and manic subthreshold symptoms. In 

addition, the co-occurrence of mood and psychotic symptoms may be 

particularly important to study in the early course of affective psychoses to 

stratify patients, considering their relative duration is at the basis of the 

differential diagnosis between BD and SAD.  

 

In sum, studying first-episode affective psychoses is an opportunity to pave 

the way to the development early intervention in a relatively neglected area 

of research. Poor symptomatic and functional outcomes, as is often the 

case, is a clear incentive for developing such specialized interventions for 

affective psychoses. However, current literature on first-episode affective 

psychoses lacks studies investigating the comprehensive spectrum of mood 

syndromes associated with psychotic features including both depressive and 

manic dimensions. Therefore, in order to develop effective early 

intervention programmes, it would be crucial to study first-episode affective 

psychoses with all its associated dimensions, either depressive, mixed or 

manic. 
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 Aims of the project 

Literature on early intervention in psychosis stresses the importance of 

conducting research on first-episode psychoses in order to develop clinical 

strategies that can prevent a chronic state from emerging. The need for 

clear identification guidelines for intervention in this field highlights the 

importance of such development. Considering the lack of a strong scientific 

basis for the concept of affective psychoses, we would like to address its 

clinical relevance in early intervention, considering, first its specific clinical 

features and the treatment challenges it generates, second the clinical 

differences between affective and non-affective psychosis, third the degree 

of commonalities between diagnostic categories included within the 

affective psychosis sub-group. Fourth, we would like to investigate its 

usefulness in stratification to identify subgroups of patients that may require 

specific early intervention strategies (see figure 1). 

 

 

 

The identification of clinical differences between affective and non-affective 

psychoses groups, as well as the study of the homogeneity within the 

affective psychoses group, may address the issue of the clinical relevance 

of a dichotomy within psychoses, and the pertinence of gathering diagnostic 

categories under the “affective psychosis” umbrella, including not only 

manic but also depressive and mixed states.  
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In addition, we would like to explore if patients stratification is possible 

within first-episode affective psychoses patients at baseline and based on 

clinical characteristics readily available to clinicians. Such stratification may 

pave the way for developing adapted early intervention strategies while 

overcoming stratification and diagnostic challenges in the early phase of 

affective psychoses. We will conduct clinical prospective studies in a cohort 

of first-episode psychosis patients treated at a specialized early psychosis 

intervention programme (the Treatment and Early Intervention in Psychosis 

Programme; TIPP) that has been implemented by Lausanne University 

Hospital’s Department of Psychiatry in 2004 (Baumann et al., 2013; Conus 

& Bonsack, 2004). Patients entering the programme are aged 18–35, reside 

in the Lausanne catchment area and have crossed the psychosis threshold 

according to the Comprehensive Assessment of At-Risk Mental States 

scale’s (CAARMS; Yung et al., 2005) Psychosis Threshold subscale. This 

project may therefore identify important clinical targets for specialized 

intervention, based on psychopathological characteristics that are 

accessible to clinicians. 

Finally, considering that manic and depressive symptoms could alternate 

and possibly co-occur, along with additional psychotic symptoms, we find it 

relevant to consider the longitudinal dynamic of symptoms by following the 

course of sub-groups of patients in the early phase of illness. Therefore, in 

order to better characterize the first-episode affective psychoses group, the 

studies of this PhD thesis will explore the dynamics of symptom dimensions 

over time. This is an original and pertinent approach considering that, to 

our knowledge, studies on first-episode affective psychoses have neither 

explored the dynamics of symptom dimensions over time, nor included both 

depressive and manic forms of psychosis. Moreover, studying psychotic and 

mood symptoms dimensionally, and including them even if they are only at 

subthreshold level and do not allow a diagnosis of depression or mania, may 

enable a more accurate longitudinal modelling. Such dimensional approach 

would improve our ability to investigate and stratify patients that do not 
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express a full-blown manic syndrome in the early course of affective 

psychoses.  
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2. Results 

The thesis’ objectives are addressed in four successive chapters. The first 

chapter, based on a narrative review, synthesizes and discusses the main 

findings and gaps in the literature on early intervention in first-episode 

affective psychoses. The second chapter addresses the clinical differences 

between affective and non-affective psychoses, focusing especially on the 

relevance of such a dichotomy in the early phase of illness. The third chapter 

explores the clinical relevance of the concept of affective psychosis in the 

early course of illness from the angle of the presence or not of a certain 

degree of commonalities in patients belonging to the diagnostic categories 

included in this concept. Finally, chapter four explores the relevance of a 

stratification of patients based on patients’ premorbid characteristics to 

develop adapted intervention strategies in first-episode affective psychoses. 

Below is a summary of the methods and results relevant to each of the 

chapters. 

  



25 

Chapter 1. A narrative review of intervention in first-episode affective 

psychoses (Appendices) 

This chapter presents a narrative review of the current literature on 

intervention in first-episode affective psychoses, with the objective of 

addressing the relevance of the concept of “affective psychosis” in early 

intervention. The selected studies were examined considering the following 

main topics of early intervention: diagnostic categorization, premorbid 

factors, intervention, duration of untreated illness, neurobiology and 

neurocognition. Our findings from the literature suggests that many 

characteristics of patients justify to consider this sub-grouping. We found 

that the concept of affective psychoses includes different diagnoses 

depending on the authors, especially regarding SAD which is not always 

included. Nevertheless, this review revealed specific psychopathological and 

neurocognitive characteristics in affective psychoses that may justify 

specialized intervention and suggests that the concept of affective psychosis 

is therefore relevant for early intervention. However, literature on this topic 

remains sparse, suggesting the need for further investigation, especially 

studies in first-episode cohorts including every diagnosis included under the 

affective psychoses umbrella, including SAD, MDP, BD. 

Personal contribution: I was personally involved in the conceptualization of 

the study. I worked with a librarian to develop the search strategies, 

undertook the publications selection process, then extracted the data, and 

synthesized the key results stemming from all the studies included. I finally 

wrote the review as first author. 
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Chapter 2. Exploring the clinical relevance of a dichotomy between affective 

and non-affective psychosis: Results from a first-episode cohort study 

(Appendices) 

The objective in this chapter was to explore the clinical relevance in early 

intervention of a dichotomy between affective and non-affective psychoses. 

A sample of 330 first-episode psychosis patients treated at our early 

intervention programme was studied prospectively. Our findings showed 

that patients with an affective psychosis were more likely to be female and 

had a shorter DUP than those with a non-affective psychosis. We also 

observed that positive symptoms remained lower over the 36-month follow-

up in the affective group. The affective psychosis group also showed a 

significantly better insight after 6 months follow-up, and a higher degree of 

variability of manic symptoms. The affective and non-affective groups did 

not differ regarding negative and depressive symptoms. The environmental 

quality of life and insight recovery were better in the affective psychosis 

group at 36 months follow-up. This study suggests the affective and non-

affective groups differ regarding the course of illness and outcome, which 

suggests the need for specific treatment adjustment. It therefore provides 

support to the utility of a dichotomy between affective and non-affective 

psychoses in early intervention. 

Personal contribution: I conceptualized the study, performed the statistical 

analyses in collaboration with P. Golay, and wrote the paper as first author. 
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Chapter 3. Affective psychosis as a conceptual grouping in early psychosis: 

homogenous or heteronomous clinical features? (Appendices) 

After exploring if sufficient differences justified a dichotomy between 

affective and non-affective psychoses in chapter 2, we explore, in chapter 

3, if, within the affective psychoses subgroup, there is a sufficient degree 

of homogeneity between diagnostic subgroups to justify grouping them 

together. Through a prospective study in a sample of 77 first-episode 

affective psychoses patients, we addressed, through Bayesian statistical 

methods, the issue of homogeneity within the group. Our analysis revealed 

an important number of commonalities between diagnoses within the 

affective psychosis subgroup regarding several socio-demographic variables 

and outcome characteristics. Moreover, no significant differences could be 

observed regarding the course of positive and manic symptoms. However, 

general and negative symptoms were more severe in SAD than BD patients 

during the first 18 months, as well as depressive symptoms during the first 

year. SAD patients displayed as well more difficulty to achieve functional 

recovery as well as to get back to work after discharge than the two other 

groups. Despite these differences and considering the similarities between 

SAD, MDP, and BD, developing clinical guidelines in early intervention using 

the affective psychosis grouping seems relevant and may be more 

achievable than relating to each psychopathological dimension However, 

the poorer prognosis of SAD regarding functioning may require specific 

attention and some complementary therapeutic approach.  

Personal contribution: I conceptualized the study, performed the statistical 

analyses in collaboration with P. Golay, and wrote the paper as first author. 
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Chapter 4. Subtyping based on premorbid profile: a strategy to personalize 

treatment in first-episode affective psychosis? (Appendices) 

In this chapter we investigate an alternative way to identify groups within 

first-episode affective psychoses, exploring the specific course of illness and 

needs of patients on the basis of information that may be available to 

clinician at entry to the programme, such as premorbid and baseline clinical 

characteristics. In order to do so, we conducted a prospective study in a 

sample of 74 first-episode affective psychoses using latent class analysis 

(LCA). 

Our results revealed three different groups within affective psychoses that 

were independent of diagnostic categories. The first group, composed of a 

majority of women, included patients with later onset of psychosis, and 

more severe depressive symptoms in the first 6 months, in contrast with 

the two other groups that revealed more severe manic symptomatology 

over the 36 months follow-up and an earlier onset of psychosis. Despite 

good symptomatic recovery, this group had difficulties in getting back to 

work at follow-up. The two latter groups differed regarding premorbid 

adjustment, psychiatric history and exposure to traumatic events. The 

group where patients displayed exposure to numerous serious antecedents 

had the worst prognosis (higher rate of hospitalizations and poorer global 

recovery, especially regarding return to work and to premorbid level of 

adjustment. This study provides further evidence of poor functional 

recovery in the early phase of affective psychoses. It also proposes an 

alternative way to stratify patients within affective psychosis based on 

premorbid characteristics; the distinct course and outcome characteristics 

of these groups suggest they may require specific treatment adjustment. 

This premorbid subtyping could therefore be used as a complement to the 

diagnosis, which is often difficult to determine at an early stage, in order to 

propose treatments that are better fitted to the needs of patients. . 

Personal contribution: I conceptualized the study, conducted the statistical 

analyses in collaboration with P. Golay, and wrote the paper as first author. 
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3. Discussion and future perspectives 

This thesis addresses the relevance of the concept of affective psychosis in 

the field of early intervention and explored the elements that may justify 

the development of specific treatment strategies for such patients. An 

important strength of our work is that it is based on the prospective follow-

up of patients over three years of treatment.  

More precisely, our aims were to study (1) the relevance of the concept of 

affective psychosis in early intervention, especially its specific clinical 

features and challenges (Study 1), its clinical differences compared to non-

affective psychosis (Study 2), and the degree of homogeneity of the 

diagnostic categories included within such conceptual grouping (Study 3); 

(2) its usefulness in developing stratification strategies based on clinical 

factors accessible to clinicians at entry, especially premorbid characteristics, 

in order to develop adapted early intervention strategies (Study 4). Study 

1, 2 and 4 have already been published in peer-reviewed journals. Study 3 

is currently under review.  

In this section, we discuss the main findings of the studies of this PhD thesis, 

especially the extent to which these results show that affective psychosis is 

a relevant concept in early intervention, and how such a concept can be 

used to stratify patients with specific needs. Strengths and limitations of 

this project are then highlighted, followed by suggestions for future 

developments. 

  

3.1. Affective psychosis, a relevant concept to develop treatment 

strategies targeted to patients with a combination of a mood 

disorder and psychotic features 

This thesis provides several pieces of evidence supporting the relevance of 

the conceptual grouping of affective psychoses in the early phase of such 

disorders. First, study 1 highlights the relevance of developing early 

intervention in first-episode affective psychoses. Indeed, developing early 
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intervention targeting such a sensitive population seems crucial considering 

the high risk of chronicity due to multiple relapses which can induce severe 

deficits (Conus, 2010). In addition, despite a good syndromic recovery, poor 

functional and symptomatic recovery has been observed (Studies 1 & 4; 

Conus et al., 2006; Salvadore, Drevets, Henter, Zarate, & Manji, 2008; 

Tohen, Hennen, et al., 2000; Tohen, Strakowski, et al., 2000). This 

population also require a focus on other therapeutic targets than reducing 

symptoms to favor long-term remission. For example, targeting 

neurocognition (processing speed, verbal working memory), trauma or 

comorbidities like substance abuse may be particularly important to develop 

care in first-episode affective psychoses (Study 1; Berk et al., 2007; Buck 

et al., 2020; Conus, 2010; Daglas et al., 2017; Daglas et al., 2014; Lee et 

al., 2014; Olvet, Burdick, & Cornblatt, 2013; Torrent et al., 2018). 

Second, developing specific early intervention strategies for affective 

psychoses may be relevant considering several specificities compared to the 

non-affective psychoses (Study 1). For example, contrary to the non-

affective psychoses, the clinical presentation of affective psychoses overlaps 

between mood and schizophrenia spectrum disorders such that both 

psychotic and mood dimensions should be considered in pharmacological 

treatment (Berk et al., 2007; Conus, 2010). Psychoeducation, which is 

particularly important in improving adherence to treatment, has also its 

specific challenges in this population considering false apparent good 

evolution of affective psychoses due to good syndromic recovery. Thus, in 

our narrative review (Study 1), we suggested that early intervention 

strategies should be adapted to deal with the specific clinical features and 

challenges of early affective psychoses.  

Moreover, study 2 provides evidence that the use of a dichotomy between 

affective and non-affective psychoses might be relevant to develop an 

adapted early intervention strategy for affective psychoses. Our results 

show several clinical differences between first-episode affective and non-

affective psychoses groups. While only duration of untreated psychosis 
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(DUP) and sex differed between groups at entry, the course of illness 

diverged all over the duration of the specialized early intervention 

programme, despite the personalized treatment adjustments inherent in 

such programme. Therefore, considering the clinical differences between 

affective and non-affective groups despite an adapted early intervention 

programme, it seems justified to develop a specific early intervention 

strategy targeting the needs of affective psychoses. 

However, study 2 also reveals mixed results, highlighting some elements 

not allowing a clear dichotomy between affective and non-affective 

psychoses. For example, our findings reveal no differences between groups 

in the course of depressive or negative symptoms all throughout the 36-

month follow-up, nor regarding symptoms and functioning at 2-month 

follow-up. Our findings thus also suggest that the affective psychosis 

concept encompasses patients that may be too heterogeneous. We 

therefore investigated the homogeneity of the diagnostic categories 

gathered under the affective psychoses umbrella (Study 3). Our findings 

revealed that SAD, BD and MDP had many similarities regarding premorbid 

characteristics, clinical evolution, and outcome. Therefore, clinical features 

in the early course of illness of the diagnostic categories within affective 

psychoses seemed homogeneous enough to justify the use of such 

conceptual grouping. Taken together, study 2 and 3 shows that the concept 

of affective psychoses may be relevant to gather patients with specific 

needs in a larger category that would be easier to stratify early on, contrary 

to the diagnoses requiring a lengthy process (Malhi, Green, Fagiolini, 

Peselow, & Kumari, 2008).  

Nevertheless, study 3 also shows some differences between diagnostic 

categories. The SAD group in particular had worse outcome than the BD 

group. However, in the course of illness, we could only observe a difference 

regarding negative and general symptomatology during the first 18 month 

follow-up between the SAD and BD groups, but not with the MDP group. 

This suggests that the course of symptoms only may not be relevant to 
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identify differences between groups, and thus to develop adapted early 

intervention strategies. It therefore seems important to develop other 

stratification strategies based on criteria other than symptoms and their 

evolution to subtype patients that would require specific early intervention 

strategies. 

In sum, study 1, 2, and 3 highlight the relevance of using the conceptual 

grouping of affective psychoses in early intervention. First, our findings in 

the narrative review (Study 1) show that first-episode affective psychoses 

remain largely neglected in the literature despite specific clinical features 

and challenging issues. Second, clinical features of first-episode affective 

psychoses and their early course diverge when examining the non-affective 

ones, which may require pharmacological and psychosocial adjustment of 

interventions (Study 2). Third, the diagnostic categories gathered under the 

concept of affective psychoses show several important similarities regarding 

the early course of illness and outcomes that could be used to develop 

shared clinical guidelines for affective psychoses (Study 3). However, some 

degree of clinical heterogeneity observed within affective psychoses could 

not be explained and identified based on differences regarding the course 

of symptomatology. This points out the importance of developing other 

stratification strategies (not only the diagnoses or a larger conceptual 

dichotomy between affective and non-affective) to subtype patients with 

specific needs that may require adapted early intervention strategies. 

Nevertheless, in our view the advantages outweigh the drawbacks of 

adopting this conceptual grouping because it is mostly supported by 

empirical data and it could be used clinically to improve early intervention. 

Using other clinical elements would thus be a complement to a primarily 

global stratification based on the concept of affective psychoses.  
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3.2. The usefulness of the concept of affective psychoses in developing 

stratification strategies to adapt early intervention 

This thesis provides evidence for the usefulness of identifying premorbid 

profiles within the conceptual grouping of affective psychoses. In the review 

(Study 1), we report that diagnostic process is a major issue of early 

intervention in affective psychoses (Berk et al., 2007; Malhi et al., 2008). 

Indeed, the overlap between mood and schizophrenia spectrum disorders 

makes such process especially complex for patients presenting psychotic 

symptoms but no manic, or only hypomanic symptomatology (Arrasate et 

al., 2014).  Strategies to stratify patients based on other clinical cues seem 

essential to subtype patients that may require adapted early intervention 

strategies, rather than only relying on long diagnostic process. Study 2 

provides evidence that the use of a categorical approach, based on clinical 

presentation in addition to dimensional measures of symptoms, may be 

useful for the practical purpose of stratifying and accurately characterizing 

groups of patients and their evolution. The categorical approach is often 

criticized in the literature, it is considered as a limited view compared to the 

dimensional perspective defining psychiatric disorders as a continuum on 

which each patients’ position is determined by their expression of multiple 

symptom dimensions (Borsboom, 2008). However, our findings show that 

such a categorical approach, combined with the accuracy of a dimensional 

follow-up of symptoms, enable to subtype patients with specific needs that 

may require adapted intervention strategies, which is in line with previous 

studies recommending to combine categorical and dimensional perspectives 

(Arrasate et al., 2014; Craddock & Owen, 2007; Keshavan et al., 2011). 

This kind of approach may thus address a clinical stratification issue on a 

scientific basis that is complementary to the complex pure dimensional 

perspective, and that also identifies specific therapeutic targets to adapt 

interventions.  

Furthermore, our results suggest that clinical features of SAD, BD, and MDP 

were homogeneous enough to use the large conceptual grouping of affective 
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psychoses despite some differences (Study 3). In addition, our findings 

reveal that symptom-based differentiation might be limited to identifying 

patients with specific needs within affective psychoses (Study 3). Moreover, 

our mixed results in study 2 suggest that complementing the dichotomy 

approach based on symptoms by including other patient dimensions (e.g. 

life story) would be important as previously suggested (Kenneth S. Kendler 

& Eric J. Engstrom, 2018). Stratifying patients with an affective psychosis 

based on premorbid factors and previous life events could therefore offer 

an opportunity to accurately subtype patients with specific needs based on 

elements that are accessible to clinicians at the beginning of intervention 

programmes. 

We used study 4 to explore premorbid-based subtypes within affective 

psychoses to identify patients at a very early stage that would benefit from 

specific early intervention strategies. Based on latent class analysis, we 

were able to identify three groups of patients within affective psychoses 

with distinct early course of mood symptoms and functional outcomes, who 

were independent of the diagnostic categories. These distinct premorbid 

profiles may thus require adjustment of pharmacological treatment and 

psychosocial intervention. Therefore, our results suggest that using 

premorbid characteristics may be relevant for clinicians to adapt 

intervention strategies very early on for specific groups of first-episode 

psychosis patients with a mood disorder. 

However, our exploration throughout the whole cohort, including the non-

affective group, confirmed that such premorbid-based subtyping strategy 

was relevant within the conceptual grouping of affective psychoses, but it 

was not considering the whole cohort. The use of the affective psychoses 

concept has practical purposes, as well as for research, and may therefore 

be a first-step to classify patients with first-episode psychosis and a mood 

disorder that may require specific early intervention strategies. As a second 

step, it seems necessary to develop stratification strategies within the 

conceptual grouping of affective psychoses based on clinical elements other 

than symptoms like premorbid characteristics. Our results (Studies 1, 2, 3, 
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4), show that the affective psychosis large grouping may be relevant for 

rapid and easy classification of first-episode psychosis patients with a mood 

disorder (either depressive, manic or mixed) that may require adapted 

intervention strategies. Study 4 also supports the usefulness of other 

clinical elements of patients, including life story (Kenneth S. Kendler & Eric 

J. Engstrom, 2018), to better cope with the heterogeneity within affective 

psychoses. Indeed, it may enable to identify groups of patients that may 

require adapted early intervention strategies. Combining the use of the 

affective psychosis umbrella with premorbid-based subtypes may be 

particularly pertinent to dealing with the diagnosis issues of first-episode 

affective psychoses patients without a full-blown manic syndrome (Arrasate 

et al., 2014). 

In sum, studies 1, 2, 3, and 4 highlight the relevance of using stratification 

strategies based on premorbid characteristics within the conceptual 

grouping of affective psychoses to identify groups of patients that may 

require adapted early intervention strategies. First, study 1 reveals several 

diagnoses and stratification issues within first-episode affective psychoses. 

Second, our results in study 2 and 3 confirm that dealing with the 

heterogeneity of patients included within the affective psychoses group 

would require stratifying patients based on other elements than the course 

of symptoms only. Finally, study 4 shows that premorbid characteristics 

may be used to stratify first-episode affective psychosis patients with 

specific needs in the early phase of intervention. Combining the use of the 

conceptual grouping of affective psychoses with premorbid-based subtyping 

profiles may therefore be relevant to deal with stratification issues, and to 

develop adapted early intervention strategies. 

 

3.3. Strengths and limitations 

This thesis project has several strengths. First, the cohort of patients 

studied in studies 2, 3, and 4 is rare considering the large sample of 

patients, the breadth of assessments available and the three-year duration 
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of the follow-up. This naturalistic and representative sample may likely 

allow the generalization of results to other patients with a first-episode 

affective psychosis. We were also able to include SAD, BD as well as MDP. 

The latter is often neglected, but more and more evidence show the 

importance of including MDP to study the psychosis spectrum (Study 4; 

Keshavan et al., 2011; Waddington & Buckley, 2013). In addition, the 

three-year follow-up allows us to provide robust results, substantiated by 

long-term change dynamics of symptoms. Second, the combination of 

frequentist and Bayesian statistics allowed us to provide strong evidence 

for differences between psychotic disorders but also to provide evidence of 

support for similarities within affective psychoses. The Bayesian approach 

was also a good way to partly circumvent the Type I and Type II error trade-

off in a moderate-size sample of affective psychoses (Study 3). Third, our 

analyses were based on clinical data that were collected as a clinical routine, 

and thus directly accessible to clinicians. This project may thus provide clues 

to adapt intervention strategies that can be easily implemented in clinical 

practice.  

Our findings must however be taken with caution while considering several 

limitations. First, most of the studies had a prospective design which does 

not allow to control for all possible confounding variables which might have 

influenced our results. Second, the exhaustive search strategy used in study 

1, although exploring five different data bases, may fail to scope all the 

studies of the literature as a proper scoping review would have maybe 

achieved. Third, the latent class analyses in study 4 were used in a relatively 

small sample, leaving the categories identified subject to change in a larger 

or different sample. Our results would thus require replication. Fourth, 

symptom differences between groups might have been hidden by the fact 

that we were not able to assess patients during the acute phase at entry, 

and also by the 6-month interval assessment of the longitudinal follow-up 

that may fail to catch the complex short term temporal dynamic of 

symptoms, which would ideally require even shorter assessment intervals. 

Fifth, the sample studied was recruited in one specialized early intervention 
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programme. It would therefore be important to reproduce the studies in 

other early intervention centers or other clinical settings including first-

episode psychosis patients. Finally, it would be important to consider, not 

only the onset, but the whole early development period of illness, including 

the prodromal period, to improve our understanding of the early course of 

illness and to face the identification and detection issues.  

3.4. Future perspectives 

This thesis project highlights the relevance of developing research on early 

intervention using the affective psychosis concept. Study 1 revealed that 

suicidal behaviour, substance abuse, adherence to treatment and multiple 

relapses despite remission phases represent major issues of early 

intervention in affective psychoses (Berk et al., 2007; Conus, 2010; Conus 

& McGorry, 2002). However, most studies on these topics in early 

intervention have not focused on affective psychoses. For example, while 

investigating suicidality, some studies examined first-episode psychosis 

(Björkenstam, Björkenstam, Hjern, Bodén, & Reutfors, 2014; Dutta et al., 

2010; Pompili et al., 2011; Robinson et al., 2010), or others focused on 

first-episode non-affective psychosis (Ayesa-Arriola et al., 2015; Canal-

Rivero et al., 2018; Canal-Rivero et al., 2020). Nevertheless to our 

knowledge, none of them investigated suicidality specifically in first-episode 

affective psychoses, including SAD, BP and MDP. Developing research 

focusing on such major issues in first-episode affective psychoses may thus 

offer an opportunity to improve our understanding of mechanisms 

underlying clinical issues to point out therapeutic targets, and to develop 

adapted early intervention strategies for this sensitive population. We 

therefore started to investigate these specific issues in early affective 

psychoses. A study on suicidality is currently under review.  

Otherwise, this thesis project shows the importance of studying 

dimensionally over the course of affective symptoms, both depressive and 

manic, to differentiate affective from non-affective psychoses groups (Study 

2), as well as sub-groups within affective psychoses (Study 4). This is in 
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line with previous literature showing the major role of affective dimensions 

(Ciompi, 2015; Salazar de Pablo et al., 2021; Sanchez-Gistau et al., 2015; 

Waddington & Buckley, 2013). We thus started to investigate the 

longitudinal co-occurrence of depressive and manic dimensions to identify 

profiles of patients and their evolution based on depressive and manic 

dimensions. 

Furthermore, this thesis project points out specific clinical challenges of 

affective psychoses and stratification strategies that enable to identify 

patients that may require adapted early intervention strategies (Studies 1, 

2, 3, 4). Because our work did not test any intervention strategies, further 

studies are required to investigate the impact of specific early intervention 

adjustment for affective psychoses. However, developing adapted 

intervention strategies for first episode affective psychoses that could be 

tested in a proper randomized-control trial would also require more studies 

to specify therapeutic targets of early affective psychoses. Such studies 

should also not be limited to one early intervention service, but should be 

reproduced in other early intervention programmes, or should be part of 

multicentric projects. We thus started a collaboration to develop a shared 

data base with another early intervention center in Australia. This PhD 

project is therefore a first step to pave the way toward the development 

and implementation of specific early intervention strategies for affective 

psychoses.  

Moreover, this PhD thesis highlights several stratification issues in early 

affective psychoses (Studies 1, 2, 3, 4; Berk et al., 2007; Keshavan et al., 

2011; Waddington & Buckley, 2013). All the prospective studies included in 

this thesis investigated the early course of illness in patients followed in an 

ambulatory programme for three years after their first-episode psychosis. 

However, the clinical data did not allow us to explore the acute clinical 

profiles of patients. It would thus be interesting to further explore the 

clinical profiles of affective psychoses patients during the acute first-episode 

phase, their specificities and evolution, to improve our ability to differentiate 
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affective from non-affective psychosis patients at first hospitalization. In 

our clinical setting, this kind of study would require the collection of 

retrospective data based on patients’ files of their first hospitalization before 

entry. 

Finally, this thesis project was limited to the first three years after the onset 

of psychosis. However, our findings reveal the importance of studying the 

course of symptoms dimensionally, and not only the full-blown syndromes. 

In order to develop our understanding of the early course of affective 

psychoses and respective identification tools, it would be important to 

develop studies investigating the course of manic, depressive and psychotic 

symptom dimensions in patients before the onset of psychosis. For 

example, studying the prodromal phase in young people with a risk of 

psychotic transition may enable us to improve our ability to identify atypical 

manic syndrome (Berk et al., 2007) or to distinguish affective from non-

affective psychosis earlier (Fusar-Poli et al., 2017). However, previous 

studies suggested that discriminant components within mood or psychotic 

symptoms would be important to consider such as activation (Arrasate et 

al., 2014), aggressive impulsivity, somatic delusion or imperative auditory 

hallucination (Salvatore, Baldessarini, Khalsa, & Tohen, 2021). 
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4. Conclusion 

This PhD thesis aimed to address the relevance of the concept of affective 

psychosis in early intervention and its usefulness in developing stratification 

strategies. Study 1 shows that first-episode affective psychoses have 

specific clinical features, and that major issues of early intervention in 

affective psychoses need to be addressed. Studies 2 and 3 highlight the 

clinical relevance of the conceptual grouping of affective psychoses 

considering differences with the non-affective, but also similarities between 

the diagnostic categories within the affective psychoses. Study 4 shows 

that, based on this conceptual grouping, premorbid-based profiles can be 

identified to develop adapted early intervention strategies. Therefore, our 

results show that the use of the concept of affective psychosis is clinically 

relevant, and suggests that complementing such a conceptual grouping with 

premorbid-based subtyping enabled us to identify groups of patients that 

may benefit from specific early intervention strategies. Further studies on 

early affective psychoses are however required to develop such adapted 

early intervention strategies. 
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A B S T R A C T   

While first-episode schizophrenia has received extensive attention in the literature, few studies have focused on 
the first episode of affective psychoses. Considering the lack of structured data regarding this diagnostic grouping 
commonly used in clinical settings, our aim was to scope the literature on first-episode affective psychoses to 
consolidate current knowledge and to identify areas to be targeted in future studies. We also planned to 
investigate the relevance of the “affective psychosis” concept regarding diagnostic categories and specific needs 
of intervention. We conducted a search on the Embase, Medline, PubMed, PsycINFO and Web Of Science da
tabases until October 2020. We selected studies and synthesized the key findings into a narrative review 
regarding major topics of early intervention research: diagnostic categorization, premorbid factors, intervention, 
duration of untreated illness, neurobiology and neurocognition. After screening 961 titles and abstracts and 193 
full-text papers, we selected 77 studies for inclusion. Our results showed heterogeneity in diagnosis-related 
grouping under the concept of affective psychoses, especially variability regarding the inclusion of schizo
affective disorder. Nonetheless, this concept still encompasses patients with different psychopathological and 
neurocognitive profiles from the non-affective patients requiring specialized intervention. This study thus pro
vided support for the relevance of this concept as well as a need for further investigation.   

1. Introduction 

Early intervention in psychosis offers opportunities to improve care 
during the critical phase of the first few years of illness to prevent a 
chronic course of the disorder (Conus and McGorry, 2002). While 
schizophrenia spectrum disorders have received extensive attention, 
affective psychoses remain a neglected area of research (Berk, 2007; 
Chia et al., 2019; Conus et al., 2010; Conus and McGorry, 2002). Af
fective psychoses encompass patients who, in addition to psychotic 
symptoms, have a mood syndrome. This group of psychoses includes two 
forms of the affective disorders DSM-5 diagnostic category (major 
depression with psychotic symptoms and bipolar disorder with psy
chotic symptoms), and depending on authors also includes schizo
affective disorder, which is a mixed form between schizophrenia and 
bipolar disorder (Lambert et al., 2003; Malhi et al., 2008; Proctor et al., 
2004; Strakowski et al., 1998), which is classified in the schizophrenia 
spectrum and other psychotic disorders category (American Psychiatric 
Association, 2013). Indeed, the large spectrum of psychotic and affective 
disorders overlaps when affective psychoses are concerned reflecting the 
dimensional nature of the disorders rather than innate and distinct 

diagnostic categories (Lambert et al., 2003; Malhi et al., 2008; Proctor 
et al., 2004; Strakowski et al., 1998). First-episode affective psychosis 
thus includes patients who in addition to the onset of psychosis revealed 
manic, depressive, or mixed form of mood disturbance. While largely 
neglected in the literature, affective psychoses represent an important 
proportion (~30%) of the diagnoses in first-episode psychosis programs 
(Proctor et al., 2004), and there is a considerable risk of relapse and poor 
outcome if not treated adequately (Berk, 2007; Conus and McGorry, 
2002; Strakowski et al., 1998). 

Early intervention in affective psychoses is especially challenging 
considering that despite a good syndromic recovery, symptomatic and 
functional recoveries remain poor (Conus et al., 2006b; Strakowski 
et al., 1998). Furthermore, previous literature reported that patients 
combining mood disturbance with psychosis are at high risk of suicidal 
behaviour, non-adherence to treatment as well as substance abuse and 
may also have comorbidity leading to poor prognosis without adapted 
treatment (Berk, 2007; Conus et al., 2006a,b; Conus and McGorry, 2002; 
Smith et al., 2014; Strakowski et al., 2000; Zarate and Tohen, 2000). The 
common overlap between mood and psychotic symptoms in schizo
phrenia spectrum disorders (~30% depression; Majadas et al., 2012), 
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bipolar disorder (~58% experience at least one psychotic symptom; 
Goodwin and Jamison, 2007), and major depressive disorder (~15% 
psychotic features; Johnson et al., 1991) should also urge the develop
ment of early intervention for such sensitive population. Despite these 
challenging issues, the early phase of affective psychoses remains 
understudied (Chia et al., 2019; Conus and McGorry, 2002). Moreover, 
affective psychoses are often included in larger studies on first-episode, 
failing to provide guidelines and intervention packages adapted to the 
specific needs of these patients (Chia et al., 2019; Marwaha et al., 2018). 
In addition, much of the available data on this sub-group of disorders has 
often focused on specific symptomatic phases, mainly first-episode 
mania (Chang et al., 2016; Conus and McGorry, 2002; Strakowski 
et al., 1996; Tohen et al., 2000a,b), and very few studies have explored 
the larger domain of First-Episode Affective Psychoses (FEAP). 

A review of early intervention in FEAP would enable to synthesize 
our current scientific knowledge on this topic to fill an important 
research gap. Moreover, it would enable to point out the potential spe
cific treatment needs and challenges of intervention in first-episode af
fective psychosis to better inform clinical practice but also to highlight 
issues that has to be investigated in further studies. Thus, it may be a 
useful study to ultimately improve outcomes for people with FEAP. In 
light of this, we conducted a narrative review of the literature on early 
intervention in FEAP. In this narrative review, we selected and synthe
sized the main findings of the literature on early intervention in FEAP 
regarding what we consider as major topics of early intervention 
research: 1) diagnostic categorization, 2) premorbid factors, 3) inter
vention, outcomes, 4) duration of untreated illness, 5) neurobiology and 
neurocognition. 

2. Method 

2.1. Data sources and search strategy 

A literature search based on an exhaustive search strategy (Bramer 
et al., 2018) was performed in five bibliographic databases (June 2019, 
updated in October 2020): Embase.com, Medline Ovid SP, PubMed (not 
Medline), PsycINFO Ovid SP and Web Of Science. This search strategy 
was developed to screen most of the studies available to provide a 
representative review of the literature on early intervention in FEAP. 
The search strategies were developed in collaboration with a librarian. 
They were adapted to the syntax and subject headings of each database 
and performed without date restrictions. For the full search strategy, see 
appendix 1. 

2.2. Study selection 

We screened all studies on FEAP based on predefined inclusion 
criteria: (1)“Affective psychoses” including schizoaffective disorder, 
bipolar disorder with psychosis and major depressive disorder with 
psychosis; (2) first-episode psychosis including patients who met the 
psychosis threshold criteria for the first time; (3) early intervention 
including any kind of psychiatric or psychological intervention. Exclu
sion criteria were (1) non-affective psychosis including schizophrenia, 
schizophreniform disorders (2) intoxication or organic brain disease 
psychotic disorder (3) first-episode affective disorders without psychotic 
features (4) early intervention for other disorders. In the first screening 
on abstracts, key words, and titles, we selected studies mentioning the 
first episode or early intervention without specification and at least one 
of the affective psychoses previously mentioned. Studies on schizotypy, 
high-risk populations, or prodromal periods were excluded, as were 
studies on first-episode schizophrenia. Then, the full texts of all poten
tially eligible studies were reviewed. In the selection based on the full 
text, we removed conference abstracts and book sections to ensure that 
the content was a direct source of study and had been reviewed by ex
perts. We also removed the remaining studies not mentioning results 
regarding affective psychoses and the first episode. One expert reviewer 

in the field performed every step in the selection process and handpicked 
additional papers that were relevant to the subject. We only included 
studies in English and French. 

3. Results 

The screening of the electronic databases identified 961 eligible 
papers. Thirteen additional papers from other sources were added. Of 
these, 77 articles met the final criteria for inclusion after the screening 
and selection process (Fig. 1). We organized the results by themes that 
emerged from the selected papers. 

3.1. Justifications for specific early intervention and challenges (Table 1) 

Early intervention in FEAP seems particularly important since the 
delay until the introduction of an appropriate treatment after the onset 
and the number of manic episodes are associated with greater risk of 
relapse, severe cognitive deficits, and worse general outcome (Conus 
and McGorry, 2002). However, although some clinical cues of the very 
early phase of mania have been identified, the challenge in establishing 
early intervention strategies remains complex since no clear consensus 
has been established to identify the actual onset of illness (Conus, 2010). 
Furthermore, the identification of affective psychoses is difficult, espe
cially bipolar disorder with insidious or depressive onset. In addition, 
the high prevalence of atypical features of mania during adolescence or 
early adulthood (with a higher prevalence of irritability rather than 
euphoria, for example) leads to a broad differential diagnosis with 
schizophrenia, personality disorders or behavioural disorders (Berk, 
2007; Conus et al., 2010). 

Once identified, the treatment itself is challenging as well, consid
ering difficulties in engaging patients and the high prevalence of suicidal 
behaviour, comorbid substance misuse and relapses (Berk, 2007), as 
well as potential difficulty in parenting (Craig and Bromet, 2004). 

3.2. Diagnostic categorization (Table 2) 

3.2.1. Diagnostic issues 
In 1997 in the UK, clinicians developed an observational database of an 

unselected population with first-episode psychosis (Proctor et al., 2004). 
They found an annual incidence for affective psychoses of 8.43 per 100 
000 population per year, psychotic depression (19%) being the most 
common of these diagnoses (Proctor et al., 2004). These results high
lighted the importance of affective psychoses within a cohort of 
first-episode psychosis. However, diagnosis is difficult to establish in 
first-episode patients (Radmanović, 2012) and may change within the first 
years (Pedrós et al., 2009) due to the emergence of mood episodes. For 
example, in this latter study, an initial diagnosis of schizophreniform and 
not otherwise specified psychotic disorders could evolve towards schizo
phrenia or affective psychoses over time, and none of the 
socio-demographic and clinical variables were significantly predictive of 
this evolution. Arrasate et al. (2014) suggested that affective dimensions 
play an important role in these diagnostic issues. Indeed, while activation 
dimensions predicted a diagnosis of bipolar disorder, early misdiagnosis 
was predicted by the presence of a depressive dimension but not by a 
manic dimension. To accurately differentiate psychotic disorders, Salva
tore et al. (2007) suggested using psychopathological features at onset. 
They found four subtypes of patients including mania with psychosis (I), 
mixed depressive-agitated state (II), excited-hallucinatory-delusional state 
(III), and disorganized-catatonic-autistic state (IV). Subtypes I and III were 
associated with mania, II with major depression or bipolar mixed state, 
and IV with major depression but negatively associated with mania. 

Despite these diagnostic issues, Subramaniam et al. (2007) found 
that schizophrenia and affective psychoses were the most stable di
agnoses. This result is in line with Coentre et al. (2011), who reported no 
cross-diagnosis between bipolar disorder and schizophrenia or schizo
phreniform disorder (schizophrenia criteria for more than a month but 
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less than 6 months) in classifications, suggesting a good practical use of 
classifications in the diagnostic process. It is important to note that while 
assessment by a specialized professional team may ensure high diag
nostic stability, a differential diagnosis between bipolar and schizo
affective disorders requires longitudinal follow-up (Schimmelmann 
et al., 2005; Schottle et al., 2012). 

3.2.2. Differentiation between affective and non-affective psychoses 
In general, presenting an affective psychosis rather than schizo

phrenia predicts better clinical and functional outcomes, and patients 
with first-episode mania may be more likely to achieve functional 
remission than first-episode with schizophrenia (Chang et al., 2016; 
Henry et al., 2010). However, contact with care usually occurs later in 

adolescents with affective psychoses than those with schizophrenia 
(Emck et al., 2001). Other inter-group differences were reported, for 
example, adolescents with affective psychoses were more likely to be 
females and to have manic symptoms (Emck et al., 2001). They reported 
no differences regarding premorbid functioning and depressive symp
toms. In another prospective study including both adolescents and 
young adults, Harris et al. (2005) found that the affective psychosis 
group was younger, included more females and had better psychosocial 
functioning than the non-affective psychosis group. Although patients 
with affective psychosis may recover more rapidly, they were signifi
cantly impaired overall. 

Furthermore, some studies specifically differentiated subgroups of 
affective psychoses from other psychotic disorders. Macmillan et al. 

Fig. 1. Flow diagram of the process of study selection for the review.  

Table 1 
Summary of results on justifications for specific early intervention and challenges in first-episode affective psychoses.  

Study Method Country Population (N; age) Follow- 
up 

Key findings 

Berk (2007) Review  Bipolar disorder   • specific challenges AP: psychotic symptoms, poor insight and rapid relapses 
associated with non-adherence to medication, high comorbidity with substance 
misuse, high risk of suicide and the impact of illness on the family  

• the bipolar disorder onset is often insidious starting with depression 
Conus et al. 

(2010) 
Review  Bipolar disorder   • atypical features of mania during adolescence or early adulthood  

• clinical cues of mania: irritability, increase of energy, flight of thoughts, euphoria  
• no consensus to identify the onset of illness  
• 60% of adolescents with a first episode of mania would also have psychotic 

symptoms  
• positive symptoms (self-recognition disorder), supposed to be specific to 

schizophrenia, can also be present in bipolar disorder  
• anomalous self-experience specific to schizophrenia  
• key manic features in first episode psychosis (irritability and increase of energy) 

have to be carefully differentiated from elements of behavioral disorders 
Conus and 

McGorry 
(2002) 

Review  First-episode mania   • symptomatic recovery AP > NAP  
• 40% of patients with first manic episode experience functional recovery at 24 

months  
• worse outcomes in patients with mixed episode  
• the delay until the introduction of an appropriate treatment after the onset and the 

number of manic episodes associated with greater risk of disruptive effects such as 
relapse, severe cognitive deficits and worse general outcome  

• earlier onset of bipolar disorder associated with greater risk of psychotic features 
and greater severity of symptoms, worse outcomes and more comorbidities 

Craig and 
Bromet (2004) 

Descriptive 
study 

USA First-admission psychosis 
(N = 453; 15–60 years) 

24 
months  

• at the entry, nearly half of females with mood disorders were parents and 29.1% of 
females with schizophrenia/schizoaffective  

• the highest lifetime substance use disorder rates for mothers in the bipolar disorder 
group (41.9%), 37% in the major depression group  

• 75% of fathers with bipolar disorders, and 50% with major depressive disorder lived 
with children at the entrance, only 5–15% of parents lived with their children at 6 
months follow-up  

• postpartum psychosis is not more frequent AP than in NAP  
• frequent thoughts of harm regarding child requiring close attention after childbirth 

Note. *AP = Affective psychoses; NAP = Non-Affective psychoses. 
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Table 2 
Summary of results on diagnostic categorization in first-episode affective psychoses.  

Study Method Country Population (N; age) Follow- 
up 

Key findings 

Diagnostic issues 
Arrasate et al. 

(2014) 
Prospective study Spain First-episode psychosis (N = 112; 

Mean age = 28.8) 
5 years  • mood dimensions, a good diagnostic tool to differentiate 

affective from non-affective psychoses  
• patients with bipolar disorder scored higher on manic symptoms 

both at baseline and at follow-up  
• activation dimension predicted a bipolar disorder at follow-up  
• absence of manic and presence of depressive symptoms predicted 

early misdiagnosis 
Coentre et al. 

(2011) 
Restrospective 

study 
England First-episode psychosis (N = 148; 

25.5) 
24 

months  
• no cross-diagnosis between bipolar disorders and schizophrenia/ 

schizophreniform disorders confirming the existence of two 
distinct entities  

• the highest agreement between classifications in affective 
disorders, namely in major depressive disorders with psychotic 
features  

• no difference between classifications for rating psychotic 
depression, mania/bipolar disorder with psychosis 

Schimmelmann 
et al. (2005) 

Prospective study Australia First-episode psychosis (N = 492; 
Mean age = 22.0) 

18 
months  

• Schizophrenia, schizoaffective disorder, bipolar disorder were 
the most stable diagnoses, schizophreniform disorder were the 
least stable  

• High diagnostic stability with assessment of patient and family 
by a specialized team  

• Longitudinal follow-up necessary especially for diagnoses such as 
schizophreniform disorder and bipolar disorder 

Subramaniam et al. 
(2007) 

Prospective study Singapore First-episode psychosis (N = 154; 
18–41 years) 

24 
months  

• schizophrenia and affective psychoses were the most stable 
diagnosis  

• a shorter DUP predicted a diagnostic change at follow-up 
Pedrós et al. (2009) Prospective study Spain First-admission with acute 

psychosis (N = 48; Mean age =
28.1) 

24 
months  

• diagnosis difficult to establish in first episode patients, may 
change within the first years  

• a diagnosis of schizophreniform and not otherwise specified 
psychotic disorders predicted an evolution toward schizophrenia 
and affective psychoses  

• none of the sociodemographic and clinical variables predicted 
the diagnostic evolution 

Proctor et al. 
(2004) 

Epidemiological 
study 

England First-episode psychosis (N = 227; 
≥15 years)   

• the commonest diagnoses were psychotic depression (19%) 
paranoid schizophrenia (11%), persistent delusional disorder 
(7%) and bipolar affective disorder (7.5%)  

• annual incidence for affective psychoses of 8.43 per 100 000 
population per year 

Radmanović 
(2012) 

Review  First-episode psychosis (children & 
adolescents)   

• distinguishing schizophrenia and bipolar disorder in psychotic 
adolescents is a key diagnostic issue 

Schottle et al. 
(2012) 

Epidemiological 
study 

Australia First-episode psychotic mania (N =
134; Mean age = 22.3) 

18 
months  

• schizoaffective disorder associated with longer DUP, higher 
illness severity and non-adherence rate at baseline, more trau
matic events than bipolar disorder  

• at follow-up, patients with bipolar disorder had better social 
functioning, less illness severity, more likely to achieve remission 
in positive symptoms, and to be employed than those with 
schizoaffective disorder 

Affective and non-affective distinctions 
Chang et al. (2016) Prospective study China First-episode mania with psychotic 

features and schizophrenia (N =
420; 15–25 years) 

3 years  • patients with first episode mania were younger, more likely to be 
hospitalized, had shorter DUP, had more severe positive 
symptoms and lower functioning at baseline compared to first 
episode schizophrenia 

• at follow-up, patients with first episode mania, had milder pos
itive symptom severity, higher rates of sustained employment, 
better functioning and functional remission than patients with 
first episode schizophrenia  

• first episode of psychotic mania rather than schizophrenia 
predicted better clinical and functional outcomes 

Emck et al. (2001) Retrospective 
study 

Netherlands Early psychosis (N = 129; 12–18 
years)   

• shorter DUP in adolescents with affective vs non-affective 
psychoses  

• adolescents with schizophrenia have treatment contact 2 months 
before the onset of prodromal symptoms whereas it takes place 8 
months after in affective psychoses  

• adolescents with non-affective psychoses were more likely to be 
boys, had more adjustment problems at school, had more 
frequently drug use, as well as positive and negative symptoms  

• no difference between groups regarding depressive symptoms 
but manic symptoms were more frequent in affective psychoses  

• adolescents with affective psychoses were more likely to be girls  
• no difference between groups on premorbid functioning 

Harris et al. (2005) Restrospective 
study 

Australia First-episode psychosis (N = 94; 
13–25 years)   

• “mood disorder” psychosis group was younger, included more 
females, had a better psychosocial functioning than 
“schizophrenia” and “mixed” psychosis 

(continued on next page) 
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(2007) indicated that bipolar psychoses can be distinguished from other 
psychotic disorders based on a lower level of negative symptoms at the 
one-year follow-up. Kapila et al. (2019) reported that patients with 
manic psychosis were younger and had shorter Duration of Untreated 
Psychosis (DUP) compared to both depressive and 
schizophrenia-spectrum psychoses. They also found that they had a 
higher level of education and more manic symptoms but fewer positive 
and negative symptoms at presentation. Additionally, patients with 
schizoaffective disorder differed from those with schizophrenia by 
higher levels of education, better employment status, and shorter DUP 
but higher scores on general psychopathology (Sim et al., 2007). Finally, 
patients with depression with psychotic features were more likely to 
have metabolic issues and a longer DUP than those with other psychotic 
disorders (Selvendra et al., 2014). Depression with psychotic features 
may be more frequent in older-onset patients and females (Macmillan 
et al., 2007). Kapila et al. (2019) also reported that these patients, 
compared to those with manic and schizophrenia-spectrum psychosis, 
were older, had lower positive symptoms at baseline and were more 
likely to be white. 

3.3. Premorbid factors (Table 3) 

Regarding socio-demographic information, premorbid characteris
tics seem to differ between affective and non-affective psychoses. While 
non-affective psychosis occurred more often in economically deprived, 
isolated places with less racial/ethnic diversity, affective psychoses were 
more likely to occur in neighbourhoods with lower intragroup racial/ 
ethnic density and higher intragroup racial/ethnic fragmentation 
(Richardson et al., 2018). Otherwise, affective psychoses were associ
ated with more stable social support (DeVylder and Gearing, 2013) and 
with shorter help-seeking delays than non-affective psychoses (O’Cal
laghan et al., 2010). Among those with affective psychoses, premorbid 
characteristics may also depend on gender. Indeed, Cotton et al. (2013) 
reported that females were more likely to have experienced sexual 
abuse, while men were more likely to have experienced forensic issues, 
as well as antecedents of drug abuse (Strakowski et al., 1996). 

Certain issues are highly prevalent in the history of patients with 

affective psychoses and may affect the course of illness. Firstly, the 
prevalence of past traumatic events experienced directly and personally 
was very high (48%) in first-episode psychotic mania (Daglas et al., 
2014). Most patients had been exposed to stressful life events during 
childhood or adolescence (Conus et al., 2010). A history of direct per
sonal trauma was associated with poorer social and occupational func
tioning, as well as higher levels of manic, depressive and general 
symptoms at follow-up (Daglas et al., 2014). Although the experience of 
psychosis in itself can be an opportunity for growth, it is another 
important traumatic issue (Dunkley et al., 2007). Secondly, past sub
stance abuse is widespread in first-episode affective psychoses and may 
influence the onset of illness and the time to hospitalisation (Strakowski 
et al., 1996). Indeed, antecedents of both alcohol and drug abuse, 
relative to their absence, were associated with more manic symptoms 
and more rapid hospitalisation in bipolar disorder (Strakowski et al., 
1996). Patients with a history of alcohol abuse had a later onset than 
those without any past drug abuse. 

3.4. Intervention (Table 4) 

3.4.1. Pharmacological treatment 
There are few guidelines for the treatment of first-episode mania 

(Power, 2015). Treatment in first-episode mania leads to full remission 
of the manic syndrome in most cases, but it may take longer for males, 
younger patients or those with psychotic features or a longer duration of 
untreated mania (Power, 2015). Available recommendations for the 
treatment of first-episode mania are similar in children and adults ac
cording to Power (2015) but with poor response rates in children. There 
is a stronger evidence base for the use of atypical antipsychotics than 
lithium in children and adolescents. Furthermore, combination thera
pies are more effective for severe presentations (Power, 2015). Phar
macological treatment in first-episode affective psychoses also depends 
on the type of episode (Douki et al., 1999). Lambert, Conus, Lambert, 
and McGorry (2003) recommended treating psychotic and affective 
syndromes as two dimensions using an accurate assessment of both. 
However, antipsychotics can be used as adjunctive treatment for FEAP 
regardless of manic or depressive aspects. Benzodiazepines can help 

Table 2 (continued ) 

Study Method Country Population (N; age) Follow- 
up 

Key findings  

• atypical antipsychotics were similarly used across groups but the 
“mood disorder” group more likely to be prescribed mood 
stabilizers and to be polymedicated  

• patients with “mood disorder” psychosis may recover more 
rapidly but significantly impaired overall 

Kapila et al. (2019) Prospective study England First-episode psychosis (N = 1014; 
18–35 years) 

12 
months  

• patients with manic psychosis were younger, had shorter DUP, 
higher level of education, compared to both depressive and 
schizophrenia-spectrum psychoses  

• patients with manic psychosis had more manic symptoms, lower 
positive and negative symptoms at presentation than both 
depressive and schizophrenia-spectrum psychoses  

• patients with depressive psychosis were older, had lower positive 
symptoms at baseline and were more likely to be white 

Macmillan et al. 
(2007) 

Prospective study England First-episode bipolar psychoses (N 
= 78; 14–35 years) 

12 
months  

• bipolar psychoses had lower level of negative symptoms, better 
quality of life and functioning at 3–6 months and at follow-up 
than other psychoses 

Selvendra et al. 
(2014) 

Descriptive study Australia First-episode psychosis (N = 164; 
16–65 years)   

• higher proportion of depression with psychotic features in older 
onset patients (over 40 years), higher rates of metabolic issues 
(diabetes, cholesterol, lipids, weight gain) and longer DUP than 
other psychoses  

• a majority of females in patients with depression with psychotic 
features 

Sim et al. (2007) Prospective study Singapore First-episode schizophrenia and 
schizoaffective disorder (N = 278; 

18–40 years) 

24 
months  

• schizoaffective disorder was associated with a higher level of 
education, a better employment status, a shorter DUP, higher 
scores on general psychopathology than schizophrenia  

• a shorter DUP was associated with better subjective quality of 
life. 

Note. *DUP = Duration of Untreated Psychosis. 
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with behavioural disturbances, agitation and insomnia. If psychotic 
symptoms persist, it is recommended to first switch to another atypical 
antipsychotic and continue with the mood stabilizer. 

Furthermore, Conus, Berk, and McGorry (2006) concluded that 
mood stabilizers, in contrast to antipsychotics, were often not prescribed 
in first-episode mania with psychotic features. They also highlighted 
poor treatment adherence in first-episode mania. Moreover, although 
atypical antipsychotics constitute a promising alternative to typical 
neuroleptics in acute mania, their prescription requires high awareness 
regarding side effects. Salvadore, Drevets, Henter, Zarate, and Manji 
(2008b) reported that both valproate and olanzapine are efficient 
pharmacological strategies in FEAP. Finally, Conus et al. (2015) showed 
that olanzapine and combined chlorpromazine and lithium had similar 
safety profiles, although olanzapine showed a higher rate and earlier 
occurrence of mania remission. 

Recently, Chia and colleagues’ (2019) manuscript, in addition to 
mentioning a lack of specific guidelines for first-episode mania patients, 
summarized current knowledge. It put forward that (a) a combination of 
mood stabilizers and atypical antipsychotics should be used, (b) past 
occurrences of manic or hypomanic episodes should always be investi
gated in first-episode depression patients, (c) lithium acts as a first-line 
mood stabilizer, followed by valproate as second-line treatment, and (d) 

risperidone, quetiapine, ziprasidone, and aripiprazole are the recom
mended atypical antipsychotic medications. They also mentioned the 
absence of recommendations regarding the duration of maintenance 
treatment. As maintenance treatment in first-episode mania, Jauhar 
et al. (2019) recommended lithium but raised concerns regarding 
tolerability and adherence. 

3.4.2. Psychosocial interventions 
Psychosocial interventions are essential to reduce residual symp

toms, prevent recurrence of mood episodes, improve psychosocial 
functioning, and to sustain remission in first-episode mania (McMurrich 
et al., 2012; Power, 2015). The development of a clear care package of 
early intervention and further professional training on the identification 
and management of FEAP are required (Marwaha et al., 2018). It is also 
necessary to develop psychoeducation and psychological interventions 
targeting engagement, the development of insight, adherence to treat
ment, comorbidities such as substance abuse, social phobia, self-esteem, 
and vocational recovery strategies that take into account the effect of 
illness on age-appropriate developmental tasks (Douki et al., 1999). 
Therefore, previous studies explored the implementation of psychoso
cial interventions. 

Macneil et al. (2012) tested a manualized psychological 

Table 3 
Summary of results on premorbid factors in first-episode affective psychoses.  

Study Method Country Population (N; age) Follow- 
up 

Key findings 

Socio-economic factors 
Cotton et al. 

(2013) 
Prospective study Australia First-episode psychotic mania 

(N = 118; Mean age = 22.4) 
18 

months  
• males were more likely to have past history of substance use and forensic 

issues  
• females were more likely to have experienced sexual abuse  
• at service entry, males had more substance use issues (cannabis) but were 

more likely to stop substance use during treatment than females. Males 
had also a more severe form of illness and poorer functioning  

• at follow-up, men were more likely to live with their families and there 
were no gender differences regarding psychopathology or functioning 

DeVylder and 
Gearing (2013) 

Retrospective 
study 

Canada First-episode psychosis 
adolescents (N = 84; Mean 

age = 14.7)   

• bipolar disorder and manic symptoms associated with more stable social 
support 

O’Callaghan et al. 
(2010) 

Retrospective 
study 

Ireland First-episode psychosis (N =
142; 16–65 years) 

18 
months  

• AP associated with shorter help-seeking delays both in the prodromal and 
psychotic phases than NAP 

Richardson et al. 
(2018) 

Epidemiological 
study 

England First-episode psychosis (N =
631; Mean age = 23.8)   

• reduced risk of AP associated with higher intragroup racial/ethnic density 
and lower intragroup racial/ethnic fragmentation. 

Trauma 
Conus et al. (2010) Prospective study Australia First-episode psychotic mania 

(N = 118; Mean age = 22.4) 
18 

months  
• 80% first-episode psychotic mania experienced stressful life events during 

childhood or adolescence  
• 24.9% of sexual or physical abuse history, and 29.8% of females sexually 

abused  
• Patients sexually or physical abused had poorer functioning and higher 

rates of forensic history, more likely to disengage from treatment and less 
likely to live with their family  

• history of sexual or physical history was not associated with poorer 
symptomatic or functional outcome 

Daglas et al. 
(2014) 

Prospective study Australia First-episode psychotic mania 
(N = 65; Mean age = 21.60) 

12 
months  

• very high prevalence (48%) of past traumatic events experienced directly 
and personally  

• no difference on global functioning at discharge  
• patients with past history of direct-personal trauma had poorer social and 

occupational functioning, higher levels of manic, depressive and general 
symptoms at follow-up 

Dunkley et al. 
(2007) 

Qualitative study Australia First-episode psychosis 
(Bipolar I disorder) 

(N = 2; 22 and 25 years)   

• the experience of psychosis, treatment, symptoms, loss of control, 
powerlessness, the impact on relationships and insight on illness are 
traumatic  

• the experience of psychosis can be an opportunity of growth regarding 
appreciation of life, deeper relating to others, enhanced perceptions of 
personal strength, and creation of new opportunities 

Substance abuse 
Strakowski et al. 

(1996) 
Retrospective 

study 
USA First-episode psychotic mania 

(N = 59; Mean age = 25)   
• past alcohol abuse was associated with later onset than those without any 

drug abuse  
• both antecedent of alcohol and drug abuse were associated with more 

manic symptoms and more rapid hospitalization than those without any 
substance abuse antecedents  

• men were more likely than females to have an antecedent of drug abuse 

Note. *AP = Affective psychoses; NAP = Non-Affective psychoses. 
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Table 4 
Summary of results on intervention in first-episode affective psychoses.  

Study Method Country Population (N; age) Follow- 
up 

Key findings 

Pharmacological treatment 
Chia et al. 

(2019) 
Review  Bipolar disorder   • A lack of differentiation first vs multiple episodes in guidelines  

• For a first episode psychotic mania or depression, a combination of mood 
stabilizers and atypical antipsychotics is the first-line treatment  

• Past manic or hypomanic episodes should be explored in case of a first episode 
depression  

• The first-line mood stabilizer is lithium carbonate, sodium valproate the second- 
line  

• Second generation antipsychotics recommended are risperidone, quetiapine, 
ziprasidone, and aripiprazole 

• In case of inadequate response, switching to another second-generation anti
psychotic and optimizing psychosocial intervention  

• A lack of guidelines regarding the duration and dose of maintenance treatment 
Conus et al. 

(2006a) 
Review  Bipolar disorder   • mood stabilizers often not prescribed in first-episode mania with psychotic 

features contrary to antipsychotics  
• treatment with mood stabilizers is stopped very early and treatment adherence is 

poor in first-episode mania  
• characterizing mania and depression leading to bipolar disorders to reduce delay 

before introducing appropriate treatment atypical antipsychotics, a promising 
alternative to typical neuroleptics in acute mania, but their prescription requires 
awareness regarding side effects (extra-pyramidal syndromes, tardive 
dyskinesia) 

Conus et al. 
(2015) 

RCT Australia First-episode psychotic mania 
(N = 74; Mean age = 21.5) 

8 weeks  • similar safety profile of olanzapine and chlorpromazine plus lithium  
• higher rate and earlier occurrence of mania remission with olanzapine 

Daglas et al. 
(2016) 

RCT Australia First-episode mania (N = 34; 
Mean age = 21.41) 

12 
months  

• for most cognitive domains, similar effects of treatment with lithium vs 
quetiapine  

• better improvement in phonemic fluency when participants were treated with 
lithium vs quetiapine 

Douki et al. 
(1999) 

Review  First-episode psychosis   • a manic episode can be treated with both mood stabilizers and antipsychotics or 
with antipsychotics  

• a depressive episode can be treated with both antidepressants and antipsychotics 
Jauhar et al. 

(2019) 
Review  First-episode mania   • pharmacological treatment for acute mania should consider recommendations 

for established illness  
• lithium may be the gold standard treatment for maintenance treatment  
• for individuals with concerns regarding adherence and tolerability with lithium, 

low-dose antipsychotics may be more tolerable with less propensity for weight 
gain  

• maintenance treatment should be based on natural course of illness considering 
previous mood symptoms, and taking into account variability in efficacy of 
antipsychotic medication as maintenance treatment 

Lambert et al. 
(2003) 

Review  First-episode psychosis   • treating psychotic and affective syndromes as two dimensions with accurate 
assessment of both, subtyping regarding the course and psychosocial features  

• antipsychotics the most commonly prescribed adjunctive treatment in FEAP 
which can be introduced regardless of manic or depressive aspect  

• Benzodiazepines added for behavioral disturbances, agitation and insomnia  
• for long-term treatment, antipsychotic treatment should be discontinued for 6–8 

weeks until the full remission of the affective syndrome in bipolar disorder, a 
schizoaffective disorder should be treated with a combination of mood stabilizer 
and atypical antipsychotic  

• if psychotic symptoms persist, first switch to another atypical antipsychotic and 
continue with the mood stabilizer 

Power (2015) Review  Bipolar disorder   • treatment in first-episode mania lead to full remission in 6 weeks in 50% of cases, 
take longer for males, younger patients or those with psychotic features or a 
longer duration of untreated mania  

• patients with adult onset will achieved remission by 1 year in 90% of cases, 
adolescents in 85% of cases  

• lithium, valproate or atypical antipsychotic remain the first line of treatment  
• phase-specific pharmacological treatment would be useful  
• combination therapy is more efficacious for severe presentation  
• similar treatment in children and adults, but poor response rates in children  
• in children and adolescents, atypical antipsychotics have a stronger evidence 

base than lithium. Lamotrogine is not recommended (risk of fatal skin rashes), 
little evidence in favor of valproate or carbamazepine, risperidone is approved 
for a brief use with greater safety concerns 

Salvadore et al. 
(2008b) 

Review  Bipolar disorder   • Valproate (mood stabilizer) and olanzapine (atypical antipsychotic) efficient 
pharmacological strategy and commonly used in first-episode AP 

Zarate and 
Tohen (2000) 

Prospective 
study 

USA First-episode psychosis (N =
158; Mean age = 30.6) 

6 
months  

• Lower antipsychotic medication exposure in manic patients than in nonaffective 
psychotic patients at follow-up  

• Manic patients more likely to be treated with mood stabilizer than nonaffective 
psychotic patients  

• Manic patients more likely to receive lower doses of antipsychotics at discharge, 
at follow-up than the nonaffective group, and if recovered 

(continued on next page) 
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intervention. They found that this intervention improved depressive and 
general symptoms but not manic symptoms. It also improved social and 
occupational functioning after 18 months. Perlini et al. (2020) reported 
that mindfulness-based intervention may also be effective, especially to 
reduce distress associated with the onset of mania and/or psychosis. 
Furthermore, psychoeducation, Cognitive Behavioural Therapy (CBT), 
and family interventions have shown good results in bipolar disorder, 
especially in the early course of illness, and with young people (Power, 
2015). Otherwise, Vallarino et al. (2015) suggested the Internet as a 
suitable way of delivering individualized interventions. 

In addition to psychotherapy, self-help resources, practical advice to 
re-establish a daily routine, and long-term recommendations may be 
crucial in FEAP (Power, 2015). Not only does psychosocial intervention 
requires several therapeutic tools, but also a good therapeutic alliance 
for treatment adherence combined with psychoeducation for patients 
and their relatives (Maurel et al., 2010). However, some differences 
between bipolar and schizoaffective disorders in therapeutic response, 
especially to integrated and individualized case management interven
tion, suggests the necessity of more intense care for schizoaffective 
disorder (Vallarino et al., 2015). 

3.5. Outcomes (Table 5) 

3.5.1. Symptoms 
Some studies investigated symptomatic differences within affective 

psychoses. In a study on first-episode mania, Azorin et al. (2012) pointed 
out that people with a unique episode can be distinguished from those 
experiencing multiple episodes by more psychotic and fewer depressive 
symptoms but not by temperament and anxiety. In contrast, higher level 
of anxiety, and especially social anxiety, distinguished patients with 
unipolar depression from those with bipolar disorder (Scott et al., 2013). 
Sub-groups differences within bipolar I manic patients on mood symp
toms (depressive, manic, mixed) expressed at onset were also observed 
(Azorin et al., 2011). 

Otherwise, symptomatic recovery seems challenging in affective 
psychoses. Although a majority of adolescents or adults with affective 
psychoses achieved syndromal recovery (8 weeks without a depressive 
or manic episode), they did not achieve symptomatic recovery (8 
contiguous weeks with minimal affective symptoms) within 2 years after 
a first episode (Salvadore, Drevets, Henter, Zarate and Manji, 2008a). A 
more frequent and rapid syndromic recovery was associated with full 
compliance (Strakowski et al., 1998). However, although the develop
ment of insight has a large impact on hospital admission (Ramu et al., 
2019), it may partially improve the course of symptoms in FEAP (Smith 

Table 4 (continued ) 

Study Method Country Population (N; age) Follow- 
up 

Key findings  

• No difference between groups regarding the frequency of antipsychotic 
medication use 

Psychosocial interventions 
Douki et al. 

(1999) 
Review  First-episode psychosis  • necessary to develop psycho-education and psychological interventions target

ing engagement, development of insight, adherence to treatment, comorbidities 
(substance abuse), social phobia, self-esteem, vocational recovery strategies and 
that would consider the effect of illness on age-appropriate developmental tasks 

Macneil et al. 
(2012) 

RCT Australia First-episode mania (N = 40; 
Mean age = 21.5) 

18 
months  

• the manualized psychological intervention for bipolar disorder had a significant 
effect on depressive and general symptoms but not on manic symptoms, 
improved significantly social and occupational functioning after 18 months, no 
significant effect regarding number or type of relapses 

Marwaha et al. 
(2018) 

Qualitative 
study 

England Staff of an intervention 
service   

• sufficient knowledge about AP  
• the development of clear package in early intervention of AP and more training 

required 
Maurel et al. 

(2010) 
Review  First-episode mania   • Important to establish a good therapeutic alliance for treatment adherence and 

psychoeducation for patients and their relatives  
• observance is one main challenge considering the severity of a first episode 

requiring biotherapy, and the young addict population affected 
McMurrich et al. 

(2012) 
Review  First-episode mania   • psychosocial interventions reduce residual symptoms, prevent recurrence from 

mood episodes, improve psychosocial functioning  
• pharmacotherapy showed good results for acute episodes but not for sustained 

remission 
Perlini et al. 

(2020) 
Review  Early psychosis   • mindfulness-based intervention may improve symptomatology, functioning, 

emotion regulation, and reduced the psychological distress of the onset of mania 
and/or psychosis  

• it may be a feasible, well-tolerated, and effective approach 
Power (2015) Review  Bipolar disorder   • psychological interventions promote recovery, reduce risk of relapses and 

secondary morbidity in first-episode mania  
• psychoeducation, cognitive behavioral therapy (CBT) have shown good results 

in bipolar disorder, especially early in the course of illness, and with young 
people  

• In young people, adding CBT to medication reduces risk of relapse and is cost 
saving  

• family interventions reduce rates of mania and depression at 12 months follow- 
up for young people with a bipolar disorder  

• psychotherapy, self-help resources (books) provide useful support  
• young first-episode people need practical advice to re-establish a daily routine, 

long term-recommendations should include information about drugs, alcohol, 
stimulants, steroids, childbirth and reducing risk for one’s children 

Vallarino et al. 
(2015) 

Review  Bipolar disorder   • the Internet is an effective way of delivering individualized intervention, 
improves social connectedness, reduces depressive symptoms and showed high 
uptake to the program  

• better clinical and functional outcomes in bipolar disorder than schizoaffective 
disorder to integrated and individualized case management intervention 

Note. *AP = Affective psychoses; NAP = Non-Affective psychoses. 
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Table 5 
Summary of results on outcomes in first-episode affective psychoses.  

Study Method Country Population (N; age) Follow-up Key findings 

Symptoms 
Azorin et al. 

(2011) 
Retrospective 

study 
France First-episode bipolar I disorder (N =

1008; Mean age = 42.9)   
• patients with manic onset had a hyperthymic temperamental 

predisposition, had a first episode triggered by substance abuse, an 
illness course with pure, severe and psychotic mania.  

• patients with depressive onset had a first episode triggered by stress 
and alcohol, had an illness course with more episodes, cyclicity, 
suicide attempts, anxious comorbidity and residual symptoms  

• patients with mixed episode at onset shared characteristics with both 
manic and depressive onset but had more mixed episodes and 
cyclothymic temperament 

Azorin et al. 
(2012) 

Retrospective 
study 

France First- and multiple-episode mania (N 
= 1090; 18–65 years)   

• people with first episode mania had more psychotic and fewer 
depressive symptoms but were comparable to multiple episode 
patients regarding temperament and anxiety  

• the prodromal phase of first episode mania was characterized by a 
shorter delay before correct diagnosis, greater substance use, being 
not divorced, greater stressors before current mania, a prior diagnosis 
of an anxiety disorder, lower levels of depression during index manic 
episode, more suicide attempts in the past year 

Ramu et al. 
(2019) 

Prospective 
study 

England First-episode psychosis (N = 2026; 
both children and adults) 

from 12 to 
60 months  

• poor insight was positively associated with age 16–35, bipolar 
disorder, history of cannabis use, and negatively associated with 
white ethnicity and depression  

• poor insight was significantly associated for higher levels of 
outcomes (number of psychiatric hospital admission, legally enforced 
admission, number of unique antipsychotics prescribed, number of 
inpatient days) at follow-up 

Salvatore et al. 
(2007) 

Prospective 
study 

USA First-episode psychosis (N = 377; 
Mean age = 30.8) 

24 months  • Psychopathological features gathered into four factors: mania with 
psychosis (I), mixed depressive-agitated state (II), excited- 
hallucinatory-delusional state (III), disorganized-catatonic-autistic 
state (IV)  

• Factors I and III were associated with mania, II with major-depression 
or bipolar mixed-state, IV with major depression and negatively with 
mania 

Salvadore et al. 
(2008a) 

Review  Bipolar disorder   • A majority of adolescents or adults with affective psychoses achieve 
syndromal recovery (8 weeks without a depressive or manic episode) 
but not symptomatic recovery (8 contiguous weeks with minimal 
affective symptoms) within 2 years after a first episode 

Scott et al. 
(2013) 

Retrospective 
study 

Australia Bipolar disorder and unipolar 
depression (N = 308; Mean age =

19.4)   

• comparable psychological distress, depressive symptoms, current 
role impairment, neuropsychological dysfunction, and alcohol or 
substance misuse between both groups  

• the unipolar depression group showed higher level of social anxiety 
reported  

• bipolar patients were more likely to have a family history of bipolar 
or psychotic disorder as well as substance misuse but not depressive 
disorders 

Smith et al. 
(2014) 

Prospective 
study  

First-episode psychotic mania (N =
83; Mean age = 21.5) 

18 months  • poor functioning, great severity of manic and overall symptoms were 
associated with poor insight at baseline  

• level of insight at baseline did not predict symptomatology or 
functioning at follow-up 

Strakowski 
et al. (1998) 

Prospective 
study 

USA First-episode affective psychosis (N =
109; Mean age = 26) 

12 months  • full compliance was associated with more frequent and rapid 
syndromic recovery, and was more common in white patients, and in 
patients without substance abuse  

• delayed symptomatic recovery in patients with substance abuse  
• higher socio-economic status was associated with both symptomatic 

and functional recovery  
• good premorbid function was associated with functional recovery  
• only 35% of patients achieved functional recovery 

Strakowski 
et al. (2000) 

Prospective 
study 

USA First episode mania (N = 42; 16–45 
years) 

8 months  • Mood-incongruent psychosis was associated with longer time 
exhibiting psychotic symptoms, poorer overall functioning than 
mood-congruent psychosis  

• The two sub-groups had similar percent of weeks with affective 
symptoms or syndromes 

Functioning 
Abdel-Baki 

et al. (2013) 
Descriptive 

study 
Canada First-episode psychosis (N = 97; 

18–30 years) 
Over 60 
months  

• AP vs NAP were more likely to have a productive occupation at 
follow-up  

• prior employment predicted better occupation at follow-up 
Berge et al. 

(2016) 
Prospective 

study 
Spain First-episode psychosis (N = 140; 

Mean age = 25.4) 
24 months  • affective psychoses and non-affective psychoses did not differ in 

terms of days until the first relapse and global functioning at follow- 
up 

Conus et al. 
(2006b) 

Prospective 
study 

Australia First-episode psychotic mania (N =
87; Mean age = 22.1) 

12 months  • 90% of syndromic and 60% of symptomatic recovery at 6 and 12 
months  

• A majority of patients both at 6 months (66%) and at 12 months 
(61%) fail to get back to their premorbid functioning 

(continued on next page) 
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et al., 2014). Finally, symptomatic recovery was correlated with higher 
socioeconomic status (Strakowski et al., 1998) and may be more difficult 
in patients with mood incongruent symptoms (Strakowski et al., 2000) 
and substance abuse. 

3.5.2. Functioning 
While most patients with a first-episode mania achieve syndromic 

recovery, most of them fail to recover at the functional level (Conus 
et al., 2006b; Tohen et al., 2000a,b). Previous literature thus identified 
some factors that may affect functional recovery, among those an age of 
onset over 30 years and a short length of stay (Tohen et al., 2000). At 12 
months, it was predicted by age at intake, familial antecedents of af
fective disorder, illicit drug use and functional recovery at 6 months 
(Conus et al., 2006b). However, although premorbid social adjustment 
predicted short-to medium-term interpersonal functioning in 
first-episode mania, functioning at the 18-month follow-up was not 
predicted by premorbid adjustment (Ratheesh et al., 2017). 

Elsewhere, previous literature compared affective and non-affective 
psychoses in terms of functional adjustment. In a first-episode psychosis 
cohort, Shinn et al. (2017) found that patients with affective psychoses 
had better premorbid functioning than those with other psychotic dis
orders. Moreover, Abdel-Baki et al. (2013) found a higher rate of pro
ductive occupation at the 5-year follow-up in the affective than the 
non-affective psychosis sub-group. Although Henry et al. (2010) 

reported a better global and psychosocial functioning in those with af
fective than those with non-affective psychoses at 7-year follow-up, they 
found no difference regarding vocation. Berge et al. (2016) also did not 
find any inter-group differences on global functioning after 2 years. 

3.5.3. Physical health 
Very few studies have reported results regarding physical health in 

FEAP. Early overweight was a predictor of obesity (Strassnig et al., 
2017). At a 20-year follow-up, approximately 50% of patients with bi
polar disorder were obese, but the prevalence of obesity was greater in 
patients with schizophrenia, and those with bipolar disorder experi
enced a later development of obesity. Furthermore, Archie et al. (2015) 
highlighted that there was a 75% probability of developing an abnormal 
lipid test result within the first 18 months after receiving antipsychotic 
medication, with men showing a shorter median time to develop this 
than females. 

3.6. Duration of untreated illness (DUI) (Table 6) 

In general, diagnoses of affective psychoses and psychotic mania, but 
not of psychotic depression, have been associated with a shorter DUP in 
comparison to schizophrenia (Basu et al., 2015; Bhui et al., 2014; Large 
et al., 2008). The Nottingham Onset Schedule was reported to be an easy 
and reliable standardized tool to measure DUP (Singh et al., 2005). 

Table 5 (continued ) 

Study Method Country Population (N; age) Follow-up Key findings  

• Age at intake, family history of affective disorder, illicit drug use, 
functional recovery at 6 months predicted functional recovery at 12 
months 

Henry et al. 
(2010) 

Prospective 
study 

Australia First-episode psychosis (N = 651; 
Mean age = 28.7) 

7 years  • better global and psychosocial functioning and quality of life in 
affective psychoses than in schizophrenia at follow-up, no difference 
regarding vocation (time living independently, work status) 

Ratheesh et al. 
(2017) 

Prospective 
study 

Australia First-episode mania (N = 117; Mean 
age = 21.4) 

18 months  • premorbid social adjustment predicted short to medium term 
interpersonal functioning  

• premorbid adjustment was not associated with illness severity at 
follow-up  

• premorbid academic adjustment correlated with vocational 
functioning 

Shinn et al. 
(2017) 

Descriptive 
study 

USA First-episode psychosis (N = 92; Mean 
age = 21.4) 

30 months  • patients with affective psychoses had better premorbid functioning, 
baseline indices of severity between groups were similar, the 
retention rate was lower in the not otherwise specified (NOS) group 
than in affective psychoses  

• primary psychosis groups and affective psychoses or NOS groups had 
a majority of individuals who dropped out of treatment early 

Tohen et al. 
(2000a) 

Prospective 
study 

USA First episode major affective disorders 
with psychotic features (N = 219; 

Mean age = 34.1) 

24 months  • While most patients attained syndromal recovery, only one third of 
them recovered functionally  

• Low initial depression severity, functional recovery by 6 months, 
short length of stay, and age of onset of 30 years or older were 
associated with syndromal recovery  

• Age of onset of 30 years or older, and short length of stay were 
associated with functional recovery 

Tohen et al. 
(2000b) 

Prospective 
study 

USA First-episode psychosis (N = 296; 
Mean age = 31.9) 

6 months  • Syndromal recovery rates were the highest in the major affective 
disorder sub-group (81%), followed by non affective acute psychoses 
(74%), schizoaffective disorders (70%), and the lowest were for 
schizophrenia (36%)  

• Functional recovery was associated with syndromal recovery, shorter 
hospitalization normalized to year, and older age at onset  

• Two third of patients who had attained syndromal recovery did not 
achieved functional recovery at follow-up 

Physical health 
Archie et al. 

(2015) 
Retrospective 

study 
Canada First-episode affective psychoses (N 

= 53; Mean age = 23.8)   
• a probability of 75% to develop an abnormal lipid test within the first 

18 months after receiving antipsychotic medications  
• the median time to develop an abnormal lipid test was 8 months for 

men and 12 months for females 
Strassnig et al. 

(2017) 
Prospective 

study 
USA First-episode bipolar disorder and 

schizophrenia (N = 233; 15–60 years) 
20 years  • early overweight was a predictor of eventual obesity  

• around 50% of patients with bipolar disorder were obese at follow-up 
but greater prevalence of obesity in schizophrenia  

• bipolar patients experience a later development of obesity than in 
schizophrenia, probably due to their lower initial BMI, suggesting 
more time to intervene to prevent weight gain 

Note. *AP = Affective psychoses; NAP = Non-Affective psychoses. 
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However, the definition of the DUI or DUP may vary across studies, 
which affects the results. Indeed, in a meta-analysis including studies on 
bipolar disorders with or without psychosis, the delay between the onset 
and management of illness was 5.8 years, but there was a high degree of 
heterogeneity between samples (Dagani et al., 2017). Studies defining 
the onset as the first episode and management of illness as the age at 
diagnosis found longer intervals. 

Reducing DUI is a major challenge in early intervention, and some 
studies have explored its impact and possible specific interventions. 
Considering the central role of emotional disturbances in patients with 
psychosis associated with interpersonal problems, Malik et al. (2010) 
investigated the impact of DUP on emotion recognition. They found that 
a longer DUP was associated with more difficulties in facial emotion 
recognition. Moreover, Malla et al. (2014) implemented a targeted 
intervention to reduce DUP. Interestingly, the impact on DUP was sig
nificant. Indeed, they showed an increase in the proportion of patients 
referred to early intervention services, especially for those with affective 
psychoses. 

3.7. Neurobiology and neurocognition (Table 7) 

3.7.1. Neurocognitive and neurostructural abnormalities 
Previous literature has suggested important neurocognitive impair

ments associated with affective psychoses. In line with this, patients 
with FEAP show impaired psychomotor speed, attention, working 
memory, verbal learning, visual and verbal memory, and cognitive 
flexibility (Daglas et al., 2016; Lee et al., 2014; Olvet et al., 2013). While 
Lee et al. (2014) suggested that these deficits were not mood-state 
dependent, Sax et al. (1998) found that attentional impairments were 
associated with mania and did not persist after 2 months. Furthermore, 
these neurocognitive deficits, especially those regarding attentional 
performance, did not differ between diagnostic categories within af
fective psychoses (Sax et al., 1998). Nonetheless, although this is 
non-specific to affective psychoses, verbal memory deficits at baseline 
predicted more negative symptoms which in turn predicted poorer 
functioning at one year follow-up (Buck et al., 2020). 

Regarding neurostructural abnormalities, Kozicky et al. (2016) 
showed that changes in grey matter loss did not differ between patients 
and healthy controls after a year. However, patients with recurrent 

manic episodes had greater grey matter loss than healthy controls, 
especially in left frontal and bilateral temporal regions that are impor
tant for emotion regulation. They also had greater loss of grey matter 
volume in bilateral frontal, temporal and left parietal regions than those 
with sustained remission. Moreover, Hirayasu et al. (1998) mentioned 
that patients with affective psychosis, similarly to those with schizo
phrenia, presented significantly less left than right asymmetry in the 
posterior amygdala-hippocampal complex. Finally, Salvadore et al. 
(2008a) mentioned an abnormal decrease in grey matter volume in the 
cingulate gyrus in first-episode affective psychoses. Additionally, those 
with a family history of mood disorders showed a reduction in left 
subgenual anterior cingulate cortex volume. 

3.7.2. Differences in neurocognition between affective and non-affective 
psychoses 

Some studies have compared the neuropsychological aspects of af
fective and non-affective psychoses. Amoretti et al. (2018) examined 
cognitive reserve in FEP patients to compare inter-group differences in 
brain capacity for dealing with pathology to minimize symptoms. Pa
tients with affective psychoses had higher cognitive reserve than those 
with non-affective psychoses. 

Elsewhere neuropsychological functioning differences have been 
investigated, showing a tendency for patients with schizophrenia to 
have more severe neurocognitive deficits than patients with bipolar 
disorder (Olvet et al., 2013). However, bipolar disorder associated with 
psychosis may lead to a greater frequency and severity of cognitive 
impairment, similar to schizophrenia syndrome. In line with the above 
review suggesting neurocognitive similarities between schizophrenia 
and affective psychoses, Torrent et al. (2018) did not find any neuro
psychological differences between those with affective and non-affective 
psychoses at 2-year follow-up. Finally, Lee et al. (2015) also did not find 
inter-group differences in neuropsychological changes. 

4. Discussion 

Our aim was to synthesize current knowledge and to identify speci
ficities of FEAP regarding what we consider important topics of FEP 
early intervention research such as diagnostic categorization, premorbid 
factors, intervention, outcomes, duration of untreated illness, 

Table 6 
Summary of results on DUI (Duration of Untreated Illness) in first-episode affective psychoses.  

Study Method Country Population (N; age) Follow- 
up 

Key findings 

Basu et al. 
(2015) 

Retrospective 
study 

Singapore First-episode psychosis (N 
= 794; Mean age = 27.1) 

24 
months  

• affective psychoses was associated with shorter DUP than schizophrenia spectrum 
and delusional disorders 

Bhui et al. 
(2014) 

Retrospective 
study 

England First-episode psychosis (N 
= 480; 18–64 years) 

24 
months  

• affective psychoses and psychotic mania but not psychotic depression associated 
with a shorter DUP in comparison to schizophrenia 

Dagani et al. 
(2017) 

Meta-analysis  Bipolar disorder (N =
9415)   

• the delay between the onset and management of bipolar disorder was 5.8 years 
but there was high heterogeneity between samples  

• a longer interval in studies defining the onset as the first episode and management 
as age at diagnosis 

Large et al. 
(2008) 

Meta-analysis  Psychosis (N = 9870)   • affective psychoses associated with a shorter DUP than schizophrenia  
• necessary to examine DUP separately affective (DUP proportion of less than a 

week) and non-affective (length of DUP) psychosis 
Malik et al. 

(2010) 
Experimental 

study 
Pakistan First-episode psychosis (N 

= 60; Mean age = 26)   
• no significant differences in emotion recognition between diagnostic categories  
• longer DUP was associated with more difficulties in facial emotion recognition 

and patients with schizoaffective disorders had longer DUP than those with 
substance-induced psychosis  

• patients with longer DUP more likely to have more severe positive symptoms 
Malla et al. 

(2014) 
Quasi- 

experimental 
study 

Canada First-episode psychosis (N 
= 295; 14–30 years)   

• Test of a targeted intervention (intensive training and education regarding early 
signs of FEP and benefits of early intervention) to reduce DUP. Results showed an 
increase in the proportion of patients referred to the early intervention service 
especially for those with affective psychoses 

Singh et al. 
(2005) 

Psychometric 
study 

England First-episode psychosis (N 
= 20; Mean age = 25)   

• The Nottingham Onset Schedule, a reliable and easy to use scale to measure onset 
in psychosis  

• shorter DUP in AP than in schizophrenia  
• longer onset in schizophrenia than in AP 

Note. *DUP = Duration of Untreated Psychosis; AP = Affective psychoses; FEP = First-Episode Psychosis. 
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neurobiology and neurocognition. Our findings showed psychopatho
logical and neurocognitive differences between affective and non- 
affective psychosis suggesting the need for developing specific inter
vention strategies for FEAP. However, most studies did not include 
schizoaffective disorder in the affective group considering its 

schizophrenic appearance or only included it in first-episode mania 
studies. Considering its affective dimension, either depressive or manic, 
which requires mood treatment strategies, it would be important to 
include such diagnostic category to further investigate FEAP and to 
develop clinical guidelines. Finally, the literature on early intervention 

Table 7 
Summary of results on neurobiology and neurocognition in first-episode affective psychoses.  

Study Method Country Population (N; age) Follow-up Key findings 

Amoretti et al. 
(2018) 

Prospective 
study 

Spain First-episode psychosis (N = 247 
patients vs 205 healthy controls; 

Mean age = 25.2) 

24 months  • people with affective psychoses had higher cognitive reserve 
(including premorbid IQ, education-occupation, leisure activities) 
than those with non-affective psychoses  

• in the affective psychosis subgroup, people with low cognitive reserve 
were more likely to have a lower socio-economic level as well as a 
lower level of education than those with high cognitive reserve. 
People with high cognitive reserve had also better functioning and 
global cognition at follow-up, a better verbal memory both at baseline 
and at follow-up. 

Buck et al. 
(2020) 

Prospective 
study 

Canada First-episode psychosis (N = 435 
patients, vs 138 controls; Mean age 

= 23.9) 

12 months  • verbal memory deficits in first-episode psychosis vs healthy controls  
• verbal memory was worst in males than females in both affective and 

non-affective psychosis at baseline  
• better baseline verbal memory predicted better functioning at follow- 

up, mediated through fewer negative symptoms at baseline 
Daglas et al. 

(2017) 
RCT Australia First-episode mania (N = 40 first- 

episode mania vs 21 healthy 
controls; Mean age = 21.32)   

• patients with first-episode mania had significantly a lower full-scale 
IQ score, more difficulties in processing speed, verbal learning and 
memory, working memory and cognitive flexibility than healthy 
controls 

Hirayasu et al. 
(1998) 

Prospective 
study 

USA First-episode psychosis (N = 33 first- 
episode vs 18 healthy controls; Mean 

age = 24.8)   

• both the patients with schizophrenia and those with affective 
psychosis had significantly less left than right asymmetry of the 
posterior amygdala-hippocampal complex 

Kozicky et al. 
(2016) 

Prospective 
study 

Canada First-episode mania (N = 41 first- 
episode mania vs 25 healthy 
controls; Mean age = 22.9) 

12 months  • the grey matter loss change did not differ between patients and 
healthy controls at follow-up  

• patients with recurrence of manic episode had greater grey matter loss 
than healthy controls, especially in left frontal and bilateral temporal 
regions that are important for emotion regulation  

• patients with recurrence had also greater loss of grey matter volume in 
bilateral frontal, temporal and left parietal regions than those with 
sustained remission  

• there was no significant difference in grey matter volume between 
sustained-remission patients and healthy controls  

• symptoms severity associated with poor performance in executive 
functions predicted lower functioning at follow-up 

Lee et al. 
(2014) 

Meta-analysis  First-episode bipolar disorder   • medium to large deficits in psychomotor speed, attention and working 
memory, and cognitive flexibility  

• smaller deficits in verbal learning and memory, attentional switching, 
and verbal fluency  

• no difference on visual learning and memory functioning compared to 
controls  

• cognitive deficits are not mood-state dependent 
Lee et al. 

(2015) 
RCT Australia First-episode psychosis (N = 311; 

12–35 years) 
Between 12 

and 36 months  
• neuropsychological changes did not differ between diagnostic 

categories  
• neuropsychological functioning remained stable excepting verbal 

memory improved at follow-up  
• verbal memory improvement associated with a decrease of positive 

and negative residual symptoms 
Olvet et al. 

(2013) 
Review  Bipolar disorder   • visual, verbal, and working memory deficits were consistently higher 

in first episode mania than in healthy controls. Both groups were 
comparable regarding premorbid and current IQ  

• patients with schizophrenia tend to have more severe neurocognitive 
deficits as well as lower premorbid and current IQ than patients with 
bipolar disorder  

• bipolar disorder with psychotic symptoms associated with more 
severe and frequent cognitive deficits. 

Torrent et al. 
(2018) 

Prospective 
study 

Spain First-episode psychosis (N = 192; 
7–35 years) 

24 months  • less perseverative errors in affective than in non-affective psychoses at 
baseline  

• no neuropsychological differences between groups at follow-up 
Salvadore 

et al. 
(2008a) 

Review  Bipolar disorder   • an abnormal decrease in grey matter volume in the cingulate gyrus for 
fist-episode affective psychoses  

• First-episode affective psychoses with family history of mood 
disorders had reduction in left subgenual anterior cingulate cortex 
volume 

Sax et al. 
(1998) 

Prospective 
study 

USA First-episode affective psychosis (N 
= 27 FEAP vs N = 31 healthy 
controls; Mean age = 25.5) 

2 months  • No difference on attentional performance between diagnostic 
categories (depression with psychotic features, schizoaffective 
disorder, bipolar disorder)  

• Worse attentional performance at baseline but no difference at follow- 
up in FEAP vs healthy controls  

• Attentional performance correlated with manic state  
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in FEAP remains sparse suggesting the need for further studies to better 
understand the challenges of such clinical entity and to explore whether 
specific intervention strategies would improve outcomes. 

Our review of the literature on FEAP highlighted differences between 
affective and non-affective psychoses. Especially, although symptomatic 
recovery in affective psychosis may be more frequent than in non- 
affective psychosis (Conus and McGorry, 2002), the development of 
specific interventions is required. Indeed, the previous literature has 
highlighted major challenges associated with affective psychoses such as 
suicidal risk, non-adherence to treatment, and substance abuse (Berk, 
2007; Strakowski et al., 1996). The results also pointed out that early 
intervention in FEAP is particularly important because most people with 
delayed treatment will experience multiple relapses, increasing the risk 
of damaging effects (Conus and McGorry, 2002). However, identifying 
affective psychoses at onset is particularly difficult because of over
lapping symptomatology with both depression and schizophrenia (Berk, 
2007; Conus, 2010). It is especially complex with psychotic patients 
presenting depressive but no manic or only hypomanic symptoms 
(Arrasate et al., 2014). There are thus many challenges with current 
diagnostic practice and difficulties related to differential diagnosis. A 
useful way of differentiating affective from non-affective psychoses may 
be activation (Arrasate et al., 2014). Psychopathological features at 
onset may also enable subtyping (Salvatore et al., 2007). However, 
further investigation on affective psychoses is required to address 
identification issues associated with the presence of a depressive 
dimension without mania. Finally, due to the highlighted challenges 
specific to FEAP, it is important to focus interventions on the develop
ment of insight, comorbidities, therapeutic engagement, educational 
and vocational counselling, and follow-up through age-appropriate 
developmental tasks (Berk, 2007; Douki et al., 1999; Ramu et al., 
2019). In order to cope with such specific challenges, further studies are 
however required to investigate potential internal differences within 
affective psychoses to develop more adaptive intervention strategies. 

Despite the few guidelines for intervention in FEAP, the previous 
literature provided some recommendations. Namely, pharmacological 
treatment first requires accurate assessments of both psychotic and af
fective dimensions (Douki et al., 1999; Lambert et al., 2003). Moreover, 
combining mood stabilizers with atypical antipsychotics remains the 
most effective strategy to deal with FEAP. Benzodiazepines can also be 
included in cases of behavioural disturbances, agitation or insomnia. 
While mood stabilizers like lithium are recommended during the 
maintenance phase (Jauhar et al., 2019), antidepressants should only be 
cautiously introduced due to the risk of manic relapse. To avoid relapses 
during the maintenance phase, psychosocial intervention is essential. 
Psychoeducation and psychotherapy, especially CBT and 
mindfulness-based intervention, have been reported to be effective 
(Douki et al., 1999; Maurel et al., 2010; Perlini et al., 2020; Power, 
2015). Finally, self-help resources and daily routine recommendations 
may be helpful tools for young people (Power, 2015). 

The consulted literature also provides some interesting potential 
targets for early interventions in FEAP, namely premorbid history and 
socio-demographic factors. Indeed, although premorbid history is 
mainly characterized by good socio-professional adaptation and func
tioning, there is a high prevalence of past traumatic events linked to 
poor outcomes (Conus et al., 2010; Daglas et al., 2014). It is therefore 
crucial to accurately explore past personal trauma (potential or 
acknowledged) and to develop psychotherapeutic tools to focus early 
intervention on traumatic experience. Otherwise, considering the high 
rate of parenthood among those with FEAP, there is a clear need to 
develop family interventions and psychoeducation to protect children 
from the adverse effects of their parents’ illness (Abdel-Baki et al., 
2013). 

Furthermore, despite a lack of literature on remission that would 
require further investigation, some studies have highlighted key findings 
on outcomes, which may provide opportunities to accurately monitor 
care in FEAP. While FEAP is often associated with shorter DUP and 

better socio-professional and global functioning recovery than non- 
affective psychoses (Shinn et al., 2017; Sim et al., 2007), it can induce 
severe deficits, especially in cases of multiple episodes (Conus, 2010). It 
is especially important to consider that relapses are frequent and that 
symptomatic recovery (8 contiguous weeks with minimal affective 
symptoms) and functional recovery remain challenging (Conus et al., 
2006b; Salvadore et al., 2008a; Tohen et al., 2000a,b). Preventing re
lapses requires both psychosocial and pharmacological intervention 
with a good therapeutic alliance to prevent non-adherence to treatment 
(Maurel et al., 2010). Finally, subtyping affective psychoses patients 
using affective symptoms may improve intervention monitoring (Azorin 
et al., 2011, 2012; Scott et al., 2013; Selvendra et al., 2014). 

Considering neurocognition, the previous literature has consistently 
reported deficits in psychomotor speed, verbal and working memory in 
those with FEAP compared to healthy controls (Buck et al., 2020; Daglas 
et al., 2017; Lee et al., 2014; Olvet et al., 2013; Torrent et al., 2018). 
Verbal memory should be carefully assessed, especially in males (Buck 
et al., 2020), because of its impact on negative symptoms, and thus on 
functional recovery which remains challenging in FEAP (Conus et al., 
2006b). Furthermore, the impact of illness on cognition may depend on 
cognitive reserve; thus, it may be useful to subtype patients regarding 
their cognitive reserve (Amoretti et al., 2018). It should be noted that the 
studied samples did not include the whole spectrum of affective psy
choses. It is therefore important to confirm these results in a cohort that 
includes every FEAP diagnostic category. While these cognitive deficits 
were independent of mood-state (Olvet et al., 2013), grey matter loss 
was more prominent in patients with recurrent manic episodes (Kozicky 
et al., 2016). It remains unclear how neurocognitive deficits and grey 
matter loss are linked, as well as how relapse impacts neurocognition 
and grey matter loss. These questions require further investigation. 

While this narrative review adequately presents current knowledge 
on FEAP, it has limitations. First, the literature on FEAP remaining 
scarce, this review included studies on various topics which did not 
enable us to provide clear and straightforward guidelines for early 
intervention in FEAP. Secondly, the selection process was conducted by 
one person alone, and it may therefore lack the reliability of multiple 
ratings. Third, despite a rational selection process, as a narrative review, 
we selectively reviewed data/papers that is less likely to be both 
transparent and reproducible as a systematic review would be. Fourth, 
we were not able to peer-review our search strategy, we might thus fail 
to screen all the existing studies in the literature as a proper scoping 
review search strategy would do. 

5. Conclusion 

Affective psychoses require specific treatment to prevent adverse 
development of illness. Despite few clear guidelines emerging, our 
synthesis identified some recommendations for early intervention in 
FEAP. Our review also highlighted the lack of accurate tools to char
acterize the early course of affective psychoses. Through this review, we 
identified the specific needs of FEAP patients, but research remains 
sparse in this field, suggesting that further investigation is required, 
especially in cohort including every FEAP diagnostic category. 
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Abstract

Aim: Defining diagnosis is complex in early psychosis, which may delay the introduc-

tion of an appropriate treatment. The dichotomy of affective and non-affective psy-

chosis is used in clinical setting but remains questioned on a scientific basis. In this

study, we explore the clinical relevance of this dichotomy on the basis of clinical vari-

ables in a sample of first-episode psychosis patients.

Method: We conducted a prospective study in a sample of 330 first-episode psycho-

sis treated at an early intervention program. Affective and non-affective psychosis

patients were compared on premorbid history, baseline data, outcomes and course of

symptoms over the 3 years of treatment.

Results: Affective psychosis patients (22.42%) were more likely to be female, and

had a shorter duration of untreated psychosis. The longitudinal analyses revealed

that positive symptoms remained higher over the entire follow-up in the non-

affective sub-group. A higher degree of variability of manic symptoms and a signifi-

cantly better insight after 6 months were observed in the affective sub-group. No dif-

ference was observed regarding depressive and negative symptoms. At discharge,

only the environmental quality of life and insight recovery were better in affective

psychosis.

Conclusions: Our study suggests that despite marginal differences at baseline pre-

sentation, these sub-groups differ regarding outcome, which may require differentia-

tion of treatment and supports the utility of this dichotomy.

K E YWORD S

early medical intervention, mood disorders, patient outcome assessment, psychotic disorders,
symptom assessment

1 | INTRODUCTION

Affective and non-affective psychoses are nosological entities derived

from Kraepelin's dichotomy (Kraepelin, 1992) between schizophrenia

(dementia preacox) and psychotic mood disorders (manic-depressive

insanity). Although understudied (Chia et al., 2019; Conus &

McGorry, 2002), affective psychosis is a concept applied in clinical

settings referring to forms of psychoses marked by a severe

disturbance of mood (Kraepelin, 1992; Lambert et al., 2003). It has

emerged as a way to stratify patients on the basis of clinical presenta-

tion, grouping bipolar disorder with psychotic features, major depres-

sion with psychotic features and schizoaffective disorder as “affective
psychoses”, schizophrenia and schizophreniform disorders as non-

affective psychoses (Lambert et al., 2003). In order to provide early

intervention adjusted to the specificities of psychotic disorders, this

dichotomy is nowadays used in treatment guidelines (Lambert
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et al., 2003). Indeed, the co-occurrence of mood episodes and psy-

chotic features in affective psychosis may require pharmacotherapy

considering both dimensions. Differences in the illness course

between affective and non-affective psychosis have been well docu-

mented. However, this dichotomy is mainly based on clinical observa-

tions. Recently, the classic concept of categories has been challenged

and the idea of a continuum between the non-affective psychoses

and affective psychoses has been emphasized, suggesting the need to

further investigate their psychopathological differences.

Although schizophrenia and bipolar disorder have been identified

as distinct entities through dichotomous classifications, more and

more papers point towards a continuum between both entities with

prototypic forms of each disorder at the extremes but a majority of

people expressing mixed forms (Keshavan et al., 2011; Thaker, 2008).

Such studies highlight the limitations of a categorical classification of

mental disorders and the need for a more dimensional concept based

on clinico-pathological factors, and especially including longitudinal

follow-up (Craddock & Owen, 2007; Keshavan et al., 2011;

Thaker, 2008). This way of thinking boundaries between disorders

would not only provide a distinction of clinical utility but, would also

enable to cluster individuals sharing similar features that do not corre-

spond to the prototypical forms of these disorders (Craddock &

Owen, 2007). This point is especially crucial in first-sis as studies

highlighted a spectrum of disorders rather than discrete diagnostic

entities, making diagnostic categorisation and treatment intervention

even trickier due to both blurred boundaries and instability of diagno-

sis in this phase of illness (Conus et al., 2010; McGorry, 1994;

Schimmelmann et al., 2005; Shinn et al., 2017). Indeed, diagnostic

classifications are usually based on studies conducted in chronic sam-

ples, and therefore are not well adapted to early phases of disorders

(McGorry, 1994; McGorry et al., 1995). Dimensional and longitudinal

symptom assessment may thus provide a helpful way of identifying

differences between diagnostic groups in the early phase of illness

(Arrasate et al., 2014).

Although limited, there is some research data suggesting the existence

of factors differing between affective and non-affective psychosis, and

that the study of this dichotomy may provide elements to improve early

diagnosis accuracy, and thus treatment management (Kapila et al., 2019;

Schothorst et al., 2006). First, some authors suggested that distinctive

characteristics can be observed at baseline within first episode cohorts.

Indeed, previous studies suggest that patients with affective psychosis

were more likely to be women, had a higher level of education, were less

likely to be single, had a shorter duration of untreated psychosis (DUP), an

older age at onset, were less likely to attempt suicide, were more likely to

have a past history of psychiatric disorder and substance use, and had a

better premorbid functioning and adjustment (Conus et al., 2007; Kapila

et al., 2019; Schothorst et al., 2006). Second, regarding psychopathological

features, Kapila et al. (2019) pointed out fewer psychotic symptoms, but

more manic symptoms in first episode manic psychosis than in schizophre-

nia spectrum psychosis at baseline. Another naturalistic longitudinal pro-

spective study showed that the affective psychosis sub-group had less

negative but more manic symptoms at baseline than the non-affective one

(Torrent et al., 2018). At two-year follow-up, these differences had

decreased but the affective psychosis sub-group displayed less positive,

negative and general symptoms as well as less depressive symptoms. Simi-

larly, Henry et al. (2010) found lower general psychopathology scores and

fewer psychotic symptoms after two-year follow-up in affective psychosis.

They also highlighted differences in psychotic illness course (episodic

vs. continuous) which may require specific intervention. Considering

recovery, although Banayan et al. (2007) reported better functioning,

symptomatic remission and quality of life at follow-up in the affective psy-

chosis sub-group, they found no difference between sub-groups regarding

employment and time living independently.

Considering both the paucity of data and the clinical relevance of

the dichotomy between affective and non-affective psychoses in

order to guide treatment in the early phase of psychosis, and follow-

ing the suggestion by Craddock and Owen (2007) we investigated this

topic with a longitudinal approach using different symptom dimen-

sions with the following aims: (1) to consolidate previous results

regarding baseline characteristics and outcomes differences between

affective and non-affective psychoses; (2) to investigate differences

between both groups regarding the course of symptoms in the early

phase of psychosis.

2 | METHOD

2.1 | Sample and procedure

This is a prospective study on a cohort of first-episode psychosis

patients treated at a specialized early psychosis intervention program,

Treatment and Early Intervention in Psychosis Program (TIPP),

implemented in Lausanne (Switzerland) since 2004 at the CHUV's

Department of Psychiatry (Baumann et al., 2013; P. Conus &

Bonsack, 2004). Patients entering the program are aged between

18 and 35, reside in the catchment area of Lausanne and have crossed

the psychosis threshold according to the “Psychosis threshold” sub-

scale of the Comprehensive Assessment of At Risk Mental States

scale (CAARMS; Yung et al., 2005). Patients are directed to other pro-

grams if they have been on antipsychotic medication for more than

6 months, an intoxication or an organic brain disease induced psycho-

sis, or if their intelligence quotient is lower than 70. In this program,

every patient is followed for 3 years by a psychiatrist and a case man-

ager. The TIPP program favours a bio-psycho-social perspective, and

as such provides treatment that includes psychotherapy, psycho-edu-

cation, family support and therapy, cognitive assessment and remedia-

tion, social support, supported employment, psychological

interventions for cannabis use, and pharmacological treatment. In line

with international guidelines, atypical antipsychotics are first-line

pharmacological treatment with a prospective monitoring of any side-

effects (Baumann et al., 2013). Case managers fill out for every patient

a questionnaire specifically designed for the TIPP. This questionnaire

gathers information about demographic characteristics, past medical

history, exposure to life events, symptomatology and functioning.

Follow-up assessments are carried out at 2, 6, 12, 18, 24, 30 and

36 months by a research psychologist and case managers, exploring
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various aspects of treatment, evolution of psychopathology and func-

tional level, as well as co-morbidities (e.g., level of insight; treatment

adherence; presence or absence of forensic history and substance

use; intermittent exposure to trauma; suicide attempts and forensic

events). This study was approved by the Human Research Ethics

Committee of the Canton Vaud (protocol #2020-00272). The data

generated by the follow-up of all patients were used in the study if

they provided consent. All of them agreed for their clinical data to be

used for research.

2.2 | Diagnostic assessment

Diagnosis results from an expert consensus discussed at 18 and

36 months, based on the DSM-IV criteria using the information from

medical or hospitalization reports from treating psychiatrists, as well

as from the TIPP-assigned psychiatrist and case manager. We used

the latest consensus diagnostic available. Considering potential diag-

nostic instability in first-episode psychosis cohorts (Gale-Grant

et al., 2020), we also examined the diagnostic stability between the

first and the latest diagnosis. Patients diagnosed with bipolar disorder,

major depression with psychotic features and schizoaffective disorder

were included in the affective psychosis group, while those with

schizophrenia or other schizophreniform disorders were included in

the non-affective psychosis group. Considering the instability of the

diagnosis of unspecified psychosis (Cawkwell et al., 2020; Taş

et al., 2019) and its unclear status between affective and non-

affective psychoses, these patients were excluded.

2.3 | Socio-demographic and premorbid
characteristics

According to the CAARMS criteria, DUP was defined as the time

elapsed from the onset of psychosis until admission to TIPP. Socio-

economic status (SES) was subdivided into three categories: low,

intermediate and high (Chandola & Jenkinson, 2000). Independent liv-

ing refers to patients living in independent households, living alone or

with friends or family without supervision. The employment situation

was subdivided into student or traineeship, active employment, which

was defined as partial or full-time job, or other. The premorbid func-

tional level was assessed with the Premorbid Adjustment Scale (PAS;

Cannon-Spoor et al., 1982) using the childhood and early adolescence

sub-scores (MacBeth & Gumley, 2008), and the total score. We con-

sidered that patients had a history of trauma if they had experienced

at least one instance of sexual or physical abuse before the onset of

psychosis (Alameda et al., 2015; Alameda et al., 2016). We defined

migration in adversity as migration occurring in adverse contexts

(e.g., seeking protection for political reasons, threat of death, exposure

to war or extreme poverty). Past psychiatric and substance abuse or

dependence diagnoses were evaluated with DSM-IV criteria

(American Psychiatric Association, 1994), and past suicide attempts

with the ICD-10 classification (Dilling & Dittmann, 1990). Forensic

history included all types of offences. Insight was rated by the case

manager as being absent, partial, or full regarding awareness of illness

and necessity of treatment.

2.4 | Symptomatic and functioning data

The functional level at baseline was assessed with the Social and

Occupational Functioning Assessment Scale (SOFAS; American Psy-

chiatric Association, 1994) and the Global Assessment of Functioning

(GAF; American Psychiatric Association, 1994). While the SOFAS

focuses on social and occupational levels, the GAF also includes the

impact of symptomatology. Psychotic, depressive, manic symptoms

and insight were assessed at 2, 6, 12, 18, 24, 30, 36 months follow-

up. Insight was also measured at baseline. Psychotic symptoms were

assessed using the positive and negative symptom subscales of the

Positive and Negative Psychotic Syndrome Scale (PANSS; Kay

et al., 1987). We measured the severity of depressive symptoms using

the Montgomery-Asberg Depression Rating Scale (MADRS; Mont-

gomery & Asberg, 1979), and manic symptoms with the Young Mania

Rating scale (YMRS; Young et al., 1978). As the YMRS, MADRS and

PANSS scores were not available at baseline in our data, we used the

assessment at 2 months as a measure of the level of symptoms at the

beginning of the program. Adherence to treatment was repeatedly

assessed on a 3-point scale with 1 corresponding to nonF adherence

(0–25% of prescribed medication taken), 2 to partial adherence (25–

75% of prescribed medication taken) and 3 to full adherence (75–

100% of prescribed medication taken).

2.5 | Outcomes at discharge

We assessed quality of life at discharge with the World Health Orga-

nization Quality Of Life scale (“The World Health Organization Qual-

ity of Life assessment (WHOQOL): position paper from the World

Health Organization,” 1995). It measures satisfaction with life and

self-esteem through 26 self-rated items with 5-point Likert scales

ranging from 1 (low satisfaction) to 5 (high satisfaction). We used

eight items of the PANSS (delusion, unusual thought content, halluci-

natory behaviour, conceptual disorganization, mannerisms, blunted

affect, social withdrawal, lack of spontaneity; Andreasen et al., 2005)

following Andreasen's Criteria (score ≤ 3) to determine symptomatic

recovery. A PAS score equal or lower to the premorbid rating on four

of the five PAS general scale's items defined functional recovery

(Strakowski et al., 1998). The assessment of independent living recov-

ery (head of household/living alone, with partner, or with peers/living

with family with minimal supervision) was carried out using the Modi-

fied Vocational Status Index (MVSI) and working recovery (paid or

unpaid full- or part-time employment/being an active student in

school or university/head of household with employed partner [home-

maker]/full or part-time volunteer) using the Modified Location Code

Index Independent living (MLCI; Tohen et al., 2000). Insight recovery

was defined as full insight at discharge.
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2.6 | Statistical analysis

A series of exploratory logistic regression analyses were conducted

with the sub-group affective psychosis (Yes/No) as the dependent

variable, and the individual premorbid and baseline variables as pre-

dictors (one at a time for each model). We first conducted logistic

regression analysis on the main socio-demographic measures (age,

gender, SES, DUP) to explore statistical differences between affec-

tive and non-affective psychosis and identify control variables.

Because the affective and non-affective psychosis differed for gen-

der and DUP, these two variables were also included in the models.

The course of symptoms (positive, negative, depressive, manic) and

insight over time were compared between sub-groups using explor-

atory mixed effects models repeated measures analysis of variance

(MMRM). In these models, the “within-group” factor was time and

the “between-groups” factor was the sub-group. From the model,

the main effects of affective psychosis and time can be examined

as well as their interaction. Main effects were examined only if the

interaction term was not significant. We selected the optimal

within-subject covariance matrix in each MMRM with the Akaike

Information Criterion (AIC) coefficient. We tested for any effect of

adherence to treatment during follow-up with chi-square tests at

each time point. Finally, to assess outcome differences between

affective and non-affective sub-groups, we performed logistic

regression. All the analyses were performed with IBM SPSS statis-

tics 25.

3 | RESULTS

3.1 | Patient sample

Our final sample consisted of 330 patients, composed of 74 patients

(22.42%) who met diagnostic criteria for affective psychosis (24 with

bipolar disorder, 17 with major depression with psychotic features,

33 with schizoaffective disorder) and 256 (77.58%) who met diagnos-

tic criteria for non-affective psychosis (209 with schizophrenia,

47 with schizophreniform disorder). We examined the diagnostic sta-

bility over the program, we found that only 2.3% of the patients diag-

nosed with a non-affective psychosis at 18 months changed to a

diagnosis of affective psychosis at 36 months, and none of those diag-

nosed with an affective psychosis at 18 months changed to a diagno-

sis of non-affective psychosis at 36 months.

3.2 | Socio-demographic and premorbid
characteristics

Socio-demographic and premorbid characteristics are reported in

Table 1. There was significantly more females in the affective psycho-

sis group (p = .008). Patients with affective psychosis displayed a sig-

nificantly shorter DUP than non-affective psychosis patients

(p = .002). No other differences were observed.

3.3 | Symptomatic and functional characteristics at
the beginning of the program

There was no significant difference between sub-groups regarding

symptoms and functioning at entry (Table 2).

3.4 | Clinical course of psychotic, depressive,
manic symptoms and insight over time

The course of symptoms over time differed between affective and

non-affective psychosis. The level of positive symptoms over the

3 years was significantly higher in the non-affective sub-group (mean

difference = 1.502, df = 262.048, p = .006; Figure 1(a)). Negative

symptoms did not differ significantly (mean difference = 1.339,

df = 234.047, p = .068, Figure 1(b)).

The variability of manic symptoms over the course of the pro-

gram was high in the affective psychosis group whereas this dimen-

sion remained stable in non-affective psychosis (Figure 2(a)). As a

result, affective and non-affective psychosis differed both at

6 months (mean difference = 1.887, df = 150.161, p = .037) and at

18 months (mean difference = 2.425, df = 153.553, p = .031) in this

regard. The course and level of depressive symptoms (Figure 2(b))

did not differ significantly between the sub-groups (mean differ-

ence = −1.379, df = 258.234, p = .223). While the level of insight

was similar between affective and non-affective psychosis at the

beginning of the program, it differed significantly after 6 months

(mean difference = −.206, df = .087, p = .019; Figure 2(c)), the

affective sub-group displaying a higher level of insight. This differ-

ence was maintained all along the follow-up but was not significant

at 30 months. We did not find any significant differences between

affective and non-affective psychosis on adherence to treatment at

any time point of the follow-up.

3.5 | Outcome differences at discharge

Results regarding outcome at discharge are reported in Table 3.

Patients in the affective psychosis sub-group perceived the quality of

their environment as better than in the non-affective sub-group

(p = .006). Furthermore, patients with affective psychosis had devel-

oped a higher level of insight towards the end of the treatment period

than those with non-affective psychosis (p = .021). No other signifi-

cant differences were observed.

4 | DISCUSSION

Our study aimed at exploring the clinical relevance of the dichot-

omy between affective and non-affective psychosis in a first-

episode psychosis sample. Based on our data, and despite many

commonalities both at baseline and over the follow-up, in addition

to gender and DUP previously reported (Conus et al., 2007; Kapila
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et al., 2019; Schothorst et al., 2006), these two sub-groups differed

significantly regarding the course of positive, manic symptoms and

insight, elements which might justify the development of distinct

therapeutic approaches.

First, our results revealed important differences between affec-

tive and non-affective psychosis regarding the course of symptoms.

Despite a similar trajectory, the level of positive psychotic symptoms

remained higher in the non-affective sub-group. However, we did not

TABLE 1 Sociodemographic and premorbid characteristics of affective and non-affective psychosis

Total Affective Non-affective

ORa

95% CI of ORa

p-
valueN = 330

N = 74
(22.42%)

N = 256
(77.58%) LCI UCI

Gender, male % (N) 64.2 (212) 50.0 (37) 68.4 (175) 2.053 1.202 3.506 .008*

Age in year, M (SD) 24.54 (4.687) 25.16 (4.932) 24.32 (4.566) 1.032 0.975 1.093 .281

Age of onset, M (SD) 23.12 (5.016) 24.19 (5.090) 22.75 (4.964) 1.030 0.974 1.088 .299

Duration of untreated psychosis (days), Mdn

(IQR)a
93.50

(477.25)

50.00 (181.50) 121.50 (617.25) 0.597 0.429 .831 .002*

Socio-economical level, % (N) 1.073 0.744 1.548 .706

Low 37.3 (123) 37.8 (28) 31.7 (95)

Intermediate 43.6 (144) 41.9 (31) 44.1 (113)

High 19.1 (63) 20.3 (15) 48.8 (18)

Living situation, % (N) 1.196 0.670 2.135 .544

Independent 67.8 (217) 67.1 (49) 68.0 (168)

Others 32.2 (103) 32.9 (24) 32.0 (79)

Employment situation, % (N)

Active 14.4 (47) 18.1 (13) 13.4 (34) Ref.

cat

– – –

Student/Traineeship 17.8 (58) 26.4 (19) 15.4 (39) 1.293 0.543 3.078 .562

Others 67.8 (221) 55.6 (40) 71.3 (181) 0.678 0.321 1.429 .307

Education in year, M (SD) 10.02 (2.766) 10.48 (2.566) 9.96 (2.804) 1.071 0.958 1.198 .228

Marital status, % (N)

Single 84.0 (272) 78.1 (57) 85.7 (215) Ref.

cat

– – –

Married 9.0 (29) 12.3 (9) 8.0 (20) 1.568 0.642 3.826 .323

Divorced 3.4 (11) 6.8 (5) 2.4 (6) 2.660 0.736 9.609 .136

Cohabitation 3.7 (12) 2.7 (2) 4.0 (10) 0.623 0.129 3.013 .556

Premorbid adjustment, M (SD)

Childhood 0.299 (0.187) 0.271 (0.201) 0.306 (0.184) 0.426 0.078 2.337 .326

Early adolescence 0.319 (0.177) 0.303 (0.183) 0.323 (0.176) 0.658 0.116 3.734 .637

Total 0.309 (0.171) 0.295 (0.188) 0.313 (0.169) 0.668 0.102 4.355 .673

Past suicide attempt, % (N) 13.6 (43) 16.4 (12) 12.7 (31) 1.311 0.615 2.792 .483

History of traumab, % (N) 27.8 (91) 26.8 (19) 28.1 (72) 0.847 0.456 1.571 .598

Migration in adversity, % (N) 30.9(102) 37.8(28) 28.9(74) 1.481 0.845 2.593 .170

Psychiatric history, % (N) 59.9 (194) 50.7 (37) 62.5 (157) 0.656 0.376 1.143 .137

Familial psychiatric history, % (N) 57.5 (176) 62.9 (44) 55.9 (132) 1.152 0.801 1.658 .445

Lifetime substance abuse (DSM-IV), % (N) 53.2 (174) 46.6 (34) 55.1 (140) 0.824 0.475 1.427 .490

Forensic history, % (N) 13.5 (39) 11.3 (7) 14.1 (32) 0.995 0.395 2.504 .991

Note: All models were adjusted for gender and duration of untreated psychosis. Quantitative variables were treated as continuous variables. We used

affective psychosis as the reference category of the dependent variable.

Abbreviations: CI, confidence interval; IQR, interquartile range; M, mean; Mdn, median; N, total number; ORa, adjusted odds ratio; Ref.cat, reference

category.
aRaw data are presented, however the test statistics were based on log10 (+constant) transformed data because of extreme positive skewness.
bPhysical or sexual abuse.
*p < .05.
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find any differences between sub-groups regarding negative symp-

toms. These results are partially in line with previous studies compar-

ing affective and non-affective groups, and reporting higher levels of

both negative and positive symptoms at follow-up for the non-

affective one (Henry et al., 2010; Kapila et al., 2019; Torrent

et al., 2018). However, contrary to these previous studies, our study

observed the course of psychotic symptoms over a three-year follow-

up. Considering the crucial role of negative symptoms in long-term

recovery (Austin et al., 2013), the absence of difference between

affective and non-affective psychosis highlights the risk of poor long-

term outcome in both disorders, confirming a challenging recovery

previously reported in affective psychosis as well (Conus et al., 2006;

Conus et al., 2010; Conus & McGorry, 2002). Our results suggest that

positive symptoms remain the main distinctive symptomatic feature

of non-affective psychosis. However, we did not investigate symp-

tomatic trajectories within affective and non-affective psychosis to

identify different patterns like previously found (Austin et al., 2015), it

would thus be interesting to further explore the heterogeneity in the

course of positive symptoms to develop targeted intervention. More-

over, considering mood symptoms, we found no difference in the

course of depressive symptoms between affective and non-affective

psychosis, and found that only the variability of manic symptoms was

more important in affective psychosis. Previous literature on

schizoaffective disorder reported similarities regarding treatment

TABLE 2 Symptomatic and functional characteristics of affective or non-affective psychosis at the beginning of the program

Total Affective Non-affective

ORa

95% CI of ORa

p-valueN = 330 N = 74 (22.42%) N = 256 (77.58%) LCI UCI

SOFAS at baseline, M (SD) 42.66 (16.171) 42.10 (16.750) 42.30 (16.450) 0.998 0.982 1.015 .834

GAF at baseline, M (SD) 41.29 (17.159) 41.67 (18.177) 40.74 (17.301) 1.001 0.985 1.017 .920

YMRS at the beginning, M (SD) 6.58 (5.805) 6.03 (5.398) 6.83 (6.137) 0.973 0.904 1.048 .474

MADRS at the beginning, M (SD) 15.91 (9.770) 17.47 (11.404) 15.19 (9.219) 1.029 0.985 1.074 .198

PANSS at the beginning, M (SD)

Positive 13.67 (4.862) 12.77 (4.240) 13.99 (5.158) 0.953 0.873 1.041 .283

Negative 15.95 (6.070) 15.23 (5.271) 16.54 (6.299) 0.966 0.899 1.037 .333

General 34.52 (8.162) 34.39 (6.859) 34.61 (8.621) 0.994 0.945 1.045 .812

Insight at baseline, % (N) 0.996 0.687 1.443 .983

Full 20.4 (65) 22.5 (16) 19.8 (49)

Partial 45.8 (146) 42.3 (30) 46.8 (116)

Null 33.9 (108) 35.2 (25) 33.5 (83)

Note: All models were adjusted for gender and duration of untreated psychosis. Quantitative variables were treated as continuous variables. We used

affective psychosis as the reference category of the dependent variable.

Abbreviations: CI, confidence interval; GAF, Global Assessment of Functioning scale; M, mean; MADRS, Montgomery-Asberg Depression Rating Scale; N,

total number; ORa, adjusted odds ratio; PANSS, Positive and Negative Syndrome Scale; SOFAS, Social and Occupational Functioning Scale; YMRS, Young

Mania Rating Scale.
*p < .05.

F IGURE 1 Course of positive (a) and negative (b) symptoms of affective (N = 74) and non-affective psychosis (N = 256) across the 36 months
follow-up
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F IGURE 2 Course of manic (a), depressive (b) symptoms and insight (c) of affective (N = 74) and nonaffective psychosis (N = 256) across the
36 months follow-up

TABLE 3 Outcome differences between affective and non-affective psychosis at discharge

Affective Non-affective ORa

95% CI of ORa

p-valueLCI UCI

Quality of life

Quality of physical health, M (SD) 25.90 (5.05) 25.08 (4.38) 0.997 0.885 1.124 .962

Quality of psychological aspects, M (SD) 21.88 (4.43) 21.66 (3.44) 1.011 0.879 1.162 .881

Quality of social relationships, M (SD) 11.13 (2.03) 10.36 (2.16) 1.179 0.893 1.557 .246

Quality of environment, M (SD) 32.59 (5.75) 27.91 (5.91) 1.172 1.047 1.311 .006*

Symptomatic recovery, % (N) 51.9 (14) 44.2 (46) 1.024 0.405 2.586 .960

General functional recovery, % (N) 53.4 (31) 40.7 (83) 1.433 0.779 2.636 .247

Premorbid adjustment recovery, % (N) 52.5 (21) 43.4 (62) 1.228 0.591 2.550 .582

Working recovery, % (N) 27.6 (16) 27.4 (52) 0.745 0.370 1.499 .409

Independent living recovery, % (N) 74.1 (43) 55.3 (105) 1.940 0.987 3.813 .055

Insight recovery, % (N) 71.4 (40) 49.7 (88) 2.200 1.125 4.302 .021*

Note. All models were adjusted for gender and duration of untreated psychosis. Quantitative variables were treated as continuous variables. We used

affective psychosis as the reference category of the dependent variable, all the results come from a bivariate analysis.

Abbreviations: CI, confidence interval; LCI, lower limit of the confidence interval; M, mean; N, total number; ORa, adjusted odds ratio; OR, odds ratio; UCI,

upper limit of the confidence interval.
*p < .05.
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between schizophrenia and schizoaffective disorders, especially

depressed type (Keck Jr et al., 1996), as well as similar outcome

between schizoaffective disorder, major depression, and schizophre-

nia (Coryell et al., 1987). These results, therefore, suggest that the

manic dimension may play an important role to differentiate affective

from non-affective psychosis rather than the depressive one. Further

investigation of such specificities within affective psychoses are how-

ever required to identify those not displaying the full blown mania

syndrome considering that they are at risk of delayed identification

(Arrasate et al., 2014; Conus, 2010) despite requiring specific treat-

ment (Strakowski et al., 1998).

Second, we observed that patients with affective psychosis were

more likely to develop insight over the treatment period than those

with non-affective psychosis. Indeed, we found an early improvement

of insight in the affective psychosis sub-group, which was significantly

better after 6-month follow-up. This might be linked to the trait like

condition of insight in non-affective psychosis contrasting with a

state-dependent insight (Ghaemi & Rosenquist, 2004) associated with

greater fluctuations of manic symptoms in affective psychosis, all-

owing for phases of full symptom recovery. Development of insight

remains challenging in early psychosis, especially among patients with

non-affective psychosis (Keshavan et al., 2004).

Third, regarding clinical data at entry, and as already reported pre-

vious publications (Conus et al., 2007; Kapila et al., 2019; Schothorst

et al., 2006), gender and DUP differed significantly between affective

and non-affective psychosis with a higher rate of women and a

shorter DUP in the affective psychosis sub-group. However, contrary

to these studies, we did not find any difference between groups

regarding suicide attempts, past history of psychiatric disorder or sub-

stance use, premorbid functioning or adjustment, or psychotic and

manic symptoms at baseline. Our results therefore suggest that

premorbid and socio-demographic information may not provide clues

to identify patients who will develop affective or non-affective psy-

chosis contrary to previous findings regarding diagnosis identification

(Kapila et al., 2019).

Fourth, while previous studies reported a better functioning and

symptomatic recovery in affective than in non-affective psychosis

(Kapila et al., 2019), our study did not reveal such differences. Never-

theless, this is in line with other studies suggesting that outcome in

affective psychoses is not as good as previously thought, especially

regarding functioning (Conus et al., 2006). However, despite the

absence of differences between sub-groups regarding clinical recov-

ery, we found that the sub-group with affective psychosis had a bet-

ter quality of environment at discharge. This may be linked to the fact

that this subgroup had also a shorter DUP previously reported to be

associated with a better quality of life (Marshall et al., 2005).

Fifth, our findings suggest overall that affective and non-affective

psychosis might benefit from specific intervention strategies like pre-

viously reported (Berk et al., 2017; Lambert et al., 2003). For example,

a previous study on first-episode bipolar disorder reported that these

patients benefit more of a mood stabilizer like lithium as maintenance

treatment rather than an antipsychotic like quetiapine (Berk

et al., 2017). In addition to treatment, Kessing et al. (2013) reported

that patients in the early course of bipolar disorder may benefit from

a specialized out-patients mood disorder clinic rather than standard

care. However, further studies including schizoaffective disorder,

major depression with psychotic features, and bipolar disorder

patients are required to explore whether or not these patients with

affective psychoses may benefit from a specific intervention targeting

mood disorders.

Finally, this study provides evidence for the relevance of using a

categorical approach based on clinical presentation in addition to

dimensional measures of symptoms. Indeed, specifying intervention

based on the identification of subgroups may be useful to provide

adjusted guidelines regarding specific clinical evolution and prognosis.

However, our results are mixed without a clear dichotomy on clinical

presentation and outcomes, pointing out the relevance of

supplementing with psychopathological dimensions (Arrasate

et al., 2014). This study therefore confirms previous findings

suggesting the importance of combining both categorical and dimen-

sional perspectives to map psychiatric disorders to improve identifica-

tion and develop early intervention (Arrasate et al., 2014; Craddock &

Owen, 2007; Keshavan et al., 2011).

Our results must be interpreted with some degree of caution due

to various limitations. First, the 6 months interval between assess-

ments may not enable to catch the complete feature of the course of

symptoms through the early phase of illness. It would be interesting

to study the course of mood symptoms with a greater sampling reso-

lution and shorter time interval to better understand their temporal

dynamic. Second, scores on the YMRS scale might be driven by symp-

toms such as delusions, insight and aggressive behaviour, rather than

by specific manic symptoms, thus the similar levels of both groups on

this scale must be considered with cautious. Third, we used the

2-month measures for the YMRS, MADRS and PANSS as baseline

measures which may not provide a very accurate baseline clinical pic-

ture. Indeed, during the first 2 months, treatment and case manage-

ment follow-up are introduced providing the first steps for

stabilization. Therefore, these measures do not reflect the acute base-

line symptomatic picture of first episode patients, and may thus hide

some clinical differences between affective and non-affective psycho-

sis patients. However, the PANSS, YMRS and MADRS measures were

not available at baseline. Finally, differences between affective and

non-affective psychosis regarding the course of symptoms might be

influenced by other variables that were not tested, like the type of

medication. This would require further investigation.

5 | CONCLUSION

Our study aimed to investigate the clinical relevance of a differentia-

tion between affective and non-affective psychosis, and the results

suggest that while this differentiation is challenging at baseline, it is

nevertheless relevant, considering that these two groups display sig-

nificant differences regarding their longitudinal trajectories and out-

come. More studies are needed to explore the potential impact of a

specification of intervention in both of these sub-groups.
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Abstract 

The concept of affective psychosis encompasses diagnostic categories of psychotic disorders with mood 

disturbances. This concept is applied in clinical settings but its usefulness remains questioned given the 

existing distinct diagnostic categories on which this conceptual grouping is based. The aim of this study 

was to explore whether the clinical features of the diagnostic categories within affective psychoses were 

homogenous enough to warrant the use of this clinical entity in the early intervention context. In our 

study, we examined the homogeneity of the schizoaffective disorder, the bipolar disorder, and the major 

depression with psychotic features in a first-episode affective psychosis cohort (N = 77; Mean age = 

25.19) using Bayesian model comparison and mixed effects models repeated measures analysis of 

variance over a three year follow-up. Our results revealed many similarities between these diagnostic 

categories regarding socio-demographic variables, and outcomes as well as similar course of positive 

psychotic and manic symptoms. However, patients with schizoaffective disorder had more severe 

general and negative symptoms than bipolar disorder patients during the first 18 months, as well as less 

depressive symptoms during the first year. This group was also less likely to get back to work and to 

recover functionally at the end of the 36-month follow-up than the two other groups. These results 

suggest that developing clinical guidelines using the affective psychosis theoretical umbrella is relevant. 

However, the poor functional recovery of schizoaffective disorder requires specific attention. Further 

studies are required to investigate the impact of specific early intervention for affective psychoses. 

Key words: affective psychosis, diagnosis, first-episode, functional outcome, symptoms 

  



Introduction 

Affective psychosis is a concept applied in both clinical and research settings that groups various 

psychotic disorders associated with mood disturbances including bipolar disorder with psychotic 

features, major depression with psychotic features, and schizoaffective disorder (Kraepelin, 1992; 

Lambert et al., 2003). Affective psychoses remain largely neglected in early intervention strategies and 

research (Chia et al., 2019; Conus and McGorry, 2002) despite poor functional outcome (Conus et al., 

2006). In a recent study in a first-episode psychosis cohort we showed that the dichotomy between 

affective and non-affective psychosis may be useful to develop adapted guidelines considering some 

specificities in the clinical features of affective psychoses, such as lower severity of positive psychotic 

symptoms, increased variablity in manic symptoms, and a quick recovery of insight (Ramain et al., 

2021). As a second step to confort this hypothesis, exploring wether the affective psychosis group is 

sufficiently homogeneous would be important to justify the generalisation of such a grouping, and its 

use when defining treatment strategies. 

Indeed, the question of the clinical relevance of this concept in addition with existing diagnostic 

classifications on which this conceptual grouping is based remains debated. While some studies reported 

results for affective psychoses taken as a group (Conus and McGorry, 2002; Husted et al., 1995), and 

provided guidelines for the treatment of first-episode affective psychoses (Lambert et al., 2003), others 

focused specifically on bipolar disorder (Jauhar et al., 2019), schizoaffective disorder (Malhi et al., 

2008), or major depressive disorder with psychotic features (Rothschild, 2013; Schatzberg, 2003). In 

addition, a previous publication suggested that in first-episode mania with psychotic features, a 

distinction between bipolar disorder and schizoaffective disorder was relevant on the basis of differences 

in negative symptoms levels and outcome (Conus et al., 2010).  However, these previous papers studying 

the diagnostic categories separately also pointed out to commonalities and overlaps (regarding course 

of illness or indicated pharmacological treatment) which add support to the hypothesis that 

recommendations for affective psychoses as a group could be usefully developed.  

Further studies are thus required to explore the clinical relevance of the concept of affective 

psychoses in addition or instead of existing diagnostic categories, especially with regard to the 



development of early intervention strategies that may need to be different from the ones applied for first-

epsiode schizophrenia spectrum disorders. The aim of this study was to explore whether the clinical 

features of the diagnostic categories included within the affective psychoses group (schizoaffective 

disorder [SAD], bipolar disorder with psychotic features [BD], major depressive disorder with psychotic 

features [MDP]) were homogenous enough to warrant the use of this clinical entity in the early 

intervention context. 

Method 

 Sample and procedure 

This prospective study examined a cohort of first-episode psychosis patients treated at a specialised 

early psychosis intervention program (the Treatment and Early Intervention in Psychosis Programme; 

TIPP) that has been implemented by Lausanne University Hospital’s Department of Psychiatry in 2004 

(Baumann et al., 2013; Conus and Bonsack, 2004). Patients entering the programme are aged 18–35, 

reside in the Lausanne catchment area and have crossed the psychosis threshold in the Comprehensive 

Assessment of At-Risk Mental States scale’s (CAARMS; Yung et al., 2005) Psychosis Threshold 

subscale. Patients are referred to other programmes if they have been on antipsychotic medication for 

more than six months, have an intoxication-induced or organic brain disease-induced psychosis, or have 

an intelligence quotient below 70. A psychiatrist and a case manager follow every patient in the 

programme for three years. The TIPP favours a bio-psycho-social perspective and provides treatment 

including psychotherapy, psychoeducation, family support and therapy, cognitive assessment and 

remediation, social support, supported employment, psychological interventions for cannabis use, and 

pharmacological treatment. In line with international guidelines, atypical antipsychotics are a first-line 

pharmacological treatment used to prospectively monitor any side effects (Baumann et al., 2013). Case 

managers fill out a specifically designed questionnaire for the TIPP with every patient. This includes 

information about demographic characteristics, medical history, exposure to traumatic life events, 

symptomatology and usual functioning. Follow-up assessments are carried out at 2, 6, 12, 18, 24, 30 

and 36 months, by a psychologist and a case manager, to explore various aspects of treatment, 

pharmacotherapy, the psychopathology’s evolution, and functional status, as well as co-morbidities (e.g. 



level of insight, treatment adherence, the presence or absence of a forensic history and substance use, 

intermittent exposure to trauma, suicide attempts and forensic events). The study was approved by the 

Human Research Ethics Committee of the Canton of Vaud (protocol #2020-00272). The data generated 

during follow-up were only used if patients provided written informed consent; all of them agreed that 

their clinical data could be used for research, yielding a highly representative sample of early psychosis 

patients.  

Diagnostic Assessment 

The diagnoses presented here were the results of an expert consensus built from discussions held at 

18 and 36 months, based on the DSM-IV criteria and using information from patients’ medical records 

or hospitalisation reports provided by their treating psychiatrists and their TIPP-assigned psychiatrists 

and case managers.. We used the latest consensus diagnosis available. Patients included in the affective 

psychoses group were diagnosed with BD, MDP or  SAD. 

 

Socio-demographic and premorbid characteristics 

According to the CAARMS criteria, DUP was defined as the time elapsed from the onset of 

psychosis until admission to TIPP. Socioeconomic status (SES) was subdivided into three categories: 

low, intermediate and high (Chandola and Jenkinson, 2000). Independent living refers to patients living 

in independent households, living alone or with friends or family without supervision. The professional 

activity was subdivided into student or traineeship, active employment, which was defined as partial or 

full-time job, or other. The premorbid functional level was assessed with the Premorbid Adjustment 

Scale (PAS; Cannon-Spoor et al., 1982) using the childhood and early adolescence sub-scores (MacBeth 

and Gumley, 2008), and the total score. We considered that patients had a history of trauma if they had 

experienced at least one instance of sexual or physical abuse before the onset of psychosis (Alameda et 

al., 2015; Alameda et al., 2016). We defined migration in adversity as migration occurring in adverse 

contexts (e.g. seeking protection for political reasons, threat of death, exposure to war or extreme 

poverty). Past psychiatric and substance abuse or dependence diagnoses were evaluated with DSM-IV 

criteria (American Psychiatric Association, 1994), and past suicide attempts with the ICD-10 



classification (Dilling and Dittmann, 1990). Forensic history included all types of offenses. Insight was 

rated by the case manager as being absent, partial, or full regarding awareness of illness and necessity 

of treatment. 

Symptomatic and functioning data 

The functional level at baseline was assessed with the Social and Occupational Functioning 

Assessment Scale (SOFAS; American Psychiatric Association, 1994) and the Global Assessment of 

Functioning (GAF; American Psychiatric Association, 1994). While the SOFAS focuses on social and 

occupational levels, the GAF also includes the impact of symptomatology. General, psychotic, 

depressive, and manic symptoms were assessed at 2, 6, 12, 18, 24, 30, 36 months follow-up. General 

and psychotic symptoms were assessed using the general, positive, and negative symptom subscales of 

the Positive and Negative Psychotic Syndrome Scale (PANSS; Kay et al., 1987). We measured the 

severity of depressive symptoms using the Montgomery-Asberg Depression Rating Scale (MADRS; 

Montgomery and Asberg, 1979), and manic symptoms with the Young Mania Rating scale (YMRS; 

Young et al., 1978). As the YMRS, MADRS and PANSS scores were not available at baseline in our 

data, we used the assessment at 2 months as a measure of the level of symptoms at the beginning of the 

programme. 

Outcomes at discharge 

We assessed quality of life at discharge with the World Health Organization Quality Of Life scale 

(WHOQOL; The World Health Organization, 1995). It measures satisfaction with life and self-esteem 

through 26 self-rated items with 5-point Likert scales ranging from 1 (low satisfaction) to 5 (high 

satisfaction). We used 8 items of the PANSS (delusion, unusual thought content, hallucinatory 

behaviour, conceptual disorganization, mannerisms, blunted affect, social withdrawal, lack of 

spontaneity; Andreasen et al., 2005) following Andreasen’s Criteria (score ≤ 3) to determine 

symptomatic recovery. A PAS score equal or lower to the premorbid rating on four of the five PAS 

general scale’s items defined functional recovery (Strakowski et al., 1998). The assessment of 

independent living recovery (head of household/living alone, with partner, or with peers/living with 

family with minimal supervision) was carried out using the Modified Vocational Status Index (MVSI) 



and working recovery (paid or unpaid full- or part-time employment/being an active student in school 

or university/head of household with employed partner (homemaker)/full or part-time volunteer) using 

the Modified Location Code Index Independent living (MLCI; Tohen et al., 2000). Insight recovery was 

defined as full insight at discharge. 

Statistical analysis 

We compared the three affective psychosis diagnostic sub-groups (SAD, BD and MDP) using a 

Bayesian approach which represents an elegant alternative to the classic problem of multiple 

comparisons and allows evaluating the support for the null hypothesis (Golay et al., 2020; Golay et al., 

2019b; Noël, 2015).  All 6 possible models were estimated. The first model was the homogeneous model 

(1, 2, 3) stating that groups (SAD, BD, MDP) did not differ and were issued from the same distribution. 

It corresponds to the null hypothesis in the classical statistical testing framework. Another model was 

the heterogeneous model (1), (2), (3) (i.e. all the groups are different from each other and issued from a 

different distribution; i.e (SAD), (BD), (MDP). All other possible combinations, which adds up to 5 — 

that is (1, 2), (3) or (1), (2, 3) or (1, 3), (2)) were also estimated. For continuous variables, the best 

possible Gaussian model (, 2) was determined by using the Bayesian information criterion (Schwarz, 

1978). For nominal variables, the best multinomial model was determined using the exact likelihood 

with a uniform prior on all parameters (Noël, 2015). An equal prior probability of 1/5 was assumed for 

all models so that no model was favored. The Bayes factor was also computed (Kass and Raftery, 1995) 

and provided a comparison between the best model and the homogenous model. A Bayes factor of 4 

indicates that the best model was 4 times more likely to be true than the homogenous model. Values 

over 3 are generally considered sufficiently important to favor one model over another (Jeffreys, 1961; 

Wagenmakers et al., 2011). The course of symptoms (general, positive, negative, depressive, manic) 

over time were compared between the SAD, BD, and MDP groups using mixed effects models repeated 

measures analysis of variance (MMRM). In these models, the “within-group” factor was time and the 

“between-groups” factor was the diagnostical group. From the model, the main effects of the groups and 

time can be examined as well as their interaction. Main effects were examined only if the interaction 

term was not significant. We selected the optimal within-subject covariance matrix in each MMRM with 

the Akaike Information Criterion (AIC) coefficient. All the analyses were performed with IBM SPSS 



statistics 26, , the AtelieR package for R (Noël, 2013) and the Bayes R2STATS group models online 

calculator (Noël, 2018). 

 

Results 

Patient sample 

Our sample consisted of 77 patients (Mean age = 25.19; SD = 4.83) who met diagnostic criteria for 

affective psychosis (33.8% with BD, 20.8% with MDP with psychotic features, 45.5% with SAD).  

Socio-demographic and premorbid characteristics 

Socio-demographic and premorbid characteristics are reported in Table 1. Results showed that BD, 

MDP and SAD patients were similar regarding gender repartition, age, level of education as well as 

marital status. The DUP was also similar in all category. Considering their past history, all groups 

displayed a similar prevalence of exposure to trauma, substance abuse and dependence. They were also 

similar regarding their functional level during adolescence and childhood based on the PAS.  

MDP patients were less likely than the two other groups to have high SES, to live independently, to 

have a family history of psychiatric disorder and to display full insight at baseline  

Patients with BD were more likely to have an active professional/training activity at baseline and were 

less likely to have a past history of suicide or migration in adversity than patients with SAD or MDP  

The SAD group was more likely to have a forensic history and psychiatric antecedents than BD and 

MDP patients. 



 

Clinical presentation at the beginning of the programme 

Clinical presentation at the beginning of the programme is reported in Table 2. The groups were similar 

regarding the severity of the positive, manic and general symptomatology at 2 months follow-up. The 

SAD group was more likely to have more severe depressive symptoms at 2 months, as well as a worse 

level of socio-occupational and symptomatic functioning (SOFAS and GAF scores) at baseline than the 

two other groups. The BD group was more likely to have less severe negative symptoms at 2 months. 

 

Course of symptoms over the 36 months of programme 

The course of general and negative symptoms differed significantly between SAD and BD patients over 

the first 18 months. Indeed, the SAD group had significantly more severe general symptoms (Figure 1. 

Table 1. Comparison of socio-demographic and premorbid characteristics between diagnostic categories within affective psychoses. 

 
(1) Schizoaffective 

disorder (n = 35) 

(2) Major depression 

with psychotic features 

(n = 16) 

(3) Bipolar disorder (n 

=26) 

Best Modela Bayes factor 

against null 

hypothesisb 

Probability of the 

model to be truec 

Sex, % males (n) 51.4 (18) 43.8 (7) 53.8 (14) (1, 2, 3) 1.0000 0.4699 

Age, M (SD) 25.17 (4.61) 25.38 (5.20) 25.12 (5.08) (1, 2, 3) 1.0000 0.7367 

Level of education, M (SD) 10.39 (2.32) 9.67 (2.87) 11.19 (2.64) (1, 2, 3) 1.0000 0.5326 

SES, % (n)    (1, 3), (2) 2.7479 0.4916 

Low 20.0 (7) 25.0 (4) 15.4 (4)    

Medium 42.9 (15) 62.5 (10) 30.8 (8)    

High 37.1 (13) 12.5 (2) 53.8 (14)    

Marital status, % (n)    (1, 2, 3) 1.0000 0.5017 

Single 76.5 (26) 62.5 (10) 96.2 (25)    

Maried 11.8 (4) 31.3 (5) 0.0 (0)    

Divorced 5.9 (2) 6.3 (1) 3.8 (1)    

Cohabitation 5.9 (2) 0.0 (0) 0.0 (0)    

Professional activity, % (n)    (1, 2), (3) 1400.9766 0.7543 

Active employment 8.8 (3) 12.5 (2) 33.3 (8)    

Student/traineeship 11.8 (4) 25.0 (4) 45.8 (11)    

Others 79.4 (27) 62.5 (10) 20.8 (5)    

Life style, % (n)    (1, 3), (2) 1.7265 0.4383 

Independent 73.5 (25) 50.0 (8) 76.0 (19)    

Others 26.5 (9) 50.0 (8) 24.0 (6)    

DUPd, Mdn (IQR) 67.00 (254.00) 65.50 (153.00) 23.50 (69.75) (1, 2, 3) 1.0000 0.5277 

Suicide, % (n) 17.6 (6) 25.0 (4) 3.8 (1) (1, 2), (3) 1.1991 0.3434 

Trauma, % (n) 29.4 (10) 25.0 (4) 23.1 (6) (1, 2, 3) 1.0000 0.5093 

Migration in adversity, % (n) 42.9 (15) 37.5 (6) 19.2 (5) (1, 2), (3) 1.7126 0.3774 

Forensic history, % (n) 24.1 (7) 6.7 (1) 0.0 (0) (1), (2, 3) 5.8453 0.5464 

Psychiatric antecedents, % (n) 60.0 (21) 37.5 (6) 42.3 (11) (1), (2, 3) 1.1606 0.3214 

Familial psychiatric history, % (n) 64.7 (22) 42.9 (6) 64.0 (16) (1, 3), (2) 1.0034 0.3353 

Substance abuse, % (n) 14.7 (5) 6.3 (1) 7.7 (2) (1, 2, 3) 1.0000 0.5570 

Dependence to substance, % (n) 11.8 (4) 0.0 (0) 7.7 (2) (1, 2, 3) 1.0000 0.5443 

Insight, % (n)    (1, 3), (2) 36.3186 0.7463 

Null 44.1 (15) 12.5 (2) 30.8 (8)    

Partial 32.4 (11) 81.3 (13) 34.6 (9)    

Full 23.5 (8) 6.3 (1) 34.6 (9)    

PAS childhood, M (SD) 0.29 (0.21) 0.25 (0.16) 0.24 (0.19) (1, 2, 3) 1.0000 0.6386 

PAS Early adolescence M (SD) 0.32 (0.17) 0.28 (0.20) 0.28 (0.19) (1, 2, 3) 1.0000 0.6448 

Note. Lines in bold highlight homogeneity between groups. a = based on BIC coefficient; b = Bayes factor comparing the best model to the homogeneous model (1, 2, 3); c = compared to all 

possible models ((1, 2, 3) / (1, 2) (3) / (1) (2, 3) / (1, 3) (2) / (1) (2) (3)); d= Raw data are presented, however the test statistics were based on log10 (+constant) transformed data because of 

extreme positive skewness. 

Table 2. Comparison of clinical data between diagnostic categories within affective psychoses at the beginning of the programme. 

 
(1) Schizoaffective 

disorder (n = 35) 

(2) Major depression 

with psychotic 

features (n = 16) 

(3) Bipolar disorder 

(n = 26) 

Best Modela Bayes factor 

against null 

hypothesis b 

Probability of 

the model to be 

truec 

2 months PANSS positive, M (SD) 13.33 (4.42) 12.00 (3.92) 12.31 (4.52) (1, 2, 3) 1.0000 0.6029 

2 months PANSS negative, M (SD) 17.75 (5.77) 15.14 (4.22) 12.46 (4.31) (1, 2), (3) 3.2269 0.3766 

2 months PANSS general, M (SD) 36.50 (6.75) 34.57 (7.28) 31.61 (6.63) (1, 2, 3) 1.0000 0.3627 

2 months MADRS, M (SD) 22.17 (13.25) 16.14 (7.84) 12.75 (9.62) (1), (2, 3) 1.4780 0.3789 

2 months YMRS, M (SD) 5.42 (5.70) 6.14 (5.27) 6.50 (5.35) (1, 2, 3) 1.0000 0.6186 

Baseline GAF, M (SD) 35.70 (13.07) 47.07 (17.96) 46.88 (22.37) (1), (2, 3) 4.1898 0.6474 

Baseline SOFAS, M (SD) 36.62 (12.04) 48.13 (16.98) 47.71 (19.88) (1), (2, 3) 9.6283 0.7560 

Note. Lines in bold highlight homogeneity between groups a = based on BIC coefficient; b = Bayes factor comparing the best model to the homogeneous model (1, 2, 3); c = 

compared to all possible models ((1, 2, 3) / (1, 2) (3) / (1) (2, 3) / (1, 3) (2) / (1) (2) (3)). 

 



A.) at 2 (mean difference = 7.056; df = 2.627; p =.011), 6 (mean difference = 9.142; df = 2.907; p =.003), 

12 (mean difference = 11.450; df = 2.739; p <.001), 18 (mean difference = 8.492; df = 3.521; p =.021) 

months than the BD group. The SAD group had also significantly greater severity of negative 

symptomatology at 2 (mean difference = 6.731; df = 1.840; p < .001), 6 (mean difference = 4.957; df = 

1.824; p =.007), 12 (mean difference = 4.995; df = 1.874; p = .008), 18 (mean difference = 5.248; df = 

2.181; p =.017) months than the BD group (Figure 1. C.). 

The SAD group had significantly more severe general symptoms at 12 months (mean difference = 6.493; 

df = 3.194; p =.048; Figure 1. A.) than the MDP group. However, general symptoms were significantly 

less severe at 36 months in the SAD (mean difference = -7.553; df = 2.622; p =.008; Figure 1. A.), and 

in the BD (mean difference = -7.277; df = 2.872; p =.018; Figure 1. A.) groups than in the MDP group. 

The SAD group had also significantly more negative symptoms than the MDP group at 6 months only 

(mean difference = 4.462; df = 2.210; p = .045; Figure 1. C.). 

The SAD group had significantly more positive psychotic symptoms than the BD groups only at 12 

months (mean difference = 3.872; df = 1.355; p =.007; Figure 1. B.). The three groups did not 

significantly differ regarding positive symptoms at any other time point. 

The SAD group had more depressive symptoms than the BD group during the first year of the 

programme. Indeed, depressive symptoms were significantly more severe at 2 (mean difference = 9.844; 

df = 3.592; p = .007), 6 (mean difference = 8.949; df = 3.541; p = .013), and 12 (mean difference = 

8.836; df = 3.757; p = .020) months (Figure 2. A.) in the SAD than in the BD group. The SAD group 

and the MDP group did not differ significantly regarding depressive symptoms until the 36 months with 



more severe in the MDP group (mean difference = 9.380; df = 4.647; p = .045; Figure 2. A.). All the 

groups did not differ significantly at any time point regarding manic symptoms (Figure 2. B.) 

 

Outcomes 

Outcomes are reported in Table 3. All the groups had similar premorbid adjustment recovery, as well as 

insight and independent living recovery. They also had a similar perceived quality of physical health, 

psychological aspects, social relationships. Patients with a SAD were less likely to recover functionally 

and to get back to work than patients of the two other groups. Patients with BD were more likely to 

achieve symptomatic recovery than patients of the two other groups. They were also more likely to 

perceive the quality of their environment as better than patients with a SAD or a MDP. 

 

 

Table 3. Comparison of outcomes between diagnostic categories within affective psychoses. 

 

(1) Schizoaffective 

disorder (n = 35) 

(2) Major 

depression with 

psychotic features 

(n = 16) 

(3) Bipolar disorder 

(n = 26) 

Best Modela Bayes factor 

against null 

hypothesis b 

Probability of 

the model to be 

truec 

Symptomatic recovery, % (n) 31.3 (5) 40.0 (2) 100.0 (10) (1, 2), (3) 301.5605 0.6128 

General functional recovery, % (n) 37.5 (12) 63.6 (7) 70.0 (14) (1), (2, 3) 5.2093 0.4756 

Premorbid adjustment recovery, % (n) 40.0 (8) 50.0 (4) 64.3 (9) (1, 2, 3) 1.0000 0.2816 

Insight recovery, % (n) 76.7 (23) 63.6 (7) 70.6 (12) (1, 2, 3) 1.0000 0.4279 

Independent living recovery, % (n) 70.0 (21) 83.3 (10) 72.2 (13) (1, 2, 3) 1.0000 0.4488 

Working recovery, % (n) 13.3 (4) 50.0 (6) 44.4 (8) (1), (2, 3) 14.7333 0.5933 

Quality of life, M (SD)       

Quality of physical health 24.24 (5.58) 28.60 (5.03) 27.00 (2.83) (1, 2, 3) 1.0000 0.3313 

Quality of psychological aspects 21.50 (4.96) 22.92 (3.67) 21.60 (4.59) (1, 2, 3) 1.0000 0.5744 

Quality of social relationships 11.00 (2.13) 11.40 (1.67) 11.17 (2.40) (1, 2, 3) 1.0000 0.5893 

Quality of environment 30.83 (6.77) 32.53 (4.32) 36.17 (3.19) (1, 2), (3) 1.1512 0.3442 

Note. Lines in bold highlight homogeneity between groups a = based on BIC coefficient; b = Bayes factor comparing the best model to the homogeneous model (1, 2, 3); c = 

compared to all possible models ((1, 2, 3) / (1, 2) (3) / (1) (2, 3) / (1, 3) (2) / (1) (2) (3)). 

 



Discussion 

After finding in a previous paper that a dichotomy between affective and non-affective psychoses was 

empirically worthwhile (Ramain et al., 2021), we studied in the current paper the degree of homogeneity 

among patients displaying affective psychosis, in order to further explore the clinical relevance of this 

conceptual grouping. In this aim, rather than relying on standard statistical tests that allow only the 

exclusion of statistical differences, we applied Bayesian statistic methods that permit to explore 

homogeneity within samples very specifically, and allow to evaluate the statistical support for the null 

hypothesis. Our results revealed important similarities among SAD, BD and MDP patients regarding 

socio-demographic variables, premorbid history, baseline clinical presentation, as well as outcomes. 

Based on these elements, there seems to be a sufficient homogeneity among affective psychosis patients 

to justify considering them as a group when developing clinical guidelines for early intervention. 

Indeed, all diagnostic subgroups were homogeneous regarding many premorbid characteristics that 

determine outcome (gender repartition, age, level of education, marital status, rate of exposure to trauma, 

to substance abuse and dependence, and functional level during adolescence). In addition, severity of 

scores on positive, manic and general symptomatology at 2 months post entry to the programme were 

similar, suggesting a similar pattern of short term evolution. Moreover, the course of positive psychotic 

and manic symptoms did not differ significantly between groups over the 3 years. In addition, 

differences between groups regarding the course of depressive, negative, and general symptoms were 

sparse after 18 months follow-up. Finally, all affective psychosis patients had similar rate of insight 

development, of return to premorbid adjustment recovery and to independent living at the end of the 

program.  

However, there were also domains where homogeneity between groups was more limited. In line with 

previous findings (Conus et al., 2010), SAD patients were the ones displaying the strongest divergence 

with both other diagnostic groups. These patients were more likely to have a forensic history and 

psychiatric antecedents, had more severe depressive symptoms at the beginning of the program,  as well 

as worse level of socio-occupational and symptomatic functioning (SOFAS and GAF scores) than BD 

and MDP patients. During the first year of the follow-up, they displayed more enduring symptoms than 



the BD group, which is somewhat understandable considering that the presence of positive symptoms 

for a longer period is at the basis of their clinical definition (American Psychiatric Association, 2013). 

SAD patients were also less likely than the two other groups to recover functionally at the end of 

treatment. The worse functional and professional recovery of this diagnosis group is probably not be 

associated with the course of symptomatology, which globally did not differ between MDP and SAD, 

but rather with more severe depressive symptoms and worse functioning at baseline, as well as with 

problematic antecedents (forensic history, psychiatric antecedents). This is in line with previous findings 

showing that, despite a good symptomatic recovery, functional recovery remains challenging in affective 

psychosis (Conus et al., 2006), and may be particularly difficult in SAD (Schöttle et al., 2012). Early 

intervention in affective psychoses targeting functional adjustment should therefore be intensified for 

patients with problematic antecedents, poor functioning and depressive symptoms at baseline, regardless 

of their symptomatic evolution. 

Furthermore, patients with BD were more likely to have an active professional/training activity at 

baseline and were less likely to have attempted suicide before entering the programme and to have a 

history of migration in adversity than patients with SAD or MDP. As expected, they displayed lower 

levels of negative symptoms, both at 2 months and after 36 months. Finally, they were more likely to 

achieve full symptomatic recovery and to have a positive perception of their environment than MDP 

and SAD patients after 36 months. The reason for the better outcome we observed in BD patients is 

probably multi factorial, our observation that they were less likely than the two other groups to have 

been exposed to migration in adversity might play a role in this regard. Indeed, migration in adversity 

may increase the risk of exposure to traumatic events and was previously reported to be associated with 

an increased risk of relapse, as well as with poorer symptomatic remission in first-episode psychosis 

(Golay et al., 2019a). As previously suggested (Alameda et al., 2015; Golay et al., 2019a), psychological 

intervention targeting past traumatic events should therefore be intensified to improve symptomatic 

recovery, especially for patients who experienced migration in adversity. 

Patients with MDP had a lower socio economic status, were less likely to have a family history of 

psychiatric disorder, to live independently and to display full insight at baseline. They also displayed 



higher scores on the general scale of the PANSS at 36 months, mainly due to depressive symptoms 

being present at the end of the treatment phase. However, our study revealed a strong clinical 

resemblance between MDP and SAD, especially regarding their clinical baseline presentation, the 

course of symptoms and outcomes. While various authors have focused on a continuum between BD 

and schizophrenia, including an intermediate position for SAD, they often do not include MDP in such 

a dimensional concept (Craddock et al., 2009; Ivleva et al., 2010; Keshavan et al., 2011). In line with 

Keshavan et al. (2011), and based on our results, we consider indeed this as an argument to include MDP 

within the large concept of the psychosis spectrum.   

In sum, our study shows that there is a reasonable homogeneity within the affective psychosis group as 

it is defined usually in the literature. Combined with our previous observation that affective and non-

affective psychoses differed significantly (Ramain et al., 2021), they bring support to the relevance of 

this dichotomy as a practical way to group patients in order to develop guidelines that are not limited to 

discrete diagnoses. The issue regarding SAD remains to be clarified as it may come out as an 

intermediate group; however, reducing the complexity of diagnosis may contribute to promote the 

development of early intervention strategies that are still largely lacking for affective forms of psychoses 

(Chia et al., 2019; Conus and McGorry, 2002). This more simple grouping may be a complement to a 

completely dimensional approach where treatment would be constructed on the presence of each distinct 

psychopathological domain (manic, depressive, positive, negative, cognitive symptoms…), which may 

be justified but also has its limitations (Potuzak et al., 2012).   

 

Our results must be interpreted with caution due to some limitations. First, the sample size is moderate, 

limiting the power to distinguish between groups. However, this was one motivation to use a Bayesian 

model comparison approach that partly circumvent the Type I and Type II error trade-off. On a more 

epistemological level, the Bayesian framework also allowed us to directly quantify support for the null 

hypothesis, which is not possible in the classical frequentist framework. However, the Bayesian 

approach was not directly applicable for the MMRM longitudinal modelling. Secondly, we did not 

compare patients on the basis of symptomatic baseline presentation; patients often being referred to our 



programme after a few days and up to 3 weeks of treatment, a reliable and scale based assessment of 

baseline symptoms was not available. We therefore preferred to define short term (after 2 months) and 

3 years symptom outcome as our focus, which is often the determinant aspect for treatment adaptation.  

Conclusion 

Our study revealed similar clinical features between schizoaffective disorder, major depressive disorder 

with psychotic features and bipolar disorder. The concept of affective psychoses may therefore be 

relevant for clinical purposes in order to develop treatment guidelines considering both mood and 

psychotic dimensions, and psychosocial intervention targeting functional adjustment. We also found 

some diagnosis differences that may justify some degree of treatment adaptation. In spite of this, it seems 

justified to conduct studies designed to explore the impact of interventions specifically developed for 

affective psychoses as a group in the early phase of these disorders. 
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Abstract

Aim: Premorbid history may have a major influence on the way patients cope with

the onset of psychosis. This issue has been widely studied in the context of early

intervention in schizophrenia but considerably less is known regarding affective psy-

chosis. Our first goal was to investigate if subgroups could be identified among affec-

tive psychosis patients based on premorbid factors. Our second goal was to compare

these subtypes according to the evolution of mood symptoms and outcomes at the

end of the program.

Methods: We conducted a 3-year prospective study on a sample of 74 adults aged

18–35 with a first episode of affective psychosis. Latent class analysis (LCA) was

used to reveal distinct exploratory subgroups within affective psychosis patients.

Results: Three distinct subgroups could be distinguished. One with later onset of psy-

chosis mainly including women with more severe depressive symptoms in the first

6 months contrasting with two other subgroups with more severe manic symptoms

all along the follow-up and earlier onset of psychosis, with or without many serious

antecedents. The subgroup with many serious antecedents was more likely to require

several hospitalizations, less likely to achieve recovery, especially regarding profes-

sional integration and return to premorbid general functioning.

Conclusions: This study provides further evidence of poor functional recovery in the

early phase of affective psychosis and shows that premorbid characteristics allow the

identification of subgroups with distinct outcome which may require specification of

treatment.

K E YWORD S

affective, early intervention, first episode, premorbid, psychosis

1 | INTRODUCTION

Psychotic disorders are often classified in clinical settings as affective

or nonaffective depending on clinical symptoms in the first episode

(Torrent et al., 2018). Affective psychoses are characterized by the

presence of psychotic features as well as depressive or manic epi-

sodes (Strakowski et al., 1998). These mood features impair function-

ing and complicate pathway to recovery (Paykel, 2008; Strakowski

et al., 1998). While early nonaffective psychoses have received exten-

sive attention, less is known about affective psychoses although they

represent an important proportion of psychotic disorders (Conus

et al., 2014; Salvadore et al., 2008).

Premorbid factors in early psychosis patients could account for

differences between patients with different diagnosis, which hence

may be composed of subjects with similar clinical presentation related

however to distinct illness processes. Indeed, some sociodemographic

characteristics, such as gender (Bardenstein & McGlashan, 1990;

Conus et al., 2007), marital status (Benabarre et al., 2001; Conus

et al., 2007), socioeconomic status (SES; Byrne et al., 2004; Eid

et al., 2013) and education level (MacCabe et al., 2010), seem to differ
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across diagnostic categories within psychotic disorders, and they cor-

relate with differences regarding illness evolution and treatment

response. In addition, and besides increasing the risk of psychosis

(O'Donoghue et al., 2015), premorbid socioeconomic and clinical con-

ditions of individuals are correlated to outcome and risk of chronicity

(van Os et al., 1995). Finally, past personal or familial psychiatric his-

tory, exposure to traumatic events, suicide attempts, history of sub-

stance abuse (Conus et al., 2007) and migration (Zolkowska

et al., 2001) are correlated to outcome. Studying premorbid factors in

the initial course of psychotic disorders is therefore an opportunity to

better understand how they are linked to clinical presentation and to

provide clues for adjusting treatment.

This may be true for affective psychoses more specifically.

Indeed, environment and life events impact mood stability in bipolar

disorder (Aldinger & Schulze, 2017), suggesting that premorbid condi-

tions may play a major role in the clinical course of affective psycho-

ses. While sociodemographic and clinical distinctions have been made

between diagnostic categories of psychoses, it remains unclear how

premorbid factors could differentially affect the course of early affec-

tive psychoses. Treatment response may also be affected by

sociodemographic factors, a higher SES in bipolar disorder being for

example associated with better lithium response (Eid et al., 2013). Fur-

thermore, affective psychoses have been associated with a shorter

duration of untreated psychosis (DUP), an older age at onset

(Benabarre et al., 2001; Conus et al., 2007; Large et al., 2008) and a

better social adjustment at adolescence (Cannon et al., 1997) than

nonaffective psychoses, which may influence evolution. Since

premorbid factors play a role in mood evolution and treatment

response in the early phase of affective psychosis, identifying sub-

groups of patients with different premorbid profiles may guide treat-

ment choice.

The aims of this study are therefore (1) to identify subgroups of

patients within affective-psychoses based on premorbid factors and

(2) to compare their mood symptomatology and outcomes over a

3-year follow-up.

2 | METHODS

2.1 | Sample and procedure

Treatment and Early Intervention in Psychosis Program (TIPP) is a spe-

cialized early psychosis program implemented in Lausanne

(Switzerland) since 2004 at the Department of Psychiatry, CHUV

(Baumann et al., 2013; Conus & Bonsack, 2004). Patients entering the

program are aged between 18 and 35, reside in the catchment area of

Lausanne and have crossed the psychosis threshold according to the

'Psychosis threshold' subscale of the Comprehensive Assessment of

At Risk Mental States scale (CAARMS; Yung et al., 2005). Patients

who have more than 6 months of previous antipsychotic medication,

an intoxication or an organic brain disease-induced psychosis or an

intelligence quotient lower than 70 are addressed to other programs.

In this program, a psychiatrist and a case manager are assigned to

each patient. In a bio-psycho-social perspective, the treatment

includes psychotherapy, psycho-education, family support, cognitive

assessment and remediation, social support, assistance in finding

employment, psychological interventions for cannabis use and phar-

macological treatment. In line with international guidelines, atypical

antipsychotics are first-line pharmacological treatment with a pro-

spective monitoring of any side-effects (Baumann et al., 2013). Case

managers, who have up to one hundred instances of contact with

patients during the program, complete a questionnaire specially

designed for the TIPP. Detailed information about demographic char-

acteristics, past medical history, exposure to life events, symptoms

and functioning are collected for each patient. A psychologist and

case managers carry out follow-up assessments at 2, 6, 12, 18,

24, 30 and 36 months, exploring various aspects of treatment and

comorbidities (e.g., level of insight, treatment adherence, presence or

absence of forensic history and substance use, intermittent exposure

to trauma, suicide attempts and forensic events), evolution of psycho-

pathology and functional level. Every patient's file is revised by a psy-

chologist at 18 and 36 months to collect data on hospital stays from

discharge files.

This study was approved by the Human Research Ethics Commit-

tee of the Canton Vaud (protocol #2020-00272). The data generated

by the follow-up of all patients were used in the study if they pro-

vided consent. Of the first 386 patients enrolled in the program, all

agreed for their clinical data to be used for research.

2.2 | Diagnostic assessment

Diagnosis results from an expert consensus discussed at 18 and

36 months, based on the DSM-IV criteria using the information from

medical reports from treating psychiatrists, as well as from the TIPP-

assigned psychiatrist and case manager. In this study, we used the lat-

est consensus diagnostic available. We included bipolar disorder,

major depression with psychotic features and schizoaffective disorder

in affective psychoses.

2.3 | Premorbid factors

Case managers collected premorbid information at entry. DUP was

defined as the time between onset of psychosis defined by CAARMS

and admission to TIPP. SES was subdivided into low, intermediate and

high (Chandola & Jenkinson, 2000). Migration in adversity was

defined as migration in adverse contexts (e.g., seeking protection for

political reasons, threat of death, exposure to war or extreme pov-

erty). Mapping of past psychiatric and substance abuse diagnoses was

based on DSM-IV criteria (American Psychiatric Association, 1994)

and past suicide attempts on the 10th revision of the International

Classification of Diseases (ICD-10; Dilling & Dittmann, 1990). Early

adolescent functional level was evaluated with the Premorbid Adjust-

ment Scale (PAS; Cannon-Spoor et al., 1982) using the early adoles-

cence subscore (MacBeth & Gumley, 2008). Past history of trauma
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was rated by case managers (Alameda et al., 2015; Alameda

et al., 2016). Patients were considered to have a history of trauma if

they had experienced at least one sexual or physical abuse prior the

onset of psychosis.

2.4 | Symptomatology and functioning at baseline

Manic and depressive symptoms were respectively measured with the

Young Mania Rating Scale (YMRS; Young et al., 1978) and the

Montgomery–Asberg Depression Rating Scale (MADRS; Montgom-

ery & Asberg, 1979). As data were not available at baseline, we used

the 2-month follow-up measures. We assessed general symptomatol-

ogy with the Clinical Global Impression (CGI; Guy, 1976). The social

and occupational level was assessed with the Social and Occupational

Functioning Assessment Scale (SOFAS; American Psychiatric

Association, 1994). We used the Global Assessment of Functioning

(GAF; American Psychiatric Association, 1994) to measure functioning

regarding the impact of symptomatology.

2.5 | Level of depressive and manic symptoms

Depressive and manic symptoms were assessed at 2, 6, 12, 18, 24, 30,

36 months of follow-up. We measured the severity of depressive

symptoms with the MADRS, and manic symptoms with the YMRS.

2.6 | Outcomes at discharge

We classified hospital stays in three categories (none, unique, multi-

ple) to compare the proportion of patients requiring none, one or sev-

eral hospital stays. We assessed psychotic symptoms with the

Positive and Negative Psychotic Syndrome Scale (PANSS; Kay

et al., 1987). Symptomatic recovery was defined following

Andreasen's criteria (score ≤3) on eight items of the PANSS (delusion,

unusual thought content, hallucinatory behaviour, conceptual disorga-

nization, mannerisms, blunted affect, social withdrawal, lack of spon-

taneity; Andreasen et al., 2005). Functional recovery was defined as a

PAS score equal or lower to the premorbid rating on four of the five

PAS general scale's items (Strakowski et al., 1998). Independent living

recovery (head of household/living alone, with partner, or with peers/

living with family with minimal supervision) was measured with the

Modified Vocational Status Index (MVSI) and working recovery (paid

or unpaid full- or part-time employment/being an active student in

school or university/head of household with employed partner [home-

maker]/full- or part-time volunteer) with the Modified Location Code

Index Independent living (MLCI; Tohen et al., 2000). Quality of life at

discharge was assessed with the World Health Organization Quality

of Life assessment scale (The World Health Organization Quality of

Life (WHOQOL) assessment, 1995), a 26-item self-rated scale mea-

suring satisfaction with life and self-esteem based on 5-point Likert

scales ranging from 1 (low satisfaction) to 5 (high satisfaction). The case

manager assessed insight (absence = 0, partial = 1, full = 2). Insight

recovery was defined as getting full insight at discharge, that is,

awareness of illness and necessity of treatment. We also included

continuous outcome measures to consider change regarding depres-

sive and manic symptoms, general symptomatology and functioning,

respectively, measured with the MADRS, the YMRS, the CGI and the

SOFAS/GAF. We considered the difference between the baseline and

the 36-month follow-up measures, except for the MADRS and YMRS

for which the first measure was available at 2 months.

2.7 | Statistical analysis

We used LCA to identify subgroups based on premorbid factors. To

determine the number of latent classes, we used the Bayesian infor-

mation criterion (BIC) coefficient, the Lo–Mendell–Rubin and the

bootstrapped likelihood ratio tests. We used Pearson's chi-square

tests to test the repartition of diagnostic categories between classes.

We used mixed-effects models repeated measures analysis of vari-

ance (MMRM) to analyse differences between subgroups over time

on mood symptoms. In these models, the 'within-group' factor was

time and the 'between-groups' factor was subgroups. We selected the

optimal within subject covariance matrix in each MMRM based on the

Akaike information criterion (AIC) coefficient. We conducted one-way

analysis of variance (ANOVA) to compare subgroups regarding symp-

tomatology and functioning at baseline. Outcome differences were

assessed using logistic regression for categorical variables and one-

way ANOVA or linear regression for continuous variables. We per-

formed nonparametric Kruskal–Wallis tests to compare the number of

hospital stays. We applied Bonferroni correction for post hoc ana-

lyses. The analysis was performed with IBM SPSS statistics 25 and

Mplus Version 7.4.

3 | RESULTS

3.1 | Patient sample

Our final sample consisted of 74 patients (mean age = 25.16, 50.0%

males) meeting diagnostic criteria for affective psychosis (24 with

bipolar disorder, 17 with major depression with psychotic features,

33 with schizoaffective disorder).

3.2 | Subgroups based on premorbid profile within
affective psychosis

Models including 1–5 class were estimated (Table 1). Estimation was

problematic (model under-identification) for models with more than

three classes. The Lo–Mendell–Rubin test and the BIC pointed

towards a one-class model while the parametric bootstrapped likeli-

hood ratio test, which is considered the most adequate test (Nylund

et al., 2008), suggested the three-class solution. Because of its
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theoretical interpretability, we selected this three-class model to iden-

tify subgroups within affective psychosis (Figure 1).

It is important to note that the distribution of bipolar disorder,

major depression with psychotic features and schizoaffective disorder

was similar across subgroups (χ2(4) = 2.852, p = .595). The first group

included 32 people with later onset psychosis. This subgroup con-

sisted mostly of women characterized by low SES, a good level of

education and past relationships, and they were more likely to have a

history of migration in adversity. In the two other subgroups, patients

had earlier onset of psychosis. One of these two subgroups consisted

of 17 people who cumulated many serious premorbid antecedents

(suicide attempt, psychiatric antecedents, trauma, low premorbid

adjustment at adolescence, low education level); the other one was

composed of 25 people with few premorbid antecedents. There was

TABLE 1 Characteristics of the 1–5 latent class analysis solutions

Number of classes Size of each class BIC Entropy

Model comparison n vs. n − 1 classes

Lo–Mendel–Rubin LRT p-value Bootstrapped LRT p-value

1 74 1687.436

2 15 (20.3%)

59 (79.7%)

1710.234 .799 .464 <.001

3 17 (23.0%)

25 (33.8%)

32 (43.2%)

1730.372 .838 .646 <.001

4 3 (4.1%)

19 (25.7%)

20 (27.0%)

32 (43.2%)

1759.956 .888 .282 .07

5 10 (13.5%)

12 (16.2%)

15 (20.3%)

16 (21.6%)

21 (28.4%)

1791.312 .991 .668 .10

Abbreviations: BIC, Bayesian information criterion; LRT, likelihood ratio test.

F IGURE 1 Subgroups in affective psychosis according to premorbid factors
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no difference across subgroups regarding prevalence of familial psy-

chiatric history and history of premorbid substance abuse.

Sociodemographic and premorbid characteristics of subgroups

are described in Table 2.

3.3 | Symptomatology and functioning at baseline

We found no difference between subgroups regarding symptomatol-

ogy and functioning at baseline (Table 3).

3.4 | Evolution of depressive and manic symptoms
over the program

Depressive symptoms were higher in the subgroup with later onset

than in the subgroup with earlier onset and few antecedents during

the first 6 months (Figure 2(a); mean difference at 6 months = 12.127,

df = 138.405, p = .003, 95%IC [4.227, 20.027]). The subgroup with

later onset had significantly less manic symptoms over the 36 months

period than the subgroup with earlier onset and few antecedents

(Figure 2(b); mean difference = −1.903, df = 61.343, p = .044, 95%IC

[−3.756, −.049]), as well as than the subgroup with earlier onset and

many serious antecedents (Figure 2(b); mean difference = −2.170,

df = 53.000, p = .024, 95%IC [−4.041, −.300]).

3.5 | Outcomes at discharge

Results of the outcomes at discharge (Table 4) revealed that sub-

groups with earlier onset and few antecedents had significantly better

general functional recovery (p = .038) and work-related recovery

(p = .030) than the subgroup with earlier onset and many serious ante-

cedents. Subgroups differed regarding quality of physical health (F

(2, 20) = 3.992, p = .35). The subgroup earlier onset without anteced-

ents (M = 30.33, SD = 2.94) had a significantly better physical health

(mean difference = 6.167, p = .040) than the subgroup with later onset

(M = 24.17, SD = 4.86). No differences were found between sub-

groups regarding quality of psychological aspects, environment and

relationships at discharge. Analyses regarding hospitalization revealed

a significant difference between subgroups regarding the number of

TABLE 2 Sociodemographic and premorbid characteristics of subgroups within affective psychosis

Total (N = 74) Later onset (N = 32)

Earlier onset without

antecedents (N = 25)

Earlier onset with

antecedents (N = 17)

Gender, male % (N) 50.0 (37) 37.5 (12) 56.0 (14) 64.7 (11)

Age in year, M (SD) 25.16 (4.932) 29.94 (2.564) 21.56 (2.959) 21.47 (2.183)

Diagnosis, % (N)

Schizoaffective disorder 44.6 (33) 43.8 (14) 48.0 (12) 41.2 (7)

Major depression with psychotic features 17.6 (3) 31.3 (10) 16.0 (4) 17.6 (3)

Bipolar disorder 41.2 (7) 25.0 (8) 36.0 (9) 41.2 (7)

Education in year, M (SD) 10.48 (2.566) 10.44 (2.636) 11.33 (2.436) 9.15 (2.193)

Age of onset, M (SD) 24.19 (5.090) 29.19 (2.546) 20.52 (2.535) 20.18 (2.811)

Duration of untreated psychosis (days), Mdn (IQR) 50.00 (181.50) 59.50 (129.00) 19.00 (60.00) 190.00 (377.50)

Socioeconomical level, % (N)

Low 37.8 (28) 25.0 (8) 20.0 (5) 11.8 (2)

Intermediate 41.9 (31) 53.1 (17) 36.0 (9) 29.4 (5)

High 20.3 (15) 21.9 (7) 44.0 (11) 58.8 (10)

Marital status, % (N)

Single 78.1 (57) 62.5 (20) 91.7 (22) 88.2 (15)

Married 12.3 (9) 21.9 (7) 4.2 (1) 5.9 (1)

Divorced 6.8 (5) 15.6 (5) .0 (0) .0 (0)

Cohabitation 2.7 (2) .0 (0) 4.2 (1) 5.9 (1)

Early adolescence adjustment, M (SD) .30 (.183) .26 (.114) .20 (.114) .56 (.140)

Past suicide attempt, % (N) 16.4 (12) 12.5 (4) 8.0 (2) 37.5 (6)

History of trauma,a % (N) 26.8 (19) 35.5 (11) .0 (0) 47.1 (8)

Migration in adversity, % (N) 37.8 (28) 50.0 (16) 16.0 (4) 29.4 (5)

Psychiatric history, % (N) 50.7 (37) 50.0 (16) 29.2 (7) 82.4 (14)

Familial psychiatric history, % (N) 62.9 (44) 64.3 (18) 60.0 (15) 64.7 (11)

Lifetime substance abuse (DSM), % (N) 44.6 (33) 40.6 (13) 52.0 (13) 21.2 (7)

aPhysical or sexual abuse.
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hospitalizations along the program (H(2) = 9.091, p = .011). The sub-

group earlier onset with antecedents had more multiple hospitaliza-

tions (75%) compared to the subgroup earlier onset without

antecedents. We did not find any difference regarding symptomatic

or functional changes assessed with the 3-year difference scores.

4 | DISCUSSION

The purpose of this study was to identify potential subgroups within

affective psychosis based on premorbid characteristics, and if these

subgroups would have distinct outcomes. Our results showed that

over and above diagnostic categories, the analysis of premorbid pro-

file allows the detection of subgroups of patients with different

course of mood symptoms and distinct functional outcome over the

early phase of affective psychosis. If replicated, these results may

pave the way to the specification of intervention based on character-

istics that clinicians could identify in the very early phase of

treatment.

The LCA we conducted on premorbid characteristics allowed the

identification of three exploratory subgroups. The first one, composed

of patients with a relatively late onset of psychosis, around age

30, included a majority of females who were married or in de-facto

relationship and had a good educational level. They however had a

low SES and the majority reported previous exposure to adverse

events such as migration in adversity. The second group was com-

posed of patients with onset of psychosis around age 20, who had

hardly any exposure to adverse events and no past-history of psychi-

atric disorder. The third group was also composed of patients with an

onset of psychosis around age 20, but who had low educational level,

low premorbid adjustment, exposure to serious childhood trauma and

psychiatric problems such as suicide attempts before onset of psycho-

sis. Interestingly, these three subgroups displayed distinct patterns of

symptomatic evolution and significant differences in functional

outcome.

Regarding symptoms, while all three groups reached symptomatic

remission at the end of the program, they differed regarding the pat-

tern followed by mood symptoms over the 3-year follow-up. The sub-

group with later onset displayed higher levels of depressive symptoms

compared to the two other subgroups, mainly within the first

6 months. These symptoms should be considered when designing

the treatment since previous research has shown that their pres-

ence, especially in patients previously exposed to trauma, mediates

poorer functional outcome (Alameda et al., 2017). The rapid

decrease of depressive symptoms in this subgroup, including a

majority of females, suggests a good resilience capacity. This is in

line with previous research showing a tendency of women to

express more depressive symptoms (Bardenstein &

TABLE 3 Analysis of variance (ANOVA) between subgroups of symptomatic and functioning profiles at baseline

Mean (SD) Sum of square df Mean square F p-value

MADRSa 290.761 2 145.381 1.128 .339

Later onset 21.27 (13.33)

Earlier onset without antecedents 14.17 (9.47)

Earlier onset with antecedents 17.14 (10.93)

YMRSa 49.811 2 24.905 .846 .440

Later onset 4.45 (5.03)

Earlier onset without antecedents 6.50 (5.54)

Earlier onset with antecedents 7.71 (5.85)

CGI 8.371 2.61 4.185 1.565 .217

Later onset 4.48 (1.78)

Earlier onset without antecedents 4.68 (1.64)

Earlier onset with antecedents 5.40 (1.30)

SOFAS 847.571 2.66 423.785 1.534 .223

Later onset 42.14 (16.56)

Earlier onset without antecedents 45.83 (13.71)

Earlier onset with antecedents 36.44 (20.38)

GAF 870.043 2.64 435.022 1.330 .272

Later onset 41.36 (17.50)

Earlier onset without antecedents 45.83 (15.83)

Earlier onset with antecedents 36.25 (21.84)

aData for the YMRS and the MADRS were only available at 2 months.

Abbreviations: CGI, Clinical Global Impression; df, degrees of freedom; GAF, Global Assessment of Functioning; MADRS, Montgomery–Asberg Depression

Rating Scale; SOFAS, Social and Occupational Functioning Assessment Scale; YMRS, Young Mania Rating Scale.
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McGlashan, 1990), but with good resilience capacity and ability to

cope with stressful events (Ochoa et al., 2012). The two other sub-

groups displayed higher scores of manic symptoms than the sub-

group with later onset overall but with substantial variability, it

would therefore require further investigation to explore to which

extent they need specific mood stabilizer treatment adaptation. In

addition, the subgroup with earlier onset and many serious anteced-

ents was more likely to undergo multiple hospitalizations. Clinicians

should therefore identify them early in order to provide more inten-

sive relapse prevention and probably more support.

The three subgroups differed significantly regarding functional

outcome at discharge despite similar symptomatic outcome. Many

studies have shown that in affective psychoses, while symptomatic

outcome is favourable in the vast majority of patients, functional

recovery remains challenging (Conus et al., 2006; Conus et al., 2010;

Conus & McGorry, 2002). Our data suggest that subtyping

premorbid profiles might allow the identification of a subgroup at

high risk of poor functional outcome. Indeed, patients with early

onset and many serious antecedents showed significantly more diffi-

culty to recover premorbid functioning, and less than 10% of them

had employment at discharge. This is in line with previous studies

showing that premorbid history with comorbidities, poor adjustment

and traumatic events are associated with poor functional outcome

(Conus et al., 2007), an earlier age of onset and risk of chronicity

F IGURE 2 Course of depressive (a) and manic (b) symptoms over the Treatment and Early Intervention in Psychosis Program (TIPP) according
to the subgroups of affective psychosis defined with premorbid factors

RAMAIN ET AL. 7



TABLE 4 Comparison of outcomes between subgroups at the end of the program

% (N) Odds ratio (OR)

95%CI of OR

p-valueLCI UCI

Symptomatic recovery

Earlier onset with antecedents 50.0 (5) Ref cat. – –

Later onset 44.4 (4) .800 .131 4.874 .809

Earlier onset without antecedents 62.5 (5) 1.667 .251 11.071 .597

General functional recovery

Earlier onset with antecedents 28.6 (4) Ref cat. – –

Later onset 57.7 (15) 3.409 .844 13.774 .085

Earlier onset without antecedents 66.7 (12) 5.000 1.096 22.820 .038*

Premorbid adjustment recovery

Earlier onset with antecedents 66.7 (6) Ref cat. – –

Later onset 33.3 (6) .250 .046 1.365 .109

Earlier onset without antecedents 69.2 (9) 1.125 .183 6.935 .899

Working recovery

Earlier onset with antecedents 7.1 (1) Ref cat. – –

Later onset 24.0 (6) 4.105 .441 38.234 .215

Earlier onset without antecedents 47.4 (9) 11.700 1.265 108.200 .030*

Independent living recovery

Earlier onset with antecedents 64.3 (9) Ref cat. – –

Later onset 84.0 (21) 2.917 .632 13.459 .170

Earlier onset without antecedents 68.4 (13) 1.204 .280 5.182 .803

Insight recovery

Earlier onset with antecedents 69.2 (9) Ref cat. – –

Later onset 76.0 (19) 1.407 .316 6.265 .654

Earlier onset without antecedents 66.7 (12) .889 .192 4.114 .880

M (SD) B

95%CI of OR

p-valueLCI UCI

ΔMADRS

Earlier onset with antecedents 3.00 (2.828) Ref cat. – –

Later onset −8.00 (20.347) −11.000 −38.648 16.648 .378

Earlier onset without antecedents −2.00 (2.944) −5.000 −32.648 22.648 .682

ΔYMRS

Earlier onset with antecedents −5.00 (7.071) Ref cat. – –

Later onset −1.50 (7.047) 3.500 −9.990 16.990 .559

Earlier onset without antecedents −4.25 (5.909) .750 −12.740 14.240 .899

ΔCGI

Earlier onset with antecedents −1.75 (.957) Ref cat. – –

Later onset −.43 (2.070) 1.321 −.983 3.626 .237

Earlier onset without antecedents −1.60 (1.517) .150 −2.317 2.617 .897

ΔSOFAS

Earlier onset with antecedents 24.85 (24.344) Ref cat. – –

Later onset 20.83 (12.984) −4.020 −16.182 8.142 .510

Earlier onset without antecedents 21.50 (16.671) −3.346 −16.104 9.411 .601

ΔGAF

Earlier onset with antecedents 22.67 (28.308) Ref cat. – –

Later onset 21.52 (13.853) −1.145 −14.895 12.605 .868

Earlier onset without antecedents 18.00 (17.773) −4.667 −19.225 9.892 .522

Abbreviations: CGI, Clinical Global Impression; CI, confidence interval; LCI, lower confidence interval; UCI, upper confidence interval; GAF, Global
Assessment of Functioning; MADRS, Montgomery–Asberg Depression Rating Scale; SOFAS, Social and Occupational Functioning Assessment
Scale; YMRS, Young Mania Rating Scale.
*p < .05.
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(Aldinger & Schulze, 2017; van Os et al., 1995). Future research

should explore if the early implementation of strategies aiming at

promoting functional recovery, like cognitive remediation, supported

employment, would help these patients to improve their functional

recovery. Despite displaying a better functional outcome, both other

subgroups did not do well either. Indeed, only 56% of patients in the

group with later onset returned to their premorbid functioning, and

only 24% returned to work at discharge. This is in line with previous

findings (Golay et al., 2017) showing that bringing patients back to

work is challenging despite employment before psychosis onset,

suggesting specific strategies are needed to protect competencies

patients acquired before the disorder emerges.

Although this study provides useful insights for early interven-

tion in affective psychoses, it has limitations. First, the TIPP program

only includes patients aged between 18 and 35, excluding patients

with very early and late onset of psychosis. Second, patients were

including in affective psychoses according to their diagnosis over

the entire treatment period. Diagnosis could sometimes change

across follow-up making the use of these premorbid subtypes chal-

lenging in clinical settings. Fourth, our sample size was relatively lim-

ited. Different class structures may emerge with other larger or

more heterogeneous samples. Selected premorbid variables were

considered in the LCA based on previous literature; thus, different

class structures may also emerge with the use of other data

(e.g., neurocognition).

In conclusion, our data confirm that functional outcome is rela-

tively poor in affective psychosis patients and suggest it is possible to

identify subgroups with distinct outcome profiles among these

patients. Considering the clinical relevance of this way of identifying

subgroups of patients, it would be interesting to investigate

premorbid subtyping in nonaffective psychosis in further study. More

research is also required to see if specification of treatment according

to these profiles could improve outcome.
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