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Cuvinte cheie: diminuarea expresivitatii, avolitie/apatie, calitatea vietii

INTRODUCERE

Simptomele negative au fost recunoscute ca fiind o trasatura fundamentala a
schizofreniei de la primele descrieri ale bolii. Aceste simptome sunt asociate cu o
functionare deficitara si cu o calitate precara a vietii si s-a sugerat cd ar avea un impact
mai mare asupra functionalititii decat celelalte categorii de simptome. in contrast cu
simptomele pozitive, care sunt controlate de tratamentele actuale, simptomele
negative nu beneficiaza in prezent de tratamente eficiente.

STADIUL ACTUAL AL CUNOASTERII

In lucrarea de fatd am sumarizat evolutia conceptului de simptome negative din
punct de vedere fenomenologic, al bazelor neurobiologice si al evaluarii acestei
categorii de simptome.

Prevalenta simptomelor negative In randul pacientilor diagnosticati cu
schizofrenie a fost estimata intre 35% si 60%. Aceasta variatie poate fi explicatd de
diferitele criterii folosite pentru evaluarea simptomelor negative. Prevalenta crescuta,
impactul asupra functionalitatii si costurile crescute prin solicitarea de internari
frecvente, prin pierderea capacitatii de a trai independent, pierderea rolurilor sociale,
profesionale si familiale au facut sa creasca interesul pentru aceastd categorie de
simptome in ultima decada.

Eforturile de a imbunatati conceptualizarea si evaluarea acestor simptome a dus
la mai multe clasificari ale acestei categorii de simptome. Un important progres in
reducerea eterogenitatii constructului de simptome negative a fost distinctia intre
simptomele negative primare, considerate idiopatice si simptomele negative
secundare, care sunt o manifestare a altor categorii de simptome cum ar fi: simptomele
pozitive, depresia, simptomele extrapiramidale, deprivarea sociali. in timp ce
simptomele negative primare nu beneficiaza de tratamente eficiente, cele secundare
pot fi ameliorate tratdnd cauza subiacentd. Aceasta distinctie intre simptomele
negative primare si cele secundare a dus la introducerea conceptului de schizofrenie
tip deficit, caracterizat de simptome negative primare persistente. Caracterul restrictiv
al criteriilor schizofreniei de tip deficit a dus la o reconceptualizare a acestei
dimensiuni a psihopatologiei.

In prezent existd un consens cu privire la factorii constituenti ai constructului
simptomelor negative, acestia fiind: alogia, aplatizarea afectiva, anhedonia, retragerea
sociala si avolitia. Diferentierea intre simptomele negative primare si cele secundare
nu este Intotdeauna posibila, iar simptomele negative secundare nu raspund
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intotdeauna la tratamentele specifice, ceea ce face ca un numar substantial de pacienti
sd prezinte simptome negative primare sau secundare persistente in timp, care sunt
dizabilitante. Ulterior au fost definite conceptele de simptome negative predominante
si persistente, care spre deosebire de criteriile pentru schizofrenia tip deficit includ si
pacienti cu niveluri scazute de simptome pozitive, depresive sau extrapiramidale, iar
criteriul de timp in care acestea sunt prezente este doar de 6 luni spre deosebire de 1
an In schizofrenia tip deficit. Aceste constructe au dus la identificarea unei populatii de
pacienti cu simptome negative dizabilitante, mult mai numeroasa fata de populatia
diagnosticata cu schizofrenie tip deficit.

Simptomele negative in schizofrenie nu mai sunt considerate a fi un construct
monolitic, iar studii de analiza factoriala sustin existenta a douda domenii in cadrul
simptomelor negative: apatie/avolitie si diminuarea expresivitatii. Delimitarea acestor
dimensiuni a dus la doua implicatii importante: prima fiind relatia acestor dimensiuni
cu evolutia bolii si celelalte dimensiuni ale psihopatologiei, iar cea de-a doua fiind
posibilitatea ca aceste dimensiuni sa prezinte raspunsuri diferite la interventiile
terapeutice.

La momentul actual cele mai utilizate scale pentru evaluarea simptomelor
negative sunt: Scala Sindromului Pozitiv si Negativ (Positive and Negative Syndrome
Scale - PANSS), Criteriile pentru Evaluarea Simptomelor Negative (Scale for the
Assessment of Negative Symptoms - SANS), Scala pentru Evaluarea Simptomelor
Negative -16 (Negative Symptoms Assessment Scale - NSA-16), Scala Scurta pentru
Evaluarea Simptomelor Negative (Brief Negative Symptom Scale - BNSS) si Interviul
Clinic pentru Evaluarea Simptomelor Negative (Clinical Assessment Interview for
Negative Symptoms — CAINS).

Mecanismele fiziopatologice si anomaliile structurale care stau la baza
simptomelor negative din schizofrenie sunt neclare. Acest fapt se datoreaza cel putin
partial, eterogenitatii acestei categorii de simptome si faptului ca cele mai multe
cercetdri In domeniu, panad in prezent, au tratat aceste simptome ca un construct
unitar.

Conceptul de calitate a vietii la pacientii diagnosticati cu schizofrenie este un
subiect pentru care interesul politicilor de sdanatate a crescut in ultima perioada.
Dezideratele pentru aceasta categorie de pacienti sunt reabilitarea si reinsertia sociala
si profesionald, deziderate care nu pot sa fie atinse controland doar simptomatologia
fiind necesara si ameliorarea calitatii vietii, motiv pentru care a aparut si necesitatea
dezvoltarii unor instrumente cu proprietati psihometrice valide.

CONTRIBUTIA PERSONALA

Ipoteza de lucru
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Scopul studiului de fata a fost de a Incerca sa reduca eterogenitatea simptomelor
negative printr-o abordare dimensionald a domeniilor simptomelor negative in relatie
cu caracteristici socio-demografice, clinice, simptomatologia, functionalitatea si
calitatea vietii. S-a Incercat si identificarea unor grupuri mai omogene de pacienti pe
baza pofilelor simptomelor negative, dat fiind faptul ca schizofrenia este recunoscuta
ca un sindrom care subsumeaza mai multe boli. Evolutia longitudinald a simptomelor
negative predominante si a domeniilor simptomelor negative a fost urmarita in cadrul
studiului nostru pe o perioada de 1 an.

Literatura de specialitate pune in evidentd conceptul de calitate a vietii la
pacientii diagnosticati cu schizofrenie, acesta fiind in stransa legatura cu reabilitarea si
reinsertia pacientilor. Lucrarea noastra aduce in discutie factorii predictivi ai calitatii
vietii la pacientii diagnosticati cu schizofrenie urmarind dimensiunile psihopatologiei,
care au impactul cel mai mare.

Metodologie generala

Cercetarea de fata s-a desfasurat in perioada iunie 2015 - iunie 2018. Studiul a
inclus 107 pacienti diagnosticati cu schizofrenie conform criteriilor de diagnostic ICD-
10. Pacientii au fost selectati dintre cei care s-au prezentat in ambalatorul Clinicii de
Psihiatrie Cluj-Napoca. 50 dintre pacienti au fost reevaluati dupa 1 an de la prima
evaluare.

Participantii la studiu au completat un chestionar socio-demografic, iar
simptomatologia bolii a fost evaluatd cu ajutorul urmatoarelor instrumente: PANSS
(Positive and Negative Syndrome Scale), NSA-16 (Negative Symptom Assessment Scale
- 16), CDSS (Calgary Depression Scale for Schizophrenia), SAS (Simpson Angus Scale),
ISMI (Internalized Stigma of Mental Illness Scale). Calitatea vietii si functionarea a fost
evaluata cu ajutorul scalelor QOLI (Lehman Quality of Life Interview) si GAF (Global
Assessment of Functioning).

Analiza statistica a fost realizata cu ajutorul programului IBM SPSS varianta
pentru Windows, versiunea 23.0 si a fost utilizata statistica descriptiva, analiza
componentelor principale, analiza clusterelor, testele de anliza a variantei ANOVA,
testul student-t, testul Chi- patrat, regresia liniara si regresia multipla.

Cercetare de fatd a fost structurata in patru studii.

Studiu 1. Domeniile simptomelor negative la pacientii

diagnosticati cu schizofrenie

Scopul primului studiu a fost de a valida ipoteza existentei domeniilor
simptomelor negative: DE si AA si identificarea unor subgrupuri de pacienti cu profile
distincte pe baza simptomelor negative.

Ambele abordari fie cea dimensional3, fie cea categoriala au sugerat ca AA si DE
sunt domenii distincte ale psihopatologiei si ca AA este un domeniu cu mult mai multe
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implicatii negative In ceea ce priveste functionarea, recuperare si reinsertia fata de
domeniul DE. Aceste domenii ar trebui studiate separat pentru ca combinandu-le intr-
un domeniu general al simptomelor negative, informatii importante legate de cauza
sau de efectul lor pe termen lung ar putea fi pierdute.

Studiu 2. Simptomele negative in schizofrenie: un domeniu
distinct al psihopatologiei

in cadrul celui de-al doilea studiu a fost evaluati independenta simptomelor
negative fatd de celelalte domenii ale psihopatologiei schizofreniei.

Ambele domenii ale simptomelor negative primare AA si DE s-au corelat cu
Factorul PANSS Negativ, dar nici unul dintre domeniile simptomelor negative nu s-au
corelat cu ceilalti factori PANSS - Pozitiv, Cognitiv, Depresiv, Excitator. Toti factorii
NSA-16 alogie, aplatizare afectiva, retragere sociala, avolitie, lentoare motorie si
domeniile AA si DE s-au corelat pozitiv cu Factorul PANSS Negativ. Domeniul DE si
alogia au avut corelatii intens pozitive, iar in urma analizei de regresie s-a evidentiat ca
explicd 36.5%, respectiv 47.2% din variatia Factorului PANSS Negativ, iar aplatizarea
afectiva si lentoarea motorie au avut corelatii moderat pozitive explicind 21%
respectiv 21.6% din variatia Factorului PANSS Negativ. Domeniul AA si retragerea
sociala au avut doar corelatii moderat pozitive, explicand 12.5% respectiv 16.1% din
variatia Factorului PANSS Negativ, iar avolitia avut o corelatie slab pozitiva explicand
doar 8,7% din variatie.

Studiu 3. Factori predictivi ai calitatii vietii la pacientii
diagnosticati cu schizofrenie

Cel de-al treilea studiu a avut ca scop identificarea factorilor predictivi ai
calitatii vietii la pacientii diagnosticati cu schizofrenie.

Rezultatele cercetarii de fata au pus 1n evidenta faptul ca simptomele excitatorii,
depresive si stigma internalizatd au fost cei mai importanti predictori ai CVS
identificati. S-a evidentiat faptul ca AA este un predictor al CVS, dar aceasta relatie este
mediati de stigma internalizati. In ceea ce priveste CVO cei mai importanti factori
predictivi identificati au fost simptomele depresive, stigma internalizata si AA. DE nu a
avut valoare predictiva pentru nici unul dintre constructele CV. Analizele de regresie
liniara ierarhicd au mai evidentiat cd stigma internalizata este un predictor
independent raportat la celelalte variabile al CVS, iar AA unul al CVO.

Studiul de fata a evidentiat faptul ca exista o corelatie puternica intre CVO si
CVS, iar factorii predictivi ai acestora sunt similari. Cu toate acestea exista deosebiri
importante privind masura in care acesti factori comuni influenteaza CVO si CVS, ceea
ce este In concordanta cu datele din literatura care sugereaza ca cele doua constructe
al CV ar trebui evaluate independent.
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Studiu 4. Evaluarea longitudinala a domeniilor simptomelor
negative

Cel de-al patrulea studiu cuprinde o evaluarea longitudinala, pe o perioada de
un an, a stabilitatii domeniilor simptomelor negative.

Rezultatele studiului nostru au evidentiat o persistenta in timp a simptomelor
negative, fara a evidentia modificari semnificative s-a observat o usoara crestere a
scorurilor pentru alogie, aplatizare afectiva si lentoare motorie si o scadere a scorului
pentru avolitie/anhedonie. In ceea ce priveste structura factoriald aceasta s-a mentinut
si la evaluarea efectuatd dupa un an, iar scorurile simptomelor negative s-au incarcat
in aceeasi doi factori, unul reprezentand deficitul emotional, iar cel de-al doilea
deficitul experiential.

Concluzii generale

1. Studiul nostru, In urma analizelor factoriale, a evidentiat prezenta domeniilor
simptomelor negative apatie/avolitie si diminuarea expresivitatii la pacienti
diagnosticati cu schizofrenie cu simptome negative predominante.

2. Domeniul AA cuprinde retragerea sociala si avolitia. O severitate crescuta a
simptomelor acestui domeniu este asociatd cu o varsta mai tanara de debut a bolii, cu
un numdr mai mare de internari si cu o severitate mai mare a psihopatologiei, dar cu
un indice de masa corporala mai mic si cu statutul de nefumator. Referitor la
functionarea globald si calitatea vietii severitatea domeniul AA se asociazda cu o
functionare deficitara, lipsa locului de munca, lipsa unui partener stabil de viata si cu o
calitate a vietii mai precara.

3. Domeniul DE cuprinde alogia, aplatizarea afectiva si lentoarea motorie, iar
severitatea acestui domeniu este asociata cu un nivel mai scazut al educatiei, cu
deficite cognitive si cu genul masculin.

4. Au fost identificate trei subgrupuri distincte pe baza profilelor diferite ale
simptomelor negative. Un subgrup cu o predominantd a simptomelor domeniului AA
care a prezentat o functionare globala si o calitatea a vietii precara comparativ cu
celelalte subgrupuri. Un al doilea subgrup cu predominanta simptomelor domeniului
DE, caracterizat de o functionare globald buna si niveluri scazute de stigma
internalizata comparativ cu celelalte subgrupuri. A treilea subgrup a prezentat o
severitate crescutd pentru ambele categorii de simptome si a fost asociat cu o
severitate mai mare a psihopatologiei generale.

5. Studiu de fata evidentiaza ca simptomele negative predominante sunt un
domeniu distinct al psihopatologiei, iar cu privire la granitele intre simptomele
negative, simptomele cognitive si simptomele depresive a fost evidentiat faptul ca
gradul de suprapunere poate fi explicat, cel putin partial, de cadtre instrumentele de
evaluare folosite. Simptomele negative evaluate cu ajutorul scalei PANSS modelul cu
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cinci factori, propus de Wallwork si colaboratorii sdi, nu se suprapun celorlalte
categorii de simptome, dar evalueaza cu preponderenta deficitul expresiv.

6. Calitatea vietii pare sa fie influentatda de simptomele negative exclusiv prin
deficitul experiential, ceea ce subliniaza importanta ca aceste domenii sa fie evaluate
separat. Simptomele negative, stigma internalizata si simptomele depresive sunt
principalii predictori atat ai CVS cat si ai CVO.

7. Domeniile simptomelor negative sunt stabile Tn timp la pacienti diagnosticati
cu schizofrenie cu simptome negative predominante, ceea ce sugereaza ca aceste
simptome nu sunt influentate de tratamentele actuale. Severitatea domeniului AA a
ramas principalul factor de predictie al calitatii vietii si al functionarii globale si in
contextul evaludrii longitudinale, iar domeniul DE este un factor de predictie pentru
capacitatea de a trai independent.

Originalitatea si contributiile inovative ale tezei

Literatura de specialitate aduce o varietate de date privitoare la simptomele
negative la pacienti diagnosticati cu schizofrenie, dar nu de putine ori simptomele
negative sunt evaluate ca fiind un construct unitar si folosind scale care nu surprind
toti factorii simptomelor negative. Studiul de fatd aduce informatii relevante referitor
la abordarea dimensionald a domeniilor simptomelor negative predominante, atat
evaluate transversal cat si longitudinal.

Lucrarea noastra a evidentiat o relatie Intre domeniul apatie/avolitie si indicele
de masa corporala si statutul de fumator. Fumatul si indicele de masa crescut fiind
asociate cu niveluri scazute de apatie/avolitie, relatii care nu a fost explorate pana in
momentul de fata si care pot fi explicate printr-o baza teoretica comuna care ar implica
circuitul recompensei, dar studii neuroimagistice aprofundate sunt necesare pentru a
clarifica aceasta observatie teoretica.

S-a incercat reducerea eterogenitatii simptomelor negative prin identificarea
unor subgrupuri de pacienti pe baza profilului simptomelor negative.

Cercetarea de fata a mai evidentiat independenta simptomelor negative fata de
celelalte dimensiuni ale bolii evaluate cu cea mai utilizata scala, scala PANSS, pentru
evaluarea psihopatologiei generale. Totodata studiul nostru a mai evidentiat evaluarea
incompleta a domeniilor simptomelor negative cu ajutorul scalei PANSS care nu
evalueaza avolitia si anhedonia.

Studiul de fatda a mai explorat relatia dintre domeniul apatie/avolitie, stigma
internalizata si calitatea subiectiva a vietii si a evidentiat ca relatia dintre domeniul
apatie/avolitie si calitatea subiectiva a vietii este mediata de stigma internalizata, care
ar putea fi explicatd prin implicarea cognitiei sociale ca si cauza sau ca si consecinta a
retragerii sociale.
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INTRODUCTION

Negative symptoms have been recognized as a fundamental feature of
schizophrenia from the early descriptions of the disease. These symptoms are
associated with poor functioning and poor quality of life, and it has been suggested to
have a greater impact on functionality than the other categories of symptoms. In
contrast to the positive symptoms that are controlled by current treatments, negative
symptoms are not currently receiving effective treatments.

CURRENT STATE OF KNOWLEDGE

This paper summarizes the evolution of the concept of negative symptoms from
different points of view: phenomenological, the neurobiological bases and the
evaluation of this category of symptoms.

The prevalence of negative symptoms among patients diagnosed with
schizophrenia was estimated to be between 35% and 60%. This variation can be
explained by the different criteria used to evaluate negative symptoms. The high
prevalence, the impact on functionality and the increased costs of frequent admissions,
loss of ability to live independently, loss of social, professional, and family roles have
increased the interest for this category of symptoms over the past decade.

Efforts to improve the conceptualization and evaluation of these symptoms have
led to several classifications of this category of symptoms. An important progress in
reducing the heterogeneity of the negative symptom construct was the distinction
between primary negative symptoms, considered idiopathic to the disease and
secondary negative symptoms, which are a manifestation of other categories of
symptoms such as: positive symptoms, depression, extrapyramidal symptoms, social
deprivation. While primary negative symptoms do not benefit from effective
treatments, the secondary negative symptoms can be alleviated by treating the
underlying cause. This distinction between primary and secondary negative symptoms
led to the introduction of the concept of deficit schizophrenia, characterized by
persistent primary negative symptoms. The restrictive nature of the diagnosis of
deficit schizophrenia has led to a re-conceptualization of this dimension of the
psychopathology.

At present, there is a consensus about the constituent factors of the construct of
negative symptoms: alogia, affective flattening, anhedonia, social withdrawal and
avolition. The distinction between primary and secondary negative symptoms is not
always possible, and secondary negative symptoms do not always respond to specific
treatments, which causes a substantial number of patients to experience primary or
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secondary negative symptoms, that are persistent over time and at the same time
disabling. Subsequently, the concepts of predominant and persistent negative
symptoms have been defined, which, unlike criteria for deficit schizophrenia, include
patients with low levels of positive, depressive or extrapyramidal symptoms, and the
time criterion is only 6 months. These constructs led to the identification of a
population of patients with negative disabling symptoms, much larger than the
population diagnosed with deficit schizophrenia.

Negative symptoms in schizophrenia are no longer considered to be a
monolithic construct, and factorial analysis studies support the existence of two
domains within the negative symptoms: apathy / avolition (AA) and diminished
expression (DE). The delimitation of these dimensions has led to two important
implications: the first is the relationship of these dimensions with the evolution of the
disease and the other dimensions of psychopathology, and the second is the possibility
that these dimensions may present different responses to the therapeutic
interventions.

Currently, the most commonly used scales for evaluating negative symptoms
are: Positive and Negative Syndrome Scale (PANSS) Scale, Negative Symptoms (SANS)
Scale, Negative Symptom Evaluation Scale Negative Symptoms Assessment Scale (NSA-
16), the Brief Negative Symptom Scale (BNSS), and the Clinical Assessment Interview
for Negative Symptoms (CAINS).

The pathophysiological mechanisms and structural abnormalities behind the
negative symptoms of schizophrenia are unclear. This is due, at least in part, to the
heterogeneity of this category of symptoms and to the fact that most research in the
field so far has treated these symptoms as a unitary construct.

The concept of quality of life in patients diagnosed with schizophrenia is a topic
for which the interest of health policies has increased lately. The desiderata for this
category of patients is social and professional rehabilitation and reintegration,
desiderata that can not be achieved by controlling only the symptomatology, it is
necessary to improve the quality of life, which is why the necessity of developing tools
with valid psychometric properties appeared.

PERSONAL CONTRIBUTION

Hypothesis

The purpose of this study was to try to reduce the heterogeneity of negative
symptoms through a dimensional approach of negative symptoms in relation to socio-
demographic, and clinical characteristics, symptomatology, functionality and quality of
life. It has also been attempted to identify more homogeneous groups of patients based
on the profiles of negative symptoms, given that schizophrenia is recognized as a
syndrome that involves several diseases. The longitudinal evolution of predominant
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negative symptoms and negative symptom domains was followed in our 1-year study.

Current research highlights the concept of quality of life in patients diagnosed
with schizophrenia, which is closely related to rehabilitation and reinsertion of
patients. Our work brings to light the predictive factors of the quality of life in patients
diagnosed with schizophrenia following the dimensions of psychopathology, which
have the greatest impact.

Material and methods

This research was conducted between June 2015 and June 2018. The study
included 107 patients diagnosed with schizophrenia according to the ICD-10
diagnostic criteria. The patients were selected from the Cluj- Napoca Psychiatric
Outpatient Clinic. 50 of the patients were re-evaluated 1 year after the first evaluation.

The study participants completed a socio-demographic questionnaire and the
disease symptoms were evaluated using the following tools: PANSS (Positive and
Negative Syndrome Scale), NSA-16 (Negative Symptom Assessment Scale - 16), CDSS
(Calgary Depression Scale for Schizophrenia ), SAS (Simpson Angus Scale), ISMI
(Internalized Stigma of Mental Illness Scale). The quality of life and functioning has
been assessed using QHI (Lehman Quality of Life Interview) and GAF (Global
Assessment of Functioning).

The statistical analysis was performed using the IBM SPSS version for Windows
version 23.0 and the following statistical tests were used: descriptive statistics,
principal component analysis, cluster analysis, ANOVA variance analysis, student-t test,
Chi-square test, linear regression and multiple regression.

This research has been structured in four studies.

Study 1. Negative symptoms domains in patients diagnosed

with schizophrenia

The purpose of the first study was to validate the hypothesis of the existence of
the negative symptom domains: DE and AA and to identify subgroups of patients with
distinct profiles based on negative symptoms.

Both dimensional or categorical approaches have suggested that AA and DE are
distinct domains of psychopathology and that AA is a field with far more negative
implications in terms of functioning, recovery and reintegration than the DE domain.
These areas should be studied separately because by combining them into a general
area of negative symptoms, important information about their cause or effect in the
long term could be lost.

Study 2. Negative Symptoms in Schizophrenia: A Distinct Field
of Psychopathology
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In the second study, the independence of the construct of negative symptoms
was assessed against other dimensions of the psychopathology of schizophrenia.

Both domains of the primary negative symptoms AA and DE were correlated
with the PANSS Negative Factor, but none of the negative symptom domains correlated
with other PANSS factors - Positive, Cognitive, Depressive, Excitatory. All NSA-16
factor: alogia, affective flattening, social witdrawal, avolition, motor retardation, and
the AA and DE domains correlated positively with the PANSS Negative Factor. DE
domain and alogha had strong positive correlations, and after the regression analysis it
was revealed that they explained 36.5%, respectively 47.2% of the PANSS Negative
Factor variation, and the affective flattening and the motor retardation had moderate
positive correlations, explaining 21% and 21.6% respectively variance of PANSS
Negative Factor. AA domain and social withdrawal only had moderate positive
correlations, explaining 12.5% and 16.1% respectively of the PANSS Negative Factor
variation, and avolition had a weak positive correlation, explaining only 8.7% of the
variation.

Study 3. Predictive factors of quality of life in patients

diagnosed with schizophrenia

The third study aimed at identifying the predictive factors for the quality of life
in patients diagnosed with schizophrenia. The results of this research have highlighted
that excitatory, depressive symptoms and internalized stigma were the most
important predictors of identified subjective QoL. It was highlighted that AA is a
predictor of subjective QoL, but this relationship is mediated by internalized stigma.
Regarding the objective QoL, the most important predictive factors identified were
depressive symptoms, internalized stigma, and AA. DE did not have predictive value
for any of the QoL constructs. Linear hierarchical regression analyzes have also
highlighted that internalized stigma is an independent predictor compared to the other
variables of subjective QoL, and AA for the pbjective QoL. The present study revealed
that there is a strong correlation between subjective QoL and objective QoL and their
predictive variables are similar. However, there are important differences in the extent
to which these common factors influence subjective QoL and objective QoL, which is
consistent with literature data suggesting that the two QoL constructs should be
evaluated independently.

Study 4. Longitudinal evaluation of negative symptom
domains

The fourth study includes a longitudinal assessment over a period of one year of
the stability of negative symptom domains.

The results of our study revealed a persistence over time for the negative
symptoms, with a slight increase in scores for alogia, affective flattening and motor
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retardation, and a decrease in avolition / anhedonia scores, but these changes did not
reach astatistical significance. As far as the factorial structure is concerned, this was
maintained in the one-year evaluation, and the negative symptom scores were loaded
on the same two factors, one representing the emotional deficit, and the second
experiential deficit.

Conclusions

1. Our study, following factorial analyzes, highlighted the presence of negative
symptom domains: apathy / avolition and diminished expression in patients diagnosed
with schizophrenia with predominant negative symptoms.

2. Domain AA includes social withdrawal and avolition. An increased severity of
the symptoms in this area is associated with a younger age of onset of the illness, with
a higher number of admissions in the hospital and with a greater severity of
psychopathology, but with a lower body mass index and the non-smoking status.
Regarding global functioning and quality of life, the severity of AA is associated with
poor functioning, unemployment status , lack of a stable life partner and a low quality
of life.

3. The DE domain includes alogia, affective flattening, and motor retardation
and the severity of this field is associated with a lower level of education, with
cognitive deficits and male gender.

4. Three distinct subgroups were identified based on different profiles of
negative symptoms. A subgroup with a predominance of AA domain symptoms that
exhibited low global functioning and poor quality of life compared to other subgroups.
A second subgroup with the predominance of DE symptoms, characterized by good
overall functioning and low levels of internalized stigma compared to other subgroups.
The third subgroup showed increased severity for both categories of symptoms and
was associated with a greater severity of general psychopathology.

5. The present study points out that predominant negative symptoms are a
distinct field of the psychopathology, and with regard to the boundaries between
negative symptoms, cognitive symptoms and depressive symptoms, it has been
highlighted that the degree of overlapping can be explained, at least in part, by the
tools used for evaluation. Negative Symptoms evaluated with the PANSS Scale using
the five-factor model proposed by Wallwork and its collaborators does not overlap
with other symptom categories, but mainly evaluates the expressive deficit.

6. Quality of life seems to be influenced by negative symptoms exclusively
through the experiential defcit, which underlines the importance of these areas being
evaluated separately. Negative symptoms, internalized stigma and depressive
symptoms are the main predictors of both subjective and objective QoL.

7. The domains of negative symptoms are stable over time in patients diagnosed
with schizophrenia with predominant negative symptoms, suggesting that these
symptoms are not influenced by current treatments. The severity of the AA domain has
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remained the main predictor of life quality and overall functioning and in the context
of longitudinal assessment, and DE is a prediction factor for the ability to live
independently.

Originality and innovative contributions of the thesis

Current research offers a variety of data on negative symptoms in patients
diagnosed with schizophrenia, but quite often negative symptoms are evaluated as a
unitary construct and by using older scales that do not capture all the factors of
negative symptoms. This study brings relevant information on the dimensional
approach of predominant negative domains, assessed both transversally and
longitudinally.

Our work highlighted a relationship between apathy / avolition and body mass
index and the smoking status. Smoking and increased mass index are associated with
low levels of apathy / avolition, relationships that have not been explored so far and
which can be explained by a common theoretical basis that would involves the reward
system, but in-depth neuroimaging studies are needed to clarify this theoretical
observation.

It has been attempted to reduce the heterogeneity of negative symptoms by
identifying subgroups of patients based on the negative symptom profile.

This research also highlighted the independence of negative symptoms from the
other dimensions of the disease assessed with the most widely used scale for
evaluating the general psychopathology, the PANSS. At the same time, our study also
highlighted the incomplete evaluation of the negative symptom domains using the
PANSS scale that does not assess avolition and anhedonia.

This study further explored the relationship between apathy / avolition,
internalized stigma and subjective quality of life, and highlighted that the relationship
between apathy / avolion and subjective quality of life is mediated by internalized
stigma, which could be explained by the involvement of social cognition, either as a
cause or as a consequence of social withdrawal.
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