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As perturbacdes psicéticas sdo, pelo seu quadro clinico e impacto na vida dos
doentes, as mais graves perturbacGes em Psiquiatria, com uma prevaléncia de cerca de
3%. Estudos demonstram que as taxas de mortalidade nestes doentes estdo aumentadas 2
a 3 vezes em relacdo a populacéo geral, vivendo os doentes psicéticos entre 10 a 25 menos
anos em comparacdo com a populagédo geral. O risco de mortalidade nas perturbacdes
psicoticas é particularmente elevado nos primeiros anos de perturbagdo. As principais
causas deste excesso de mortalidade incluem as doencas cardiovasculares, nomeadamente
doenca isquémica coronaria, e 0 suicidio. Este trabalho investigou a prevaléncia,
evolucdo e possiveis fatores preditores do comportamento suicida e sindroma metabdlica,
reconhecidos fatores de risco para suicidio e doenca cardiovascular respetivamente, nos
12 meses seguintes a um primeiro episodio psicético. Trata-se de um estudo longitudinal,
que incluiu doentes com primeiro episédio psicotico afetivo e ndo afetivo de duas equipas
de intervencao precoce na psicose na area metropolitana de Lisboa, Portugal. Os doentes
foram submetidos a uma avaliagdo compreensiva que incluiu dados socio-demogréficos
e clinicos, em dois momentos distintos: uma avaliacdo realizada na baseline, logo que
existiam condicOes clinicas para esta durante o primeiro episodio psicético, e uma
segunda avaliacdo 12 meses ap0ds a primeira. O comportamento suicida foi investigado
por um questionario sobre ideacdo suicida, plano suicida e tentativa de suicidio. A
sindroma metabdlica foi avaliada usando os critérios da definicdo modificada da National
Cholesterol Education Program Adult Treatment Panel I11 (NCEP-ATP II1).

Os resultados mostraram uma prevaléncia de comportamento suicida de 25,4% na
avaliacdo baseline, com uma significativa reducéo para 13,3% (p=0,035) na avaliacéo a
12 meses. A analise logistica binaria multivariada mostrou que a histéria prévia de
comportamento suicida e diagnéstico de depressdo no primeiro episodio psicético foram
preditores de comportamento suicida no momento da avaliacdo baseline, e a histéria
prévia de comportamento suicida e baixos niveis de colesterol total na baseline mostraram
ser preditores de comportamento suicida 12 meses apds o0 primeiro episodio psicotico.
Em relagdo a prevaléncia da sindroma metabdlica encontrou-se um aumento de 6,7% na
avaliacdo baseline para 11,7% na avaliagdo a 12 meses (p=0,250) As prevaléncias de
valores ndo normais de perimetro abdominal (p=0,039), triglicéridos (p=0.040) e HDL
(p=0,019) aumentaram significativamente da avaliacdo baseline para a avaliagcdo a 12
meses. Todos os pardmetros metabdlicos e antropomeétricos estudados (triglicéridos,
HDL, pressao arterial, perimetro abdominal e glucose em jejum) agravaram durante o
periodo de follow-up, mas apenas de forma estatisticamente significativa o perimetro
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abdominal, triglicéridos e HDL. Apenas o valor médio do perimetro abdominal foi na
avaliacdo a 12 meses ndo normal (valor médio: 102,50cm+99,41; valores ndo normais:
homem>102 cm e mulheres>88cm). Nao se identificaram preditores na baseline para o
desenvolvimento de sindroma metabolica na avaliacdo a 12 meses.

Este trabalho mostrou uma prevaléncia elevada de comportamento suicida no ano
seguinte ao primeiro episodio psicético, com uma reducdo durante o periodo de follow-
up, mas ainda com uma taxa significativa aos 12 meses. Os nossos resultados também
mostraram valores elevados das alteracbes metabolicas com rapido agravamento no
primeiro ano apds o primeiro episddio psicotico, apesar da ndo existéncia de significancia
estatistica para a sindroma metabdlica. O perimetro abdominal, indicador de obesidade,
foi o pardmetro metabolico estudado que mais significativamente aumentou durante o0s
12 meses de follow-up, parecendo indicar que este é um fator priméario da sindroma
metabolica, sendo os restantes elementos secundarios aquele.

Os nossos resultados mostram que doentes com primeiro episodio psicético com
historia prévia de comportamento suicida, depressao e baixos niveis de colesterol total no
primeiro episodio psicotico estdo em risco particularmente elevado de comportamento
suicida, e consequentemente de suicidio, nos 12 meses seguintes ao primeiro episodio
psicotico. Este grupo de doentes beneficiard potencialmente de tratamento adequado no
sentido da sua protecdo e reducdo do risco de suicidio. Os nossos resultados indicam
também que deve existir uma cuidadosa monitorizacdo dos parametros metabolicos nos
primeiros 12 meses apds o primeiro episodio psicotico, aqueles que apresentem critérios
de sindroma metabdlica, devem ser submetidos a um plano de intervencéo sobre os estilos
de vida e tratamento. A investigacdo futura deve procurar replicar os resultados
encontrados e ampliar o conhecimento em relacdo a intervencdes que sejam
particularmente eficazes neste grupo de doentes com primeiro episodio psicotico e risco
elevado de doenca cardiovascular e/ou suicidio. Os estudos futuros devem ainda avaliar
se estas intervencdes tém impacto, como esperado, na reducéo da mortalidade dos doentes

psicoticos, nomeadamente nas fases iniciais destas perturbacoes.

Palavras-chave: primeiro episddio psicético; sindroma metabdlica; comportamento
suicida; esquizofrenia;
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Psychotic disorders are, for their clinical picture and impact on patients' lives, the
most serious disorders in Psychiatry, with a prevalence of around 3%. Studies show that
mortality rates in these patients are 2 to 3 times higher than in the general population,
with psychotic patients living 10 to 25 years less than the general population. The risk of
mortality in psychotic disorders is particularly high in the first years of the disorder. The
main causes of this excess of mortality include cardiovascular disease, notably coronary
ischaemic disease, and suicide. This study investigated the prevalence, evolution and
possible predictors of suicidal behaviour and metabolic syndrome, recognized risk factors
for suicide and cardiovascular disease respectively, in the 12 months following a first-
episode psychosis. This is a longitudinal study, which included patients with affective
and non-affective first-episode psychosis from two early psychosis intervention teams in
the metropolitan area of Lisbon, Portugal. Patients were submitted to a comprehensive
assessment including socio-demographic and clinical data, at two distinct moments: an
assessment carried out at baseline, as soon as clinical condition for this assessment existed
during the first-episode psychosis, and a second assessment 12 months after the first one.
Suicidal behaviour was investigated by a questionnaire on suicide ideation, suicide
planning and suicide attempt. Metabolic syndrome was assessed using the criteria of the
modified definition of the National Cholesterol Education Program Adult Treatment
Panel 111 (NCEP-ATP I1II).

Results showed a prevalence of suicidal behaviour of 25.4% at baseline
assessment, with a significant reduction to 13.3% (p=0.035) at 12 months assessment.
The multivariate binary logistic analysis showed that previous history of suicidal
behaviour and diagnosis of depression at the first-episode psychosis were predictors of
suicidal behaviour at baseline assessment, and previous history of suicidal behaviour and
low total cholesterol levels at baseline were predictors of suicidal behaviour 12 months
after the first-episode psychosis. The prevalence of metabolic syndrome increased from
6.7% at baseline to 11.7% at 12 months (p=0.250). The prevalence of abdominal
circumference (p=0.039), triglyceride (p=0.040) and HDL (p=0.019) non-normal values
increased significantly from baseline to 12 months. All metabolic and anthropometric
parameters studied (triglycerides, HDL, blood pressure, abdominal circumference and
fasting glucose) worsened during the follow-up period, but only abdominal
circumference, triglycerides and HDL were statistically significant. Only the mean
abdominal circumference value was at the 12-month assessment non-normal (mean value:

102.50cm+99.41; non-normal values: men>102cm and women>88cm). No predictors

21



were identified at baseline for the development of metabolic syndrome at 12-month
assessment.

This work showed a high prevalence of suicidal behaviour in the year following
the first-episode psychosis, with a reduction during the follow-up period, but still a
significant rate at 12 months. Our results also showed high values of metabolic changes
with rapid worsening in the first year after first-episode psychosis despite of non-
significance on statistical analysis on metabolic syndrome. Abdominal circumference, an
indicator of obesity, was the metabolic parameter studied which increased most
significantly during the 12 months of follow-up, seeming to indicate that this is a primary
factor of the metabolic syndrome, the other elements being secondary to it.

Our results show that first-episode psychosis patients with a previous history of
suicidal behaviour, depression and low total cholesterol levels in the first-episode
psychosis are at particularly high risk of suicidal behaviour, and consequently of suicide,
in the 12 months following the first psychotic episode. This group of patients will
potentially benefit from appropriate treatment in order to protect them and reduce their
risk of suicide. Our results also indicate that there should be careful monitoring of
metabolic parameters in the first 12 months after the first-episode psychosis, those with
criteria for metabolic syndrome should undergo a lifestyle and treatment intervention
plan. Future research should seek to replicate the results found and expand knowledge
regarding interventions that are particularly effective in this group of patients with first-
episode psychosis and high risk of cardiovascular disease and/or suicide. Future studies
should also assess whether these interventions have an impact, as expected, on reducing
mortality in psychotic patients, particularly in the early stages of these disorders.

Keywords: first-episode psychosis; metabolic syndrome; suicidal behaviour;
schizophrenia;
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Psicose: Definicéo, breve revisao historica e conceptualizacéo

Classicamente a psicose é uma sindroma clinica caracterizada por uma
significativa perda do contacto com a realidade. Os sintomas principais das psicoses séo
os delirios, alucinacdes e perturbacdes da forma do pensamento e as consequentes
alteracdes de comportamento que estes sintomas originam *. Aos designados sintomas
psicoticos positivos mencionados existem associados frequentemente outros sintomas
como sintomas negativos, cognitivos e afetivos.

A introducdo do conceito de psicose na nomenclatura psiquiatrica foi efetuada
pelo médico Canstatt em 1841 como sindnimo do termo neurose psiquica 2. O significado
inicial de neurose foi de associacdo a todas as perturbacfes do sistema nervoso, com a
designacdo psiquica Canstatt enfatizou a sua manifestacdo como uma doenca do cérebro
3. Todavia durante muito tempo foi atribuida a primeira utilizagdo da designacéo psicose,
efetuada num livro publicado em 1845, ao médico Austriaco Ernst von Feuchtersleben 4.
Este autor usou o termo psicose como sinénimo de psicopatia, sublinhando a alteracdo da
personalidade e uma complexa reciproca interacao entre o fisico e o psiquico. Ambos 0s
autores, Canstatt e Feuchtersleben, apesar dos seus conceitos diferentes de psicose, viam
a etiologia das psicoses como entre uma fraqueza somatica e uma vulnerabilidade
psiquica. Esta base organica para as perturbacfes psicoticas explica a continuacdo da
classificacdo das psicoses como neuroses até ao final do século XIX. Em 1859 Fleming
usou o termo psicose numa visdo mais abrangente, identificando perturbacdes mentais
com base organica, mas também aquilo a que designou perturbac@es da alma que eram
assumidas como tendo base organica °. As psicoses eram vistas por Fleming como o
aspeto psicoldgico de uma neurose °.

Ao longo da segunda metade do século XIX o termo psicose ficou ligado ao
conceito organico da mesma, tal como defendido por Psiquiatras como Wernicke,
Meynert e Koeppe. Também Griesinger, como Fleming, defendeu que as perturbacdes
cerebrais tém a sua contrapartida nas doencas dos nervos. As perturbacdes cerebrais
seriam o reino da Psiquiatria enquanto as perturbacfes dos nervos constituiam a
Neurologia. Todavia este autor sublinhava também a dificuldade na separagdo das
doengas mentais de outras doengas nervosas, sublinhando a artificializagdo desta
distingédo entre as psicoses e outras doencas nervosas [

Mais tarde em 1875 Mobius fez referéncia as designadas psicoses enddgenas que cobriam
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um espectro largo de perturbacdes, nomeadamente a histeria, melancolia, mania e
paranoia 8. O termo exo6geno foi usado inicialmente por varios autores para caracterizar a
causalidade da perturbacdo mental por uma influéncia estranha, quer somaética quer
psiquica na sua natureza.

O primeiro Psiquiatra a usar o termo “psicose funcional” foi Fuerstner, por
contraste com a psicose organica °. Contudo alguns Psiquiatras como Nissl sublinharam
que em todas as psicoses existem sempre achados corticais °. As doengas funcionais
teriam sempre origem fisica, mas em que esta ainda ndo tinha sido descoberta. A
mudanca no significado do termo psicose derivou grandemente da alteracdo do conceito
de neurose. O desenvolvimento da neuropatologia e da psicanalise conduziu a restri¢do
do conceito de neurose as perturbacGes puramente psicogénicas. Foi este o tempo da
descricdo de doengas diversas como, por exemplo, a doenca de Alzheimer, esclerose
maultipla ou a neurosifilis. No famoso Manual de Medicina Interna de Striimpell de 1887
as neuroses foram finalmente definidas como “doengas do sistema nervoso sem base
anatomica conhecida” 1. O desenvolvimento posterior da psicanalise, nomeadamente de
Freud (1895), sublinhou o significado da biografia individual e sexualidade na etiologia
de alguns tipos de neurose 2,

Também Jaspers, na primeira edi¢do da sua obra “Psicopatologia Geral” (1913),
descreveu em parte a evolugdo do conceito de psicose 3. Para Jaspers as psicoses sdo
sempre 0 resultado de doencga somatica e sdo assim um processo, as neuroses tém causas
psicoldgicas biograficas e sdo um desenvolvimento num continuum com a salde. Esta
dicotomia entre processo e desenvolvimento, conduziu a explicacdo causal das psicoses,
ndo passiveis de compreensibilidade psicoldgica, caracteristica das neuroses, e apenas
passiveis de explicacdo. Esta separacdo dos métodos facilitava o diagnéstico diferencial
entre as duas entidades. Este conceito de diagnostico diferencial, que permitiria uma clara
prescricdo de medidas terapéuticas, formou a base para o principio hierarquico de Jaspers,
bem descrita no capitulo da “Classificagdo das Psicoses”, da primeira edi¢ao do ja
mencionado livro de “Psicopatologia Geral” deste mesmo autor. Para Jaspers os sintomas
patoldgicos estdo dispostos em camadas como uma cebola, sendo a camada mais exterior
formada por sintomas degenerativos (psicopatias, mas também a designada a época
insanidade maniaco-depressiva de Kraeplin), seguida pela camada dos sintomas
processuais (esquizofrenias) e nas camadas mais interiores 0s sintomas organicos. Para
Jaspers o0 exame individual de cada caso é fundamental e permite atingir as camadas mais

profundas.
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A origem do termo enddgeno esta no trabalho do Psiquiatra Francés Benedict
Morel 415 Este autor aplicou a teoria da degeneracdo a Psiquiatria e propds a
hereditariedade transformacional (ou polimérfica). Morel defendeu que de uma geragéo
para a seguinte ocorria a transformacéo cada vez mais grave de uma perturbacdo mental.
O que podia comecar como uma fobia ou compulsdo numa geracdo, poderia passar para
cleptomania na geragédo seguinte, na terceira geracdo poderia surgir a deméncia precoce
e na quarta geragdo a deméncia e a morte prematura. Com base nesta teoria muitas
perturbacGes mentais foram designadas de endogenas, por serem consideradas
degenerativas, isto é, causadas pela predisposicdo individual para a doenca mental. Foi o
caso do Alemdo Moebius que defendeu esta ideia nas suas publicagdes 6. Este autor
distinguiu as perturbac6es mentais em doencas exdgenas, em que as causas Sao por
exemplo o éalcool ou toxinas, e as enddgenas onde existe uma Unica causa, a
“predisposi¢ao”.

Mais tarde, Emil Kraeplin ndo faz referéncia clara a dicotomia psicose-neurose,
considerou sim a dicotomia da psicose em “dementia praecox” e “insanidade maniaco-
depressiva” que se tornou aceite como regra. A designagdo dementia praecox enfatizava
a alteracdo na cognicdo (deméncia) e inicio precoce (precox) da doenca que mais tarde se
chamou esquizofrenia. Estes doentes teriam uma doenga crénica, deteriorante do ponto
de vista cognitivo, e com sintomas clinicos, como as ideias delirantes e alucinagdes. Para
Kraeplin estes doentes distinguiam-se de outros com periodos de doenca alternados com
intervalos livres de sintomas que designou de “insanidade maniaco-depressiva” */~*?

A designacdo do termo esquizofrenia foi dada por Eugene Bleuler, que repés o
nome dementia praecox por esquizofrenia. Este termo sublinha a presenca de schisms ou
clivagem entre o pensamento, emogdo e comportamento nos doentes com esta
perturbacdo. Ao contrario do conceito de Kraeplin, Bleuler sublinhou que a esquizofrenia
ndo tem um curso necessariamente deteriorante .

Na primeira metade do século XX a psicose foi amplamente estudada nas diversas
dimensdes da sua definicdo. Reflexo da diversidade e variabilidade clinica, Kurt
Schneider introduziu uma hierarquia nos sintomas psicoticos, dividindo-os em primeira
e segunda ordem. Este autor considerava que alguns sintomas psicoticos seriam mais
importantes do que outros 2. Contudo enfatizou que os sintomas de primeira ordem néo
eram especificos da esquizofrenia, sendo Uteis no seu diagndstico, ndo deviam ser
aplicados de forma rigida. Assim para Kurt Schneider a doenca poderia ser diagnosticada

com base na existéncia dos sintomas de segunda ordem e noutros aspetos tipicos desta.
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No século XX o debate sobre a psicose unitaria foi permanecendo associado a
psicose atipica. Mesmo Kraepelin afirmou que nem sempre era possivel distinguir entre
as duas psicoses (deméncia precoce e insanidade maniaco-depressiva). Kraepelin
defendeu que se as manifestacdes da doenca apenas forem examinadas entre estas duas
entidades por vezes podem néo ser distinguiveis *’. Kleist usou o termo psicose atipica
para se referir as designadas “psicoses degenerativas benignas” que incluiam nio apenas
a “insanidade maniaco-depressiva” e paranoia, mas também histeria 2. A Psiquiatria
Escandinava enfatizou a designagdo psicose “psicogénica” e “reativa”. August Wimmer
descreveu em 1916 a psicose psicogénica adaptando em parte a psicose reativa de Jaspers
23, Para Wimmer as psicoses psicogénicas cumpririam cinco critérios: 1)eram causadas
por agentes mentais (“traumas mentais’); 2)a forma e conteudo das psicoses poderiam ser
compreendidas em termos de fatores precipitantes mentais; 3)habitualmente terminavam
em recuperacdo e nunca em deterioracdo; 4) os doentes tinham uma ‘“fundagio
predisposi¢cdo”; S)estas psicoses eram clinicamente independentes de outras doencas.
Também McCabe e Stroemgren descreveram com pormenor a psicose reativa, onde a
distingdo para a esquizofrenia e psicose maniaco-depressiva estd descrita de forma
pormenorizada com respeito ao tratamento, histdria natural e prognostico .

Uma outra categoria que pode ser vista como uma psicose atipica é a psicose
cicloide. Esta foi introduzida por Kleist como uma forma atipica benigna da categoria
maniaco-depressiva de Kraepelin 22, Mais tarde, Karl Leonhard, pupilo de Kleist,
desenvolveu a classificacdo de Kleist e fez das psicoses cicloides um dos seus maiores
grupos diagnosticos 2. Para Kleist estas psicoses nunca conduziriam a detioracio o que
as distinguia da esquizofrenia, apesar de alguns aspetos clinicos sobreponiveis a esta.
Foram descritos trés tipos de psicoses cicloides: ansiedade-elacao, psicose confusional e
psicose motilidade. Mais recentemente (1974) Perris descreveu com bastante pormenor
as psicoses cicloides como condi¢fes agudas, sem precipitantes e com sintomatologia
polimorfica 2.

Um outro grupo diagnostico algo controverso sdo as “psicoses esquizoafetivas”.
Este grupo foi inicialmente descrito por Kasanin em 1933, onde estudou um grupo de
doentes com sintomas mistos de esquizofrenia e afetivos ?7. Mais tarde também os estudos
de Kendell mostraram que nem sempre era possivel distinguir entre as duas psicoses
descritas por Kraepelin com base nos sintomas 262°. Assim, nem sempre era possivel um
“ponto de raridade” ou definir exatamente onde uma sindroma tinha inicio e a outra

terminava. Em vez desta separacédo clara, os sintomas dos doentes diagnosticados com
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uma das psicoses de Kraepelin fundiam-se com os doentes diagnosticados com a outra
psicose. Mais tarde também Murray e O Callaghan concordaram, com esta visdo de
Kendell, na auséncia de uma linha clara entre as duas categorias de Kraepelin e
defendendo “Assim, a distingdo entre a psicose maniaco-depressiva e esquizofrenia em
termos de fenomenologia, prognéstico e homotipia familiar € essencialmente imperfeita”
30, Estes autores preferiram a divisdo da esquizofrenia naquela de inicio congénito e a de
inicio no adulto, sendo a primeira semelhante a descricao original de Kraepelin.

Tem havido também ao longo do tempo defensores da ideia de psicose unitéaria.
Um destes foi Werner Janzarik considerando a psicose como uma for¢a normalmente
mantida por mecanismos do corpo e quando esta dindmica fica fora do controlo das
cadeias bioldgicas a psicose poderd ocorrer 3L, As estruturas através das quais esta
dindmica é quebrada/descarrilada determina o tipo de psicose. Assim Janzarik
considerava que este descarrilamento demorava tempo a exercer o seu efeito sendo rara
em criancgas. Este autor concluiu que seria possivel a depressao progredir para mania e
depois para esquizofrenia paranoide, desta para esquizofrenia catatonica e finalmente
para psicose exogena. Também Klaus Conrad defendeu a visdo da psicose unitéria 3.
Para Conrad, a observacdo de que pais ciclotimicos produziam filhos esquizofrénicos era
um bom argumento favoravel a existéncia de uma psicose enddgena. Para Conrad as
perturbacdes que comegavam como mania ou depressdo tornavam-se ciclicas ou
periddicas e depois desenvolviam ideias delirantes e detioracédo da personalidade. Conrad
acreditava também que aspetos tipicos da esquizofrenia como humor delirante,
alucinac@es e catatonia poderiam também ser encontrados na mania ou depressdo. Estas
evidéncias colocavam como questionaveis para Conrad a separacgao entre esquizofrenia e
psicose maniaco-depressiva defendida por Kraepelin. Conrad também questionou a
dicotomia enddgeno-exdgeno, defendendo que diferentes agressdes como “‘exaustio
fisica ou elevada emocéo atacam a mesma estrutura, mecanismo fisioldgico, metabolismo
bioquimico”, produzindo depressao, depois ideias delirantes e “insanidade”.

Em suma, a visdo de meados do século XIX das perturba¢Ges mentais defendia a
psicose unitaria como dominante. Griesinger desviou-se desta opinido, defendendo que
perturbacdes do pensamento poderiam ocorrer sem o estaddio de depressdo. Kraepelin
defendeu a divisdo entre duas entidades da psicose: deméncia praecox e insanidade
maniaco-depressiva. Apesar da existéncia de visdes contrarias ao longo do século XX, a
sua visdo dominou. Schneider, discipulo de Kraepelin, manteve essencialmente aquelas

categorias. Outros, como Psiquiatras da Escandindvia, propuseram que as Psicoses
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atipicas constituiam uma entidade independente das duas categorias de Kraepelin.
Wimmer prop6s o termo psicose psicogenica e Stroemgren a designada psicose reactiva.
Kasanin defendeu a psicose esquizoafetiva, ndo encontrando um ponto claro de separacéo
entre a esquizofrenia e a perturbacdo maniaco-depressiva. A visdo da psicose cicloide de
Kleist foi defendida por Leonhard e também por Perris Cutting. Para alguns autores
representam uma ponte entre as psicoses e as neuroses.

Assim se verifica uma evolucéo significativa ao longo da historia do conceito de
psicose desde 1845 até ao presente. Originalmente a psicose foi incluida na categoria das
deficiéncias mentais e outras perturbacdes psiquiatricas. Todavia logo depois, tornou-se
sinonimo de “psicopatia” e “psiconeurose”, tornando-se mais tarde distinta destas duas
entidades. Comecou entdo a ser discutida em termos das dicotomias: endégeno-exdgeno,
funcional-organico, psicose-psicopatia e a psicose unitaria-multipla. Alguns destes

conceitos continuam ainda a fazer o seu trajeto e a gerar controveérsia.

Psicose e Sistemas de Classificacao

A evolucdo do conceito de psicose em Psiquiatria esta plasmada nos principais
sistemas de classificagdo: Diagndstico e Estatistica das Perturbacfes Mentais (DSM) e na
Classificacdo Internacional de Doencas (CID). A dicotomia entre a neurose e psicose
permaneceu nos sistemas de classificacdo até a segunda edi¢do do DSM (DSM-I1) *3 e &
92 revisdo do CID 34 Este facto deveu-se sobretudo a influéncia psicodindmica na
Psiquiatria Americana ap6s a segunda guerra mundial e menos a de Jaspers e Schneider.
O conceito de psicose foi amplamente definido no DSM-II. Nestas edigdes a base
classificativa das perturbacdes psiquiatricas assentava na divisdo entre neuroses e
psicoses. Serd importante aqui citar a contribui¢do dos conhecidos critérios de Feighner
percursores do DSM-IIl *°. Em meados do século XX onde o dominio da visdo
psicanalitica na Psiquiatria Americana era regra, o Departamento de Psiquiatria da
Universidade de Washington, contrario a esta visdo, desenvolveu uma série de reunifes
com o objetivo fundamental de dar uma forte contribuicdo para a classificacdo das
principais perturbacfes psiquiatricas, defendendo um modelo médico. A acompanhar o
médico John Feighner existiam mais 5 investigadores, cujas reunifes de discussao
durante um ano culminaram na publicagdo dos conhecidos critérios de Feighner em 1972,
e que foram amplamente citados em investigacdo nos anos seguintes %. Estes critérios

serviram de base para o desenvolvimento do DSM-III. Cré-se que foram trés os
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contributos centrais deste trabalho para a Psiquiatria: 0 uso de critérios de diagnostico
operacionalizados; a énfase no curso e prognéstico das diversas perturbagdes; a
necessidade da base dos critérios de diagnostico na evidéncia empirica *. Em relagéo a
esquizofrenia estes critérios requeriam a existéncia de pelo menos 6 meses de sintomas,
sem retorno ao nivel de ajustamento psicossocial pré-morbido, requerendo a presenca de
ideias delirantes, alucinagfes ou perturbacdo do pensamento. Para Eli Robins, o
coordenador do grupo, estudioso de Schneider, Leonhard e Fish, a esquizofrenia seria
uma perturbacédo deteriorante, defendendo que os sintomas em si ndo tinham significado
prognostico, sendo também encontrados em perturbacdes afetivas com sintomas
psicéticos. Este Psiquiatra defendia que o curso da doencga, com sintomas por um longo
periodo de tempo e deterioragdo social e ocupacional, era mais importante que as
caracteristicas das ideias delirantes ou alucinacdes.

A publicacdo do DSM-I11 em 1980 procurou validar varias categorias diagnosticas
com critérios de diagndstico mais objetivos 3. Os conceitos de psicose e neurose foram
quase inteiramente abandonados. Também no CID-10 se abandonaram estas designacoes,
referindo o Psiquiatra Cooper a este proposito “a diferenciagdo entre a psicose € a neurose
como principio organizador fundamental foi abandonado” *#2°. Nas edigbes posteriores
dos principais sistemas de classificacdo o termo psicose foi quase inteiramente limitado
ao adjetivo “psicotico”. Assim no DSM-IV (1994) no capitulo “Esquizofrenia e outras
perturbagdes psicoticas” incluiu um ndmero de perturbagdes nas quais 0s sintomas
psicoticos dominam o quadro clinico “°, considerando que outras perturbagdes, como a
depressdo, podem ser acompanhadas de sintomas psicéticos. O termo psicoético refere-se
aos sintomas como ideias delirantes e alucinagdes. No caso da esquizofrenia, perturbagéo
esquizofreniforme, perturbacdo esquizoafetiva e perturbacdo psicética breve podem
incluir outros sintomas como pensamento desorganizado ou comportamento cataténico.
O diagnostico de esquizofrenia passou a ser primariamente efetuado com base nas
perturbacdes da expressao e comportamentos observaveis, aumentando a concordancia
entre os clinicos e investigadores.

Também no DSM-5 as principais caracteristicas e descri¢cfes das psicoses do
DSM-IV sdo mantidas *. Os sistemas de classificacdo atuais sdo redutores e
conceptualizam a psicose como uma sindroma clinica de sintomas observéveis. Apesar
de serem reconhecidos aspetos diversos na etiopatogenia das diversas perturbacoes
psicoticas, como a genética ou a neuroimagiologia, ainda ndo sdo determinados a nivel

individual para um dado caso de psicose.
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A 52 edicdo do manual Americano DSM faz referéncia na sua introducédo que as
perturbacgdes psicoticas sao definidas pela presenca de alteragcGes de um ou mais de cinco
dominios: ideias delirantes, alucinagcdes, pensamento ou discurso desorganizado,
comportamento motor anormal ou grandemente desorganizado e sintomas negativos 2.
O CID-11 n3o apresenta uma definicdo de psicose **. Ambos os sistemas de classificacio
incluem as perturbagdes psicoticas nas perturbagdes do “espectro da esquizofrenia” ou
“esquizofrenia e outras perturbagdes primdrias psicoticas”. Estas classificacdes
consideram também outras perturbacfes mentais onde a psicose pode ocorrer como as
perturbacdes de humor. Apesar de uma tentativa de harmonizacdo entre as duas
classificacOes algumas diferencas ainda persistem no campo das perturbacdes psicéticas:
1A classificagdo DSM-5 tem uma categoria especial para as perturbagfes psicoticas
breves; 2)A classificacio DSM-5 considera a perturbacdo esquizotipica como uma
perturbacao de personalidade; 3)As perturbacdes psicéticas secundarias, sdo classificadas
na DSM-5 com as perturbagfes psicéticas primarias ao contrario da CID-11.

Na conceptualizacdo das mais recentes classificacfes emergiu ainda o designado
sindroma psicético atenuado, que acabou por ndo ser incluido na versdo final de nenhuma
das referidas classificacdes, necessitando de maior investigacdo. Esta condicdo clinica é
caracterizada por uma sindroma clinica com sintomas “psychosis-like” abaixo do limiar
para psicose 4. A operacionalizacdo do limiar a partir do qual se considera sintomas
psicoticos é algo controversa, sendo sugerido que esta sindroma seja considerada quando
estes sintomas sdao menos graves e transitorios e em que o insight esta relativamente

conservado.

Conceptualizacdo

Os estudos séo relativamente consistentes em considerar 4 dimensfes nos
sintomas das perturbacdes psicdticas: 0s sintomas positivos, negativos, desorganizados e
afetivos . Alguns autores consideram ainda os sintomas cognitivos como um cluster
central da psicose “¢. A psicose é considerada uma sindroma clinica e ndo uma entidade
nosolégica. Todavia ndo existe ainda uma definigdo de psicose operativa e satisfatoria,
tendo também em conta o inumero conhecimento gerado nas Gltimas décadas sobre 0s
multiplos fatores que condicionam o seu inicio e perpetuacao.

Diferentes conjuntos de sintomas sdo encontrados nas perturbacdes psicoticas,

constituindo a nivel individual um determinado quadro clinico, perfazendo que o0s
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sintomas como as ideias delirantes, alucinacdes, pensamento desorganizado, sintomas
negativos suplementados por sintomas afetivos (mania ou depresséo) sé&o o centro da
psicose. Estes sintomas ocorrem em diferentes perturbagdes, existindo considerével
sobreposicdo entre as apresentacdes clinicas nas diferentes perturbacdes psicoticas 7.
Existe ainda elevada variabilidade interindividual e intraindividual ao longo do tempo
dos principais sintomas da psicose.

A possibilidade de aparecimento de sintomas psicoticos na sequéncia do consumo
de drogas ou doencas cerebrais indica que qualquer pessoa pode experienciar sintomas
de psicose. Entende-se assim que estes sintomas sdo a via final comum de uma variedade
de vias etiopatogénicas, em que todas conduzem a um quadro clinico similar. Este facto
evidencia aquilo que ja Kraeplin considerou como 0 “cérebro humano possui um nimero

limitado de reagdes em resposta a insultos diferentes” *’.

Epidemiologia

A prevaléncia de todas as perturbacbes psicoticas na populacdo geral é de
aproximadamente 3% “¢. Os estudos apresentam alguma divergéncia, sobretudo na
incidéncia anual, mas também na prevaléncia ao longo da vida, na maior parte das
perturbacdes psicéticas. Estes resultados divergentes tém origem em dificuldades que os
estudos epidemioldgicos apresentam no campo das perturbacdes psicoticas, sendo as
principais: 1) Variabilidade quanto aos critérios de diagndstico das diferentes
perturbacgdes psicoticas; 2) Dificuldade em determinar com exatiddo o tempo de inicio
dos sintomas; 3) Adequada selecdo da amostra para estudos epidemiolégicos. Varios
fatores condicionam a variabilidade da incidéncia das perturbacBes psicoticas,
nomeadamente idade, sexo e residéncia em area urbana. Varios estudos constataram que
a incidéncia da psicose € mais elevada nos jovens *, no sexo masculino *°, em grupos
raciais/étnicos minoritarios ! e naquelas amostras com maior diagndéstico de psicose nao
afetiva *2. Em cerca de 68% dos homens e 51% das mulheres as perturbacgdes psicoticas
tém o seu inicio antes dos 35 anos de idade .

Um estudo Finlandés sobre a prevaléncias das diferentes perturbacdes psicoticas
encontrou taxas de 0,9% para a esquizofrenia, 0,32% para a perturbacdo esquizoafetiva,
0,1% para a perturbacdo esquizofreniforme, 0,18% para a perturbacédo delirante, 0,42%
para as perturbacdes psicoticas induzidas por substancias, 0,21% para as perturbacoes

psicoticas secundarias a doenca médica, 0,24% para a perturbacao bipolar tipo | e 0,35%
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para a perturbacdo depressiva major com sintomas psicoticos. Do total verifica-se que
71,5% das perturbac6es psicoticas sdo do designado espectro esquizofrénico ou psicose
n&o afetiva (esquizofrenia, perturbacéao delirante, perturbacéo esquizoafetiva) e 17,2% das
psicoses afetivas (perturbacdo bipolar com sintomas psicoticos e perturbacdo depressiva
major com sintomas psicoticos) 6. Num outro estudo publicado, que incluiu diversos
paises europeus e o Brasil, a incidéncia da psicose encontrada foi em geral de 21 novos
casos por 100.000 habitantes, com incidéncia de 17 casos por 100.000 habitantes por ano
para a psicose ndo afetiva (esquizofrenia, perturbacdo delirante, perturbacao psicética
aguda e transitoria, perturbacdo esquizoafetiva) e de 4 casos por 100.000 habitantes por
ano na psicose afetiva (perturbacéo afetiva bipolar com sintomas psicoticos e perturbacao
depressiva major com sintomas psicoticos) 3. Poucos estudos de incidéncia tém sido
realizados nos paises do sul da Europa, contudo 0s escassos estudos existentes mostram
que as taxas de incidéncia sdo uniformemente baixas **°¢. A titulo de exemplo referimos
um estudo italiano que mostrou uma incidéncia total de perturbag6es psicoticas na regido
da Sicilia de 15,9 casos por 100.000 habitantes, uma incidéncia de 9,6 casos por 100.000
habitantes na esquizofrenia, 1,5 por 100.000 habitantes nas psicoses afetivas e 4,8 por
100.000 habitantes no grupo das outras psicoses **. Também no ja referido estudo
multinacional que investigou a incidéncia das perturbacfes psicoticas em varios paises
europeus e Brasil se demonstrou que as taxas de incidéncia mais baixas foram encontradas
em vérias areas de Espanha e Italia *3. Infelizmente ndo encontramos estudos sobre a
prevaléncia e incidéncia das perturbacdes psicéticas em Portugal.

O padréo etério da incidéncia do primeiro episddio psicético (PEP) difere entre
homens e mulheres. No sexo masculino o pico de incidéncia ocorre entre os 18 e 0s 24
anos (taxa de incidéncia de cerca de 61 por 100.000 habitantes/ano), com ligeira e
progressiva reducgdo a partir deste escaldo etério **. No sexo feminino a taxa de incidéncia
tambem é maxima no escal&o etario entre os 18 e 0s 24 anos (taxa de incidéncia 27 por
100.000 habitantes/ano). A partir deste escaldo etario existe uma reducdo mais lenta e
gradual nas mulheres, com um segundo pequeno pico, inferior ao inicial, para la dos 45

anos °%,
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Primeiro Episddio Psicotico

No contexto da investigacdo em Psiquiatria, tem havido nas Gltimas décadas um
interesse crescente nas fases iniciais da psicose. Assim a designacdo de “primeiro
episodio psicotico” (PEP) tem vindo a ser usada como o termo que representa o estadio
em que o limite categorial para a perturbacao psicética é atingido, isto &, quando sintomas
psicaticos e declinio funcional sdo evidentes. Os doentes referidos como tendo sintomas
que ndo ultrapassam o limiar definido para um episddio psicético referem-se a doentes
designados como “risco ultra-elevado de psicose” ou “ultra-high risk” (UHR) *°. Alguns
destes doentes véo desenvolver sintomas que ultrapassam em duragéo e intensidade o
limiar para uma perturbacao psicética. Quando um jovem ultrapassa este limiar para um
episddio psicoético pela primeira vez € referido como tendo um PEP. O limiar para uma
perturbacdo psicética é definido como existéncia de sintomas psicéticos francos, como
ideias delirantes, alucinagdes ou perturbacdo do pensamento com duragao superior a uma
semana ®. A partir deste limiar o doente tem indicacdo para receber tratamento
antipsicotico associado a um conjunto de intervencdes psicossociais, referidas como
intervencdo precoce na psicose °.

Apesar de amplamente utilizado, ndo existindo consenso na sua definigcdo, o termo
“primeiro episodio psicotico” € usado para designar os doentes que estdo a experienciar
uma curta duracdo de doenca ou tratamento para uma perturbacao psicoética pela primeira
vez %2, Alguns autores advogam o uso do termo “psicose de inicio recente” que descreve
com maior precisdo estes doentes uma vez que as perturbacBes psicoticas nem sempre
seguem um curso episodico %. Do ponto de vista operacional é aceite que, em contexto
clinico e de investigacdo, a defini¢do de “primeiro episddio psicotico” deve incluir um
critério de duracdo da psicose. Este critério deve ser usado com medidas especificas que
permitam a comparacdo de diferentes populacfes, como por exemplo data do primeiro
contacto com a equipa terapéutica ou a duracéo do uso de medicagédo antipsicotica ©.

Varios argumentos conduziram a ampla divulgacéo e utilizacdo da designacéo de
PEP. Primeiro, a evidéncia de que a intervencdo em estadios precoces da doenca
(intervencdo precoce na psicose) com intervengdes biopsicossociais reduz a duragéo de
psicose ndo tratada (DUP), maximizando a remissdo sintomatica e recuperacao funcional.
Os primeiros anos de doenga (2 a 5 anos) foram designados como “periodo critico” para

prevencdo do declinio clinico e psicossocial ®. Segundo, com exce¢do da terapéutica
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psicofarmacologica, as diversas intervencdes terapéuticas sdo comuns as fases iniciais de
varias das perturbacbes psicoticas. Terceiro, os quadros clinicos nas fases iniciais da
psicose sdo frequentemente polimorficos, inespecificos, dificultando o diagnostico
nosologico. Também a instabilidade diagnoéstica, tendo em conta o curso da doenca, é
frequente ®°. S6 em fases posteriores das perturbacgdes psicaticas, tendo em conta a sua
evolucdo, é possivel a clarificacdo diagnostica e efetuar o seu diagnostico nosologico
definitivo.

O PEP é divido em dois grupos: PEP ndo afetivo (também designado espectro
esquizofrénico) e PEP afetivo. No grupo do PEP ndo afetivo estdo incluidos a
esquizofrenia (e perturbacdo esquizofreniforme), perturbacdo esquizoafetiva e
perturbacao delirante. No grupo PEP afetivo incluem-se a perturbacao depressiva major

com sintomas psicoticos e perturbacédo afetiva bipolar com sintomas psicoticos.

Intervencéo Precoce na Psicose

As perturbagdes psicdticas, nomeadamente a esquizofrenia, sdo graves doencas
psiquiatricas que tém habitualmente o seu inicio na idade jovem (mais de 80% tem o seu
inicio entre as 16 e 35 anos) %, Durante muitos anos os cuidados prestados aos doentes
psicoticos foram tardios e limitados, muito baseados na ideia erronea do mau prognostico
intimamente associado ao seu diagndstico. Contrariando este facto, desde a década de
1990, um movimento de intervencdo nas fases iniciais das perturbacdes psicoticas foi
constituido, acompanhado de robusta evidéncia cientifica e sua ampla disseminagdo
internacional, numa verdadeira reforma dos cuidados clinicos a estes doentes 7.
Inicialmente teve a sua origem em Melbourne, na Australia, e posteriormente um pouco
por todo 0 mundo, nomeadamente em Vvérios paises da Europa, Asia, América do Sul,
Estados Unidos da América (EUA), Canada e Asia 7. Existem atualmente centenas de
programas e unidades em todo o mundo com cuidados especificos para jovens com
perturbagdes psicoticas em fases iniciais e suas familias 727°. A figura 1 mostra a histéria

natural da psicose e o racional para a intervencao precoce na psicose.
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Estadios da doenca

Saudavel Pré-mérbido | Inicio precoce/progressdo | Estadio cronico/residual
Agravamento \ / ~ A Progressdo da doenga
dos sinais e

sintomas Intervengao precoce

Sintomas psicoticos positivos

Sintomas
Nenhum ou psicoticos Sintomas psicéticos Sintomas negativos
poucos sintomas atenuados Sintomas afetivos
ou BLIPS Sintomas cognitivos
Incapacidade funcional

Nascimento 1 2) Idade (anos) 0 40 S0

Figura 1. Historia natural da psicose e racional para a intervengao precoce
Adaptado de Lieberman et al. &

A intervencdo precoce na psicose refere-se a prevencao secundaria precoce nos
doentes com manifestacBes clinicas das perturbagbes psicoticas, divididas por 3 fases
distintas: UHR, PEP e o periodo critico ou de recuperagdo. Esta distin¢do € feita com base
nas intervencles psicofarmacoldgica e psicossociais especificas para cada um destes
estadios . Os beneficios da interven¢do precoce na psicose sao varios: reducdo da DUP,
reducdo do tempo de internamento hospitalar, reducdo das recaidas e recorréncias,
reducdo do risco de suicidio, melhor qualidade de vida, melhor integracdo escolar e
laboral, melhor funcionamento social e melhor adesdo ao tratamento. O componente
central das equipas de intervencdo precoce na psicose é a natureza multidisciplinar das
mesmas, oferecendo multiplas intervencfes com gestores de caso, com nimero de casos
de cerca de 10 a 20 por cada técnico. Estas equipas incluem diversos técnicos como
Psiquiatras, Psicologos, Terapeutas Ocupacionais, Enfermeiros, Técnicos de Servico
Social etc. 8. O objetivo é para além da remissao psicopatoldgica, a abordagem de outras
problematicas que afetam estes doentes como emprego/ocupacdo, uso de substancias,
comportamento suicida, problemas econémicos etc. O local e tempo do contacto das
equipas com o0s doentes é diverso, mas a existéncia de uma forte componente de
assisténcia na comunidade é a regra. As intervencGes oferecidas nas equipas de

intervencao precoce na psicose encontram-se indicadas na tabela 1. A psicoeducacao,
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individual ou de grupo, e a intervencdo familiar s@o consideradas intervengdes cruciais
nas equipas de intervengao precoce.

Os programas originais, assim como na maioria dos programas e unidades de
intervencao precoce no PEP e no periodo critico, fazem as suas intervencGes a todas as
perturbacdes psicoticas e ndo apenas nas perturbacdes do espectro da esquizofrenia
(incluindo assim também as psicoses afetivas). Duas justificacdes tém sido referidas para
este facto. Primeiro, como jé referido, as fases iniciais da psicose, nomeadamente o PEP,
sdo um tempo de particular dificuldade no diagnostico nosologico, sendo dificil separar
aqueles dois grupos de perturbacdes. Segundo, a instabilidade diagndstica, como ja foi
também referido anteriormente, é frequente nas fases iniciais das perturbacGes psicéticas
83—85.

Nos Ultimos anos vérios estudos tém sido publicados sobre as poupangas nos
servicos de salde com a instituicdo de programas de intervencdo precoce na psicose, 0

que tem impulsionado a sua expansao geografica %7,

Tabela 1. Componentes da intervencdo precoce na psicose 8788
e Baixas doses de antipsicoticos atipicos e outras medicagdes

e Intervencéo familiar

e Emprego protegido

e Terapia cognitivo-comportamental para a psicose
e Psicoeducacdo (individual e/ou de grupo)

e Terapia ocupacional

e Treino de aptiddes sociais

e Remediacdo cognitiva

Mortalidade nas perturbaces psicéticas

Os estudos mostram que as taxas de mortalidade nas perturbacdes psicoticas por
causas naturais e ndo naturais séo elevadas . Nas causas naturais incluem-se aquelas
em que uma doenca é responsavel pelo inicio de eventos que diretamente conduziram a
morte (ex. doenca cardiovascular). As causas ndo naturais, também designadas por
externas, referem-se as circunstancias em que acidentes ou violéncia produzem a
fatalidade (ex. suicidio) °2. Entre os doentes com doenca mental grave, incluindo as

psicoses afetivas e ndo afetivas, a mortalidade por todas as causas esta aumentada em 2 a

38



3 vezes em relacdo a populagéo geral *3. Este facto € evidenciado pela reduzida esperanca
média de vida nestes doentes, vivendo o0s doentes psicoticos entre 10 e 25 anos menos em
comparacdo com a populacdo geral. A investigacdo evidencia que a razdo de taxa de
mortalidade padronizada (razdo entre a taxa de mortalidade padronizada nos doentes com
psicose e a taxa de mortalidade padronizada na populacdo geral) nesta populacéo varia
entre 1.5 e 4.2 8% As explicacdes para esta diferenca sdo diversas, e ainda ndo
totalmente esclarecidas, entre as quais estilos de vida ndo saudaveis (tabagismo, uso de
alcool, sedentarismo), obesidade, limitado acesso a cuidados de satde, reduzida qualidade
dos cuidados de saude recebidos, efeitos adversos da terapéutica psicofarmacologica e
taxa de suicidio elevada °¢-1%.

Relativamente poucos trabalhos tém investigado os fatores que podem ter impacto
no risco aumentado de morte prematura em todas as perturbacfes psicoticas ou se esta
diferenca de mortalidade com a populacdo geral esta a sofrer alteragdes ao longo do
tempo. Também é equivoco se o excesso de mortalidade nas perturbagdes psicoticas é
predominantemente por causas naturais ou ndo naturais %0113 A mortalidade
cardiovascular (ex. doenca coronéria), entre as causas naturais, e o suicidio, entre as
causas nao naturais, tém sido demonstrados como o0s principais motivos de morte dos
doentes com perturbac@es psicoticas, nomeadamente perturbacdo bipolar e esquizofrenia
104—106_

Nas ultimas duas décadas ocorreram significativas alteracdes nos cuidados de
salide aos doentes psiquiatricos. Uma importante alteracdo ocorreu com a passagem dos
cuidados centralizados no hospital para cuidados na comunidade. Outra mudanca
aconteceu com uma melhoria, mas ainda insuficiente, do reconhecimento do risco cardio-
metabdlico dos doentes com perturbagdes psicoticas, tendo sido introduzidos programas
de rastreio dos doentes com perturbagdes psicéticas para encontrar e tratar fatores de risco
metabolicos. N&o obstante o0 aumento da esperanga media de vida para a populagéo geral
ao longo das ultimas décadas nos paises desenvolvidos *7, e apesar das referidas
alteracdes nos cuidados de satde aos doentes com psicose, 0s estudos apontam para um
agravamento da diferenca da taxa de mortalidade entre os doentes psicéticos e a
populacdo geral °*1°¢, Assim a investigacdo nesta &rea, incluindo o estudo das mortes
naturais (ex. doenca cardiovasculares) e ndo naturais (ex. suicidio) em doentes com
psicose, é emergente no sentido de inverter as atuais taxas de mortalidade deste grupo de

doentes.
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Mortalidade no primeiro episodio psicotico

O risco de mortalidade nas perturbacdes psicoticas é particularmente elevado nas
primeiras fases da perturbagéo #°*10911° Qs estudos publicados sobre a prevaléncia da
mortalidade apds o primeiro episddio psicético variam entre 0,5% (follow-up de 12
meses) a 16% (follow-up de 11 anos), variando fundamentalmente com o periodo de
follow-up considerado °293103105-114 " Independentemente do periodo de follow-up, todos 0s
estudos mostram que o risco de mortalidade € superior a populacao geral da mesma idade.
Os estudos apontam assim um risco de mortalidade que varia entre 2 a 24 vezes superior
a populacéo geral para 0 mesmo escaldo etario '®. Apesar da magnitude dos numeros, 0s
estudos sobre a mortalidade ap6s o0 PEP séo escassos e exclusivamente de alguns paises
da Europa (Reino Unido, Irlanda e Finlandia), Austrélia, Canada e Estados Unidos da
América.

As principais causas de excesso de mortalidade nas perturbacdes psicoticas, e
designadamente nas fases iniciais, sdo, como ja referido, as doencas cardiovasculares,
nomeadamente doenca isquémica corondria, e o suicidio 11115116, Os métodos de suicidio
mais frequentemente usados s&o o enforcamento, estrangulamento e sufocamento
103,111,117 - Alguns estudos sugerem que a morte por manifestacdo de doencas cronicas,
como doencas cardiovasculares, tende a surgir com mais tempo de diagndstico de
perturbacdo psicotica, onde existe um periodo suficientemente longo de fatores de risco
para a doenca cardiovascular ocorrer e se manifestar clinicamente 8.

Os dados disponiveis indicam também que a mortalidade é superior no sexo
masculino comparativamente ao sexo feminino, e em todos os escalfes etarios apds o
PEP #92109112114 - Ag informacBes existentes ndo sdo conclusivas em relacdo a idade de
diagnostico do PEP e o risco subsequente de mortalidade. Os estudos mostram que nédo
existem diferencas significativas de mortalidade apdés o PEP entre o grupo com
diagnostico de psicose ndo afetiva e grupo com psicose afetiva **2. O uso de drogas ilicitas
parece ser um fator que aumenta o risco de mortalidade ap6s o PEP %. Foi assim
demonstrado 0s primeiros anos apdés o PEP parecem ser um periodo de risco
especialmente elevado para morte, nomeadamente nos primeiros 12 meses, onde ocorre

parte significativa dos ébitos 2.
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Fatores de Risco para mortalidade na psicose

Dada a evidéncia de que as doengas cardiovasculares e o suicidio representam 0s
principais motivos do excesso de mortalidade nas perturbagdes psicéticas, tem-se
procurado nos ultimos anos investigar a identificacdo dos doentes em risco e eventuais
intervencdes, particularmente nas fases iniciais das perturbacdes psicoticas. Assim tem
sido investigada a sindroma metabdlica como identificadora de doentes com particular
risco para mortalidade cardiovascular. Da mesma forma para o suicidio, tem sido
estudado o comportamento suicida, incluindo ideacédo, plano e tentativa de suicidio, no
sentido da identificacdo de doentes psicoticos com risco aumentado para mortalidade por

suicidio.

Comportamento suicida e psicose

O suicidio é um importante problema de Saude Publica, sendo responsavel pela
perda de cerca de 800.000 vidas anualmente em todo o mundo. Em 2019 a taxa de suicidio
anual mundial foi de 9.0 ébitos por 100.000 habitantes, na Europa de 10.5 por 100.000
habitantes e em Portugal de 7.2 por 100.000 habitantes **. Nove entre os dez paises com
mais elevadas taxas de suicidio encontram-se na Europa. Estes nimeros estdo
eventualmente subvalorizados pelo estigma associado a cada suicidio. Por cada suicidio
muito mais tentativas sdo efetuadas, sendo este o principal fator de risco individual para
suicidio na populacdo em geral. Cada suicidio representa uma tragédia para o préprio,
para a familia, amigos e comunidade, com efeitos a longo prazo.

Apesar dos numeros e do impacto do suicidio, este estd longe de ser uma
prioridade a nivel das politicas de cada pais, e nesse sentido a Organizacdo Mundial de
Saude (OMS) langou o World Mental Health Plan, onde a identificagdo precoce e
tratamento das perturbacfes mentais, assim como do comportamento suicida, podem ser
efetivos 1. Este plano faz ainda referencia a estratégias nacionais que 0s paises devem
implementar de modo a reduzir o suicidio, nomeadamente em grupos especificos de risco.
Mais tarde foi também publicada pela OMS um plano especifico para o suicidio
designado “Preventing Suicide—A Global Imperative”. Este também faz referéncia ao
suicidio em doentes com perturbacdes psiquiatricas, com especial foco nas fases iniciais

destas perturbacdes 2. Também o Plano Nacional de Saide Mental faz referéncia a
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estratégia de prevencao do suicidio e depressdo, tendo sido também elaborado o Plano
Nacional de Prevencéo do Suicidio 22,

Os doentes com perturbagdes mentais constituem um grande grupo de risco para
o suicidio, sendo o risco particularmente elevado nas perturbacdes psicoticas. Numerosos
estudos mostram que o risco relativo de suicidio estd aumentado em cerca de 20 vezes
nestas doencas comparativamente com a populacdo geral *?**2>, Os primeiros estudos
apontavam para cerca de 10% na prevaléncia do suicidio ao longo da vida na
esquizofrenia %6, Assim, verifica-se que a taxa de suicidio nas psicoses € significativa,
muito superior a populacédo geral e com impacto elevado para os doentes, suas familias e
meédicos que lhes prestam cuidados.

De forma semelhante a populacdo em geral, os doentes do sexo masculino com
esquizofrenia morrem mais frequentemente do que o sexo feminino, mas as diferencas
entre os dois géeneros no que concerne as vitimas de suicidio ndo séo tdo dispares como
na populacdo em geral (H: 60%; M:40%) 1. Também em relacdo as tentativas de suicidio
as diferencas ndo sdo significativas entre os dois sexos, ao contrario da populacéo geral
onde as mulheres efetuam mais atos suicidas ndo letais 27128

Vaérios fatores de risco para suicidio tém sido apontados em estudos com doentes
com psicose: idade precoce, sexo masculino, viver sozinho, estar desempregado, bom
ajustamento ou funcionamento pré-morbido, histéria familiar de suicidio, elevado nivel
de psicopatologia, histéria de comportamento suicida, depressdo comdrbida, uso de
substancias, ma adesdo a medicacdo, elevado insight e acesso a meios letais 2231, Em
relacdo aos sintomas psicoticos, sejam eles positivos ou negativos os resultados ndo sao
uniformes entre todos os estudos. Todavia os resultados parecem indicar que 0s sintomas
psicoticos positivos, nomeadamente alucinacBes acustico-verbais de comando, séo
fatores de risco para suicidio. Alguns estudos mostram que a existéncia de sintomas
negativos pode pelo contrario ter um efeito protetor em relagdo ao suicidio, mas estes
resultados néo sdo significativos nas meta-analises *32. Tal como na populacao geral, um
dos fatores mais associado ao suicidio nas perturbacdes psicéticas tem sido a existéncia
de histéria prévia de comportamento suicida, nomeadamente ideag&o suicida e tentativa
de suicidio, especialmente por enforcamento 33134,

Tal como para a populacéo em geral, alguns estudos sugerem a existéncia de uma
base neurobiolégica para o0 comportamento suicida nas perturbacfes psicéticas,
nomeadamente na esquizofrenia. Alteracfes no teste de supressdo da dexametasona tém

sido encontradas nos doentes com esquizofrenia que fizeram tentativas de suicidio,
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sugerindo que uma hiperatividade do eixo hipotdlamo-hipdfise-supra-renal pode
constituir um fator no processo do comportamento suicida nos doentes psicéticos . Em
relacdo aos niveis de 4&cido 5-hidroxi-indoloacético (5-HIAA) no liquido
cefalorraquidiano (CSF) de doentes suicidas com esquizofrenia os resultados s&o
divergentes entre os estudos. Assim alguns trabalhos encontraram baixos niveis de 5-
HIAA no CSF de doentes com esquizofrenia e comportamento suicida 3¢, engquanto
outros ndo encontraram esta diferencga **’.

Outros dados mais experimentais apontam para uma resposta aplanada da
prolactina & administracdo de D-fenfluramina em doentes com esquizofrenia e
comportamento suicida *38. Também estudos genéticos encontraram um link significativo

entre polimorfismos do gene ADRA2B para a esquizofrenia e 0 comportamento suicida

139

Comportamento suicida e primeiro episédio psicético

Alguns trabalhos evidenciam também que o risco de suicidio € maior no primeiro
ano apos o primeiro contacto com os cuidados de satde mental. Apesar de este facto ser
verdadeiro para todas as doencas psiquiatricas, o risco de suicidio nos primeiros meses
parece ser especialmente elevado para os individuos com perturbacdes psicoticas,
nomeadamente com diagnostico de perturbagdo bipolar e perturbagdes psicéticas do
espectro da esquizofrenia 441, Trabalhos efetuados com dados de diversos paises
nordicos confirmam um excesso de mortalidade de causas externas (que inclui o suicidio),
que é 2 vezes superior, durante o primeiro ano apds o primeiro contacto hospitalar em
comparagdo com 0s 3 anos subsequentes nos doentes com perturbac@es psicéticas 4°. O
risco de suicidio durante os primeiros 12 meses ap0s o PEP € 12 vezes superior a
populacdo geral **2. Os trabalhos publicados indicam que entre 2-5% dos doentes que
apresentam um PEP véo morrer de suicidio . Este risco é ainda superior nos doentes
gue necessitam de internamento para o PEP % e particularmente elevado nos primeiros
meses apos a alta hospitalar **°. Porque ocorre um pico de risco de suicidio nos primeiros
anos das perturbagdes psicoticas uma atencdo particular deve ser dada a estes doentes.

Os fatores de risco de suicidio nesta fase particular da doenca parecem ser pelo
menos parcialmente diferentes dos encontrados em fases posteriores das perturbacoes

psicoticas. Estudos nesta area ainda decorrem no sentido de confirmar alguns destes
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dados. Alguns fatores de risco encontrados sdo os antecedentes de comportamento
suicida, historia de depressao, uso de substancias, idade jovem, e longa DUP 46147 A
depressao tem sido amplamente estudada e identificada como um fator de risco e preditor
major para o comportamento suicida nas fases iniciais da psicose, seja no periodo
prodrémico, no PEP ou no periodo seguinte a este 4. Trabalhos publicados indicam
também que a diatese suicida pode nos doentes nas primeiras fases das perturbacfes
psicdticas, ser particularmente rapida, com pouco tempo na passagem da ideagdo suicida
ao ato suicida 3. A identificacdo de fatores preditores de suicidio no PEP, identificando
quais os subgrupos de doentes em risco particularmente elevado, permitira o planeamento
de estratégias de intervencédo precoce que possam diminuir o substancial risco de suicidio
deste grupo de doentes, e consequentemente a sua mortalidade **°. Apesar de ocorrer
reducdo do risco de suicidio ap6s os primeiros anos de doenca, este é sempre elevado,
com flutuacdes ao longo do curso da doenca 32,

Um dos aspetos referidos na literatura que justifica em parte o elevado risco
suicidario nas primeiras fases das perturbacdes psicéticas é explicado pelo modelo
vulnerabilidade-stress para o comportamento suicida, que ndo é especifico das
perturbacdes psicaticas. Neste contexto o PEP representa a primeira exposi¢ao a um stress
major no contexto da perturbacdo psicética 471, Interessante € considerar também
particularidades na etiopatogenia do comportamento suicida nos primeiros meses apos o
PEP. Trabalhos publicados sublinham um peso relativo diferente entre os fatores que
poderdo estar na origem do comportamento suicida nos meses seguintes ao PEP. Assim
alguns autores distinguem a existéncia de dois periodos diferentes em relacdo ao
comportamento suicida no PEP: periodo precoce e periodo tardio. O periodo precoce é
considerado o periodo de tempo em que existe psicose ativa, sendo este o principal fator
implicado na etiopatogénese do comportamento suicida nesta fase. Este periodo variavel
decorre antes da admissdo hospitalar até a resolucdo da fase da doenga mais ativa,
geralmente considerada cerca de 1 més apo6s a alta hospitalar, caso ocorra internamento.
O periodo tardio de comportamento suicida decorre ap0s aquele periodo e parece estar
mais associado a depressdo secundaria ao PEP . Esta diferenca tem importancia em

termos de distin¢do dos correlatos psicopatoldgicos (figura 2).
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Primeiro Episodio Psicotico

I

Isolamento

Alucinagdes Subordina¢io Comportamento Desesperanca social
acustico- aos de seguranca
verbais persecutores Redugdo da
qualidade de

I I I vida

Periodo precoce | | Periodo tardio

Depressao

Comportamento suicida

Figura 2. Hipétese de modelo de comportamento suicida no primeiro episédio psicético

A depresséo parece ter um papel central no comportamento suicida no PEP 2
154 Todavia a depressdo tem diferentes manifestacdes psicopatoldgicas conforme o tempo
considerado. Assim as alucinagfes acustico-verbais, 0 uso de um comportamento de
seguranca e a subordinacdo aos supostos persecutores estdo associados a depressdo na
fase aguda da psicose, e, portanto, no periodo exatamente anterior a admisséo hospitalar,
assim como nos primeiros meses apos, enquanto existe psicose ativa **1. A desesperanca,
o isolamento social e a reducdo da qualidade de vida pelo impacto da psicose estdo na
base da sintomatologia depressiva num periodo mais tardio, cerca de 3 meses ap6s o PEP
e inicio do seu tratamento '°2. Nesta fase a depressdo, associada a insight preservado,
conduz a uma consciéncia particularmente dolorosa da doenca, das perdas subsequentes,
auto-estigmatizacdo e de representacdo de um fardo para os outros, podendo ser fatores
associados ao desenvolvimento de comportamento suicida 7.

Os dados disponiveis indicam também que a maioria dos comportamentos
suicidas nas fases iniciais da psicose sdo efetuados com intoxicagdes com farmacos,
nomeadamente com antipsicoticos (64%). Um namero significativo de suicidios ocorre
nas unidades de internamento por enforcamento (20%). Os dados disponiveis apontam
também para a existéncia de uma percentagem elevada destes doentes que cometem
suicidio terem contacto regular com os servigos de saude, 49% chegaram mesmo a

manifestar a sua intencdo e 11% procuraram ajuda especifica **.
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Os dados demonstram que a mortalidade por suicidio nos doentes psicoticos pode
ser prevenivel com acesso a tratamento adequado e de qualidade, nomeadamente no
contexto do modelo compreensivo da intervengé@o precoce na psicose **>. As equipas de
intervengdo precoce que tratam doentes com PEP fazem uma avaliagdo e tratamento do
risco de suicidio. A avaliacdo do risco de suicidio nos doentes nas fases iniciais da psicose
deve ser feita com foco no risco de atos suicidas, designadamente no comportamento
suicida. A avaliacdo clinica na busca de fatores preditores de comportamento suicida nos
doentes com PEP é fundamental nas equipas de intervencdo precoce. E hoje proposto que
estratégias de prevencdo do comportamento suicida no PEP ndo devem ser universais,
com necessidade assim de identificacdo dos doentes em risco particularmente elevado. A
implementacao de programas de avaliacdo e prevencdo do suicidio tem sido associada a
um declinio deste. Na Dinamarca tem-se assistido a uma queda do suicidio nos doentes
psicaéticos, sendo que se cré que este declinio se deve em parte fundamental a melhoria

dos servicos especializados de intervencao precoce na psicose 617,

Sindroma metabdlica

A sindroma metabdlica (MetS) é um complexo conjunto de fatores de risco
interrelacionados para doenca cardiaca coronaria, outras formas de doencas
ateroscleroticas cardiovasculares e diabetes tipo 2 8, O conceito de MetS foi introduzido
de forma a ajudar os clinicos a identificarem e tratarem os doentes em risco aumentado
de doenca cardiovascular e diabetes. Os seus componentes essenciais incluem alteracdes
do metabolismo da glucose, pressdo arterial elevada, niveis de triglicéridos elevados,
baixos niveis de high density lipoprotein (HDL) e obesidade (particularmente
abdominal). A obesidade abdominal e a resisténcia a insulina tém tido atencdo como
manifestacBes centrais da MetS. Nos Gltimos anos outras alteragdes como estados
proinflamatdrio e protrombotico, esteatose hepéatica ndo-alcodlica e apneia do sono tém
sido associados a MetS, tornando a sua definigéo e fisiopatologia mais complexas. Apesar
do reconhecimento da sua importancia clinica como marcador de risco cardiovascular
ainda ndo existe uma fisiopatologia universalmente aceite ou critérios de diagnostico
consensuais. Um aspeto que se tem tornado evidente nos Gltimos anos é o aumento da
prevaléncia da MetS nas criancas e jovens adultos e as implica¢des futuras que este facto

vai acarretar em termos de morhilidade e mortalidade cardiovascular.
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Historicamente a primeira conce¢ao da MetS foi de “sindroma X’ com o substrato
de que era um aspeto central no desenvolvimento de diabetes tipo 2 e doenca cardiaca
coronéria **°. Posteriormente varias outras organizacfes internacionais e grupos de peritos
procuraram definir a MetS. A primeira tentativa foi feita em 1998 pela OMS, que
conceptualizou a MetS como tendo no seu ndcleo a disfuncdo do metabolismo da glucose,
evidenciada pelaresisténcia a insulina, intolerancia a glucose ou diabetes tipo 2, associada
a pelo menos dois outros critérios: hipertensdo arterial, aumento dos triglicéridos e/ou
baixo HDL, obesidade e microalbuminuria %, Em 2001 o Americano National
Cholesterol Education Program Adult Treatment Panel I11 (NCEP-ATP Il1) publicou
uma série de critérios de MetS que incluiam o perimetro abdominal, perfil lipidico,
pressdo arterial e glucose em jejum 62163, Esta definigcéo diferia da da OMS uma vez que
ndo incluia como critério obrigatdrio a resisténcia a insulina. Em 2004, ocorreu uma
atualizacao desta definicdo com diminuicao do limiar para a alteragdo do valor da glucose
em jejum de 110 mg/dL para 100 mg/dL, e a clarificacdo de que os doentes poderiam ja
estar em tratamento para dislipidemia ou hipertensdo ¢4 Esta Gltima definicdo é
designada habitualmente como NCEP-ATP Ill modificada. A Federacao Internacional da
Diabetes (IDF) propés em 2005 uma nova definicdo de MetS no sentido de uma certa
consensualizacdo entre os diferentes grupos e organizagdes . Nesta defini¢cdo a IDF
tornou central a obesidade como critério obrigatério da MetS, tendo como medida de
rastreio simples a medicdo do perimetro abdominal. Mais recentemente em 2009 ocorreu
uma nova tentativa de harmonizacgéo de todas as defini¢cbes propostas numa reunido de
peritos de diversas organizag¢des a que designaram de “harmonizing metabolic syndrome”
6, Esta definicdo similar a NCEP-ATP Il modificada, ndo considera a existéncia de
nenhum critério obrigatorio, considerando que quaisquer 3 dos 5 critérios poderdao
considerar-se para diagnéstico da MetS. Os cut-offs utilizados foram definidos para todos
0s critérios com excecdo do perimetro abdominal cujos valores nacionais ou regionais
devem ser usados. Esta definigdo sugere também que a medicao do perimetro abdominal
€ um util instrumento de rastreio preliminar da MetS. As defini¢cbes mais usadas sao as
NCEP-ATP Il modificada, IDF e a definicdo harmonizada, em detrimento da definicdo
da OMS. Este facto sugere que € hoje considerado como aspeto central da MetS a
obesidade abdominal. A tabela 2. mostra as principais definigdes de MetS usadas e suas
diferencas.
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Tabela 2.

Defini¢bes mais comuns da sindroma metabdlica

OMS NCEP-ATP 111 NCEP-ATP 11 IDF
1999?61 200263 modificada 2005
(resisténcia a insulina mais (3 de 5 critérios) 200564 (perimetro abdominal
2 critérios) (3 de 5 critérios) mais 2 critérios)
Perimetro Retl)ch"iO_Pesmetfo Homens>102cm; Homens>102cm; Homens>94cm;
abdominal "‘Ho‘r’n”;'r?si O"fgga mulheres>88cm mulheres>88cm mulheres>80cm
Mulheres>0.8; ou
IMC>30Kg/m?
Presséo >140/90 mmHg >130/85mmHg >130/85mmHg >130/85mmHg
arteri aI (ou tratamento para (ou tratamento para
diagndstico prévio de diagnéstico prévio de
hipertenséo) hipertenséo)
HDL Homens<40mg/dl; Homens<40mg/dl; Homens<40mg/dl;
HDL mulheres<50mg/dl  mulheres<50mg/dl  mulheres<50mg/dl
homens<40mg/dL; (ou tratamento especifico (ou tratamento especifico
mulheres<50mg/dl para esta alteragéo lipidica) para esta alteracdo lipidica)
ou
Triglicéridos TG>150mg/dI >150mg/dl >150mg/dl >150mg/dl
(ou tratamento especifico (ou tratamento especifico
para esta alteragéo lipidica) para esta alteracéo lipidica)
Glucose Resisténcia a >110mg/dl >100mg/dl >100mg/dl
ieium insulina* (ou diagnéstico prévio de (ou diagnéstico prévio de (ou diagnéstico prévio de
Je.l u diabetes tipo 2) diabetes tipo 2) diabetes tipo 2)

Outro critério

Microalbuminuria
(excregdo taxa de albumina

urinaria >20pg/min. ou relagdo

albumina/creatinina>30mg/g)

IDF, Federagéo Internacional de Diabetes; IMC: indice de Massa Corporal; NCEP-ATP I, National Cholesterol Education
Program Adult Treatment Panel I11; HDL, high-density lipoprotein; TG, triglicéridos;
*Diabetes tipo 2 ou alteracéo glucose em jejum (>100mg/dl) ou alteragéo tolerancia a glucose

As comparacdes da prevaléncia da MetS tém sido dificultadas pela existéncia de

maultiplas definicGes. A prevaléncia da MetS varia e depende dos critérios usados nas
diferentes definicGes, mas também das caracteristicas das populacdes estudadas (idade,
sexo, estatuto socio-econémico, etnias etc.). Independentemente das defini¢cGes usadas,
0s estudos nos Gltimos anos tém mostrado uma prevaléncia elevada da MetS e que a sua
prevaléncia mundial estd a aumentar na populacdo geral, o que parece estar relacionada
com o aumento da obesidade e estilos de vida sedentarios ¢’.

De acordo com o estudo National Health and Examination Survey (NHANES)
realizado em 2003-2006, cerca de 34% da populacdo americana cumpria os critérios da
definicdo NCEP-ATP Il modificada para MetS %8, Dois estudos nacionais em Portugal
mostraram prevaléncias de MetS em individuos que frequentam os cuidados de salde
primarios de acordo com definigdo NCEP-ATP 111 de 28.4% e 36.5% ¢°7°, Estes valores
estdo em linha com estudos efetuados noutros paises europeus e EUA *7. Nas ultimas
décadas uma reducédo da adeséo da populagdo portuguesa a conhecida dieta mediterranica
e a prevaléncia elevada do estilo de vida sedentario, nomeadamente dos idosos, podem
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explicar pelo menos em parte os numeros referidos 7+172, Também em Portugal os estudos
mostram que a obesidade ¢ elevada e que tem aumentado nos ultimos anos 3. Apesar das
diferencas de prevaléncia na MetS pelo uso de diferentes defini¢Ges, conclui-se que existe
uma vasta proporcao da populacdo que se encontra em risco elevado de desenvolvimento
de doenca coronaria e diabetes mellitus tipo 2 7.

A MetS é um cluster de fatores de risco e assim o0 seu diagnostico pode ser
esperado como preditor de risco cardiovascular. O objetivo fundamental é ter como alvo,
de terapéuticas farmacoldgicas e de mudangas dos estilos de vida, os diferentes
componentes da MetS para prevenir as doengas cardiovasculares e diabetes. Estudos
prévios concluiram que a definicdo da NCEP-ATP Ill, nomeadamente na sua versao
modificada, melhor evidencia o risco cardiovascular numa populacdo, com o maior valor
preditivo para a identificacdo dos individuos em risco de enfarte agudo do miocérdio
175176 - A mais recente “Harmonizing MetS” ¢ essencialmente sobreponivel a defini¢do da
NCEP-ATP Ill, mantendo assim este elevado componente preditivo de doenca
cardiovascular *”7. Doentes com MetS apresentam um risco de desenvolverem doenca
cardiovascular nos proximos 5 a 10 anos duplo daqueles que ndo a tém 77178, A MetS
confere também um aumento em cinco vezes do risco de diabetes ao longo da vida 78,
Como mencionado anteriormente a MetS esté ainda associada a outros problemas graves
de satide, como a esteatose hepatica ndo alcodlica, sindroma de apneia obstrutiva do sono
e cancro 179180,

A etiologia da MetS ndo esta inteiramente estabelecida. A hipotese mais aceite e
unificadora para explicar a fisiopatologia da MetS € a resisténcia a insulina !, Existe
neste fendmeno complexo a interacdo entre fatores genéticos e epigenéticos com o meio
e dieta, que em conjunto influenciam o aparecimento da MetS.

Um principal contributo para o desenvolvimento da resisténcia a insulina séo os
acidos gordos livres que tém origem no tecido adiposo abdominal *#2, Com a sobrecarga
caldrica da dieta e o estilo de vida sedentario, o excesso de energia é acumulado no
organismo sob a forma de gordura, nomeadamente de tecido adiposo visceral ., Em
individuos suscetiveis, existe uma incapacidade das células beta pancreaticas de
compensarem a resisténcia a insulina resultando numa hipoinsulinemia relativa. A
insulina medeia um importante efeito antilipdlise. Este facto promove o aumento da
atividade da lipase e excesso da lipélise dos triglicéridos acumulados nos adipécitos,

especialmente dos depdsitos de gordura abdominal, com a excessiva libertacao de acidos
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gordos livres. Cré-se que estes acidos gordos livres séo libertados na circulacdo porta e
conduzidos para o figado onde sdo armazenados sob a forma de triglicéridos *#*. No figado
os acidos gordos livres resultam ainda num aumento da producdo de glucose e secre¢édo
de very-low-density lipoprotein (VLDL). Os triglicéridos em excesso sdo também
transferidos para low-density lipoprotein (LDL), que se torna num substrato mais atrativo
para a lipase hepatica, resultando em pequenas particulas densas de LDL. Estas particulas
tém capacidade aterogénica muito superior as LDL de maior dimensdo e sdo mais
suscetiveis de oxidacdo e captura pela parede arterial.

O aumento da circulacdo de acidos gordos livres para os tecidos periféricos
também inibe a sinalizacdo pela insulina. Com a resisténcia a insulina hepética e
abundancia de acidos gordos livres como substrato, ocorre um aumento da
gliconeogénese, que contribui para a hiperglicemia 78, Os &cidos gordos livres também
reduzem a sensibilidade a insulina no tecido muscular ao inibirem o uptake de glucose
mediado pela insulina. A resisténcia a insulina no musculo predispde a intolerancia a
glucose que pode ser agravada pela gliconeogénese hepatica. Com o tempo as células beta
pancreaticas agravam a sua descompensacao pelo aumento da necessidade de insulina na
tentativa de compensar a resisténcia, este facto tem como consequéncia o surgimento da
diabetes tipo 2.

Um outro aspeto relevante na etiopatogénese da MetS é a libertagdo por parte do
tecido adiposo de uma série de produtos, ndo sendo este um tecido de armazenamento
inerte, mas um verdadeiro 6rgdo enddcrino com vida **. As designadas adipocinas que
sdo secretadas pelo tecido adiposo e que tém efeitos metabdlicos robustos, incluindo a
leptina, resistina, fator ativador do plasminogénio 1, e adiponectina. Esta ultima, é uma
relevante substancia que protege contra o desenvolvimento da diabetes mellitus tipo 2,
hipertensdo, inflamacdo e doencas vasculares aterosclerdticas, e que estd diminuida nos
individuos que tém acumulacao de gordura visceral e pode estar associada a MetS. Existe
também uma ativacdo de outras células no tecido adiposo, como 0s macrofagos, que sao
responsaveis pelo aumento de citocinas (interleucina-6 e fator de necrose tumoral alfa)
que aumentam a inflamacdo e a resisténcia a insulina, contribuindo para o aumento do
risco cardiovascular ¥, A MetS é também reconhecida como um estado protrombético e
proinflamatdrio. A associacao entre a resisténcia a insulina e a doenga cardiovascular é
multifatorial, incluindo influéncia no stress oxidativo, o que produz disfuncao endotelial,

promove leséo vascular e formacao de placas de ateroma *74.
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A hipertensdo arterial da MetS parece ser multifatorial, resultando de varios
mecanismos: 1) disfuncdo endotelial causada pela formacdo de espécies reativas de
oxigenio mediadas pelos acidos gordos livres; 2) ativagdo do sistema nervoso simpatico
e inibicdo da sintase do Oxido nitrico pela hiperinsulinemia; 3) efeitos das citocinas
derivadas do tecido adiposo; 4) hiperatividade do sistema renina-angiotensina-
aldosterona que existe na obesidade *#’.

Como exposto existe uma enorme complexidade e multiplicidade de fatores
envolvidos na relagdo entre a MetS e doenca cardiovascular e diabetes, mas esta é
inegavel. A chave da implicacdo clinica no diagndstico da MetS num doente é a
necessidade agressiva da modificacdo do estilo de vida e eventual tratamento, para
reducdo urgente do risco de morbilidade e mortalidade cardiovascular.

O tratamento da MetS envolve alterac6es do estilo de vida e habitos alimentares
para reducdo do peso, tratamento da dislipidemia, tratamento da hipertenséo arterial e
prevencdo da evolucao da alteracdo do metabolismo da glucose para diabetes. A tabela 3.
tem indicadas as principais recomendacdes terapéuticas para cada um dos problemas da

MetS e objetivos a atingir.

Tabela 3. Recomendacdes terapéuticas para a MetS 178188189,

Critério da MetS

Objetivo terapéutico

Intervencoes

Triglicéridos elevados
HDL reduzido

Obesidade -Reduzir peso abdominal | -Alteracdo da dieta
em 7-10% no primeiro ano Reduc&o do total de gordura para 25% de
o calorias
-Atingir IMC< 25 Kg/m2 € | Redugso da gordura saturada para <7% de
. . calorias
penmetro abdommal Escolher gorduras insaturadas
H<102 cm e M<88 cm Evitar agucares simples o
-Alteragdo do exercicio
fisico
Atividade aerébica de moderada
intensidade pelo menos 30-60 minutos e
pelo menos 5 x por semana
Treino de resisténcia 2xsemana
-Considerar medicacéo
anti-obesidade
Dislipidemia Triglicéridos < 100-190 | -Maximizar estratégias de

mg/dL em funcdo do risco

estilo de vida (dieta e
exercicio fisico)
-Intensificar reducdo de
LDL com Estatinas

-Se triglicéridos > 500
mg/dL iniciar fibrato

-Se colesterol ndo-HDL
permanece elevado apés
maxima dose tolerada de
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estatina considerar
adicionar:
-Ezetimibe, fibrato ou
inibidor da PCSK9

Pressdo arterial elevada | -PA< 140/90 mmHg -Maximizar estratégias de
-Para doentes com diabetes | estilo de vida (dieta e
mellitus tipo 2 ou risco | exercicio fisico)

elevado PA<130/80 mmHg | -Iniciar tratamento com
medicacao anti-
hipertensora

Glucose em jejum | -Atrasar progressdao para | -Maximizar estratégias de

diabetes mellitus tipo 2 estilo de vida (dieta e
elevada e

-Assegurar bom controlo | exercicio fisico)

glicémico com HbA1c<7% | -Considerar iniciar

terapéutica antidiabética

Sindroma metabdlica e psicose

Os estudos publicados mostram que doentes com esquizofrenia, perturbacao
bipolar e outras perturbagdes crénicas psicoticas tém uma prevaléncia elevada de MetS,
contribuindo esta para um risco elevado de doengas cardiovasculares e elevada
mortalidade %%, A evidéncia mostra que 0s doentes com perturbacdes psicoticas
apresentam um risco de mortalidade cardiovascular que € 2.5 vezes maior
comparativamente a populacdo geral da mesma idade *°2. Os doentes com perturbacdes
psicéticas tém risco aumentado de desenvolvimento de obesidade, hiperglicemia,
hipertensao arterial, hiperprolactinemia e MetS %1%, As taxas de obesidade sdo até duas
vezes mais frequentes nos doentes com doenca mental grave do que na populacéo geral
14 Em linha com o aumento do risco de mortalidade cardiovascular nos doentes
psicoticos, estudos mostram que a prevaléncia da MetS é 58% superior nos doentes
psicéticos do que na populacdo em geral **°. Este aumento da prevaléncia da MetS é
independente da defini¢do usada e para todos os critérios da MetS. Os dados disponiveis
mostram também que este risco de MetS é similar para a psicose afetiva e ndo afetiva **°.

Doentes com um PEP parecem estar em particular risco de aumento de peso e de
desenvolvimento de MetS, mas os estudos ainda sdo escassos, sobretudo com design
transversal, e inconsistentes nos seus resultados. Os estudos parecem mostrar que as
alteracdes do metabolismo da glucose ocorrem mesmo antes do inicio da terapéutica
antipsicotica, sugerindo que existem outros fatores para além da medicacdo que

contribuem para a disfuncdo metabdlica no PEP ¢, Achados recentes apontam
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claramente que as alterac6es metabolicas existam devido a psicose em si, nomeadamente
no caso da esquizofrenia, na auséncia de medicacdo, e das suas alteracGes
comportamentais cronicas. Alteracdes da gordura visceral e do metabolismo da glucose
estdo presentes desde o inicio das perturbacdes psicéticas e na auséncia da terapéutica
antipsicotica **7. Outros estudos mostram ainda que alteracGes da MetS ocorrem também
em individuos UHR e em membros da familia de doentes com psicose 198%°,

Os estudos indicam que nas perturbacGes psicéticas os diversos fatores de risco
cardiovasculares e MetS resultam de fatores ligados a propria doenca, aos maus estilos
de vida (tabaco, sedentarismo, dieta etc.), cuidados de salde diminutos e de qualidade
reduzida e ao tratamento antipsicotico 2023, A tabela 4. indica os possiveis fatores
implicados na etiopatogenia da sindroma metabdlica nos doentes com perturbacoes

psicaticas.

Tabela 4. Possiveis fatores implicados na etiopatogenia da sindroma metabdlica na psicose

Inatividade fisica

Padrdo nutricional ndo saudavel

Tabagismo

Ma higiene do sono

Vulnerabilidade genética partilhada

Antipsicéticos

Inflamacéao

Alteragdes eixo hipotalamo-hipofisario-suprarrenal
Psicopatologia

AlteracBes no microbioma intestinal

Cuidados de satde de diminuidos e de reduzida qualidade

Um grupo interessante de estudos recentes tém investigado a vulnerabilidade
genética partilhada entre as perturbacdes psicoticas e a MetS. Estes estudos sugerem que
existe uma vulnerabilidade genética partilhada para a comorbilidade MetS-psicose,
envolvendo os processos fisiopatoldgicos de ambas as perturbacfes. Na Gltima década
os designados estudos de associacdo gendmica ampla procuraram identificar variantes
geneéticas que estdo em associacdo com MetS e psicose. Multiplos estudos evidenciam
uma ligacéo entre genes associados a obesidade e massa gorda, genes da leptina, genes
da metiltetrahidrofolato redutase e genes do recetor da serotonina 2C que estdo
envolvidos simultaneamente na patogénese da esquizofrenia e MetS 24,

Um namero significativo de estudos investigou o contributo da terapéutica

antipsicotica na etiologia da MetS, que é provavelmente o fator implicado na MetS na

53



psicose mais bem estudado. Em particular os antipsicoticos de segunda geracao tém sido
claramente demonstrados na génese de alteragcbes metabdlicas como aumento de peso,
obesidade abdominal e disfungdes do metabolismo da glucose e lipidos 2°. As alteracdes
metabdlicas induzidas pelos antipsicéticos tém sido associadas ao aumento de peso,
todavia alguns trabalhos mostram também que aquelas ocorrem na auséncia deste
aumento %207, A clozapina e a olanzapina sdo os antipsicoticos que tém mostrado maior
potencial de aumento de peso através da desregulacdo do metabolismo do tecido adiposo
208 \/arios mecanismos sao apontados para a associacao entre os antipsicoticos e a elevada
inducdo da MetS, entre eles: 1)Alteragdes do equilibrio da ingestdo de alimentos e peso
corporal a nivel cerebral; 2)Impacto da dopamina na libertacdo nas células beta
pancreaticas produtoras de insulina; 3)Alteracdes das vias de stress oxidativo;
4)Alteracdo da libertagcdo da grelina e leptina; 5)Disfuncdo da atividade do sistema
nervoso autonomo; 6)AlteracOes de diversas vias inflamatorias; 7)Alteracdes de diversas
vias de sinalizacdo celular (envolvendo por exemplo a adiponectina, dopamina,
serotonina, histamina, mecanismos muscarinicos etc.).

Entre os fatores que predispdem para a MetS nos doentes psicoticos incluem-se
0s maus estilos de vida, nomeadamente inatividade fisica, tabagismo, excessivo consumo
de alcool, ma higiene do sono e padrbes de dieta inadequados 2°. Por outro lado, os
doentes com perturbacGes psicoticas tém também acesso mais limitado a cuidados de
salde de qualidade, o que contribui para uma maior prevaléncia da MetS nos doentes com
esta patologia .

Outro grupo importante de alteracfes que ocorre nas perturbacdes psicéticas e que
tém uma ligacdo na etiopatogenia da MetS sdo as desregulacBes em sistemas de
homeostasia, como o eixo hipotdlamo-hipéfise-suprarrenal e resposta inflamatéria 21211,
Esta interagdo tem uma bidirecionalidade entre a MetS e as perturbagdes psicéticas. Em
varias doencas psiquiatricas, incluindo nas perturbac@es psicéticas desde fases iniciais,
existe uma hiperatividade do referido eixo que determina um aumento de sintese e
acumulacdo de gordura visceral. Por outro lado, a hipercortisolinemia induz lipolise, com
a consequente libertacdo de acidos gordos livres e sintese de VLDL e triglicéridos. Como
referido anteriormente, o tecido adiposo abdominal é também um 6rgdo enddcrino com
producdo de inumeras citocinas inflamatorias e hormonas. Estas substancias produzidas
perifericamente podem por um lado atingir o sistema nervoso central, quer atraves da
barreira hematoencefalica, quer indiretamente através da ativagdo da microglia e exercer

alguns efeitos aquele nivel, causando perturbagdes na neurotransmisséo e lesdo neuronal.
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Por outro lado, a ativacdo da resposta inflamatoria e do eixo hipotalamo-hipofise-
suprarrenal resulta no aumento da libertacdo de lipidos na corrente sanguinea, com
aumento dos triglicéridos e reducdo das HDL. Estes dois sistemas atuam também
diretamente nas células beta pancreéticas, condicionando a producdo de insulina e o
metabolismo da glucose.

Para além dos fatores referidos, nos ultimos anos tem havido um crescente
interesse no microbioma intestinal, isto €, nos trilides de microorganismos que colonizam
0 nosso intestino, e 0 impacto que estes podem ter nas doencgas psiquiatricas e no
metabolismo humano. Uma série de proteinas e neurotrofinas produzidas ou
condicionadas pelas bactérias intestinais podem limitar o desenvolvimento e plasticidade
cerebral em resultado de um baixo, mas persistente nivel de inflamacéo. Por seu turno
esta pode também condicionar o aparecimento da MetS 2?2, Esta € uma éarea do
conhecimento muito atual e em que os proximos anos vao ajudar a clarificar.

A identificacdo precoce dos doentes em risco elevado de doenca cardiovascular e
diabetes através do diagnostico da MetS, e tratamento adequado das suas alteragdes,
permitird abrir um caminho no sentido da reducgdo da elevada morbilidade e mortalidade

cardiovascular associadas aos doentes com psicose.
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OBJETIVOS DO ESTUDO

O objetivo geral do presente trabalho incidiu no estudo dos principais fatores de risco
para mortalidade precoce ap6s o primeiro episédio psicético. Assim investigou-se 0
comportamento suicida e a sindroma metabolica, numa amostra de doentes nos 12 meses
apos o PEP, reconhecidos como fatores de risco para mortalidade por suicidio e doenca

cardiovascular respetivamente.
Assim foram os seguintes 0s objetivos da presente investigacao:

Objetivo 1. Rever a literatura existente em relacdo ao tema da prevaléncia do

comportamento suicida e fatores associados apds o primeiro episodio psicético.

Objetivo 2. Determinar a prevaléncia, evolucao e fatores preditores do comportamento
suicida (ideacdo suicida, plano suicida e tentativa de suicidio) numa amostra de doentes

nos 12 meses apds o PEP.

Objetivo 3. Determinar a prevaléncia, evolucdo e fatores preditores da sindroma

metabolica numa amostra de doentes nos 12 meses apos o PEP.

Objetivo secundéario 1. Comparar a prevaléncia do comportamento suicida entre os
doentes com diagndsticos de psicoses afetivas e ndo afetivas numa amostra de doentes

nos 12 meses apds o PEP.

Objetivo secundario 2. Comparar a prevaléncia da sindroma metabélica entre os doentes
com diagnosticos de psicoses afetivas e ndo afetivas numa amostra de doentes nos 12

meses ap0os o PEP.
Estes objetivos tém as seguintes hipoteses principais:

Hipdtese 1. A prevaléncia e evolugdo do comportamento suicida nos 12 meses apds o
PEP é similar aos estudos de outros paises europeus, sendo a primeira superior a

populacdo em geral para 0 mesmo escaldo etario.

Hipotese 2. Fatores como o diagnostico de psicose afetiva, historia de comportamento
suicida, baixos niveis de colesterol total e sintomas depressivos no PEP séo preditores do

comportamento suicida apos o PEP.
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Hipotese 3. A prevaléncia e evolugdo da sindroma metabdlica nos 12 meses apds o PEP
é similar aos estudos de outros paises europeus, sendo a primeira superior a populacao

em geral para 0 mesmo escaldo etério.

Hipdtese 4. A prevaléncia do comportamento suicida € superior no grupo de doentes com

diagnostico de psicoses afetivas no PEP e 12 meses ap0s o PEP.

Hipotese 5. A prevaléncia da sindroma metabdlica é similar nos grupos com diagndsticos

de psicoses afetivas e ndo afetivas no PEP e nos 12 meses ap6s o PEP.

60



CAPITULO 1. Comportamento suicida ap6s o primeiro episodio psicético:
Revisdo sistematica compreensiva

Artigo:

Depressive symptoms and suicidal behavior after first-episode psychosis: A
comprehensive systematic review

Ricardo Coentre, Miguel Cotrim Talina, Carlos Gois, Maria Luisa Figueira

Psychiatry Res. 2017; 253:240-248.
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Abstract

Depressive symptoms and suicidal behavior are common among patients that suffered a
first-episode psychosis. We searched Web of KnowledgeS™ and Pubmed® for English
and Portuguese original articles investigating prevalence of depressive symptoms and/or
suicidal behavior and associated factors after first-episode psychosis. We included 19
studies from 12 countries, 7 studied depressive symptoms and 12 suicidal behavior. The
findings confirm that depressive symptoms and suicidal behavior have high rates in the
years after first-episode psychosis. Factors identified as being associated with depressive
symptoms after first-episode psychosis were anomalies of psychosocial development,
poor premorbid childhood adjustment, greater insight, loss, shame, low level of
continuing positive symptoms and longer duration of untreated psychosis. Suicidal
behavior was associated with previous suicide attempt, sexual abuse, comorbid
polysubstance use, lower baseline functioning, longer time in treatment, recent negative
events, older patients, longer duration of untreated psychosis, higher positive and negative
psychotic symptoms, family history of severe mental disorder, substance use, depressive
symptoms and cannabis use. Data also indicates that treatment and early intervention
programs reduce depressive symptoms and suicidal behavior after first-episode
psychosis. Future research should overcome some methodological discrepancies that

exist between studies and limit generalization of current findings.

Keywords: Suicide; schizophrenia; duration of untreated psychosis; suicide attempts;
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1. Introduction

Depressive symptoms and suicidal behavior are common among patients that suffered
a first-episode psychosis. Published studies revealed that depressive symptoms in patients
with first-episode psychosis have prevalence from 17% to 83% 2325, Depressive
symptoms could occur in different phases of psychosis, including post-psychotic period
216, Depression is a well-known risk factor for suicidal behavior in psychosis with data
showing that occurrence of depression in psychosis have significant correlation with
suicide risk 27, Suicide remains an important cause of premature death in patients with
psychotic disorders 2#2¥°, In long-term follow-up studies suicide accounts for 2-5% of
deaths in first-episode psychosis 42143220, The rate of attempted suicide in psychotic
patients ranges from 10 to 50% 22?22, Individuals with first-episode psychosis have a
greater risk of suicidal behavior compared with the normal population and chronic
disorders 22%. First admissions have three times higher suicide rate than chronic
schizophrenia 2%, As suicide risk peaks in the early years of psychotic disorders much
attention has been given to this phase of the disorder #2°. Previous studies have been
published in order to identify predictors of suicide in patients with psychotic disorders.
Identifying factors associated to depressive symptoms and suicidal behavior will permit
the development of preventive and treatment interventions. However, despite its
prevalence, limited evidence exists regarding factors associated and interventions to
reduce suicide risk among young people with first-episode psychosis.

Our aim was to perform a systematic review of the current evidence in this field
of knowledge. The main objectives were (1) to assess rate of depressive symptoms and
suicidal behavior (including suicidal ideation, suicide plans, suicide attempts and suicide)
after first-episode psychosis and (2) to search for the most relevant demographic and

clinical factors associated.

2. Methods
2.1.Selection procedures and data collection

2.1.1. Search strategy

A systematic literature search as described by the Preferred Reporting Items for
Systematic Reviews and Meta-Analyses (PRISMA) statement was conducted using Web
of Knowledge®™ and Pubmed® databases to find studies that reported the prevalence and
associated factors of depressive symptoms and suicidal behavior among patients that
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suffered a first-episode psychosis. Articles published until May 2016 and in English and

Portuguese languages were considered. Search terms used to find relevant articles were

‘depression” OR ’depressive” OR ‘suicidal” AND ’first-episode psychosis’ OR 'first-

episode schizophrenia”. A secondary search was performed by reviewing reference lists

of sources identified as relevant in initial search to find additional articles to the review.

The articles surviving selection were fully download (PDFs) and evaluated for eligibility

after full-text reading.

Fig. 1. Flow Chart of systematic identification of papers following PRISMA Guidance.
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2.1.2. Inclusion criteria

Articles were included for the systematic review: (a) included affective and/or non-
affective first-episode psychosis patients defined according to international standard
definitions (International Classification of diseases, Diagnostic and Statistical Manual of
Mental Disorders); (b) clearly stated prevalence of depressive symptoms and/or suicidal
behavior in the period after first-episode psychosis; (c) were original articles and written

in English or Portuguese language.
2.1.3. Exclusion criteria

We excluded from the review: (a) duplicated reports; (b) report data on non-first
episode psychosis patients; (c) did not refer clearly the prevalence of depressive
symptoms and/or suicidal behavior; (d) papers with insufficient data for analysis, meta-
analysis or reviews; (e) articles that studied depressive symptoms and/or suicidal behavior
only in prodromal and/or acute psychosis phases; (f) articles in languages other than
English or Portuguese. In case of multiple publications deriving from the same study
population, we selected the articles reporting the largest or the most recent data. In case

of conflict between these two last criteria, the sample size was the priority.
2.1.4. Recorded variables

We recorded the following variables from each article: authors, year of publication,
country, epidemiological data of patient sample (sample size, mean age, proportion of
males), clinical variables (instruments used, diagnoses included), type of study, follow-
up time, main aim, prevalence of depressive symptoms and/or suicidal behavior and

relevant findings.
2.2.Quality assessment

We assessed the internal validity of the included studies using the tool developed by
Thomas et al. from the Effective Public Health Practice Project (EPHPP) 22, The
Cochrane Collaboration for non-randomized studies recommends this tool 22. It includes
six components: selection bias, design, confounders, blinding, data collection methods,
withdrawals and dropouts. Each component has to be rated as “strong”, “moderate” or
“weak” according to a standardized guide and dictionary. All six components made the
overall rating of each study. Studies with no “weak” ratings and at least four “strong”

ratings are considered strong. Those with less than four “strong” ratings and one “weak”
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rating are considered “moderate”. Those with two or more “weak’ ratings are considered

weak.

3. Results

3.1.Flow of included studies

Search results are summarized in the Prisma Flow Chart in Figure 1. A total of 630
studies were identified through the search strategy from databases. Fifteen additional
studies that met the inclusion criteria were found through a manual search of the reference
section for relevant additional studies. Three hundred and fifty-nine articles remain after
exclusion of duplicate articles. Three hundred and eight articles were excluded by reading
of the title and abstracts. Thirty-two articles were excluded with reasons: 16 with
insufficient data for analysis, 3 non-systematic review articles, 3 not stated prevalence
rate of depression and/or suicidal behavior and 10 articles that only studied prodromal
and/or acute psychotic phase. Finally, we included 19 articles in the systematic review
(Table 1).

3.2.Quality assessment

The general quality of studies included was “weak” to “moderate”, with only one
study “strong” 2%¢ (Table 2). Only BJorkenstam et al. (2014) studied data from a
nationwide cohort. The remaining studies selection bias was the rule because information
was obtained from samples from clinical centers, mainly single-center and two-center and
thus not representative of the target population. Two publications did not report conflicts

of interest or statements about funding or grants -2,
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Table 2

Studies quality assessment according to EPHPP tool for quantitative studies 224

Study Selection Design Confounders Blinding Data Withdrawals Total
bias collection and drop-
methods outs

Koreen et al., Weak Moderate Moderate Moderate Strong Strong Moderate
1993
Wassink et Weak Moderate Moderate Moderate Strong Weak Weak
al., 1999
Igbal et al., Weak Moderate Moderate Moderate Strong Weak Weak
2004
Romm et al., Weak Moderate Moderate Moderate Strong Not Moderate
2010 applicable
Cotton et al., Weak Moderate Moderate Moderate Strong Moderate Moderate
2012
Upthegrove Weak Moderate Weak Moderate Strong Strong Weak
etal., 2014
S6nmez et Weak Moderate Moderate Moderate Strong Weak Weak
al., 2014
Addington et Weak Moderate Weak Moderate Strong Strong Weak
al., 2004
Clarke et al., Weak Moderate Moderate Strong Moderate Weak Weak
2006
Bertelsen et Weak Strong Moderate Moderate Strong Strong Moderate
al., 2007
Robinson et Weak Weak Moderate Moderate Strong Strong Weak
al., 2009
Dutta et al., Weak Weak Strong Moderate Strong Strong Weak
2010
Fedyszyn et Weak Moderate Moderate Moderate Strong Strong Moderate
al., 2012
Mitter et al., Weak Moderate Strong Moderate  Moderate Strong Moderate
2013
Bjorkenstam Strong Moderate Strong Moderate Strong Strong Strong
etal., 2014
Ayesa-Arriola Weak Moderate Strong Moderate Strong Moderate Moderate
et al., 2015
Chang et al., Weak Moderate Strong Moderate Strong Strong Moderate
2015
Barret et al., Weak Moderate Strong Moderate Strong Moderate Moderate
2015
Castelein et Weak Weak Not Moderate Strong Moderate Weak
al., 2015 applicable

Strong=No weak ratings, Moderate=One weak rating, Weak>2Weak ratings

3.3.Study characteristics and outcome measures

We included 7 articles that studied depressive symptoms 2>227-232 gnd 12 articles that
studied suicidal behavior 142151222223.226233-235  The main outcome measures were
prevalence of depressive symptoms and/or suicidal behavior and associated factors during
the first years after first-episode psychosis. Main exclusion criteria were the presence of
organic brain disorder and intellectual disability.

A total of 11490 patients were included, sample size ranged from 29 to 2819 patients,
with mean age from 19.56 to 33.6 years, with male percentage from 50.8% to 77.14%.
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Fourteen studies were longitudinal/prospective, 3 retrospectives, 1 retrospective case-
control and 1 randomized controlled trial. In longitudinal studies the follow-up was
between 12 months and 10 years.

The instruments used to measure depressive symptoms were Calgary Depression
Scale for Schizophrenia (CDSS), Hamilton Depression Rating Scale (HDRS), Beck
Depression Inventory (BDI) and Clinical Global Impression for Bipolar Disorder (CGI-
BP). Suicidal behavior was mostly assessed by review of medical files. Death certificates

confirmed suicide more frequently (Table 3).

Table 3
Major measurement tools for depressive symptoms and suicidal behavior used in the studies

Measure Population Items (n) Scoring Range Interpretation Cut-off
Depressive
symptoms
Beck Adults and 21 0-3 0-63 0-13: minimal >14
Depression adolescents depression
Inventory 14-19: mild
(BDI) depression
20-28:
moderate
depression
29-63: severe

depression
Calgary Adults and 9 Oto3 0-27 >5: depression >5
Depression adolescents
Scale for diagnosed
Schizophrenia with
(CDSS) schizophrenia
Clinical Global Adults 6 1to7 Not Depression >3
Impression for (items |,  applicable (depression
Bipolar I, 11) item)
Disorder (CGI-
BP)
Hamilton Adults 17 Oto2or 0-52 Depression >17
Depression 3or4
Rating Scale
(HDRS)-17
items
PANNS Adults and 30 1to7 Not Depression >4
(depression adolescents (Including one of applicable (depression
item) depression in item)

general
psychopathology
subscale)

Suicidal
behavior
Beck Scale for Adults and 21 Oto2 0-38 Higher scores ns
Suicide adolescents (items 1- indicate
ideation (BSSI) 19) greater

severity of
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suicidal

ideation
Beck Suicidal Patients who 15 (with more 5 1to3 15-45 15-19: low >20
Intent Scale attempt items not intent
(SIS) suicide but included in final 20-28:
survive score) medium intent
>29: high

intent

3.4.Depressive symptoms

3.4.1. Prevalence

The reported prevalence of depressive symptoms after first-episode psychosis among
the studies included ranged from 14.15% and 44.8%. All studies found significant rates
with prevalence of depressive symptoms on different times of follow-up ranging from 12
months to 10 years. Studies evidenced that depressive symptoms diminished with follow-
up time and treatment. However, Sonmez et al. (2016) clearly demonstrated that
depressive symptoms progressively decrease with treatment but still significant even 10
years after first-episode psychosis 228, Using The Positive and Negative Syndrome Scale
(PANSS) depression item (g6>4) at baseline, at 1 year, at 2 years at 5 years and at 10
years authors found prevalence of depressive symptoms respectively 41%, 28%, 20%,
16% and 19%.

3.4.2. Correlates and Risk factors

Many factors were identified as being associated with depressive symptoms after
first-episode psychosis: anomalies of psychosocial development 22722 poor premorbid
childhood adjustment 2%°, greater insight 23, loss 2%°, shame 2%, low level of continuing
positive symptoms 2% and longer duration of untreated psychosis (DUP) 2%, Regarding
substance use the results were divergent some studies showed that substance abuse was
associated with depressive symptoms after first-episode psychosis #*>?2¢ and 1 study found

substance use less common in those with depressive symptoms 231,
3.4.3. Treatment

No specific treatment or intervention studies were found regarding depressive
symptoms after first-episode psychosis. Some samples studied were included in early
intervention programs as treatment for first-episode psychosis 227:2324° Also, Koreen et
al. (1993) studied prospectively 70 patients with first-episode psychosis with a follow-up
to 5 years and received usual treatment. Authors concluded that since depressive
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symptoms mostly resolved as the psychosis remitted, antidepressant therapy should be

used only in those patients in whom depression persists 2.

3.5.Suicidal behavior

3.5.1. Prevalence

The prevalence of suicide attempts after first-episode psychosis ranged from 2.9% to
18.2% and suicide from 0.4% to 4.29% in studies included. One study that measured
suicidal behavior as whole (including suicidal ideation, suicide plan and/or suicide

attempt) found a prevalence of 20% 2.
3.5.2. Correlates and risk factors

As in depressive symptoms, a heterogeneity of factors associated with suicidal
behavior (including suicide) were studied and found significant: previous suicide attempt
226,235,236,238,239 gex1al abuse 2*°, comorbid polysubstance use %°, lower baseline functioning
235238 |onger time in treatment 2°, recent negative events ¢, older patients 22227, longer
DUP 23723 "higher positive and negative psychotic symptoms scores 2*’, family history of
severe mental disorder 2%, substance use 2223, depressive symptoms **23° cannabis use
151 Concerning insight the results were divergent with one study revealing that gaining
insight during treatment was associated with reduced risk for suicidality *° and other
showing that greater insight was predictor of suicidal behavior after first-episode

psychosis 2%°,
3.5.3. Treatment

Two studies make conclusions about treatment regarding suicidal behavior after first-
episode psychosis. Bertelsen et al. (2007) researched treatment intervention in suicidal
behavior in first-episode psychosis. It studied suicide rate and predictive factors of
suicidal behavior in first-episode psychosis patients comparing treatment as usual and an
early intervention program. Results showed lower probability of death by suicide in the
specified treatment compared with standard treatment 22, Also, Addington et al. (2004)
studied 290 first-episode psychosis patients in Canada in a longitudinal prospective study
with a follow-up of 1-year. Authors concluded that first-episode psychosis programs can

reduce suicidal behavior 3.
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Table 1

Characteristics of studies included in the systematic review

Authors and Country Sample size Age Male Screening tools Diagnosis Study type/Follow- Main Aim Prevalence Relevant findings
publish year Mean percent (depression up time
(SD) and/or suicidal
behavior)
Depressive
symptoms
Koreen et al., USA 70 24.3 56% HDRS FEP: non-affective psychosis Prospective, Prevalence of Baseline: Depressive symptoms may
1993 (6.0) Syndromal longitudinal/5 years depressive depressive represent a core part of the
definition based symptoms symptoms (HRSD acute illness or may occur as
on Research In first-episode (=15) or RDC): a subjective reaction;
Diagnostic Criteria psychosis 75%
(RDC) HRSD and RDC:
22%;
Follow-up:
a)depression:
26%;
b)Nonpsychotic
ratings:4%
Wassink et al., USA 70 24.63 77.14% CASH FEP: non-affective psychosis Prospective, Prevalence of Depressive Depressive symptoms are
1999 (5.23) longitudinal/5 years depressive symptoms:> 50% common early in the course
symptoms earlyin MDD (baseline): of schizophrenia and has
the course of 34.3% potential implications in
schizophrenia diagnostic and treatment
practices.
Igbal et al., 2004 UK 29 25 72% BDI FEP: non-affective psychosis Prospective Establish whether  PPD: 44.8% PPD was associated with
(5.2) longitudinal/ 12 overgeneral overgeneral memory and a
months memory is a heightened awareness of
feature of post- the diagnosis.
psychotic
depression in FEP
Romm et al., 2010 Norway 122 28.3 64% SCID-I FEP: non-affective psychosis Part of ongoing Prevalence of MDE before onset  Poor premorbid childhood
(9.2) CDSS longitudinal MDE; psychosis: 17%; adjustment, substance
Demographicand  MDE during or abuse and excitative
clinical after onset of symptoms at start of

characteristics of
patients with
MDE

psychosis: 30%

treatment associated with
higher severity of depressive
symptoms




Cotton et al., Australia 405 20.9 68.6% CGI-BP FEP: non-affective psychosis Prospective, Prevalence of Depression (CGI- Depressive symptoms are
2012 (3.7) longitudinal/18 depressive BP depression common in patients with
months symptoms in score>3): FES and during the first
patients with FEP  Baseline: 26.2% months of treatment;
and clinical and Follow-up: 14.2% Greater insight into their
functional illness was associated with
characteristics of depressive symptoms;
those with Substance use was less
persistent common in those with
depressive depressive symptoms.
symptoms
Upthegrove et al., UK 92 22.5 75% CDSS FEP: affective and non- Prospective, Prevalence of Post psychotic Loss, Shame, low level
2014 (4.89) affective psychosis longitudinal/12 depression in depression continuing positive
months first-episode (CDSS27): 37% symptoms and longer DUP
psychosis, its were associated with post
relationship to psychotic depression
other symptom
dimensions and
recovery in a
phase specific
manner
Sénmez et al., Scandinavia 299 27.8 58% PANSS depression  FEP: non-affective psychosis Prospective, Patient Depression Depressive symptoms are
2016 (Norway, (9.66) item (g6) longitudinal/10-year characteristics at (PANSS g6>4) : frequent among FEP
Denmark) CDSS baseline that Baseline: 41%%; 1  patients at baseline but

predict depressive
symptoms at 10
years and
whether patients
prone to
depressive
symptoms in the
first year of
treatment had a
different
prognosis in the
following years

year:28%; 2 years:
20%; 5 years:16%;
Depression
(PANSS g624 and
CDSS26): 10
years: 19%

decrease after treatment.
Patients with poor social
functioning in childhood and
alcohol use at baseline are
more prone to have
depressive symptoms at 10
years of follow-up.

Suicidal Behavior
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Addington et al., Canada 238 24.6 65.7% Suicidality: regular ~ FEP: non-affective psychosis Prospective, Prevalence of Suicide attempt First-episode programs can
2004 (8.33) clinical practice longitudinal/12 suicidal behavior  during follow-up: reduce the suicidal behavior.
and medical months prior and during 2.9%;
records 1-year FEP and Suicide: 0.4%
identify predictors
Clarke et al., 2006 Ireland 171 28.5 58% Clinical interview  FEP: affective and non- Prospective, Prevalence of Attempt suicide Suicide attempts prior to
(11.1) affective psychosis longitudinal/4 years suicide behavior prior presentation were
and associated presentation: associated with longer DUP
factors 10%;
Follow-up
attempt suicide:
18.2%
Follow-up suicide:
3%
Bertelsen et al, Denmark 547 26 59% Suicide attempts FEP: non-affective psychosis Randomized Rates of suicide Suicide: 1.3% Depressive and psychotic
2007 (6.3) and ideation controlled trial/5 and predictive symptoms (especially
based on self- years factors of suicidal hallucinations) predicted
reporting; behavior suicidal plans and attempts,
Suicide: Death and persistent suicidal
register and death behavior and ideation were
certificates associated with high risk of
attempted suicide
Robinson et al., Australia 661 ns 65.65% Patient medical FEP: affective and non- Retrospective/18 Prevalence and Suicide attempt Predictors of suicide
2009 (15-29) record affective psychosis months predictors of prior to entry: attempt were: previous
suicide and 14.3%; attempt, sexual abuse,
suicide attempts Suicide attempt comorbid polysubstance,
before and during  during treatment:  greater insight, lower
the first 18 8.7%; baseline functioning and
months of Suicide: 0.9% longer time in treatment.
treatment
Dutta et al., 2010 UK 2723 33.6 55.2% Death certificates ~ FEP: affective and non- Retrospective Rate of deaths by  Suicide: 1.9% The highest risk of suicide
(SD ns) affective psychosis /mean follow up: suicide Proportionate occurs soon after
11.5 years mortality: 11.9% presentation but risk is
elevated even a decade or
longer later.
Fedyszyn et al., Australia 180 19.56 56.1% Medical files FEP: affective and non- Case-control study 1)Determine the Suicidal attempt: Recent negative events and
2012 (cases:72; (2.73) CAD-SAS affective psychosis (retrospective)/18 relative 11.9% recent non-suicidal self-
controls:10 months importance of injurious behavior were
8) baseline, past and strongest predictors of

recent variables
to prediction of

suicide-related behaviors
during treatment for FEP
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suicidal behavior;
2)Identify recent
characteristics
that exert most
influence on
suicide risk levels

Mitter et al., 2013 Singapore 1397 27.7 50.8% Medical records FEP: affective and non- Prospective Prevalence of Suicide: 1.9% Older patients with longer
(6.6) affective psychosis longitudinal/2 years suicides and DUPs, higher PANSS positive
associated risk and negative scores and
factors better functioning appear to
be at higher risk of suicide
Bjorkenstam et Sweden 2819 22.6 58% Death Register FEP: affective and non- Longitudinal, Prevalence of Suicide: 4.29% Impulsive behavior such as
al., 2014 (ns) affective psychosis prospective study suicide and self-harm and family history
(cohort study)/not associated risk of severe mental disorder or
applicable factors substance use are risk
factors for suicide in first-
episode psychosis
Ayesa-Arriola et Spain 397 28.94 56.9% Medical records FEP: non-affective psychosis Longitudinal, Determine and Suicide attempts: Greatest suicide risk was
al., 2015 (9.46) prospective/3 years characterize the 10.83% found during the month
highest risk period  Suicide: 1.51% before and 2 months after
for suicide first contact; Severity of
depressive symptoms and
cannabis use are
predominant risk factos
across time
Chang et al., 2015 Hong-Kong 700 21.2 51.4% Medical file FEP: affective and non- Longitudinal, Prevalence and Baseline (Suicide Previous suicide attempt,
(3.4) review affective psychosis Prospective/3-year predictors of attempt prior history of substance abuse
suicidal behavior  treatment): and poorer baseline
10.6%; functioning were associated
Follow-up: with an increased risk for
Suicidal behavior:  suicidal behavior after
10%,; suicide: 1% treatment initiation
Barret et al., 2015 Norway 146 Ns 62.3% SCID-I interview FEP: non-affective psychosis Prospective Predictors of Baseline suicidal Gaining insight during
(18-65) (suicide attempts) longitudinal/one suicidality behavior: 37% treatment was associated
CDSS item 8 year focusing on the Follow-up suicidal ~ with reduced risk for
(current relationship behavior (suicidal suicidality; More depressive
suicidality) between insight CDSS item 8: 1-3):  episodes before study entry,

and suicidality

20%

longer DUP, more suicide
attempts six months prior to
follow-up and depression at
follow-up are predictors of
suicidality at follow-up
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Castelein et al., Netherlands 424 28.5 71.2% Patient file search  FEP: affective and non- Retrospective Change in suicide  Suicide: 2.4% Higher age predict suicide
2015 (9) affective psychosis risk comparing Significant reduction in the
with a study made suicide rate was found for
two decades ago; people with psychosis over
Identify predictors the past two decades

of suicide risk

CAD-SAS: Classification Algorithm for the Determination of Suicide Attempt and Suicide; CASH: Comprehensive Assessment of Symptoms and History; CDSS: Calgary
Depression Scale for Schizophrenia; CGI-BP: Clinical Global Impressions Scale — Bipolar Disorder; DSM-IV: Diagnostic and Statistical Manual of Mental Disorders, 4™ Edition;
FEP: first-episode psychosis; HDRS: Hamilton Rating Scale for Depression; ICD-10: International Classification of diseases, 10" Edition; PPD: Post-psychotic depression; SCID-

I: Structured Clinical Interview for DSM-IV; SD: standard deviation.
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4. Discussion

This is the first systematic review to summarize the available research of depressive
symptoms and suicidal behavior and associated factors in the period after affective and/or
non-affective first-episode psychosis. We included articles from 12 countries all over the
world with 11490 patients. Seventeen (almost 90%) of the articles included were
published in the past 12 years, attesting to the increase interest in depressive symptoms
and suicidal behavior following first-episode psychosis in recent years. We found
convincing evidence that depressive symptoms and suicidal behavior have high rates in
the years after first-episode psychosis. There is a high heterogeneity across individual
studies regarding factors associated to depressive symptoms and suicidal behavior which
difficult robust evidence. All studies included had a majority of males in first-episode
psychosis samples, ranging from 50.8% to 77.14%. This is in line with some studies
suggesting higher incidence of psychotic disorders in men 24242,

Our results should be interpreted with caution as significant methodological
limitations condition generalization of the findings. Majority of the studies included only
non-affective psychotic patients which is quite artificial in the early phase of psychotic
disorders namely because of the diagnostic instability 824, It is quite easy to hypothesize
that including also affective psychotic patients the rates of depressive symptoms and
suicidal behavior will be different and more approximate to daily clinical practice. Other
significant limitation from results of different studies are the instruments used namely to
measure depressive symptoms. The use of different instruments certainly affects different
prevalence of depressive symptoms found. Also, different cut-offs were used for the same
instrument which limits comparisons between studies. For example, to evaluate
depression Upthegrove and al. in 2014 2% used a cut-off of 7 (depression CDSS>7) in
CDSS, with the same instrument Sénmez et al. in 2016 used the cut-off of 6 (depression
CDSS>6) 8. For evaluation of suicidal behavior, the most used method was the analysis
of medical records for suicide attempts and death certificates for suicide which are more
reliable. One study evaluated suicidal behavior using item 8 from CDSS 2*°.

Research indicates that the period of major risk to depression and suicidal behavior is
the few months after first-episode psychosis *#»*124 with a reduction with follow-up and
treatment but even with long period of follow-up the rates are high. For example, Sénmez

et al. (2016) studied 299 first-episode psychosis patients with a follow-up of 10 years. It



was found a prevalence of depressive symptoms of 41% at baseline and 19% at 10-year
follow-up 2.

Studies researched different factors regarding correlates and risk factors to depressive
symptoms and/or suicidal behavior after first-episode psychosis. Comparison of the
findings was not possible because results are limited to few articles. The major factors
associated with depressive symptoms after first-episode psychosis were
anomalies/difficulties in psychosocial and functioning in childhood in 3 studies 215227228
and substance and alcohol use in 2 studies 2*>2%%, The most consistent factors associated
with suicidal behavior after first-episode psychosis were previous suicidal attempts found
in 7 studies 223:226:234-236.239,245 " depressive symptoms in 3 studies *°22*23 and longer DUP
in 3 studies 234237239,

Previous studies referred that etiology of depressive symptoms in the period after
first-episode psychosis may represent a core part of the acute illness or it is associated
with the subjective reaction to psychosis and its deficits impacting in daily life activities
246, In line with this hypothesis is the included study made by Koreen et al. in 1993 in
USA 2, Independently of the etiology of depressive symptoms, studies demonstrate that
depression diminished with antipsychotic treatment 228229,

The research for treatment of depressive symptoms and/or suicidal behavior after
first-episode psychosis is very limited. Some authors conclude that early intervention
programs reduced suicidal behavior after first-episode psychosis 222233, The only
randomized controlled trial published was the included study of Bertelsen et al. (2007)
made in Denmark as part of the OPUS Trial 223, This is a longitudinal, prospective study
with 5-year follow-up of 547 patients with first-episode schizophrenia spectrum
psychosis in Denmark. Integrated treatment including assertive community treatment
model with family involvement and social skills training was compared with standard
treatment at a community mental health center. Suicidal behavior and clinical and social
status were assessed using validated interviews and rating scales. Authors found a suicide
rate of 1.3% during follow-up. Results showed lower probability of death by suicide in
the integrated treatment compared with standard treatment. These results underline the
importance of dissemination of specific programs on early intervention in first-episode
psychosis patients worldwide.

Few limitations of this review exist. We did not perform a meta-analysis of the

findings, which may have added additional information. Different methodologies
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(sample, study type, instruments used etc.) of studies jeopardizes meta-analysis
construction. It also has to be considered that the quality assessment with EPHPP was
“weak” for a substantial part of the studies included. Main reasons were selection bias,
low evidence level of study design and bias caused by uncontrolled confounding
variables. We also compared rates and risk factors for depression and suicidal behavior
in studies that used different methodologies that certainly gave different results. Two
major differences between studies were diagnoses included (affective versus non-
affective psychosis) and instruments used to measure depressive symptoms. Also,
majority of the included studies were from Europe, USA and other developed countries
which could restrict the generalization of findings. The exact time when the depressive
symptoms found begun are not possible to determine in some papers. We could speculate
that in some researches depressive symptoms could have begun not after the first-episode
psychosis but in the prodrome or during acute phase of first-episode psychosis and
continue in the period after first-episode psychosis. Finally, papers written in other
languages than English and Portuguese were not included and therefore some interesting

researches may have not been considered.

5. Conclusions

The current systematic review provides convincing evidence that depressive
symptoms and suicidal behavior have high rates in the first years after first-episode
psychosis. There is a high heterogeneity of factors associated studied between studies.
Treatment and early intervention programs can reduce depressive symptoms and suicidal
behavior. Some methodological limitations in published studies limit generalization of
the findings. Future studies should include more often affective psychosis, more than one
center, other countries than Europe and USA/Canada and adequate sample sizes for more
meaningful results. Data suggests that there is an opportunity to intervene and reduce

depressive symptoms and suicidal behavior after first-episode psychosis.
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CAPITULO 2. Comportamento suicida ap6s o primeiro episédio psicético:
resultados de um estudo longitudinal a 1 ano
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Abstract

Background: Suicide is one of the main causes of excess of premature death in psychotic
patients. Published studies found that suicide risk begins in ultra-high risk of psychosis
and continues in early years of the disease. Previous studies identifying predictive and
risk factors associated with suicidality in first-episode psychosis (FEP) are highly
inconsistent. Also, there are relatively few longitudinal studies on suicidal behaviour in
FEP. The aim of this study was to examine prevalence, evolution and predictors of
suicidal behaviour at baseline and the 12-month follow-up in patients presenting with
FEP.

Methods: One hundred and eighteen patients presenting with FEP were recruited from
two early psychosis units in Portugal. A comprehensive assessment examining socio-
demographic and clinical characteristics was administered at baseline and the 12-month
follow-up. Odds ratio were calculated using logistic regression analyses. McNemar test
was used to evaluate the evolution of suicidal behaviour and depression prevalences from

baseline to 12-months of follow-up.

Results: Follow-up data were available for 60 participants from the 118 recruited.
Approximately 25.4% of the patients had suicidal behaviour at the baseline evaluation,
with a significant reduction during the follow-up period to 13.3% (p=0.035). A
multivariate binary logistic regression showed that a history of suicidal behaviour and
depression at baseline independently predicted suicidal behaviour at baseline, and a
history of suicidal behaviour and low levels of total cholesterol predicted suicidal
behaviour at the 12-month follow-up. A significant proportion of patients also had
depression at the baseline evaluation (43.3%), with the last month of suicidal behaviour

at baseline independently predicting depression at this time.

Conclusions: The findings of our study indicate that suicidal behaviour was prevalent on
the year after FEP. Patients with a history of suicidal behaviour, depression at baseline
and low levels of cholesterol should undergo close evaluation, monitoring and possible

intervention in order to reduce suicide risk in the early phases of psychosis.

Keywords Suicidal behaviour; first-episode psychosis; depression; schizophrenia

84



Background

Suicide and cardiovascular disorders are the two main causes of excess or premature death
in psychotic patients **. About 5% of patients with schizophrenia death by suicide, and
about 50% have suicidal ideation or attempt suicide 2°2¥, Suicide risk differs across the
various stages of the disorder, with the highest rates occurring in the early phases 4.
Recent studies found that this suicide risk begins at ultra-high risk of psychosis (UHR)
stage and continues in early years of the disease 24324, Patients experiencing first-episode
psychosis (FEP) have a 60% increased risk of suicide in the first year of treatment
compared with those in subsequent phases 2*°. The prevalence of suicidal ideation, a
consistent antecedent of suicidal behaviour (attempts and completed suicide), ranges from
26.2% to 56.5% during the initial presentation of FEP 2°%2°2, The prevalence of suicide
attempts in the years following FEP ranges from 2.9% to 18.2% and suicide from 0.4%
to 4.29% 23,

Therefore, the first years of psychotic disorders represent an important challenge
for Public Health and Psychiatry. Consequently, researchers have sought to identify
predictive and risk factors associated with suicidality in FEP; however, the findings are
highly inconsistent. Younger age of onset of psychosis 22*2°+2** and drug and alcohol use
132.255.2% gre factors associated with suicidality in FEP. As in the general population,
previous suicidal behaviour, e.g. suicide attempts, has been identified as one of the most
significant predictors of suicidal risk in FEP 23527258, However, while results are mixed
regarding gender 117.234251254259-262 - duration of untreated psychosis 23+2°0251 positive
psychotic symptoms 146250263 gnd insight 132239.251,262.264.265 " tregtment compliance has been
demonstrated to reduce suicide risk .

Current or past significant depressive symptoms are associated with suicide risk
in patients after FEP 132217267269 The prevalence of depressive symptoms after FEP ranges
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from 14.15% to 44.80%. Studies evidenced that depressive symptoms diminished with
follow-up time and treatment but remained significant even 10 years after FEP 228253,
Previous studies showed that the most depressive symptoms occur either in prodrome 27°
or during FEP #7272, Rarely do depressive symptoms occur de novo in recovery following
FEP 2%7. Usually, depressive symptoms follow the course of positive psychotic symptoms
and remit with antipsychotic treatment 2¥, although there are some patients with
psychosis who maintain persistent depressive symptoms beyond the acute phase and do
not respond to antipsychotic treatment. Co-morbid depression and psychosis increase the
risk of suicidality and relapse 27>?74, It has been suggested that early identification and
intervention for depression in the early phases of psychosis may constitute an important
strategy in the prevention of suicide 4227,

Published studies suggest that early intervention services — including short
treatment delays, maintaining adherence to therapy and specialised programmes — reduce
the risk of suicide 2¢?”7, which is an important aim of early intervention teams. Despite
the relevance of this theme, there are relatively few longitudinal studies on suicidal
behaviour in FEP and early phases of psychosis. Additionally, published studies have
some methodological limitations that we tried to overcome. First, many published studies
only included first-episode schizophrenia patients 1°+22323_ |t is known that a diagnosis of
FEP is unstable, with the likelihood of subsequent changes in the first years of the illness
8, Therefore, it is suggested that studying a broader diagnostic sample of FEP with
affective and non-affective psychosis would be more accurate in estimating suicidal
behaviour. Second, some studies included heterogeneous samples that mixed patients at
different stages of their illness, including chronic and early psychosis patients. Third,

many past studies only included hospitalized patients, excluding milder forms of
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psychotic disorders. Fourth, most previous studies used retrospective or cross-sectional
designs, which are characterised by inherent difficulties in establishing predictive factors.

Greater understanding and knowledge around suicide risk profiles and predictors
of suicide in psychotic patients will enable the development of preventive strategies.
Appropriate monitoring and managing of suicide risk will be important for services
working with early psychosis populations. Prospective studies in patients with FEP are
necessary to better identify predictive and risk factors for suicidal behaviour in early
psychosis. The prevalence and methods of suicidal behaviour differ between countries
and cultures. The literature indicates that socio-cultural factors and healthcare resources
may condition the risk of suicide #*>?7827°, Therefore, it is important to have studies from
different countries and cultures.

The main aims of this study were: 1) to examine the prevalence and evolution of
suicidal behaviour soon after FEP (baseline) and 12 months of follow-up and 2) to
determine baseline predictors of suicidal behaviour soon after FEP and at the 12-month
follow-up. We also examined the prevalence of depression, its evolution in the 12 months
following FEP and the predictors of depression at baseline and follow-up. We
hypothesised that affective psychosis, previous suicidal behaviour and depressive
symptoms at baseline would predict the occurrence of suicidal behaviour at baseline and

the 12-month follow-up.

Methods

Participants and setting

The study was carried out at two specialist psychiatric services within Portuguese
hospitals: Hospital Vila Franca de Xira (in Vila Franca de Xira with a catchment area of

245,000 individuals) and Centro Hospitalar Universitario Lisboa Norte (in Lisbon with a

87



catchment area of 350,000 individuals). The selected patients were from two early
intervention teams: the First-Episode Psychosis Program (PPEP) at Hospital Vila Franca
de Xira (Vila Franca de Xira) and Programa de Intervencao nas Fases Iniciais da Psicose
(PROFIP) at Centro Hospitalar Universitario Lisboa Norte (Lisbon). Both programmes
are comprehensive, specialised mental health services for FEP patients originating from
geographically defined catchment areas in Vila Franca de Xira and Lisbon, Portugal. Vila
Franca de Xira Hospital is a secondary care general hospital in the north metropolitan
area of Lisbon. Centro Hospitalar Universitario Lisboa Norte is a tertiary care general
university hospital, which interacts closely with the Faculty of Medicine, University of
Lisbon. The populations served by the two hospitals live mainly in the suburban and urban
areas, respectively, of the metropolitan region of Lisbon. A description of the PROFIP
programme was published elsewhere 7.

All FEP patients underwent an assessment by trained personnel as soon as possible
after contact with the team. The mean length from service entry to baseline assessment
was 5.7 days (SD:1.8). The programmes consisted of low-dose second-generation
antipsychotic medication and individual and group psychosocial treatment, namely
family intervention.

The participants met the following inclusion criteria at baseline: 1) age between
16 and 40 years; 2) DSM-IV (American Psychiatric Association, 1994) diagnosis of a
psychotic disorder (schizophrenia, schizophreniform disorder, schizoaffective disorder,
delusional disorder, bipolar psychotic disorder, major depressive disorder with psychotic
features, brief psychotic disorder, cannabis-induced psychosis and psychosis not
otherwise specified); 3) adequate comprehension of Portuguese language; 4)
experiencing FEP with less than six months of antipsychotic medication. Exclusion

criteria at baseline included:1) head injury, neurological illness, or any other medical

88



condition presenting with psychiatric symptoms 2) history of past full-blown psychotic
episodes, either non-affective or affective, as defined in the Diagnostic and Statistical
Manual of Mental Disorders, IV Edition (American Psychiatric Association, 1994); 3)
inability to understand and complete the assessments.

The study included all eligible consecutive patients who met the study criteria for
the period January 2017 to April 2020. The patients were evaluated at two time points: a
baseline evaluation soon after the clinical stabilisation of FEP; 12 months after the
baseline assessment. Follow-up data were available for 60 participants from the 118
recruited. The study complied with the ethical principles of good practice embodied in
the Declaration of Helsinki. Responsible ethical committees within both hospitals

approved the study, and all participants provided informed consent.

Clinical assessments

The clinical assessment included evaluations regarding socio-demographics and clinical
data, including age, marital status, education, occupational status, living area (urban or
rural), medical history, education, family history of mental illness, presence of stressful
life events occurring in the past year before entering the study, mode of onset of FEP,
substance use and type and dose of antipsychotic medication. The baseline and 12-month
follow-up diagnoses were obtained using all available information, including informant
history and medical records. The Operational Criteria Checklist for Psychotic Illness and
Affective Illness (OPCRIT+) instrument was used to obtain the diagnosis 228, The
checklist ratings were entered into the OPCRIT+ software, which generates a diagnosis
for the main categories of affective and psychotic disorders, as defined by the DSM-1V,
which is the major classification system. The duration of untreated psychosis (DUP) was
measured using the Nottingham Onset Schedule (NOS) 282, DUP was defined as the period
of time between the onset of psychotic symptoms and the initiation of treatment with
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antipsychotic medication. Symptom levels were evaluated using means of the three
subscales used to evaluate positive symptoms, negative symptoms and the general
psychopathology of the Positive and Negative Syndrome Scale (PANSS) 2%, Suicidal
behaviour was assessed at baseline and follow-up evaluations using an instrument
developed by Melle 258, which consists in three questions about the last month and lifetime
suicidal thoughts, plans or attempts.

The information was cross-checked with the medical records. “Suicidal thoughts”
were considered a preoccupation or recurrent thoughts of suicide without a specific plan.
“Suicide plans” were considered as the presence of a specific plan to suicide. “Suicide
attempts” were defined as a self-non-fatal act with a suicidal intent. The most severe form
of suicidal behaviour reported for a lifetime or the past month was registered.

The baseline and 12-month follow-up assessments of depressive symptoms were
conducted using the Beck Depression Inventory (BDI). The BDI is a widely used self-
report questionnaire designed to measure the severity of depression in individuals
between the ages of 13 and 80 years. It contains 21 items, which are rated on a four-point
scale according to how the patients felt in the previous two weeks. The scores obtained
for the single item are summed to provide a single total score. We used 14 as the global
cut-off score to determine patients’ depression (depression > 14). We used the Portuguese

version, which was translated into Portuguese and adapted to the Portuguese population

284-286

For the alcohol screening, the Michigan Alcohol Screening Test (MAST) was
used. This is a 25-item self-questionnaire requiring yes/no answers, with one point each.
A total score of 5 or more indicates hazardous alcohol consumption or alcohol
dependence. The Portuguese-translated version, which was adapted to the Portuguese

population, has been used before 2872, Functioning was measured using the Global
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Assessment of Functioning Scale (GAF) 2*°. Adherence to medication was evaluated by
Medication Adherence Rating Scale (MARS). The MARS is a ten-item self-report
measure of medication adherence in psychosis 2°°. The total score ranges from 0-10 with
a higher score indicating better adherence. We used the translated and validated scale to

the Portuguese population 22,

Statistical analysis

Statistical analyses were conducted using the Statistical Package for Social Science
(SPSS), version 26 (Inc, 2020). Due to non-normality in all the explored statistics, non-
parametric tests were used. In the between-group comparisons, categorical variables were
examined using Chi-square or Fisher’s exact test (if 20% of expected frequency was < 5
or any expected frequency was < 1) and continuous variables with the Mann—Whitney U
test. Based on the level of confidence (95%), expected prevalence of suicidal behaviour
(30%) and precision (5%) we calculated the sample size needed for our sample.

The primary analysis of this study focused on identifying factors predicting the
occurrence of suicidal behaviour at baseline and 12 months after the occurrence of FEP.
We also evaluated the predictors of depression in FEP patients (at baseline and 12 months
after FEP). Suicidal ideation/behaviour was collapsed into a binary variable suicidal/non-
suicidal (i.e., presence/absence of suicidal thoughts, plans or attempts). We also
considered depressive/not depressive as well as the above-mentioned cut-off on the BDI
scale. First, a univariate binary logistic regression was conducted, with suicidal behaviour
as the dependent variable and demographic and clinical variables as the candidate
predictors. Second, variables with a significant p value in the preceding analysis were
then entered into a multivariate binary regression model to determine which factors

independently predicted suicidal behaviour at baseline and the 12-month follow-up. A
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stepwise method was used with a forward selection of predictors. The same procedure
was conducted, with depression as the dependent variable. Collinearity evaluations were
performed by examining correlation matrices for all the variables, tolerance and variance
inflation factors.

We used the McNemar test to evaluate the evolution of suicidal behaviour and
depression and compare the results at baseline with those at 12 months. The Wilcoxon
test for repeated measures was used to evaluate the evolution of depression from the BDI

mean score. The level of statistical significance was set at p < 0.05.

Results

Characteristics of the sample

The sample comprised 118 patients consecutively admitted to PPEP (n = 39) and PROFIP
(n = 79). There were no differences between the two groups in terms of sex and
employment. The patients from the PROFIP team were younger (mean years 24.2 vs.
29.61; p = 0.003) and of a higher educational level (mean years of education 11.7 vs.
10.1; p = 0.016) (Mann-Whitney U-Test for both). Of the 118 participants included in
the study, 76.3% (n = 90) were male. The mean age of the sample at intake was 26.1 years
(SD = 7.1). The majority (49.2%) of the patients were diagnosed with schizophrenia
spectrum disorders (schizophrenia: n = 48; delusional disorder: n = 8; schizoaffective
disorder: n = 2). Thirty-nine (33%) were diagnosed with four other non-affective
disorders, with 8 patients with a brief psychotic disorder, 23 with a non-specified
diagnosis of psychosis and 8 with a cannabis-induced psychosis diagnosis. Twenty-one
(17.8%) participants had affective psychosis (n = 8 had bipolar affective disorder with
psychotic features, and n = 13 had major depression with psychotic features). Table 1

shows the socio-demographic and clinical baseline variables of the sample.
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Of the initial cohort of 118 patients who completed the baseline assessment, 60

completed the follow-up assessment. We lost contact with 58 patients for the following

reasons: 30 moved to other catchment areas in Portugal; 15 moved to other countries and

13 could not be contacted for the follow-up. Non-completers and completers groups had

no significant differences regarding socio-demographics and clinical variables, with the

exception of more males (p=0.009) and lower affective psychosis diagnoses (p=0.030) on

the non-completers group.

Comparisons of socio-demographics and clinical characteristics between the

affective psychosis and schizophrenia spectrum disorder diagnoses are shown in a table

as supplementary material.

Table 1 Socio-demographic and clinical baseline variables of the sample

Variables

First-episode psychosis patients

n=118

Age years - mean (SD)
Gender - n (%)
Female
Male

Education years - mean (SD)
Unemployment - n (%)
Marital status — n (%)
Living with partner/Married
Single/Divorced
Hospitalization baseline - n (%)
Yes
No
Cannabis use - n (%)
Yes
No
Psychiatric family history — n (%)
DUP — days, median (SD)
Diagnoses - n (%)
Schizophrenia spectrum diagnosis
Affective psychosis spectrum diagnosis
Other psychosis diagnosis
PANSS score - mean (SD)
PANSS positive subscale
PANSS negative subscale
PANSS general subscale
GAF - mean (SD)
BDI - mean (SD)
MARS — mean (SD)
Total Cholesterol mg/dL — mean (SD)

26.1 (7.10)

28 (23.7%)
90 (76.3%)

11.24 (3.2)
51 (43.2%)

14 (11.9%)
104 (88.1%)

101 (85.6%)
17 (14.4%)

75 (63.6%)
43 (36.4%)
76 (64.4%)
84 (643.3)

58 (49.2%)
21 (17.8%)
39 (33%)

21.24 (8.09)
15.86 (7.41)
35.97 (8.80)
43.40 (18.28)
13.18 (10.10)
6.08 (2.26)
153.43 (31.72)

SD: standard deviation; DUP: duration of untreated psychosis; PANSS: Positive and Negative Syndrome Scale; GAF: Global

Assessment of Functioning; BDI: Beck Depression Inventory; MARS: Medication Adherence Rating Scale.
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Schizophrenia spectrum disorder included schizophrenia, schizophreniform disorder, delusional disorder and schizoaffective
disorder. Affective psychosis included bipolar disorder with psychotic symptoms and depressive disorder with psychotic symptoms.
Other psychosis included acute and transient psychotic disorders, brief psychotic disorder, cannabis-induced psychosis and
psychosis not otherwise specified.

Prevalence of suicidal behaviour

Forty-two (35.6%) participants had a history of suicidal behaviour prior to entering the
study, with 34.7% (n = 41) of the cohort having suicidal ideation, 17.80% (n = 21) suicidal
plans and 9.32% (n = 11) a suicide attempt. Overdose of medication was the most
frequently used attempted suicide method (54.5%), followed by jumping from a height
(18.2%), strangulation (18.2%) and phlebotomy (9.1%).

For the total initial FEP group, suicidal behaviour in the last month was found for
25.4% (n = 30) of the cohort, with 15.3% of them experiencing suicidal ideation, 4.2%
suicidal plans and 5.9% suicide attempts. The most frequently used methods of attempted
suicide in the last month were overdose of medication, jumping from a height and hanging
(1.7% in each group). One patient attempted suicide through phlebotomy.

For the participants who completed the 12-month evaluation, 13.3% (n = 8) had
suicidal behaviour, 8.3% suicidal ideation, 3.3% suicidal plan and 1.7% a suicide attempt.
The only suicide attempt was overdose of medication.

Twelve patients (40%) which reported suicidal behaviour at baseline evaluation
had no history of suicidal behaviour. Only one patient that reported suicidal behaviour
at follow-up evaluation had no history of suicidal behaviour.

With regard to the longitudinal evolution of suicidal behaviour, a statistically
significant decrease at the 12-month follow-up was found (25.4% vs. 13.3%; p = 0.035).

The results regarding comparison of suicidal behaviour between affective
psychosis and non-affective psychosis diagnoses revealed significant differences on
baseline with higher rate on affective psychosis group (42.9% versus 21.6%; p=0.0043).

The results on the 12-month follow-up showed no significant differences between the two
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diagnostic groups (affective psychosis 25% versus non-affective psychosis 9.1%;

p=0.192).

Univariate associations with suicidal behaviour

The associations of suicidal behaviour at baseline and 12 months of follow-up with the
demographic and clinical factors are shown in Table 2. Patients with suicidal behaviour
at baseline were significantly more likely to have a history of suicidal behaviour, baseline
affective psychosis diagnosis and baseline depression. Suicidal behaviour patients at 12
months of follow-up were found to have a significantly greater history of suicidal
behaviour at baseline, baseline suicidal behaviour in the last month and lower total

cholesterol at baseline.
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Table 2 Demographic, pre-treatment and baseline predictors of suicidal behaviour

Baseline Suicidal behaviour

12-Months Suicidal Behaviour

Variables of interest Patients with Patients without OR (95% CI) p value Patients with Patients without OR (95% ClI) p-value
suicidal behaviour  suicidal behaviour suicidal behaviour suicidal
(n=30) (n=88) (n=8) behaviour
(n=52)
Socio-demographics
Male/Female sex, n (%) 21(70.0)/9(30.0) 69(78.4)/19(21.6) 1.556 (0.613-3.950) 0.352 4 (50.0)/4 (50.0) 36/16 2.250 (0.499-10.143) 0.291
Age at entry, mean (SD) 26.83 (7.49) 25(7.01) 0.981 (0.926-1.038) 0.504 30.13(9.91) 26.63 (7.60) 0.950 (0.869-1.037) 0.252
Years of education, mean (SD) 11.10 (3.60) 11.28 (3.01) 1.018 (0.895-1.159) 0.786 11.88 (3.56) 11.19 (3.33) 0.938 (0.745-1.182) 0.588
Married/With partner, n (%) 5(16.7) 9 (10.2) 1.756 (0.538-5.725) 0.351 1(12.5) 7 (13.46) 1.343 (0.136-13.250) 0.801
Living alone, n (%) 1(3.3) 11 (12.5) 0.241 (0.030-1.954) 0.183 0(0) 8(15.38) 0.000 0.999
Employed/Student, n (%) 16 (53.3) 51 (57.9) 0.829 (0.361-1.907) 0.659 6 (75.0) 2(3.85) 2.200 (0.405-11.949) 0.361
Pre-treatment illness characteristics
Family history of mental disorder, n (%) 20 (66.67) 56 (63.6) 1.143 (0.477-2.740) 0.765 7 (87.5) 1(1.92) 3.111 (0.353-27.425) 0.307
History of suicidal behaviour, n (%) 18 (60.0) 24 (27.3) 4.000 (1.679-9.530) 0.002 7 (87.5) 1(1.92) 13.222 (1.507-116.011) 0.020
History of substance use, n (%) 20 (66.67) 55 (62.5) 1.200 (0.501-2.873) 0.682 6 (75.0) 2 (3.85) 2.032 (0.374-11.052) 0.412
History of alcohol abuse, n (%) 15 (50.0) 37 (42.0) 1.378 (0.600-3.166) 0.449 3(37.5) 5(9.62) 0.886 (0.191-4.110) 0.877
Baseline clinical characteristics
DUP, median (SD) days 28.00 (984.61) 92.00 (473.95) 1.000 (0.999-1.000) 0.204 19 (114.55) 98 (770.42) 1.003 (0.998-1.008) 0.291
Hospitalization, n (%) 27 (90.0) 74 (55.7) 1.703 (0.454-6390) 0.430 0(0.0) 8(15.38) 0.000 0.999
Tobacco use, n (%) 18 (60.0) 49 (55.7) 1.194 (0.514-2.773) 0.680 6 (75.0) 2 (3.85) 2.571 (0.474-13.945) 0.274
Last-month baseline suicidal behaviour - - - - 5 (62.5) 3(5.77) 5.556 (1.156-26.704) 0.032
Diagnostic categories
Schizophrenia-spectrum disorder, n (%) 11 (36.67) 47 (53.4) 0.505 (0.215-1.185) 0.116 2(25.0) 6 (11.54) 0.286 (0.053-1.549) 0.146
Affective psychosis, n (%) 9 (30.0) 12 (12.6) 2.714 (1.008-7.306) 0.048 4 (50.0) 4 (7.69) 3.333 (0.723-15.374) 1.123
Other psychosis, n (%) 8(26.7) 29 (32.9) 0.740 (0.294-1.862) 0.522 2 (25.0) 6 (11.54) 1.111 (0.198-6.239) 0.905
Symptom severity and functioning
PANSS positive symptoms, mean (SD) 20.67 (8.05) 21.43 (8.14) 1.012 (0.961-1.065) 0.653 20.63 (7.84) 18.85 (7.29) 0.967 (0.875-1.070) 0.521
PANSS negative symptoms, mean (SD) 17.53 (8.48) 15.30 (6.98) 0.961 (0.910-1.015) 0.155 17.88 (6.643) 17.31 (7.237) 0.989 (0.891-1.098) 0.832
PANSS general symptoms, mean (SD) 39.07 (9.81) 34.91 (8.22) 0.949 (0.905-0.995) 0.031 39.63 (6.02) 35.69 (9.34) 0.959 (0.891-1.032) 0.260
BDI, mean (SD) 18.47 (11.434) 11.42 (8.93) 0.933 (0.894-0.974) 0.002 20.50 (12.11) 12.48 (9.87) 0.933 (0.869-1.001) 0.054
Depression, n (%) 20 (66.7) 32(36.4) 3.5 (1.460-8.392) 0.005 6 (75.0) 2(3.85) 4.800 (0.881-26.144) 0.070
GAF, mean (SD) 44.17 (17.52) 43.14 (18,62) 0.997 (0.974-1.020) 0.789 4375 (15.53) 48.00 (17.60) 1.014 (0.972-1.059) 0.516
MARS, mean (SD) 5.50 (1.78) 6.23 (2.39) 1.154 (0.958-1.390) 0.130 5.75 (2.66) 5.79 (2.30) 0.971 (0.919-1.027) 0.304
Laboratory
Total Cholesterol 154.50 (32.56) 153.07 (31.62) 0.999 (0.986-1.012) 0.830 170.88 (26.2) 146.17 (30.518) 0.974 (0.949-0.999) 0.045




Abbreviations: DUP = Duration of untreated psychosis; PANSS = Positive and Negative Syndrome Scale; BDI = Beck Depression Inventory; GAF = Global Assessment of Functioning; MARS = Medication
Adherence Rating Scale; SD = standard deviation

Schizophrenia-spectrum disorder included schizophrenia, schizophreniform disorder, delusional disorder and schizoaffective disorder
Affective psychosis included bipolar disorder with psychotic symptoms and depressive disorder with psychotic symptoms
Other psychosis included acute and transient psychotic disorders, brief psychotic disorder, cannabis induced psychosis and psychosis not otherwise specified
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Predictors of suicidal behaviour in the multivariate model

A multivariate binary logistic regression analysis showed that a history of suicidal
behaviour and depression at baseline predicted suicidal behaviour at baseline. A history
of suicidal behaviour and low baseline total cholesterol predicted suicidal behaviour at

12-months of follow-up (Table 3).

Table 3 Multivariate logistic regression analysis for predictors of baseline and 12-months suicidal
behaviour in first-episode psychosis patients®?

Variables in B SE Wald df p value OR 95% CI
the Equation

Baseline

Depression 1.087 0.463 5514 1 0.019 2.96 1.20-7.34

baseline

History of 1.237 0.456 7.343 1 0.007 3.44 1.41-8.43

suicide

behaviour

Constant -0.153 0.367 0.175 1 0.676 0.86

Final model: Nagelkerke R? = 0.185, %2 = 15.850, p < 0.0001

Hosmer & Lemeshow test supported the goodness of fit of the

model (¥? = 0.006, df =2, p = 0.997)

12-months

follow-up

History of 2.849 1.172 5.910 1 0.015 17.27 1.74-171.65

suicide

behaviour

Total -0.030 0.014 4.411 1 0.036 0.97 0.94-0.99

Cholesterol

baseline

Constant 5.643 2.369 5.674 1 0.017 282.31

Final model: Nagelkerke R? = 0.373, ¥ = 13.600, p = 0.001

Hosmer & Lemeshow test supported the goodness of fit of the

model (y*=12.657, df = 8, p = 0.124)
2 Affective psychosis diagnosis and PANSS general were entered into stepwise logistic regression model, were excluded as
predictors of baseline suicidal behaviour

® Last month baseline suicidal behaviour was entered into stepwise logistic regression, was excluded as predictors of 12-month
suicidal behaviour

Prevalence and predictors of depression

The longitudinal evolution of depression prevalence showed a significant decrease
between baseline and the 12-month follow-up (43.3% vs. 20.0%; p = 0.014).

A univariate analysis of predictors of baseline depression revealed that depressed
patients had a significantly higher history of suicidal behavioural (OR: 2.29; p = 0.035).

Also, depressed patients at baseline had a higher prevalence of suicidal behaviour in the



last month (OR: 3.50; p = 0.005), which was the only variable that maintained a statistical
significance in the multivariate analysis (OR: 2.94; 95% IC: 1.19-7.27; p = 0.020). None
of socio-demographic or clinical baseline factors analysed reach statistical significance

in the multivariate analysis, with 12 months of depression as the dependent variable.
Discussion

To the best of our knowledge, this is the first study to examine the prevalence and socio-
demographic and clinical characteristics of FEP with and without suicidal behaviour in a
Portuguese population. The present study examined the evolution of the prevalence of
suicidal behaviour in the 12 months after FEP in a cohort of Portuguese young people.
We also aimed to identify early predictors of suicide behaviour at 12 months of follow-
up (baseline and 12 months). In our present study, the prevalence of suicidal behaviour
was 25.4% soon after FEP. This is in line with existing studies which showed that
approximately 25% to 50% of FEP patients reported suicidal behaviour at initial
presentation 217250260252 \\/e also confirmed that a history of suicidal behaviour before
service entry in FEP patients was a predictor of suicidal behaviour at baseline and follow-
up. These results are consistent with previous first-episode studies from other countries
238’293’294.

Comparing with general population our results also show that the prevalence
found for suicidal behaviour in our sample of FEP is higher than those found in general
population, but these comparisons are difficult because of the scarcity of Portuguese
studies. One published study that included University students of four scientific different
areas from only one school of the north of Portugal, found prevalence of last week and
last year suicidal ideation of 10.7% 2%. Another Portuguese study, evaluated medical
school time suicidal ideation, suicidal plan and suicidal attempt on a sample of 456

medical students (4™ and 5" years) from one medical school located in Lisbon, Portugal.
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This population is well recognized of having high prevalence of suicidal behaviour and
completed suicide. The results showed prevalence of suicidal ideation of 3.7%, suicidal
plan 1.1% and 0.7% of suicide attempt 2%, A third cross-sectional study researched mental
disorders and suicidality of ten European countries participating in the World Mental
Health Survey Initiative, including Portugal 2°’. The Portuguese sample included 3849
individuals (response rate 57.3%) that completed a Computer-Assisted Personal
Interview, that included guestions about suicidal behaviour. Any lifetime suicide attempt
was found in 0.8-5.4% of women and 0.3-2.4% of men for all countries, with Portugal
showing 13.1% for men and 6.7% for women for lifetime suicidal ideation, 4.8% women
and 1.4% men for lifetime suicidal plan, and 4.9% for women and 1.8% for men regarding
lifetime suicide attempt. A recent published systematic review of prevalence of suicidality
in the European general population, included 24 studies of the prevalence and variability
in suicidality in the general adult population of Europe between 2008 and 2017. The
pooled point prevalence rate was 3.96% (2.37-5.56), pooled 12-month prevalence 2.9%
(1.49-4.32), and pooled lifetime prevalence 5.55% (4.31-6.79) 2%. With the caution of
comparing different timeframe and instruments used, these results demonstrate that our
results show higher rates of suicidal behaviour than general population.

As previous published studies showed, we also confirmed that depression was
associated with suicidal behaviour 29329429330 Qur results showed that depression was a
predictor of suicidal behaviour at baseline. This result suggests that close evaluation,
monitoring and early intervention for depression in FEP are crucial to reducing suicidal
behaviour in the early phases of psychosis.

Like our study, a majority of the literature did not find an association between
negative symptoms and suicidal behaviour **>3°*, Some studies postulated that patients

with significant negative symptoms, namely deficits in emotion expressivity, are impaired
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from expressing emotional distress caused by psychosis, consequently reducing the
probability of developing depression, hopelessness and suicidal behaviour 32, In line with
this, a few studies found negative symptom severity to be inversely related to the risk of
suicidal ideation and suicide attempts 29430,

Regarding positive symptoms, we failed to demonstrated that these symptoms
were predictors of suicidal behaviour, contrary to some prior FEP studies 4%2%, Qur
results were similar to those found in other published studies where no predictability was
found &,

An interesting finding of our study is that high levels of total cholesterol were a
baseline protector of suicidal behaviour at follow-up. This is in concordance with research
in this field of knowledge. During the recent decades there has been growing research
about the role of lipids and lipoprotein concentrations in suicidal behaviour. Published
studies seem to demonstrate an association between low cholesterol and an increased risk
of suicide in non-psychotic patients as well as in psychosis 37, These findings seem to
be evident to other psychiatric disorders as depression and bipolar disorder 3083%
Published researches demonstrated that lower total cholesterol and low-density
lipoprotein cholesterol (LDL-c) have been found in patients with schizophrenia and a
history of suicidal behaviour 3 . There is a dearth of research on the relationship between
cholesterol levels and suicidality in FEP. One study found that serum cholesterol
concentrations were significantly lower in suicidal than in non-suicidal patients in FEP,
suggesting that lower concentrations of serum cholesterol in patients with FEP might be
useful as a biological marker of suicidality 3°. Another study in early psychosis
demonstrated that lower levels of cholesterol in patients of psychosis were associated
with severe suicidal thoughts 3°. More recently, Ayesa-Arriola and colleagues found that

lipid profile test may be considered in the assessment of suicidality in FEP and LDL-c an
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important biological marker 31, The exact mechanisms of the relationship between
peripheral cholesterol, brain metabolism and suicidal behaviour are not entirely known.
Some authors have suggested an existing abnormality in leptin and lipid metabolism in
suicidal behaviour 32, Moreover, post-mortem brain studies have indicated that violent
suicide completers have lower grey-matter cholesterol content, specifically in the frontal
cortex, particularly in the orbitofrontal cortex and the ventral prefrontal cortex 3. It is
postulated that dysfunctions on orbitofrontal and ventral prefrontal cortex result in
impaired impulse inhibition and in violent or suicidal behaviour. Another explanation for
the link between lipoprotein concentrations and suicidal behaviour is the diathesis-stress
model 314, On this model the presence of a low lipid profile represents as a trait factor
related to aggression, impulsivity and suicidality. These effects of lipids levels on
behaviour are through their influences on serotoninergic system and transmission in the
brain. Serum lipids play role on myelin sheath and transmembrane transportation, enzyme
function, hormone steroid synthesis and neurotransmitter receptor expression 3%, Thus,
lipids and cholesterol have a wide-ranging implication in the neurobiology of the central
nervous system including neuronal protection, membrane stabilization, lipid metabolism
in neurons and as part of the second messenger system. It is indirect linked to
norepinephrine and serotonin levels in the brain 32°.  Almost all of the previous works on
FEP showed that the association of low levels of total cholesterol is also found on
antipsychotic naive patients, underlying that this relationship is independent of
medication 316, We only included total cholesterol because this metabolic parameter is the
one with the most robust evidence on previous published researches showing its
association with suicidal behaviour.

The present study also showed the high frequency of depression and depressive

symptoms in the first year after FEP. Almost half of the patients were depressed at
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baseline, while one-fifth had depression at one year of follow-up. As indicated in the BDI
score, the depressive symptoms significantly decreased during the first year after FEP.
This is also similar to other published studies 27231317318 Some authors have speculated
several pathways to depression in psychosis, namely in schizophrenia. Three possible
explanations exist: 1) depression as an intrinsic aspect of the psychotic disorder; 2)
depression as a result of the psychotic illness; 3) depression as a result of disturbed
developmental pathways ¢

Our findings did not confirm the idea that depressive symptoms in schizophrenia
are frequently misdiagnosed with negative symptoms 3%°. In this case, high levels of
depressive symptoms would exist simultaneously with high levels of negative symptoms,
and a significant association between negative and depressive symptoms would have been
expected, which did not happen in our study.

The only predictors that we found to be significant to depression at baseline were
baseline suicidal behaviour in the last month and a history of suicidal behaviour.
Surprisingly, we found no significant baseline predictors of depression at 12 months.
Contrary to our findings, other studies found that a long DUP and depressive symptoms
at baseline predict depressive symptoms at 12 months of follow-up 32°. Also, some studies
found an association between depression scores and positive symptoms and an
improvement with successful antipsychotic therapy 2*32!, However, some studies also
failed to find this association, indicating that depressive symptoms may also emerge
independently of positive symptoms 322323, The reasons for our study’s failure in finding
significant baseline predictors at the 12-month follow-up are not immediately apparent.
We could speculate that our baseline evaluation, which was conducted only after a clinical

stabilization of FEP, might have been a little late for significant findings.
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The inclusion of patients with different subdiagnoses, namely affective and non-
affective psychosis, may have partly influenced the results found. On the one hand, this
is a reality of clinical practice in patients with first-episode psychosis, in which this
nosological division is sometimes difficult and artificial, given the simultaneous
symptomatologic multiplicity in the early stages of psychotic disorders and their
evolutive instability. On the other hand, the samples of patients included in our study had
mostly patients with non-affective psychosis, which is similar to most studies that include
patients with first-episode psychosis. Maybe the results obtained reflet mostly the non-
affective psychosis patients which diagnosis clearly predominates.

Several clinical implications can be drawn from our results. First, at service entry,
a significant proportion of patients had a history of suicidal behaviour and suicidal
behaviour in the last month. Thus, at the intake of early intervention teams, all patients
should undergo a suicide risk assessment. For those at high risk or experience of previous
suicidal behaviour, more intensive monitoring and intervention should be offered.
Second, given that baseline depression was found to be a predictor of suicidal behaviour,
routine assessments for depression should be offered in early intervention teams, and for
those with positive screening, close monitoring of the emergence of suicidal behaviour
and adequate treatment should be offered. Third, our results also indicate that an
evaluation of total cholesterol should be included in the baseline evaluation of FEP
patients, not only for the metabolic evaluation but also as a potential predictor of suicidal
behaviour. Therefore, patients with low cholesterol should be screened and closely
monitoring for the existence and emergence of suicidal behaviour.

The results of this study should be interpreted with some methodological
limitations in mind. First, the evaluation of suicidal behaviour (including suicidal

ideation, suicide plan and suicide attempt) was mainly obtained from the participants’
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self-reports and, thus, was subject to the problem of under-reporting. Second,
standardised classification algorithms for suicidal intent, attempts and completed suicides
were not used in this research. These algorithms were found to enhance the reliability of
the suicidal behaviour assessment. Third, the relatively high proportion of follow-up
losses from 118 participants at baseline to 60 at the 12-month follow-up could have
limited the results by reducing in some extension the statistical power of the results.
Fourth, we studied the predictors of suicidal behaviour, including suicidal ideation, plans
and attempts, as a whole group. It was hypothesised that predictors of suicidal ideation,
suicide plans and attempts might differ. Fifth, the low numbers obtained regarding
suicidal behaviour during follow-up, namely no completed suicide and only 13.3% of
participants reporting suicidal behaviour at the 12-month follow-up evaluation. These
numbers compromised the statistical power of the study, which could explain the non-
significant associations with sex, age of FEP and DUP in our study. Sixth, other important
variables that might be potential predictors of suicidal behaviour were not studied because
of the difficulties involved in obtaining them, including childhood abuse or previous
trauma. Seventh, the use of self-assessment tools in actively psychotic patients may also
be considered limiting, as psychotic symptoms may condition the answers given.
Although it was not possible to completely overcome this limitation, we tried to assess
the patients when there was some clinical stability, i.e. when the psychotic symptoms,
despite existing, interfered less in their behaviour and, therefore, on their answers.
However, this period of greater clinical stability may have also reduced the symptoms

and, therefore, conditioned the results.
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Conclusions

Our results showed that a large proportion of FEP patients had a history of suicidal
behaviour or had current baseline suicidal behaviour. We also verified that depression
was prevalent in the 12 months after FEP. Our results are in line with those of previous
studies, confirming that a history of suicidal behaviour and depression soon after FEP are
associated with suicidal behaviour in the early months after FEP. These findings are
important for the development of early intervention programmes to lower the risk of
suicide and depression in FEP patients. Our finding regarding the predictive role of
baseline total cholesterol should be investigated in further prospective research to

determine whether our result was predictive of suicidal behaviour.
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Supplementary Table Comparison of socio-demographic and clinical baseline characteristics between affective
psychosis and schizophrenia spectrum disorders diagnoses

Affective psychosis Schizophrenia spectrum p-value
(n=21) disorders
(n=58)
Age mean (SD) 31.52 (8.66) 25.50 (6.66) 0.005
Gender female/male n (%) 94(42.9)/12(57.1) 8(13.8)/50(86.2) 0.005
Education mean (SD) 12.00 (3.59) 10.81 (2.98) 0.078
DUP median (SD) 34.00 (138.55) 172.00 (859.13) 0.007
Cannabis use n (%) 12 (57.14) 36 (62.0) 0.692
PANSS positive mean (SD) 19.05 (8.63) 21.55 (7.14) 0.201
PANSS negative mean (SD) 16.29 (7.82) 17.67 (6.95) 0.365
PANSS general mean (SD) 39.62 (11.28) 35.81 (7.47) 0.345
GAF mean (SD) 46.90 (17.50) 40.88 (18.68) 0.194
BDI mean (SD) 14.67 (8.21) 12.24 (10.60) 0.160
Depression n (%) 12 (57.1) 22 (37.9) 0.143
Suicidal behaviour baseline n (%) 9 (42.9) 11 (18.9) 0.031
History suicidal behaviour n (%) 11 (52.4) 18 (31.03) 0.080

Abbreviations: DUP = Duration of untreated psychosis; PANSS = Positive and Negative Syndrome Scale; GAF = Global
Assessment of Functioning; BDI = Beck Depression Inventory; SD = standard deviation.

Schizophrenia-spectrum disorder included schizophrenia, schizophreniform disorder, delusional disorder and schizoaffective
disorder

Affective psychosis included bipolar disorder with psychotic symptoms and depressive disorder with psychotic symptoms
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CAPITULO 3. Sindroma metabdlica apds o primeiro episddio psicético:
resultados de um estudo longitudinal a 1 ano

Artigo:

Metabolic syndrome following a first episode of psychosis: results from a 1-year
longitudinal study condicted in metropolitan Lisbon, Portugal

Ricardo Coentre, Pedro Levy, Carlos Géis, Maria Luisa Figueira

J Int Med Res. 2022; 50(6):1-15.

109



110



Title:

Metabolic syndrome following a first episode of psychosis: results from a 1-year

longitudinal study conducted in metropolitan Lisbon, Portugal

Authors
Ricardo Coentre ®", Pedro Levy @, Carlos Gois *°, Maria Luisa Figueira

4 Department of Psychiatry, Hospital Santa Maria, Centro Hospitalar Universitario

Lisboa Norte, Lisboa, Portugal

b Faculdade de Medicina, Universidade de Lisboa, Lisboa, Portugal

*Corresponding author: Ricardo Coentre;

E-mail address: Ricardomcoentre@gmail.com.

111



Abstract

Objective: The key aim of this study is to make an assessment of metabolic syndrome
(MetS) prevalence and its course as well as to study metabolic parameters throughout a
one-year-long period following the first-episode psychosis.

Methods: This one-year longitudinal study involved 60 patients with first-episode
psychosis. It used the MetS defined by the National Cholesterol Education Program Adult
Treatment Panel 111 (modified definition). The study assessed metabolic measures, socio-
demographic and psychopathologic data.

Results: The average age of the included patients was 27.1 years, 33.3% of them were
female. There was an increase in MetS prevalence from 6.7% to 11.7%, at the baseline
and at the 1-year follow-up correspondently. There was also a significant increase from
baseline to 1-year of follow-up in the prevalence of abnormal triglycerides levels,
abnormal waist circumference, and abnormal HDL. There was considerable worsening of
the mean levels of metabolic measures in the course of the follow-up. The study did not
reveal any baseline factors which are MetS predictors at the 1-year follow-up.
Conclusions: On the basis of the study findings, it is possible to conclude that the rate of
metabolic disturbances in FEP patients is high; moreover, the first year after the disease

demonstrates prompt worsening.
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Introduction

According to the previous studies, life expectancy of patients with psychotic
diseases, in particular schizophrenia, is from 13 to 30 years shorter than that of the general
population #7324, Moreover, as contrasted with the general population, mortality risk in the
patients with schizophrenia are two or even three times higher %3232 The key factors
that predetermine this reduction are cardiovascular diseases and suicide 8. In the course
of the last twenty-five years, the risk of suicide has increased 18 times. However, with
the exception of natural causes of death and suicide, high rates of morbidity and mortality
in the patients with schizophrenia are mostly affected with heart disease 327328, The
mortality rate from coronary heart disease is significantly higher in schizophrenia patients
than in the general population 3%, Metabolic syndrome (MetS) can be defined as a
combination of risk factors which can effectively predict cardiovascular diseases and
subsequent growth in the risks of cardiovascular mortality and morbidity 32°33°, Clinicians
use screening and corresponding treatment of MetS to ensure considerable reduction in
the cardiovascular mortality at the early stages. It is essential to ensure adequate and
timely screenings in the patients with mental diseases; otherwise, the opportunities to help
can be lost. In addition, there are certain barriers to overall metabolic monitoring when it
goes about psychotic patients 33332, This population faces numerous challenges in
obtaining properly integrated healthcare services. Therefore, since metabolic screening
requires urgent improvements, it is highly recommended to reorganize the service in its
current status, enhance communication, improve the incentives, raise the level of
education and corresponding training, boost the accreditation, and encourage the
government leadership initiatives. There is no unanimous opinion whether the patients

with psychotic disorders are subject to higher risk of cardiovascular diseases because of
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the antipsychotic treatment, effects of the inadequate lifestyle, and/or their psychotic
disorders 3%,

There have hardly been any significant longitudinal studies devoted to the first-
episode psychosis and observance of the prevalence of MetS and factors related to it
notwithstanding numerous clinical implications. Moreover, the outputs of the conducted
studies are rather contradictory. Our goal was to involve the patients in their routine
clinical care to resolve the problem of limitations in the already published studies devoted
to the present problem. Firstly, most of the studies were cross-sectional; hence, causal
associations were specified with specific limitations in design 202334337 Second, the
majority of published studies have only examined patients with schizophrenia 200:201.334-
336,338 Taking into consideration the fact of diagnostic instability in first-episode psychosis
as well as a diagnostic shift typical for a significant part of the patients, it is a matter of
crucial concern to conduct thorough research and study in a wider spectrum of affective
and non-affective psychosis to ensure a more accurate evaluation of MetS prevalence in
the patients with FEP 33°. Thirdly, the studies conducted previously cannot be trustworthy
at the current state as the realities of routine clinical practice have changed. In the majority
of studies, in-stay patients were included while those who did not require hospitalization
or patients with milder forms of a disease were excluded.

Thus, our longitudinal study was designed to cover real FEP patients and make an
assessment of the MetS prevalence and course along with the key metabolic parameters
throughout the first year of the psychotic disorders. Furthermore, our study had to cover
the development of syndromes and metabolic measures in the first year after the disease.
Finally, we aimed to specify potential baseline factors capable of predicting

transformations in the metabolic profiles of patients with FEP at the early stages.
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Material and methods
Participants

The setting of this prospective observational longitudinal study was health care
facilities in hospitals of Portugal with two psychiatric departments. Two teams of early
intervention were involved in the study: Centro Hospitalar Universitario Lisboa Norte in
the Programa de Intervencgao nas Fases Iniciais da Psicose (PROFIP) and Hospital Vila
Franca de Xira at the first-episode psychosis program (PPEP). A tertiary care university
hospital Centro Hospitalar Universitario Lisboa Norte has a catchment area of
approximately 350,000 people. The PROFIP program is presented and explained in a
published previous article 7. A secondary care general hospital Vila Franca de Xira
Hospital located in Lisbon in its northern metropolitan area has a catchment area of
approximately 245,000 people.

The trained staff assessed patients with FEP. The constituent parts of the programs
were group and individual psychosocial treatments, low-dose of atypical antipsychotic
medication and family intervention. This study used 60 patients admitted to the hospital
with PROFIP (n = 33) and PPEP (n = 27) as a sample.

The baseline criteria for inclusion of the participants were the following: 1) the
age range from 16 to 40; 2) diagnosis of a first psychotic disorder DSM-IV (American
Psychiatric Association, 1994), in particular delusional disorder, schizophrenia, bipolar
psychotic disorder, schizoaffective disorder, schizophreniform disorder, brief psychotic
disorder, major depressive disorder with psychotic features, or psychosis induced with
cannabis, and 3) place of residence limited to the catchment of the PROFIP and PPEP
services. The study excluded the patients unable to complete or understand the required

assessments or those with organic psychosis.

115



Evaluation of the patients for the study was done twice: at the time of the baseline
assessment provided that when there were adequate conditions for completing the
assessment and FEP was clinically stabilized and the next time was a year after. The
patients were eligible for the study provided that they met the criteria in the period from
January 2017 to April 2018. This study got the approval from corresponding ethical
committees in each of the hospitals and complied with the Declaration of Helsinki in its
ethical principles of good practice. Every study participant wrote and signed an informed

consent to take part in the assessments.

Clinical measures

The clinical and sociodemographic information was collected at baseline with a
questionnaire completed by the research staff. The required details were age, marital
status, employment, education, previous hospitalizations, use of cannabis and tobacco,
and family history of psychiatric diseases. The assessments of waist circumference and
blood pressure were made twice: at baseline and in the course of a 1-year follow-up. The
measurement of waist circumference was done in the standing position at the final stage
of normal expiration, midway between the superior border of the iliac crest and inferior
costal margin. Recording of blood pressure was done with an automatic manometer in the
supine position. The Operational Criteria Checklist for Psychotic Iliness and Affective
Iliness (OPCRIT+) instrument was used to obtain the diagnosis %%2%2, The checklist
ratings were entered into the OPCRIT+ software, which generates a diagnosis for the
main categories of affective and psychotic disorders, as defined by the DSM-IV, which
is the major classification system. For every patient Global Assessment of Functioning
(GAF), and Positive and Negative Syndrome Scale (PANSS), at the two stages of

evaluation were completed 223289, The patients also completed the self-administered Beck
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Depression Inventory (BDI) 234, We used the Portuguese translated and adaptation version
of this scale 28°2%°,
Metabolic assessments

The study was based on the modified definition of MetS given by the National
Expert Panel on Detection, Evaluation, and Treatment of High Blood Cholesterol in
Adults (NCEP-ATP-I111) 6334 The patients receive the diagnosis of MetS only in case
they meet three or more out of the following criteria: 1. Waist circumference (>102 cm
for male and >88 cm for female). 2. Level of serum triglyceride >150 mg/dL or
corresponding treatment. 3. Increased blood pressure (85 mmHg - diastolic or >130
mmHg - systolic) or corresponding treatment. 4. Reduced cholesterol with high-density
lipoprotein (HDL) (<40 mg/dL for male and <50 mg/dL for female) or corresponding
treatment. 5. Increase in the level of fasting serum glucose (=100 mg/dL or diabetes
mellitus type 2 diagnosed)

An overnight fasting was an obligatory requirement to collecting blood samples.
An assigned technician not involved in clinical evaluation took all the measurements of
laboratory parameters. Analysis of all results, in particular the level of total cholesterol,
blood glucose, triglycerides (TG), low-density lipoprotein cholesterol (LDL), and HDL
was done for every study participant. Measuring the levels of TG, HDL and total
cholesterol was done in serum via the use of an enzymatic assay. The Friedewald equation

was used to calculate the LDL levels 34,

Statistical analysis
Continuous and categorical variables were given as mean values with standard
deviations and frequencies correspondently. Evaluating the data distribution for normality

was done with the use of Kolmogorov-Smirnov test. Based on the level of confidence
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(95%), expected prevalence of metabolic syndrome (15%) and precision (5%) we
calculated the sample size needed. Analysis of differences in metabolic parameters was
made with the use of Wilcoxon matched pairs signed rank test to compare the patients at
baseline and follow-up. Comparison between the MetS prevalence and abnormal
metabolic measures was made with the use of McNemar’s test at the levels of baseline
and follow-up. Stepwise multiple regression analysis was used, in which
psychopathology, metabolic measures, and demographic characteristics were used as
predictors at baseline and MetS at 1-year follow-up served as a dependent variable. A
statistical significance criterion for the study was p<0.05. Analysis of all relevant data

was made with the IBM SPSS Statistics software (version 24).

Results
Patients

At the baseline level, 33.3% of the patients were female. The average age of the
patients was 27.1. The majority of patients (95%) had a hospitalization at baseline.
Duration of untreated psychosis (DUP) had a mean duration of approximately 312.87
days. Schizophrenia spectrum disorders were the dominant diagnosis (50% of patients).
All clinical and demographic characteristics of the participants at the baseline level are
given in Table 1.

Table 1. Socio-demographic and clinical baseline variables of the sample

Variables First-episode psychosis patients
n=60
Age mean (SD) 27.10 (7.93)
Gender n (%)

Female 20 (33.3%)

Male 40 (66.7%)

Education years - mean (SD) 11.28 (3.34)

Unemployment - n (%) 24 (40%)
Marital status — n (%)

Living with partner/Married 6 (10%)

Single/Divorced 54 (90%)

118



Hospitalization baseline - n (%)

Yes 57 (95%)
No 3 (5%)
Tobacco —n (%)
Yes 34 (56.7%)
No 26 (43.3%)
Cannabis use - n (%)
Yes 37 (61.7%)
No 23 (38.3%)
Psychiatric family history —n (%) 43 (71.7%)
DUP — days, mean (SD) 312.87 (722.74)
Diagnoses - n (%)
Schizophrenia spectrum diagnosis 30 (50%)
Affective psychosis spectrum 16 (26.7%)
diagnosis
Other psychosis diagnosis 14 (23.3%)
PANSS score - mean (SD)
PANSS positive subscale 19.08 (7.321)
PANSS negative subscale 17.38 (7.11)
PANSS general subscale 36.22 (9.031)
GAF - mean (SD) 47.43 (17.272)
BDI - mean (SD) 13.55 (10.453)

SD, standard deviation; DUP, duration of untreated psychosis; PANSS, positive and negative syndrome
scale; GAF, global assessment of functioning; BDI, Beck Depression Inventory.
Schizophrenia spectrum disorders included schizophrenia, schizophreniform disorder, delusional disorder,
and schizoaffective disorder. Affective psychosis included bipolar disorder with psychotic symptoms and
depressive disorders with psychotic symptoms. Other psychosis included acute and transient psychotic
disorders, brief psychotic disorders, and psychosis not otherwise specified.
Metabolic profile of patients over the 1-year period

Table 2 presents analysis of the sample with all laboratory measurements at
baseline and one-year follow-up. There was an increase in metabolic syndrome
prevalence from 6.7% to 11.7% at baseline and follow-up respectively. However, the
difference was not significant statistically (p=0.250). Beyond fulfilling all criteria, more
than 8.3% at baseline and 15% at follow-up had two MetS criteria. The follow-up stage
demonstrated worsening of all metabolic parameter. Still, statistical significance was
characteristic only of the parameters of triglycerides (p=0.042), mean waist
circumference (p<0.001), and decreased mean levels of HDL cholesterol (p=0.028).
There was a significant increase in the prevalence of abnormal values for triglycerides

(p=0.040), waist circumference (p=0.039), and HDL (0.019) from the level of baseline to

the level of 1-year of follow-up.
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In both assessments, the metabolic syndrome prevalence was lower in women;

however, there was no statistical significance of these gender results at baseline (p=0.291,

0% female vs. 6.7% male) and at follow-up (p=0.57, 3.3% female vs. 8.3% male).

Comparison of prevalence of MetS both at baseline (affective psychosis 12.5%

vs. non-affective psychosis 4.8%; p=0.287) and follow-up (affective psychosis 23% vs.

non-affective psychosis 10%; p=0.370) between affective psychosis spectrum disorders

and non-affective psychosis diagnostic groups did not show significant statistical

differences (Fisher’s exact test for both evaluations).

Table 2. Metabolic parameters on baseline and 12-month follow-up

Parameters Baseline 12-month p value
n=60 n=60
Obesity
Waist circumference, cm —mean (SD)  83.58 (10.14) 102.50 (99.41) <0.001*
Abnormal waist circumference (>102cm M,
>88cm F) — n (%) 6 (10%) 13(21.7%) 0.039*
Serum triglycerides (mg/dL) — mean (SD) 78.37 (37.27) 96.92 (66.31) 0.042*
Abnormal triglyceride levels (>150 mg or 4(6.7%) 6 (10%) 0.040*
treatment) — n (%)
Serum HDL Cholesterol (mg/dL) — mean 52.88 (13.11) 50.08 (12.11) 0.028*
(SD)
Abnormal lower HDL (<40mg M, <50mgF) — 13(21.7%) 15(25%) 0.019*
n (%)
Blood pressure (mmHg) — Mean (SD)
Systolic 122.18 (13.50) 123.17 (13.01) 0.583
Diastolic ~ 66.15 (10.16) 68.02 (9.80) 0.190
Abnormal blood pressure (>130/85 or 19(31.7%) 21(35.0%) 0.990
treatment) — n (%)
Fasting plasma glucose (mg/dL) — mean 89.42 (13.87) 90.33 (8.07) 0.338
(SD)
Abnormal fasting blood glucose levels 3(5.0%) 8(13.3%) 0.344
(>100mg or diabetes) — n (%)
MetS — n (%) 4 (6.7%) 7 (11.7%) 0.250
Number of MetS criteria — n (%)
0 29 (48.3%) 24 (40%)
1 22 (36.6%) 20 (33.3%)
2 5 (8.3%) 9 (15.0%)
3 3 (5.0%) 5 (8.3%)
4 1 (1.7%) 2 (3.3%)
5 0 (0%) 0 (0%)
TG/HDL 1.48 1.94

SD, standard deviation; HDL, high-density cholesterol; MetS, metabolic syndrome; TG, triglycerides;

*p<0.05
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Predictors of MetS

We exerted effort to specify the MetS baseline predictors on follow-up. MetS
served as a dependent variable with such predictors as age, period of education, gender,
marital status, participation in diagnostic groups, family history of psychiatric diseases,
use of tobacco and cannabis, BDI and GAF scores, PANSS subscales scores at the
baseline, DUP, all MetS metabolic and anthropometric parameters at the baseline.
Multivariate analysis included all factors which had p<0.15 on univariate analysis.
Potential predictors on univariate analysis were DUP (p=0.119), period of education
(p=0.126), baseline waist circumference (0.006), baseline general subscale of PANSS
(p=0.132), baseline systolic blood pressure (p=0.055), and baseline HDL (0.017). No
factor was significant on multivariate binary logistic regression as baseline predictor on

the MetS on follow-up.

Psychopharmacological treatment

In both assessments, the treatment of all patients was done with atypical
antipsychotics, with the domination of oral route (75% and 63.3% at baseline and follow-
up respectively). On both evaluations, the patients were prescribed with risperidone as
the most atypical antipsychotic alone or with other medicine orally (45% and 26.7% at
the baseline and follow-up levels). The injectable antipsychotics were intra-muscular
long-acting aripiprazole and paliperidone. Table 3 shows all the prescribed

psychopharmacological treatments at baseline and follow-up.
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Table 3. Psychopharmacological treatment in the baseline and in the 12-months of follow-up

Baseline 12-months follow-
up
Antipsychotic treatment — n (%)
Atypical antipsychotic 60 (100%) 60 (100%)
Route of antipsychotic — n (%)
Only oral 45 (75%) 38 (63.3%)
Only LA IM 1(1.7%) 11 (18.3%)
Both 14 (23.3%) 11 (18.3%)
Type of atypical antipsychotic — n (%)
Clozapine oral 2 (3.3%) 5 (8.3%)
Olanzapine oral 14 (23.3%) 11 (18.3%)
Quetiapine oral 1 (1.6%) 9 (15.0%)
Risperidone oral 27 (45.0%) 16 (26.7%)
Paliperidone oral/IM 12 (20.0%) 18 (30%)
Aripiprazole oral/IM 17 (28.3%) 15 (25.0%)
Amissulpride oral 1(1.7%) 1 (1.7%)
Chlorpromazine equivalents, mean dose (SD) —mg  295.42 (220.63) 297.37 (236.02)
342,343
Patients with other treatments — n (%)
Anticholinergics 6 (10%) 17 (28.3%)
Antidepressants 12 (20%) 21 (35%)
Mood Stabilizers 3 (5%) 4 (6.7%)
Benzodiazepines 3 (5%) 3 (5%)

LA: long acting; IM: intra-muscular; SD: standard deviation

Discussion

One of the novelties of this study is that research on the MetS prevalence and
metabolic parameters studied in the patients with non-affective and affective FEP
longitudinally was done for the first time in Portugal. MetS prevalence in this study was
6.7% at the baseline with a subsequent increase up to 11.7% in the course of the one-year
follow-up. This obtained result has no statistical significance, but it shows a tendency of
the growing MetS prevalence in almost three-fourths of the involved patients twelve
months after FEP. One more output of the research also demonstrated the worsening of
mean levels of HDL, triglycerides, and waist circumference from the baseline level to a
one-year follow-up along with the prevalence of abnormal measures. The obtained
findings emphasize high risks of getting cardiovascular diseases at the early stages of
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psychosis and quick decline in the metabolic profile at this phase of the disorder.
According to the obtained results, the idea that patients with FEP have predisposition to
metabolic dysfunction at the first stages is valid.

The obtained results are in line with the previous publications of longitudinal
studies 333347 There is a 6.6% MetS prevalence reported by Biogue et al. in FEP
patients at the baseline level and at the level of two-year follow-up it equals to 14.6%
with a corresponding 120% increase according to the criteria of International Diabetes
Federation **. There is a 2.3% MetS prevalence reported by a Brazilian study in FEP
patients at the baseline level and at the level of 6-month follow-up it equals to 9.1% with
a corresponding increase of almost three times according to the criteria of NCEP 3%, Both
studies reveal worsening of the overall metabolic measures from the baseline level to the
level of follow-up, which our study confirmed. Our study demonstrates a 75% increase
in MetS prevalence, while the majority of other studies also demonstrated great increases
in MetS prevalence at the early stages of psychosis (in the follow-up periods that lasted
from half a year to two years). This study had a finding of MetS incidence (5%) which is
relevant to that in other studies if the length of the follow-up period was identical (from
3.95% to 5.5%) 38349, The studies did not find any significant predictors either at the
baseline level or at a 1-year follow-up.

Few studies in Portugal were devoted to the MetS prevalence in comparison with
the general population. The research of MetS prevalence in the Valsim cross-sectional
multi-center study involved patients from Portuguese primary care facilities (n=16,856);
it revealed 6.2 % prevalence in patients at the age range from 18 to 29 ¢°. There is
similarity of the results we obtained in our study that involves the patients with first-
episode psychosis at assessment of the baseline level, but it was almost two times higher

at the level of a one-year follow-up. PORMETS (The Portuguese Metabolic Syndrome
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Study) cross-sectional study is another recent research devoted to the analysis of MetS
prevalence in primary care of all regions in Portugal with 4004 patients involved *°. The
obtained results demonstrated a 5% and 16% MetS prevalence in the patients aged 18-30
and 31-40 respectively. According to our results, in comparison with the general
population, the MetS prevalence in these patients is higher; however, this difference
becomes evident only in a year. The most commonly criterion of MetS found in
PORMETS study was high blood pressure, while in our research the result was different
as we found abnormal waist circumference as the most common criterion. PORMETS
and Valsim studies covered primary care users in a clinical sample; thus, the level of MetS
prevalence is probably higher in comparison with that in general population of Portugal.
In addition, there is a significant difference between the MetS definitions. MetS is
interpreted according to the ATP-I1I definition in the Valsim study and the HARM2009
definition in PORMETS study ****”7. MESY AS research is one more cross-sectional study
which is related to general population as it involved 7,256 people from the working
population of Spain with the modified ATP-111 definition of MetS %3, The study involved
a group of the age range from 20 to 39 and it found a 2.5%-5% MetS prevalence *°. The
results of our study found higher rates of MetS than this study although the definition is
the same. All the mentioned studies demonstrate that the MetS prevalence rate we have
estimated in the one-year follow-up period after first-episode psychosis raises a lot of
concerns.

The publications reveal one more distinct aspect, which is the manner of
transformations in the lipid profile components in the course of a follow-up period. It
means that it is essential to note decline in HDL cholesterol and evolution of the growth
of triglycerides. That leads to an increase in the ratio between triglyceride and HDL. It is

crucial to note that HDL and triglyceride ratio is an independent predictor of
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cardiovascular problems and mortality*>* as well as an atherogenic marker 3°#3%3, Our
study shows that the TG/HDL ratio had high values (baseline - 1.48; one-year follow-up
- 1.94) which are in line with the cardiovascular risk factors in the patients.

According to our results, men showed higher rates of metabolic syndrome
prevalence, but they had no statistical significance at the baseline level (p=0.291, 0%
female vs. 6.7% male) and follow-up levels (p=0.571, 3.3% female vs. 8.3% male). The
obtained findings on early psychosis are in line with those from the previous published
studies ***3%5, On the other hand, the early stages demonstrated worse metabolic profile in
the male groups in our study and other previous researches 3>, Qur results are in line
with those obtained on the basis of studies on general population 7.

At the early stage, namely in the first days of treatment, the researchers made
baseline evaluation; thus, it had little effect of antipsychotic medication. It is possible to
assume that the medication could be one of the factors that determine high incidence rate
of metabolic syndrome at the stage of follow-up. Still, in both assessments, the treatment
of most patients included only medications with medium or low metabolic risk. Because
the incident cases were few, there was no further analysis made on antipsychotic
medications.

The measures of abnormal glycemic homeostasis, in particular oral glucose
tolerance test, was offered as one of the effective ways of evaluating cardiovascular and
metabolic risks in patients with FEP in the study of Garcia-Rizo et al.***. The results of
this cross-sectional study revealed metabolic syndrome prevalence as contrasted with the
control group of the study. In a sample of the study with 84 patients with FEP patients,
the values of glucose homeostasis had a great difference with them. To some extent, the
results we obtained are contradictory, but our study did not include any use of

Homeostatic Model Assessment, oral glucose tolerance tests, or any other glycemic

125



homeostasis measures. We point out that the tool of a metabolic syndrome is valuable in
assessing the risks for cardiovascular issues in patients with FEP. One more essential
point of our longitudinal study is that performance of parameters related to metabolic
syndrome is feasible in clinical practice of psychiatric research unlike the glycemic
homeostasis tests.
Limitations

One of the limitations of our study was the sample size that determined the
statistical value of predictors and other measures as well as the effect of the antipsychotic
treatment. In addition, the comparison between the MetS in psychiatric groups requires
the data from control groups. We attempted to compare our study with another one
devoted on primary care research in order to overcome the issues related to the current
limitation. Finally, we did not monitor potential confounding factors as physical inactivity
and diet.
Conclusions

According to our findings, the rates of metabolic disturbances in FEP patients
are high. They are also associated with a fast worsening of the mentioned measures at
the early stages. It is recommended to conduct more studies to analyze the type of
required interventions and their effect on metabolic measures and assess the effects on

patients with FEP in terms of morbidity and mortality related to cardiovascular diseases.
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O presente trabalho procurou estudar o comportamento suicida e a sindroma
metabdlica nos 12 meses seguintes apos o PEP. Estudos publicados demonstram que o
suicidio e as doencas cardiovasculares sdo das principais causas de morte nos doentes
psicoticos, com particular risco nos primeiros anos de doenca. Assim, considerando o
comportamento suicida e a sindroma metabdlica como importantes fatores de risco para
0 suicidio e doenga cardiovascular respetivamente, o seu estudo e conhecimento mais
aprofundado, podera permitir definir populacdes de risco e desenhar estratégias para
prevenir o suicidio e a doenca cardiovascular nos doentes com perturbagdes psicoticas.
Este facto terd potencial impacto positivo na morbilidade e mortalidade destes doentes.

A revisdo sistematica da literatura confirmou que o comportamento suicida, assim
como os sintomas depressivos, tém elevadas taxas ap6s o PEP. A literatura existente
demonstra uma associacdo entre o comportamento suicida ap6s o primeiro episodio
psicotico e tentativas de suicidio prévias, abuso sexual, uso de substancias, baixo nivel de
funcionamento pré-moérbido, doentes com idade mais avancada, eventos de vida
negativos, longa DUP, mais sintomas positivos e negativos, historia familiar de doenca
mental grave e sintomas depressivos. Apesar da importancia do tema, verifica-se a
existéncia de poucos estudos originais longitudinais, e os estudos publicados tém
importantes limitagdes metodoldgicas ja referidas (ex. inclusdo de apenas PEP ndo
afetivo, inclusdo apenas de doentes hospitalizados etc.) que procuramos ultrapassar no
presente trabalho.

Assim, o primeiro ponto estudado foi a prevaléncia do comportamento suicida e
sua evolugdo nos primeiros 12 meses apés o PEP. Procurou-se também identificar fatores
preditores do comportamento suicida no PEP (baseline) e a 12 meses. O segundo ponto
investigado foi a prevaléncia da sindroma metabolica e sua evolucdo nos primeiros 12
meses apos o PEP. A sindroma metabdlica constitui um importante cluster de fatores de
risco cardiovasculares que é altamente preditiva do desenvolvimento de doencas
cardiovasculares. Procurou-se também identificar eventuais fatores preditores da
sindroma metabdlica.

Quanto ao primeiro ponto da investigacdo, a prevaléncia de comportamento
suicida, identificada através de um instrumento com trés questfes sobre ideacdo, plano e
tentativa de suicidio, complementada com a consulta dos processos clinicos dos doentes,
encontrou no PEP (baseline) o valor de 25,4%. Esta prevaléncia esta em linha com outros
estudos publicados internacionalmente 239254260.292320 'Ng trabalho de Melle et al. em 2010,

foram estudados 118 doentes com primeiro episddio psicotico ndo afetivo 2°. Tal como
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no nosso trabalho, o comportamento suicida foi avaliado por um questionario com 3
perguntas sobre ideacdo, plano e tentativa de suicidio, que foram complementadas com
informacdo dos processos clinicos. No grupo de doentes com area geodemografica com
intervencao precoce na psicose, a prevaléncia de comportamento suicida no PEP foi de
32%.

No nosso estudo fica bem evidente que existe uma elevada prevaléncia de
comportamento suicida nos doentes que sofrem um PEP. Mesmo considerando que
alguns eventuais doentes ndo foram identificados, pelo caracter auto-avaliativo do
instrumento utilizado, e que nem todos os processos clinicos facam esta referéncia,
sobretudo em casos menos graves, encontramos valores que indicam que cerca de 1 em
cada 4 doentes com PEP apresenta comportamento suicida na avaliacdo efetuada logo
apos a estabilizacdo clinica do PEP. Os métodos usados nas tentativas de suicidio nesta
fase sdo sobreponiveis aos referidos em estudos similares noutros paises, tendo sido 0s
mais encontrados a intoxicacdo medicamentosa, tentativa de enforcamento e a
defenestracdo 3%, Alguns estudos demonstram que o enforcamento, como método de
plano e tentativa de suicidio, representa um importante preditor para suicidio consumado
em fases posteriores das perturbacdes psicoticas 2.

O presente trabalho indica também que houve uma reducdo significativa do
comportamento suicida durante os 12 meses de seguimento ap6s o PEP, de 25,4% para
13,3% (p=0,035). Ocorreu assim uma reducdo para cerca de metade no comportamento
suicida durante os 12 meses de seguimento. Esta reducdo é regra em todos os trabalhos
publicados, sendo a sua magnitude diferente entre os estudos, mas quase sempre
significativa em termos estatisticos. Os valores da reducdo do comportamento suicida dos
estudos ja publicados noutros paises sdo algo heterogéneos, mas existem reducGes em
dimensdo sobreponivel a encontrada na nossa investigacdo %%, Estes resultados
parecem corroborar que o0 comportamento suicida € maior no periodo imediatamente ap6s
0 PEP e que com o tempo de doenca e seu tratamento ocorre uma reducdo da sua
magnitude. Todavia é importante notar que apesar desta reducdo com o tempo, 0s
trabalhos com periodos de seguimento longos mostram ainda taxas de comportamento
suicida consideraveis **2. Nao foi verificado nenhum suicidio consumado no nosso estudo
durante o follow-up na amostra de doentes seguidos no periodo de 12 meses apos PEP.
Este achado ndo € unico, mesmo em estudos com periodos de seguimento mais longos
269 A generalidade dos estudos refere taxas de incidéncia de suicidio a 2 anos que variam

entre 0% e 4,3% %237, Uma justificacdo para estes relativos baixos valores de incidéncia
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de suicidio pode dever-se ao facto de a populacédo estudada ser derivada de uma populacéo
clinica, tratada na maioria em equipas de intervencgdo precoce na psicose. Estas equipas
estdo particularmente treinadas para a avaliacéo de doentes com PEP e elevado indice de
suspeicdo de comportamento suicida nestes doentes. Varios estudos demonstram que 0s
numeros de comportamento suicida sdo significativamente mais baixos em comunidades
onde existem estas equipas de intervengdo precoce na psicose 26927,

Face aos resultados do nosso trabalho confirmamos a hipotese colocada em que a
prevaléncia e evolugdo do comportamento suicida nos 12 meses apds o PEP é similar aos
estudos de outros paises europeus e superior a populacdo em geral para 0 mesmo escaldo
etario.

A histdria anterior de comportamento suicida e depressao sdo 0s mais robustos
fatores encontrados associados ao comportamento suicida no PEP 124235236:239,245358
Similarmente, a presente investigacdo encontrou a historia de comportamento suicida
como preditor de comportamento suicida no PEP e a 12 meses. Tendo também a
depresséo sido encontrada como preditor do comportamento suicida na avaliacdo no PEP
(baseline). A depressdo tem sido extensamente demonstrada como fator de risco
conhecido para comportamento suicida na psicose, com a sua existéncia nos doentes
psicéticos associada a comportamento suicida. O presente trabalho encontrou prevaléncia
de depressdo, considerando a sua existéncia para cota¢des do Inventario de depresséo de
Beck superior a 14, de 43,3% na avaliacdo no PEP (baseline) e de 20% a 12 meses. Estes
valores elevados encontrados sdo sobreponiveis aos resultados de estudos internacionais
efetuados com amostras de doentes com PEP e no periodo ap6s este 22235, Na investigacao
em discussao verificou-se também que o comportamento suicida na baseline foi o Unico
fator preditor com relevancia estatistica encontrado para depressdo na avaliacdo no PEP
(baseline) e na analise multivariada. Contudo na avaliacdo univariada também a historia
de comportamento suicida anterior ao PEP (para além do comportamento suicida na
baseline) foi considerada como associada a depressdo. Estes resultados parecem
corroborar a hipotese do modelo de comportamento suicida mostrado na figura 2., pelo
menos Nos primeiros meses apos o PEP, considerando a depressdo como um fator chave
na interface entre a psicose e 0 comportamento suicida.

Para além dos fatores preditores em relagdo ao comportamento suicida, nos ultimos
anos tem sido estudada a trajetéria do comportamento suicida ao longo do tempo, apds o
PEP. A este proposito € importante referir o estudo de Madsen et al., que analisou as

possiveis trajetorias da ideacdo suicida apds o PEP, numa amostra de 547 doentes com
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PEP, do conhecido OPUS Trial, na Dinamarca *°. No recrutamento deste estudo 0s
participantes eram questionados sobre a ideacdo suicida durante o ano anterior e depois
de novo aos 1 e 2 anos. Foi possivel identificar 3 grupos de doentes de acordo com a
trajetoria da ideacdo suicida. No primeiro grupo, a que o0s autores designaram “low-
decreasing”, que incluiu 61% dos participantes, os doentes tinham ideagéo suicida uma
Vez a poucas vezes no ano anterior a sua inclusao no estudo. Estes doentes apresentaram
uma reducao quase para inexisténcia de ideacéo suicida ao final de 2 anos de follow-up.
Um segundo grupo (33%), designado “frequent-stable”, representando uma segunda
trajetoria, incluiu os doentes que referiam ideacdo suicida poucas a muitas vezes no ano
anterior a inclusdo no estudo. Nestes participantes a ideacdo suicida ndo mostrou
alteracdes nos dois anos de seguimento. O terceiro grupo (6%), designado de “frequent-
increasing”, incluiu doentes que referiam ideacdo suicida muitas vezes antes da inclusao
no estudo, e com o aumento da frequéncia da ideacdo suicida para frequente a muito
frequente apoOs os 2 anos de seguimento. Estes grupos poderiam ter assim diferentes
associacfes com o suicidio propriamente dito anos mais tarde, podendo 0s grupos
“frequent-stable” e “frequent-increasing”, ser preditores de suicidio no futuro. Este facto
foi verificado, mas sem poder estatisticamente significativo. Por extrapolacdo desta
divisdo nestes trés grupos de possiveis trajetorias para 0 comportamento suicida e para o
nosso trabalho, verifica-se que 40% dos doentes incluidos no nosso estudo que tinham
comportamento suicida na baseline ndo tinham histéria de comportamento suicidio prévio
ao PEP, e assim 60% tinha historia prévia de comportamento suicida ao PEP. Por outro
lado, em relacdo aos doentes que apresentavam comportamento suicida na avaliacdo a 12
meses, apenas 1 doente ndo tinha historia prévia ao PEP de comportamento suicida.
Assim, apesar do presente estudo néo ter sido efetuado com a finalidade de avaliar a
trajetdria do comportamento suicida, podemos constatar que a maioria dos doentes da
nossa amostra pertencem provavelmente aos 2 grupos considerados de “frequent-stable”
e “frequent increasing”. A distin¢do entre estes dois grupos nao € possivel na amostra
estudada de PEP uma vez que nao foi especificada a frequéncia do comportamento suicida
antes da inclus@o no estudo. Estudos usando métodos baseados na trajetoria ja foram
usados em amostras clinicas 3, mas ainda foram pouco estudados no desenvolvimento
do comportamento suicida nas perturbacfes psicoticas. Um melhor conhecimento na
distingdo das trajetérias do comportamento suicida nos doentes com psicose, e
especificamente no PEP, pode ter importante implicacdes, ajudando a identificar os

doentes com risco mais elevado e a quem devem ser particularmente dirigidas
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intervencdes. Assim o0s autores destes estudos especulam que eventuais intervencoes
preventivas devem ser dirigidas para os doentes dos grupos com comportamento suicida
frequente no inicio no PEP, uma vez que s&o estes que apresentam maior probabilidade
de persisténcia ou aumento deste 3¢°.

Os nossos resultados confirmaram a hipotese colocada dos seguintes fatores
preditores de comportamento suicida apos o PEP: historia anterior de comportamento
suicida, depressdo no PEP e baixos niveis de colesterol total no PEP. Os resultados
obtidos ndo confirmaram o diagnostico de psicose afetiva como preditor de
comportamento suicida. Para este facto pode ter contribuido o baixo nimero de doentes
incluidos com este diagndstico.

Tendo em conta o grupo heterogéneo de diagnosticos que estdo incluidos no PEP,
como referido na introducdo deste trabalho, procurdmos como objetivo secundario
estudar potenciais diferencas entre a prevaléncia do comportamento suicida entre 0s
doentes com diagnosticos de psicose afetiva e ndo afetiva no PEP e nos 12 meses ap0s o
PEP. Os estudos de comportamento suicida na populacdo em geral mostram que as
perturbacdes de humor sdo os diagndsticos onde a prevaléncia do comportamento suicida
é maior %2, Os resultados encontrados confirmam s em parte a hipétese colocada de que
tém maior prevaléncia de comportamento suicida o grupo de doentes com o diagndstico
de psicose afetiva, nomeadamente de perturbacdo depressiva major com sintomas
psicéticos e perturbacdo afetiva bipolar com sintomas psicoticos. Assim encontramos
prevaléncia estatisticamente mais elevada de comportamento suicida apenas na avaliagcdo
baseline (42,9% versus 21,6%; p=0,0043). Estes resultados parecem ir ao encontro de
outros estudos que ndo encontraram também diferencas estatisticamente significativas
entre a morte por suicidio entre doentes com PEP afetivo e no afetivo apds o PEP 12,

Em relagdo ao segundo ponto da investigacao, os resultados evidenciam o elevado
risco que os doentes em fases precoces das perturbagdes psicéticas apresentam no
desenvolvimento de fatores de risco cardiovasculares, designadamente com critérios para
MetS, e o0 seu rapido agravamento durante os 12 meses seguintes ao PEP.

A prevaléncia da MetS encontrada no presente estudo na avaliagéo inicial de 6,7%
é sobreponivel a identificada noutros estudos europeus 3*. Apds 0s 12 meses de follow-
up verificou-se um agravamento da prevaléncia da MetS para 11,7% e de todos os
parametros metabdlicos estudados (perimetro abdominal, triglicéridos, HDL, pressédo
arterial e glucose em jejum), quer na prevaléncia de valores ndo normais, quer no seu

valor médio. Contudo apenas obtiveram resultados estatisticamente significativos, nas
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diferencas entre a avaliacao inicial e os 12 meses, nas prevaléncias de valores ndo normais
e nas medias dos parametros metabolicos estudados, o perimetro abdominal, os
triglicéridos e o colesterol HDL. Os resultados na avaliagdo a 12 meses estdo em linha
com outros estudos, mostrando que os primeiros meses de doenca e tratamento sdo
criticos no agravamento dos principais parametros metabolicos 203345363 Apesar da
similitude dos resultados da nossa investigacdo com outros estudos internacionais,
nomeadamente europeus, existem outros trabalhos que mostram resultados divergentes.
Este facto é patente na prevaléncia da sindroma metabdlica com valores inferiores aos
encontrados no nosso estudo. Assim, Srihari et al., em 2013, estudaram 76 doentes com
psicose ndo afetiva, que foram avaliados numa equipa de intervengdo precoce na psicose
numa area urbana nos EUA. A prevaléncia inicial de sindroma metabdlica, usando a
definicdo da NCEP-ATP Ill, foi de 1,31% e ao fim dos 12 meses de follow-up subiu para
5,26% 34°. Outro estudo mais recente, de Saloojee et al., incluiu doentes com PEP afetivo
e ndo afetivo, na Africa do Sul. Dos 36 doentes que completaram 12 meses de seguimento
e tratamento verificou-se um aumento da prevaléncia da sindroma metabdlica de 0% para
5,5% 38, Neste estudo a definicdo da sindroma metabdlica usada foi de Joint Interim
Statement (JIS) *7, muito semelhante a do nosso trabalho. Estes resultados mostram uma
certa heterogeneidade nos estudos publicados, em relacdo aos valores na primeira
avaliacdo logo ap6s o PEP, mas evidenciam que os resultados obtidos no nosso estudo
sdo preocupantes. Mais consensual entre os trabalhos publicados é o relevante aumento
da prevaléncia da sindroma metabdlica nos meses seguintes ao PEP, sendo regra o seu
aumento muito significativo, similar aos resultados encontrados na nossa investigagdo
345,348,349364 Qg resultados no follow-up dos doentes com PEP mostram como 0s primeiros
meses de tratamento sdo relevantes no aumento da prevaléncia da sindroma metabolica.

Os resultados desta investigacdo vado ao encontro da hipdtese colocada de que a
prevaléncia e evolucdo da sindroma metabdlica nos 12 meses ap0s o PEP é similar aos
estudos de outros paises europeus e superior a populacdo em geral portuguesa para o
mesmo escaldo etério.

Tal como fizemos para o comportamento suicida, também colocdmos como
objetivo secundario a comparacdo da prevaléncia da sindroma metabodlica entre os
doentes com diagnostico de psicose afetiva e ndo afetiva na avaliagdo baseline e apds 12
meses do PEP. Colocdmos como hipotese a ndo existéncia de diferencas significativas,
uma vez que os estudos publicados em fases posteriores das perturbacdes psicoticas

mostram prevaléncias sobreponiveis de MetS entre aqueles grupos diagnosticos,
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designadamente entre a esquizofrenia e a perturbacéo afetiva bipolar %3¢, Os nossos
resultados ndo mostraram diferencas estatisticamente significativas, confirmando a
hipotese formulada. Convém sublinhar, contudo, que os resultados encontrados
mostraram prevaléncias de MetS consistentemente mais elevadas no grupo de PEP
afetivo.

Outro resultado importante do nosso estudo foi 0 aumento do nimero de doentes
com parametros metabolicos individuais alterados, para além daqueles que cumprem
todos os critérios para MetS. Assim, em adi¢do ao aumento da prevaléncia da sindroma
metabolica de 6,7% para 11,7%, verificAmos também um aumento do nimero de doentes
com um ou dois pardmetros metabolicos alterados de 44,9% para 48,3%. Os principais
pardmetros metabdlicos estudados alterados foram o colesterol HDL e a presséo arterial,
quer na avaliacdo no PEP (baseline) (21,7% e 31,7% respetivamente) quer na avaliacdo
a 12 meses (25% e 35% respetivamente). Destes dois parametros metabdlicos, apenas o
aumento do colesterol HDL alterado se mostrou com significado estatistico (p=0,019).

Como referido na introducéo deste trabalho, tem-se considerado aspetos nucleares
da MetS a obesidade, nomeadamente abdominal, e a alteracdo do metabolismo da
glucose, sendo os restantes fatores secundarios a estes. Os mecanismos exatos pela qual
a obesidade origina os restantes fatores de risco ndo séo ainda conhecidos integralmente.
Neste sentido, existem algumas definicbes da MetS que consideram obrigatério o critério
de obesidade ou alteracdo do metabolismo da glucose. Assim na defini¢cdo da IDF a
obesidade abdominal é necessaria como 1 dos 3 (entre 0s 5 possiveis) critérios requeridos
para o diagndstico de MetS, com particular énfase na medicdo do perimetro abdominal
%7 Também a definicdo da OMS requer a presenca da resisténcia a insulina, como
evidéncia da alteragcdo do metabolismo da glucose, como critério obrigat6rio para a MetS.
A definicdo da MetS usada no nosso trabalho (NCEP-ATP Il modificada) inclui a
obesidade abdominal e alteragdes da glucose, como critérios entre 3 possiveis de 5, mas
ndo como obrigatdrios 34°. Os resultados do presente trabalho parecem ser favoraveis ao
papel central da obesidade na etiopatogenia da MetS. Assim, verifica-se que o perimetro
abdominal foi um dos trés fatores que apresentaram resultados estatisticamente
significativos na diferenca entre as duas avaliacOes efetuadas. A prevaléncia do perimetro
abdominal nao normal (homens>102cm; mulheres>88cm) subiu de 10% na avaliagao
inicial para 21,7% aos 12 meses (p=0,039), e a média de 83,58+10,14 cm para
102,504£99,42 cm (p<0,001). Sendo a diferenga nas médias do perimetro abdominal
aquela que apresenta valores mais significativos de todas as diferencas encontradas nos
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diversos parametros metabolicos avaliados e com significado estatistico. Nesta linha,
admite-se que com um follow-up mais longo também as diferencas nos valores da pressao
arterial e glucose em jejum se tornassem significativas em resultado do efeito da
obesidade. Do mesmo modo a dimensdo do aumento da prevaléncia de valores nédo
normais do perimetro abdominal no periodo de follow-up efetuado foi dos mais elevados,
com estes valores de prevaléncia a mais do que duplicarem no periodo de tempo
considerado. Inesperadamente, ndo observamos uma significativa elevagdo da glucose em
jejum, nem da prevaléncia de valores ndo normais da glucose, sugerindo que a disfuncao
do metabolismo da glucose é uma complicacdo mais tardia, comparativamente a
disfuncdo lipidica, que mostrou valores para triglicéridos e HDL significativos.

Alguns estudos procuraram também verificar o impacto do efeito da canabis na
MetS nos doentes com psicose. Assim um estudo mostrou que o risco da MetS é
significativamente inferior nos utilizadores frequentes de canabis comparativamente aos
utilizadores ocasionais ou ndo consumidores 3¢, Também Vé&zquez-Bourgon et al.,
estudaram o efeito da canabis no peso e metabolismo no PEP néo afetivo na regido de
Cantabria, em Espanha 3%°. Neste estudo os doentes consumidores de canébis
apresentaram na avaliacdo inicial e na avaliacdo a trés anos valores inferiores de peso,
indice de massa corporal e colesterol LDL. Aqueles doentes que descontinuaram o uso de
canabis apresentaram um maior aumento no peso, IMC e triglicéridos em comparacao
com 0S que hunca consumiram e 0s que continuaram a consumir. Estes estudos sugerem
que o uso de canabis possa produzir um efeito protetor contra 0 aumento de peso e as
alteragBes metabdlicas relacionadas na psicose. No nosso trabalho, todavia, ndo se
encontraram diferencas significativas na prevaléncia da MetS ou pardmetros metabdlicos
entre aqueles doentes que usavam e 0s que ndo usavam candbis. Talvez por a percentagem
de utilizadores de canabis (61,7%) ser muito elevada no nosso estudo, seria necessaria
uma amostra maior de doentes para se obter uma significancia estatistica entre o grupo

de doentes que usam e 0s que ndo usam canabis.

LimitacOes

As principais limitacbes que consideramos existirem no trabalho realizado
decorrem de quatro ordens. Primeiro, a relativa reduzida dimensao das amostras, podera
ter limitado os resultados encontrados. Segundo, ndo terem sido incluidas amostras

controlo. Pensamos ter ultrapassado esta limitacdo com o uso de instrumentos e critérios
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similares a estudos efetuados noutras populacdes com as quais comparamos 0S N0ssos
resultados. Terceiro, as amostras estudadas apenas incluiram doentes com PEP de duas
equipas de intervencdo precoce da area metropolitana de Lisboa, ndo sendo esta
representativa da realidade nacional, e devendo assim a generalizacdo para a dimensao
nacional ser feita com prudéncia. Quarto, a avaliagdo do comportamento suicida (ideacéo,
plano e tentativa de suicidio) foi baseada num instrumento de autorrelato, com a inerente
possibilidade de viés de memoria. Para ultrapassar esta limitagdo procurou-se, por um
lado garantir toda a privacidade e confidencialidade do instrumento usado, e por outro

complementar a informacéo do questionario com os dados do processo clinico respetivo.

Implicacges para a pratica clinica

Os resultados obtidos tém implicacfes para a préatica clinica nos cuidados aos
doentes nas fases iniciais da psicose, nomeadamente no PEP e meses seguintes. O
objetivo fundamental € a identificacdo dos doentes com particular risco de suicidio e de
doenca cardiovascular. Estes doentes devem ser submetidos a estratégias especificas de
prevencéo e tratamento.

Assim, todos os doentes admitidos com um PEP, nhomeadamente em equipas de
intervencdo precoce na psicose, devem fazer uma completa avaliagdo do risco para
suicidio e doenca cardiovascular. Os trabalhos publicados indicam que, designadamente
para 0 comportamento suicida, as estratégias de prevencdo ndo devem ser universais,
tornando-se imprescindivel identificar cada vez melhor os doentes em risco. Assim, como
demonstrado, a avaliagdo do comportamento suicida e seus preditores, e a MetS permitem
identificar o grupo de doentes em particular risco. Esta avaliacdo deve incluir
designadamente histdria prévia e atual de comportamento suicida (ideagdo, plano e
tentativa de suicidio), avaliacdo de depressdao comorbida no PEP e avaliagcdo metabdlica
completa (incluindo colesterol total, HDL, triglicéridos, pressdo arterial, perimetro
abdominal e glucose em jejum).

Os nossos resultados mostram que os doentes com historia prévia de
comportamento suicida e diagndstico de depressdo no PEP estdo em risco particular de
suicidio, devendo ter assim uma monitorizacdo intensiva e tratamento adequado. Também
os doentes com valor de colesterol total baixo devem ser cuidadosamente monitorizados

pela sua possivel associacdo ao comportamento suicida.
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Dada a maior prevaléncia da MetS nos doentes com psicose, incluindo nas fases
iniciais destas perturbacGes, torna-se necessario o diagnostico, monitorizacdo e
tratamento desta sindroma simultaneamente com o tratamento da doenga psicética desde
as fases iniciais das mesmas. Esta atitude levard a uma reducéo das consequéncias da
MetS. Uma questdo relevante € qual € a melhor forma de prevenir e tratar a MetS nos
doentes nas fases iniciais da psicose. Uma das primeiras atitudes serd a adaptacdo da
terapéutica farmacoldgica, nomeadamente antipsicotica, ao perfil da MetS de cada
doente. Este facto é de particular importancia naqueles doentes que ja apresentam
diagnostico de MetS. Nestes doentes a utilizacdo de farmacos com menor potencial de
efeitos metabdlicos deve ser uma opcéao, assim como 0 uso de doses mais baixas dos
mesmos 7°. Aos doentes com critérios para MetS, devem ser implementadas as
recomendacdes terapéuticas para a MetS referidas na tabela 3 na introducdo deste
trabalho. Todavia sdo necessarios mais estudos de intervencdes especificas a este nivel
nas fases iniciais da psicose para avaliacdo das particularidades nesta fase da doenca
psicotica. Mudltiplos estudos mostram um subdiagnostico e subtratamento das
comorbilidades metabolicas dos doentes com psicose, dai ser muito importante a
generalizacdo destas boas praticas desde as fases iniciais da doenca 37*. Detecao precoce,
identificando doentes em risco elevado, e tratamento da MetS de acordo com as normas
de orientacdo existentes, e potenciais especificidades de intervencdo que estudos futuros
demonstrem, deverdo ser implementados na pratica clinica desde as primeiras fases das
perturbacdes psicoticas.

Cremos que estas medidas podem reduzir de forma significativa a demonstrada
elevada mortalidade existente nas doencgas psicoticas, com especial foco nas fases iniciais
das perturbaces psicoticas. A avaliacdo, monitorizacdo e tratamento permitira aumentar
a esperanca média de vida para valores mais proximos aos existentes aos pares da mesma
idade e sem diagndstico psiquiatrico, poupando anos de vida de doentes jovens, assim
como o impacto negativo significativo que a morte de um jovem tem na sua familia e

conviventes.

138



Implicages para investigacao futura

A investigacdo futura deve desenvolver os achados deste trabalho em varios
dominios. Primeiro, sera necessario maior numero de estudos longitudinais similares,
multicéntricos, sobretudo no estudo do comportamento suicida no PEP, cuja escassez de
trabalhos com este tipo de design é significativa. Mais estudos longitudinais poderédo
confirmar (ou ndo) os resultados da presente investigacdo. Segundo, na sequéncia da
identificagdo da importancia do comportamento suicida e MetS e fatores associados no
PEP e meses seguintes, sera necessario o estudo de intervengdes especificas, tanto para a
sua prevencdo, como tratamento neste grupo particular de doentes. Estes trabalhos
permitirdo ndo so verificar se existe reducdo da prevaléncia destes dois fendmenos, mas
também se ocorre a tdo esperada redugdo da mortalidade nos doentes psicéticos.

Os estudos com intervencgdes para a melhoria metabdlica (incluindo peso e pressao
arterial) para os doentes com perturbacGes psicoticas cronicas sdo abundantes e com
resultados positivos na prevencdo e tratamento da obesidade e na reducdo de fatores
cardio-metabdlicos 372373, Nos Ultimos anos foram publicados alguns estudos que
procuraram intervir sobre a melhoria metabdlica especificamente dos doentes no PEP,
que incluiram intervencBes na dieta, exercicio e intervencdo farmacoldgica para a
melhoria da saude fisica e metabdlica destes *7%. Os resultados ndo foram consensualmente
positivos, tendo alguns dos estudos falhado no seu objetivo (melhoria dos parametros
antropométricos e das alteragdes metabolicas) 37>37¢. Parece assim ficar evidente a
necessidade de mais investigacOes futuras para uma otimizacgéo das intervengoes a efetuar
no PEP nos doentes com manifesto risco cardiovascular identificado pela presenca da
sindroma metabdlica.

Em relacdo ao comportamento suicida seria interessante procurar confirmar os
nossos resultados, prevaléncias e preditores. Particularmente, sera importante confirmar
0 nosso resultado do baixo colesterol total como preditor de comportamento suicida. Mais
uma vez, as investigacoes futuras devem confirmar também se as intervengdes sobre os
doentes com risco de suicidio tém impacto na reducdo da mortalidade nos doentes
psicéticos. Particular atencéo deve ser dada a prevencao e tratamento da depressao, aspeto
que tem sido demonstrado em trabalhos anteriores, e também no nosso, como importante

risco e preditor de comportamento suicida nas fases iniciais das perturbacdes psicoticas.
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As principais conclusdes do presente estudo podem ser resumidas nos seguintes pontos:

1. O comportamento suicida e a MetS sdo frequentes nos 12 meses seguintes ao PEP.
Encontramos uma prevaléncia de comportamento suicida na avaliagdo no PEP de 25,4%
e apos 12 meses de 13,3%. Em relacdo a MetS, a prevaléncia encontrada no PEP foi de

6,7% e de 11,7% na avaliacdo a 12 meses.

2. Para além das elevadas taxas encontradas e do agravamento da MetS nos 12 meses
seguintes ao PEP, existiu um agravamento dos parametros metabolicos estudados, com

particular significado para a obesidade abdominal.

3. Os valores das prevaléncias encontradas indicam que sdo superiores, em todas as
avaliacdes, a populacdo em geral para a mesma idade, quer para 0 comportamento suicida,
quer para a MetS. Os valores encontrados sdo similares aos resultados obtidos em estudos

realizados noutros paises europeus.

4. O tratamento nos 12 meses seguintes ao PEP diminuiu a prevaléncia do comportamento

suicida, mantendo-se, todavia, esta sempre consideravel.

5. A historia prévia de comportamento suicida ao PEP e o diagndstico de depressdo no
PEP foram encontrados como fatores preditores de comportamento suicida no PEP.
Histdéria prévia de comportamento suicida e baixo nivel de colesterol total foram
encontrados como fatores preditores de comportamento suicida a 12 meses apos o PEP.

Né&o foram encontrados preditores para a MetS.

6. Os doentes com PEP com histdria prévia de comportamento suicida, depressao e baixos
niveis de colesterol total no PEP parecem estar em risco particularmente elevado de
comportamento suicida, e consequentemente de suicidio, nos 12 meses seguintes ao PEP.
Estes doentes poderdo beneficiar de cuidadosa monitorizacédo e tratamento adequado no

sentido da sua protecdo, reducdo deste risco e mortalidade consequente.

7. Encontramos apenas diferenga significativa na prevaléncia do comportamento suicida
na baseline entre o grupo de doentes com diagndstico de psicose afetiva versus psicose

ndo afetiva, com prevaléncia mais elevada no primeiro grupo. Ndo se encontraram
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diferencas particularmente significativas entre os doentes com PEP afetivo e néo afetivo
no que concerne a prevaléncia do comportamento suicida a 12 meses do PEP e na MetS
nas avaliagdes baseline e nos 12 meses seguintes ao PEP. Assim os resultados parecem
indicar que ambos 0s grupos diagnosticos devem ser considerados de risco elevado para

ambas as variaveis estudadas.

8. Deve existir cuidadosa monitorizagdo dos parametros metabdlicos nos primeiros 12
meses ap0s 0 PEP, aqueles doentes que apresentem fatores de risco, nomeadamente
critérios de sindroma metabdlica, devem ser submetidos a um plano de intervencao sobre
os estilos de vida e tratamento quando indicado, para prevencédo de doenca cardiovascular
e mortalidade consequente.

9. A investigacao futura deve procurar replicar os achados do nosso trabalho, ampliando
também o conhecimento nomeadamente no que concerne ao tipo de intervencdes e
tratamento nos doentes com PEP e identificados com risco elevado de suicidio e/ou
doenca cardiovascular. Trabalhos futuros devem ainda confirmar se estas intervencdes

tém impacto na mortalidade dos doentes psicoticos tal como esperado.
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ARTICLE INFO ABSTRACT

Keywords: Depressive symptoms and suicidal behavior are common among patients that suffered a first-episode psychosis.
Suicide We searched Web of Knowledge™ and Pubmed® for English and Portuguese original articles investigating
Schizophrenia prevalence of depressive symptoms and,/or suicidal behavior and associated factors after first-episode psychosis.

Dration of untreated psychosis
Suicide attempts
First-episnde psychosiz

We included 19 studies from 12 countries, 7 studied d epressive symptoms and 12 suicidal behavior. The findings
confirm that depressive symptoms and suicidal behavior have high rates in the years after frst-episode
psychosis. Factors identified as being associated with depressive symptoms after first-episode psychosis were
anomalies of psychosocial development, poor premorbid childhood adjustment, greater insight, loss, shame, low
level of continuing positive symptoms and longer duration of untreated psychosis. Suicidal behavior was
associated with previous suicide attempt, sexual abuse, comorbid polysubstance use, lower baseline functioning,
longer time in treatment, recent negative events, older patients, longer duration of untreated psychosis, higher
positive and negative psychotic symptoms, family history of severe mental disorder, substance use, depressive
symptoms and cannabis use. Data also indicate that treatment and early intervention programs reduce
depressive symptoms and suicidal behavior after first-episode psychosis. Future research should overcome

some methodological discrepancies that exist between studies and limit generalization of current findings.

1. Introduction

Depressive symptoms and suicidal behavior are common among
patients that suffered a first-episode psychosis. Published studies
revealed that depressive symptoms in patients with first-episode
psychosis have prevalence from 17% to 83% (Addington et al., 1998:
Bottlender et al., 2000; Romm et al., 2010). Depressive symptoms could
occur in different phases of psychoss, including post-psychotic perdod
(Birchwood et al., 2005). Depression is a well-known risk factor for
suicidal behavior in psychosis with data showing that occumrence of
depression in psychosis have significant correlation with suicide risk
(Upthegrove et al, 2010). Suicide remains an important cause of
premature death in patients with psychotic disorders (Healy et al.,
2012 Laursen, 2011). In long-term follow-up studies suicide accounts
for 2-5% of deaths in first-episode psychosis (Dutta et al.. 2011, 2010;
Palmer et al., 2005). The rate of attempted suicide in psychotic patients
ranges from opl0% to 50% (Aleman and Denys, 2014; Castelein et al.,
2015). Individuals with first-episode psychosis have a greater risk of

suicidal behavior compared with the normal population and chronic
disorders (Bertelsen et al., 2007). First admissions have three times
higher suicide rate than chronic schizophrenia (Palmer et al., 2005). As
suicide risk peaks in the early years of psychotic disorders much
attention has been given to this phase of the disorder (Palmer et al.,
2005). Previous studies have been published in order to identify
predictors of suicide in patients with psychotic disorders. Identifying
factors associated to depressive symptoms and suicidal behavior will
permit the development of preventive and treatment interventions.
However, despite its prevalence, limited evidence exists regarding
factors associated and interventions to reduce suicide risk among young
people with first-episode psychosis.

Our aim was to perform a systematic review of the current evidence
in this field of knowledge. The main objectives were (1) to assess rate of
depressive symptoms and suicidal behavior (including suicidal idea-
tion, suicide plans, suicide attempts and suicide) after first-episode
psychosis and (2) to search for the most relevant demographic and
clinical factors associated.
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Fig. 1. Flow Chart of systematic identification of papers following PRISMA Guidance.

2. Methods
2.1. Selection procedures and data collection

2.1.1. Search strategy

A systematic literature search as described by the PRISMA statement
was conducted using Web of Knowledge®™ and Pubmed® databases to
find studies that reported the prevalence and associated factors of
depressive symptoms and suicidal behavior among patients that
suffered a first-episode psychosis. Articles published until May 2016
and in English and Portuguese languages were considered. Search terms
used to find relevant articles were ‘depression’ OR ‘depressive’ OR
‘suicidal’ AND ‘first-episode psychosis” OR ‘first-episode schizophrenia’,
A secondary search was performed by reviewing reference lists of
sources identified as relevant in initial search to find additional articles
to the review. The articles surviving selection were fully download
(PDFs) and evaluated for eligibility after full-text reading.

2.1.2. Inclusion criteria

Articles were included for the systematic rweview: (a) included
affective and/or non-affective first-episode psychosis patients defined
according to  international standard definitons (Intemational
Classification of Diseases, Diagnostic and Statistical Manual of Mental
Disorders); (b) clearly stated prevalence of depressive symptoms and/or
suicidal behavior in the period after first-episode psychosis; (c) were
orginal articles and written in English or Portuguese language.

241

2.1.3. Exclusion criteria

We excluded from the review: (a) duplicated reports; (b) report data
on non-first episode psychosis patients; (c) did not refer clearly the
prevalence of depressive symptoms and/or suicidal behavior; (d) papers
with insufficient data for analysis, meta-analysis or reviews; (e) articles
that studied depressive symptoms and/or suicidal behavior only in
prodromal and/or acute psychotic phases; (f) articles in languages other
than English or Portuguese. In case of multiple publications deriving
from the same study population, we selected the articles reporting the
largest or the most recent data. In case of conflict between these two
last criteria, the sample size was the priority.

2.1.4. Recorded variables

We recorded the following variables from each article: authors, year
of publication, country, epidemiological data of patient sample (sample
size, mean age, proportion of males), dinical variables (instruments
used, diagnoses included), type of smdy, follow-up time, main aim,
prevalence of depressive symptoms and/or suicidal behavior and
relevant findings.

2.2, Quality assessment

We assessed the internal validity of the included studies using the
tool developed by Thomas et al from the Effective Public Health
Practice Project (EPHPP) (Thomas et al., 2004). The Cochrane Colla-
boration for non-randomized studies recommends this tool (Higgins
and Green, 2011). It includes six components: selection bias, design,
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Table 2
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Smidies quality assessment according to EPHPP tool for quantitative studies (Thomas et al, 2004).

Study Selection bias Design Confounders Blinding Data collection methods ‘Withdrawals and dmop-outs Total
Koreen et al. (1993) Weak Moderate Maoderate Modemate Strong Strong Modermate
Wassink et al. (1999) Weak Moderate Moderate Modemte Strong Weak Weak
Igbal et al (2004) Weak Moderate Moderate Modermte Strang Weak Weak
Romm & al. (2010) Weak Moderate Moderate Modemate Strong Mot applicable Modemate
Cofton et al, 2012 Weak Moderate Moderata Modemte Strang Moderate Moderate
Upthegrove et al. (2014) Weak Moderate Weak Modemate Strong Strong Weak
Sinmez et al. (2016) Weak Moderate Moderate Moderate Strong Weak Weak
Addington et al. (2004) Weak Moderate Weak Modemte Strong Strong Weak
Clarke et al. (2006) Weak Moderate Moderate Strong Moderate Weak Weak
Bertelsen et al. (2007) Weak Strong Moderate Moderate Strong Strong Modemate
Robinson et al. (2009) Weak Weak Moderate Modermte Strang Strong Weak
Dutta et al. (2000) Weak Weak Strong Modemate Strong Strong Weak
Fedyszyn et al (2012) Weak Moderate Maoderate Modemate Strong Strong Modemate
Mitter et al. (2013) Weak Moderate Srong Modemate Moderate Strong Modemate
Bjfrkensam et al (2014) Strong Moderate Strong Moderate Strong Strong Strong
Ayesa-Arricla et al. (2015) Weak Moderate Strong Modemte Strong Moderate Modemte
Chang et al., 2015 Weak Moderate Strong Modermte Strang Strong Modemate
Barrat et al., 2015 Weak Moderate Strong Maodermate Strong Moaoderate Moderate
Castelein et al. (2015) Weak Weak Mot applicable Modemate Strong Moderate Weak

Strong = No weak ratings, Moderate = One weak rating, Weak =2Weak ratings.

confounders, blinding, data collection methods, withdrawals and drop-
outs. Each component has to be rated as “strong”, “moderate” or
“weak” according to a standardized guide and dictionary. All six
components made the overall rating of each study. Studies with no
“weak" ratings and at least four “strong” ratings are considered strong.
Those with less than four “strong” ratings and one “weak” rating are
considered “moderate”. Those with two or more “weak” ratings are
considered weak.

3. Results
3.1. Flow of included studies

Search results are summarized in the Prisma Flow Chartin Fig. 1. A
total of 630 studies were identified through the search strategy from
databases, Fifteen additional studies that met the inclusion criteria were
found through a manual search of the reference section for relevant
additional studies. Three hundred and fifty-nine articles remain after
exclusion of duplicate articles. Three hundred and eight articles were
excluded by reading of the title and abstracts. Thirty-two articles were
excluded with reasons: 16 with insufficient data for analysis, 3 non-
systematic review articles, 3 not stated prevalence rate of depression
and/or suicidal behavior and 10 articles that only studied prodromal
and/or acute psychotic phase. Finally, we included 19 articles in the
systematic review (Table 1).

3.2, Quality assessment

The general quality of studies included was “weak” to “moderate”,
with only one study “strong” (Bjirkenstam et al., 2014) (Table 2). Only
Bjdrkenstam et al. (2014) studied data from a nationwide cohort. The
remaining studies selection bias was the rule because information was
obtained from samples from clinical centers, mainly single-center and
two-center and thus not representative of the target population. Two
publications did not report conflicts of interest or statements about
funding or grants (Igbal et al., 2004; Stnmez et al., 2016).

3.3. Study characteristics and outcome measures

We included 7 articles that studied depressive symptoms (Cotton
et al, 2012b; Igbal et al., 2004; Koreen et al., 1993; Romm et al., 2010;
Sonmez et al., 2016; Upthegrove et al., 201 4; Wassink et al., 1999) and
12 articles that studied suicidal behavior (Addington et al., 2004;

Ayesa-Arriola et al., 2015; Barrett et al., 2015; Bertelsen et al., 2007;
Bjorkenstam et al.,, 2014; Castelein et al., 2015; Chang et al, 2014;
Clarke et al, 2006; Dutta et al., 2010; Fedyszyn et al., 2012; Mitter
et al., 2013; Robinson et al., 2009). The main outcome measures were
prevalence of depressive symptoms and/or suicidal behavior and
associated factors during the first vears after first-episode psychosis.
Main exclusion criteria were the presence of organic brain disorder and
intellectual disability.

Atotal of 11490 patients were induded, sample size ranged from 29
to 2819 patients, with mean age from 19.56 to 33.6 years, with male
percentage from 50.8% to 77.14%. Fourteen studies were longitudinal /
prospective, 3 retrospectives, 1 retrospective case-control and 1 rando-
mized controlled trial. In longitudinal studies the follow-up time was
between 12 months and 10 years.

The instruments used to measure depressive symptoms were
Calgary Depression Scale for Schizophrenia (CDSS), Hamilton
Depression Rating Scale (HDRS), Beck Depression Inventory (BDI)
and Clinical Global Impression for Bipolar Disorder (CGI-BP). Suicidal
behavior was mostly assessed by review of medical files. Death
certificates confirmed suicide more frequently (Table 3).

3.4. Depressive symptoms

3.4.1. Prevalence

The reported prevalence of depressive symptoms after first-episode
psychosis among the studies included ranged from 14.15% and 44.80%.
All smudies found significant rates with prevalence of depressive
symptoms on different times of follow-up manging from 12 months to
10 years. Studies evidenced that depressive symptoms diminished with
follow-up time and treatment. However, Sonmez et al. (2016) clearly
demonstrated that depressive symptoms progressively decrease with
treatment but still significant even 10 years after first-episode psychosis
(Sonmez et al., 2016). Using The Positive and Negative Syndrome Scale
(PANSS) depression item (g6 =4) at baseline, at 1 year, at 2 years at 5
vears and at 10 years authors found prevalence of depressive symptoms
respectively 41%, 28%, 200, 16% and 19%.

3.4.2. Correlates and risk factors

Many factors were identified as being associated with depressive
symptoms after first-episode psychosis: anomalies of psychosocial
development (Igbal et al, 2004; Sonmez et al, 2016), poor premorbid
childhood adjustment (Romm et al.. 2010), greater insight (Cotton
et al., 2012b), loss (Upthegrove et al., 2014), shame (Upthegrove et al.,
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2014), low level of persistent positive symptoms (Upthegrove et al.,
2014) and longer DUP (Upthegrove et al., 2014). Regarding substance
use the results were divergent some studies showed that substance
abuse was associated with depressive symptoms after first-episode
psychosis (Romm et al., 2010; Sonmez et al., 2016) and 1 study found
substance use less common in those patients with depressive symptoms
(Cotton et al., 2012b).

= 3 (depression
=4 (depresion item)

Cut-off
=14
item)
=17
=20

=5

3.4.3. Trearment

No specific treatment or intervention studies were found regarding
depressive symptoms after first-episode psychosis. Some samples
studied were included in early intervention programs as treatment for
first-episode psychosis (Cotton et al, 2012h; Igbal et al, 2004;
Upthegrove et al, 2014). Also Koreen et al. (1993) studied prospec-
tively 70 patients with first-episode psychosis with a follow-up to 5
years and received usual treatment. Authors concluded that since
depressive symptoms mostly resolved as the psychosis remitted, anti-
depressant therapy should be used only in that patients in whom
depression persists (Koreen et al., 1993).

Higher scores indicate greater severity of ns

suicidal ideation

29-63: severe depression

Interpretation

0-13: minimal depression
14-19: mild depression
20-28: moderate depression
=5: depression
Depression

Depression
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20-28: meadium intent
=2%; high intent

3.5. Suicidal behavior

Haot applicable
Mot applicable

Range

0-63
-27

15-45

0-52
0-38

3.5.1. Prevalence

The prevalence of suicide attempts after first-episode psychosis
ranged from 2.9% to 18.2% and suicide from 0.4% to 4.29% in studies
&g included. One study that measured suicidal behavior as whole (includ-
ing suicidal ideation, suicide plan and/or suicide attempt) found a
prevalence of 20% (Barrett et al., 2015).

Scaring
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3.5.2. Correlates and risk factors

As in depressive symptoms, a heterogeneity of factors associated
with suicidal behavior (including suicide) were studied and found
significant: previous suicide attempt (Barrett et al., 2015; Bjirkenstam
et al., 2014; Chang et al., 2014; Fedyszyn et al., 2012; Robinson et al.,
2009), sexual abuse (Robinson et al, 2009), comorbid polysubstance
use (Robinson et al.,, 2009), lower baseline functioning (Chang et al.,
2014; Robinson et al., 2009), longer time in treatment (Robinson et al.,
2009), recent negative events (Fedysyn et al., 2012), colder patients
(Castelein et al., 2015; Mitter et al., 2013), longer DUP (Barrett et al.,
2015 Mitter et al, 2013), higher positive and negative psychotic
symptoms scores (Mitter et al., 2013), family history of severe mental
disorder (Bjdrkenstam et al., 2014), substance use (Bjorkenstam et al.,
2014; Chang et al,, 2014), depressive symptoms (Avesa-Arriola et al,,
2015; Barrett et al., 2015), cannabis use (Ayesa-Arriola et al., 2015).
Concerning insight the results were divergent with one study revealing
that gaining insight during treatment was associated with reduced risk
for suicidality (Barrett et al., 2015) and other showing that greater
insight was predictor of suicidal behavior after first-episode psychosis
(Robinson et al., 2009).
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3.5.3. Treatment

Two studies make conclusions about treatment regarding suicidal
behavior after first-episode psychosis. Bertelsen et al. (2007) researched
treatment intervention in suicidal behavior in first-episode psychasis. It
studied suicide rate and predictive factors of suicidal behavior in first-
episode psychosis patients comparing treatment as usual and an early
intervention program. Results showed lower probability of death by
suicide in the specified treatment compared with standard treatment
(Bertelsen et al., 2007). Also Addington et al. (2004) studied 290 first-
episode psychosis patients in Canada in a longitudinal prospective
study with a follow-up of 1-year. Authors concluded that first-episode
psychosis programs can reduce suicidal behavior (Addingron et al.,
2004).

(PANNS) (depression item)

Disarder (CGI-BP)
Hamilton Depression Rating Scale (HDRS)-17  Adults

items
Positive and Negative Syndrome Scale

Measure

Depressive symptoms

Beck Depression Inventory {EDI)

Calgary Depresson Scale for Schizophrenia
Clinical Glohal Impression for Bipolar
Suicidal behavior

Beck Scale for Sulcide ideation (BSSI)
Beck Suicidal Intent Scale (515)

Major measurement tools for depressive symptoms and suicidal behavior wsed in the studies.

Table 3
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4. Discussion

This is the first systematic review to summarize the available
research of depressive symptoms and suicidal behavior and associated
factors in the period after affective and/or non-affective first-episode
psychosis. We included articles from 12 countries all over the waorld
with 11490 patients. Seventeen (almost 90%) of the articles included
were published in the past 12 years, attesting to the increase interest in
depressive symptoms and suicidal behavior following first-episode
psychosis in recent years. We found convincing evidence that depres-
sive symptoms and suicidal behavior have high rates in the years after
first-episode psychoss. There is a high heterogeneity across individual
studies reganding factors associated to depressive symptoms and
suicidal behavior which difficult robust evidence. All studies included
had a majority of males in first-episode psychosis samples, ranging from
50.8% to 77.14%. This is in line with some studies suggesting higher
incidence of psychotic disorders in men (Castle et al., 1993; Lewine
et al., 1984).

Our results should be interpreted with caution as significant
methodological limitations condition generalization of the findings.
Majority of the studies included only non-affective psychotic patients
which is quite artificial in the early phase of psychotic disorders namely
because of the diagnostic instability (Heslin et al., 2015; Tohen et al.,
2016). It is quite easy to hypothesize that including also affective
psychotic patients the rates of depressive symptoms and suicidal
behavior will be different and more approximate to daily clinical
practice. Other significant limitation from results of different studies
are the instruments used namely to measure depressive symptoms. The
use of different instruments certainly affects different prevalence of
depressive symptoms found. Also different cut-offs were used for the
same instrument which limits comparisons between studies. For
example, to evaluate depression Upthegrove and al in 2014
(Upthegrove et al., 2014) used a cut-off of 7 (depression CDSS=7) in
CDSS, with the same mstrument Sonmez et al. in 2016 used the cut-off
of & (depression CDSS=6) (Stnmez et al, 2016). For evaluation of
suicidal behavior, the most used method was the analysis of medical
records for suicide attempts and death certificates for suicide which are
maore reliable. One study evaluated suicidal behavior using item 8 from
CDSS (Barrett et al., 2015).

Research indicates that the period of major risk to depression and
suicidal behavior is the few months after first-episode psychosis (Ayesa-
Arriola et al., 2015; Cotton et al, 2012a; Dutta et al, 2010) with a
reduction with follow-up and treatment but even with long period of
follow-up the rates are high. For example Sonmez et al. (2016) studied
299 first-episode psychosis patients with a follow-up of 10 years. It was
found a prevalence of depressive symptoms of 41% at baseline and 19%
at 10-year follow-up (Sénmez et al,, 2016).

Studies researched different factors regarding correlates and risk
factors to depressive symptoms and/or suiridal behavior after first-
episode psychosis. Comparison of the findings was not possible because
results are limited to few articles. The major factors associated with
depressive symptoms after first-episode psychosis were anomalies/
difficulties in psychosocial and functioning in childhood in 3 studies
(Igbal et al, 2004; Romm et al, 2010; Stnmez et al, 2016) and
substance and alcohol use in 2 studies (Romm et al, 2010; Sonmez
et al, 2016). The most consistent factors associated with suicidal
behavior after first-episode psychosis were previous suicidal attempts
found in 7 studies (Barrett et al., 2015; Bertelsen et al., 2007;
Bjiirkenstam et al., 2014; Chang et al, 2014; Clarke et al, 2006;
Fedyszyn et al., 2012; Robinson et al., 2009), depressive symptoms in 3
studies (Ayesa-Arriola et al., 2015; Barrett et al, 2015; Bertelsen et al.,
2007) and longer DUP in 3 studies (Barrett et al., 2015; Clarke et al.,
2006; Mitter et al., 2013).

Previous studies referred that etiology of depressive symptoms in
the period after first-episode psychosis may represent a core part of the
acute illness or it is associated with the subjective reaction to psychosis
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and its deficits impacting in daily life activities (Ventriglio et al., 2016).
In line with this hypothesis is the included study made by Koreen et al.
in 1993 in USA (Koreen et al, 1993), Independently of the etiology of
depressive symptoms, studies demonstrate that depression diminished
with antipsychotic treatment (Koreen et al., 1993; Stnmez et al., 2016).

The research for treatment of depressive symptoms and/or suicidal
behavior after firstepisode psychosis is very limited. Some authors
conclude that early intervention programs reduced suicidal behavior
after first-episode psychosis (Addington et al.,, 2004; Bertelsen et al.,
2007). The only randomized controlled trial published was the included
study of Bertelsen et al. (2007) made in Denmark as part of the OPUS
Trial (Bertelsen et al., 2007). This is a longitudinal, prospective study
with S-year follow-up of 547 patients with first-episode schizophrenia
spectrum psychosis in Denmark. Integrated treatment including asser-
tive community treatment model with family involvement and social
skills training was compared with standard treatment at a community
mental health center. Suicidal behavior and clinical and social status
were assessed using validated interviews and rating scales. Authors
found a suicide rate of 1.3% during follow-up. Results showed lower
probability of death by suicide in the integrated treatment compared
with standand treatment. These results underline the importance of
dissemination of specific programs on early intervention in first-episode
psychosis patients worldwide.

Few limitations of this review exist. We did not perform a meta-
analysis of the findings, which may have added additional information.
Different methodologies (sample, study type, instruments used etc.) of
studies jeopardizes meta-analysis construction. It also has to be
considered that the quality assessment with EPHPP was “weak” for a
substantial part of the studies included. Main reasons were selection
bias, low evidence level of study design and bias caused by uncontrolled
confounding variables. We also compared rates and risk factors for
depression and suicidal behavior in studies that used different meth-
odologies that certainly gave different results. Two major differences
between studies were diagnoses included (affective versus non-affective
psychosis) and instruments used to measure depressive symptoms. Also
majority of the included studies were from Europe, USA and other
developed countries which could restrict the generalization of findings.
The exact time when the depressive symptoms found begun are not
possible to determine in some papers. We could speculate that in some
researches depressive symptoms could have begun not after the first-
episode psychosis but in the prodrome or during acute phase of first-
episode psychosis and continue in the perdod after first-episode
psychosis. Finally, papers written in other languages than English and
Portuguese were not included and therefore some interesting researches
may have not been considered.

5. Conclusions

The current systematic review provides convincing evidence that
depressive symptoms and suicidal behavior have high rates in the first
vears after first-episode psychosis. There is a high heterogeneity of
factors associated studied between studies. Treatment and early inter-
vention programs can reduce depressive symptoms and suicidal beha-
vior. Some methodological limitations in published studies limit
generalization of the findings. Future studies should incdude more often
affective psychosis, more than one center, other countries than Europe
and USA/Canada and adequate sample sizes for more meaningful
results. Data suggest that there s an opportunity to intervene and
reduce depressive symptoms and suicidal behavior after first-episode

psychosis.
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Abstract

Background: Suicide is one of the main causes of excess of premature death in psychotic patients. Published stud-
ies found that suicide risk begins in ultra-high risk of psychosis and continues in early years of the disease. Previous
studies identifying predictive and risk factors associated with suicidality in first-episode psychosis (FEP) are highly
inconsistent. Also, there are relatively few longitudinal studies on suicidal behaviour in FEP. The aim of this study was
to examine prevalence, evolution and predictors of suicidal behaviour at baseline and the 12-manth follow-up in
patients presenting with FEP.

Methods: One hundred and eighteen patients presenting with FEP were recruited from two early psychosis units in
Portugal. A comprehensive assessment examining socio-demographic and clinical characteristics was administered
at baseline and the 12-month follow-up. Cdds ratio were calculated using lagistic regression analyses. McNemar test
was used to evaluate the evolution of suicidal behaviour and depression prevalence from baseline to 12 months of
follow-up.

Results: Follow-up data were available for 60 participants fram the 118 recruited. Appraximately 25.4% of the
patients had suicidal behaviour at the baseline evaluation, with a significant reduction during the follow-up period
to 13.3% (p=0.035). A multivariate binary logistic regression showed that a history of suicidal behaviour and depres-
sion at baseline independently predicted suicidal behaviour at baseline, and a history of suicidal behaviour and low
levels of total cholesterol predicted suicidal behaviour at the 12-maonth follow-up. A significant proportion of patients
also had depression at the baseline evaluation (43.3%), with the last manth of suicidal behaviour at baseline indepen-
dently predicting depression at this time.

Conclusions: The findings of our study indicate that suicidal behaviour was prevalent an the year after FEF Patients
with a history of suicidal behaviour, depressicn at baseline and low levels of cholesterol should undergo close evalua-
tion, monitoring and possible intervention in order to reduce suicide risk in the early phases of psychosis.

Keywords: Suicidal behaviour, First-episode psychosis, Depression, Schizophrenia

Background

Suicide and cardiovascular disorders are the two main
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stages of the disorder, with the highest rates occurring in
the early phases [4]. Recent studies found that this sui-
cide risk begins at ultra-high risk of psychosis (UHR)
stage and continues in early years of the disease [5, 6].
Patients experiencing first-episode psychosis (FEP) have
a 60% increased risk of suicide in the first vear of treat-
ment compared with those in subsequent phases [7]. The
prevalence of suicidal ideation, a consistent antecedent
of suicidal behaviour (attempts and completed suicide),
ranges from 26.2% to 56.5% during the initial presenta-
tion of FEP |8, 9]. The prevalence of suicide attempts in
the years following FEP ranges from 2.9% to 18.2% and
suicide from 0.4% to 4.29% [10].

Therefore, the first years of psychotic disorders rep-
resent an important challenge for Public Health and
Psychiatry. Consequently, researchers have sought to
identify predictive and risk factors associated with sui-
cidality in FEP; however, the findings are highly incon-
sistent. Younger age of onset of psychosis [8, 11, 12] and
drug and alcohol use [13-15] are factors associated with
suicidality in FEP. As in the general population, previous
suicidal behaviour, e.g. suicide attempts, has been identi-
fied as one of the most significant predictors of suicidal
risk in FEP [16-18]. However, while results are mixed
regarding gender [8, 11, 19-24], duration of untreated
psychosis 7, 8, 22|, positive psychotic symptoms [7, 25,
26] and insight [8, 15, 24, 27-29], treatment compliance
has been demonstrated to reduce suicide risk [30].

Current or past significant depressive symptoms are
associated with suicide risk in patients after FEP [15,
31-34]. The prevalence of depressive symptoms after
FEP ranges from 14.15% to 44.80%. Studies evidenced
that depressive symptoms diminished with follow-
up time and treatment, but remained significant even
10 vyears after FEP [10, 35]. Previous studies showed
that the most depressive symptoms occur either in pro-
drome [36] or during FEP [37, 38]. Rarely do depressive
symptoms occur de novo in recovery following FEP [31].
Usually, depressive symptoms follow the course of posi-
tive psychotic symptoms and remit with antipsychotic
treatment [39], although there are some patients with
psychosis who maintain persistent depressive symptoms
beyond the acute phase and do not respond to antipsy-
chotic treatment. Co-morbid depression and psychosis
increase the risk of suicidality and relapse [40, 41]. It has
been suggested that early identification and intervention
for depression in the early phases of psychosis may con-
stitute an important strategy in the prevention of suicide
[4, 42].

Published studies suggest that early intervention
services—including short treatment delays, main-
taining adherence to therapy and specialised pro-
grammes—reduce the risk of suicide [43, 44], which is an
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important aim of early intervention teams. Despite the
relevance of this theme, there are relatively few longitudi-
nal studies on suicidal behaviour in FEP and early phases
of psychosis. Additionally, published studies have some
methodological limitations that we tried to overcome.
First, many published studies only included first-episode
schizophrenia patients [12, 29, 45]. It is known that a
diagnosis of FEP is unstable, with the likelihood of subse-
quent changes in the first years of the illness [46]. There-
fore, it is suggested that studying a broader diagnostic
sample of FEP with affective and non-affective psychosis
would be more accurate in estimating suicidal behaviour.
Second, some studies included heterogeneous samples
that mixed patients at different stages of their illness,
including chronic and early psychosis patients. Third,
many past studies only included hospitalised patients,
excluding milder forms of psychotic disorders. Fourth,
most previous studies used retrospective or cross-sec-
tional designs, which are characterised by inherent diffi-
culties in establishing predictive factors.

Greater understanding and knowledge around sui-
cide risk profiles and predictors of suicide in psychotic
patients will enable the development of preventive strat-
egies. Appropriate monitoring and managing of suicide
risk will be important for services working with early
psvchosis populations. Prospective studies in patients
with FEP are necessary to better identify predictive and
risk factors for suicidal behaviour in early psychosis.
The prevalence and methods of suicidal behaviour dif-
fer between countries and cultures. The literature indi-
cates that socio-cultural factors and healthcare resources
may condition the risk of suicide [47-49]. Therefore, it is
important to have studies from different countries and
cultures.

The main aims of this study were: (1) to examine the
prevalence and evolution of suicidal behaviour soon
after FEP (baseline) and 12 months of follow-up and
(2) to determine baseline predictors of suicidal behav-
iour soon after FEP and at the 12-month follow-up. We
also examined the prevalence of depression, its evolu-
tion in the 12 months following FEP and the predictors
of depression at baseline and follow-up. We hypoth-
esised that affective psychosis, previous suicidal behav-
iour and depressive symptoms at baseline would predict
the occurrence of suicidal behaviour at baseline and the
12-month follow-up.

Methods

Participants and setting

The study was carried out at two specialist psychiat-
ric services within Portuguese hospitals: Hospital Vila
Franca de Xira (in Vila Franca de Xira with a catch-
ment area of 245.000 individuals) and Centro Hospitalar
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Universitdrio Lisboa Norte (in Lisbon with a catchment
area of 350.000 individuals). The selected patients were
from two early intervention teams: the First-Episode Psy-
chosis Program (PPEP) at Hospital Vila Franca de Xira
(Vila Franca de Xira) and Programa de Interven¢io nas
Fases Iniciais da Psicose (PROFIP) at Centro Hospitalar
Universitario Lisboa Norte (Lisbon). Both programmes
are comprehensive, specialised mental health services
for FEP patients originating from geographically defined
catchment areas in Vila Franca de Xira and north region
of Lisbon, Portugal. Vila Franca de Xira Hospital is a sec-
ondary care general hospital in the north metropolitan
area of Lisbon. Centro Hospitalar Universitirio Lisboa
Morte is a tertiary care general university hospital, which
interacts closely with the Faculty of Medicine, University
of Lisbon. The populations served by the two hospitals
live mainly in the suburban and urban areas, respectively,
of the metropolitan region of Lisbon. A description of the
PROFIP programme was published elsewhere [50].

All FEP patients underwent an assessment by trained
personnel as soon as possible after contact with the team.
The mean length from service entry to baseline assess-
ment was 5.7 days (SD: 1.8). The programmes consisted
of low-dose second-generation antipsychotic medication
and individual and group psychosocial treatment, namely
family intervention.

The participants met the following inclusion criteria
at baseline: (1) age between 16 and 40 years; (2) DSM-IV
(American Psychiatric Association, 1994) diagnosis of a
psychotic disorder (schizophrenia, schizophreniform dis-
order, schizoaffective disorder, delusional disorder, bipo-
lar psychotic disorder, major depressive disorder with
psychotic features, brief psychotic disorder, cannabis-
induced psychosis and psychosis not otherwise speci-
fied); (3) living in the geographical catchment of the PPEP
or PROFIP services; (4) adequate comprehension of Por-
tuguese language; (5) experiencing FEP with less than 6
months of antipsychotic medication. Exclusion criteria at
baseline included: (1) head injury, neurological illness, or
any other medical condition presenting with psychiatric
symptoms (2) history of past full-blown psychotic epi-
sodes, either non-affective or affective, as defined in the
Diagnostic and Statistical Manual of Mental Disorders,
IV Edition (American Psychiatric Association, 1994); (3)
inability to understand and complete the assessments.

The study included all eligible consecutive patients
who met the study criteria for the period January 2017
to April 2020. The patients were evaluated at two time
points: a baseline evaluation after the clinical stabilisa-
tion of FEP; 12 months after the baseline assessment.
Follow-up data were available for 60 participants from
the 118 recruited. The study complied with the ethical
principles of good practice embodied in the Declaration
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of Helsinki. Responsible ethical committees within both
hospitals approved the study, and all participants pro-
vided informed consent.

Clinical assessments

The clinical assessment included evaluations regard-
ing socio-demographics and clinical data, including age,
marital status, education, occupational status, living area
(urban or rural), medical history, education, family his-
tory of mental illness, presence of stressful life events
occurring in the past yvear before entering the study,
mode of onset of FEP, substance use and type and dose
of antipsychotic medication. The baseline and 12-month
follow-up diagnoses were obtained using all available
information, including informant history and medical
records. The Operational Criteria Checklist for Psychotic
lllness and Affective Illness (OPCRIT +) instrument was
used to obtain the diagnosis [51, 52]. The checklist ratings
were entered into the OPCRIT + software, which gener-
ates a diagnosis for the main categories of affective and
psychotic disorders, as defined by the DSM-1V, which is
the major classification system. The duration of untreated
psychosis (DUP) was measured using the Nottingham
Onset Schedule (NOS) [53]. DUP was defined as the
period of time between the onset of psychotic symptoms
and the initiation of treatment with antipsychotic medi-
cation. Symptom levels were evaluated using means of
the three subscales used to evaluate positive symptoms,
negative symptoms and the general psychopathology of
the Positive and Negative Syndrome Scale (PANSS) [54].
Suicidal behaviour was assessed at baseline and follow-up
evaluations using an instrument developed by Melle [18],
which consists in three questions about the last month
and lifetime suicidal thoughts, plans or attempts.

The information was cross-checked with the medical
records, “Suicidal thoughts” were considered a preoccu-
pation or recurrent thoughts of suicide without a specific
plan. “Suicide plans” were considered as the presence of a
specific plan to suicide. “Suicide attempts” were defined
as a self-non-fatal act with a suicidal intent. The most
severe form of suicidal behaviour reported for a lifetime
or the past month was registered.

The baseline and 12-month follow-up assessments of
depressive symptoms were conducted using the Beck
Depression Inventory (BDI). The BDI is a widely used
self-report questionnaire designed to measure the sever-
ity of depression in individuals between the ages of 13
and 80 years. [t contains 21 items, which are rated on a
four-point scale according to how the patients felt in
the previous two weeks. The scores obtained for the sin-
gle item are summed to provide a single total score. We
used 14 as the global cut-off score to determine patients’
depression (depression = 14). We used the Portuguese
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version, which was translated into Portuguese and
adapted to the Portuguese population [55-57].

For the alcohol screening, the Michigan Alcohol
Screening Test (MAST) was used. This is a 22-item
self-questionnaire requiring yes/no answers, with one
point each. A total score of 6 or more indicates hazard-
ous alcohol consumption or alcohol dependence. The
Portuguese-translated version, which was adapted to the
Portuguese population, has been used before [58, 59].
Functioning was measured using the Global Assessment
of Functioning Scale (GAF) [60]. Adherence to medica-
tion was evaluated by Medication Adherence Rating
Scale (MARS). The MARS is a ten-item self-report meas-
ure of medication adherence in psychosis [61]. The total
score ranges from 0 to 10 with a higher score indicating
better adherence. We used the translated and validated
scale to the Portuguese population [62].

Statistical analysis
Statistical analyses were conducted using the Statisti-
cal Package for Social Science (SPSS), version 26 (Inc,
2020). Due to non-normality in all the explored statistics,
non-parametric tests were used. In the between-group
comparisons, categorical variables were examined using
Chi-square or Fisher's exact test (if 20% of expected fre-
quency was=>5 or any expected frequency was<1) and
continuous variables with the Mann—Whitney U test.

The primary analysis of this study focused on identify-
ing factors predicting the occurrence of suicidal behav-
iour at baseline and 12 months after the occurrence of
FEP. We also evaluated the predictors of depression in
FEP patients (at baseline and 12 months after FEP). Sui-
cidal ideation/behaviour was collapsed into a binary
variable suicidal/non-suicidal (ie. presence/absence of
suicidal thoughts, plans or attempts). We also considered
depressive/not depressive as well as the above-mentioned
cut-off on the BDI scale. First, a univariate binary logis-
tic regression was conducted, with suicidal behaviour
as the dependent variable and demographic and clinical
variables as the candidate predictors. Second, variables
with a significant p value in the preceding analysis were
then entered into a multivariate binary regression model
to determine which factors independently predicted sui-
cidal behaviour at baseline and the 12-month follow-up.
A stepwise method was used with a forward selection
of predictors. The same procedure was conducted, with
depression as the dependent variable. Collinearity evalu-
ations were performed by examining correlation matri-
ces for all the variables, tolerance and variance inflation
factors.

We used the McNemar test to evaluate the evolution
of suicidal behaviour and depression and compare the
results at baseline with those at 12 months. The Wilcoxon
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test for repeated measures was used to evaluate the evo-
lution of depression from the BDI mean score. The level
of statistical significance was set at p <0.05.

Results

Characteristics of the sample

The sample comprised 118 patients consecutively admit-
ted to PPEP (n=39) and PROFIP (n=79). There were no
differences between the two groups in terms of sex and
employment. The patients from the PROFIP team were
younger (mean years 24.2 vs. 29.61; p=0.003) and of a
higher educational level (mean vears of education 11.7
vs. 10.1; p=0.016) (Mann—Whitney U-test for both). Of
the 118 participants included in the study, 76.3% (n =90}
were male. The mean age of the sample at intake was
26.1 years (SD =7.1). The majority (49.2%) of the patients
were diagnosed with schizophrenia spectrum disorders
(schizophrenia: n =48; delusional disorder: n =8; schiz-
oaffective disorder: n=2). Thirty-nine (33%) were diag-
nosed with other psvchosis diagnosis, with 8 patients
with a brief psychotic disorder, 23 with a non-specified
diagnosis of psychosis and 8 with a cannabis-induced
psychosis diagnosis. Twenty-one (17.8%) participants had
affective psychosis (n=28 had bipolar affective disorder
with psychotic features, and » =13 had major depression
with psychotic features). Table 1 shows the socio-demo-
graphic and clinical baseline variables of the sample.

Of the initial cohort of 118 patients who completed the
baseline assessment, 60 completed the follow-up assess-
ment. We lost contact with 58 patients for the following
reasons: 30 moved to other catchment areas in Portugal;
15 moved to other countries and 13 could not be con-
tacted for the follow-up. Non-completers and completers
groups had no significant differences regarding socio-
demographics and clinical variables, with the exception
of more males (p=10.009) and lower affective psychosis
diagnoses (p=0.030) on the non-completers group.

Comparisons of socio-demographics and clinical char-
acteristics between the affective psychosis and schizo-
phrenia spectrum disorder diagnoses are shown in
Additional file 1: Table S1.

Prevalence of suicidal behaviour

Forty-two (35.6%) participants had a history of suicidal
behaviour prior to entering the study, with 34.7% (n=41)
of the cohort having suicidal ideation, 17.80% (n=21)
suicidal plans and 9.32% (k=11) a suicide attempt.
Overdose of medication was the most frequently used
attempted suicide method (54.5%)), followed by jumping
from a height (18.2%), strangulation (18.2%) and phlebot-
omy (2.1%).
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Table 1 Socic-demographic and clinical baseline variables of
the sample

Variables First-episode
psychosis
patients
n=118

Age years—mean (50) 26.1(7.10)

Gender—n (%)

Fernale 28(237%)
Male 90 (76.3%)

Education years—mean (50) 11.24(332)

Unemployment—n (5) 51 (43.2%)

Marital status—n (%)

Living with partner/married 14 (11.9%)
Single/divorced 104 (88.19)

Hospitalisation baseline—n (%)

Yas 101 (85.6%)
No 17 (14.4%)

Cannabis use—n (%)

Yas 75 (63.6%)
MNo 43 (36.4%)

Psychiatric farily history—n (34) 76 (6:4.4%)

DUF — days, median (50) 84 (643.3)

Diagnoses—n (%)

Schizophrenia spectrum diagnosis 58 (49.2%)
Affective psychosis spectrumn diagnosis 21(17.8%)
Other psychosis diagnosis 39 (33%)

PAMNSS score—mean (S0

PANSS positive subscale 21.24(809)
PANSS negative subscale 15.86 (747)
PANSS general subscale 3597 (880)

GAF—rmean (50) 43.40(18.28)

BDl—mean (SO0 13.18010,00)

MARS—mean (S0} 6.08 (2.26)

Total Cholesterol mg/dL—mmean (50) 153.43(31.72)

5D standard deviation, DUP duration of untreated psychosis, PANSS Positive
and Megative Syndrome Scale, GAF Global Assessment of Functioning, BDJ Beck
Depression Inventory, MARS Madication Adherence Rating Scale

Schizophrenia-spectrum disorder included schizophrenia, schizophreniform
disorder, delusional disorder and schizoaffective disorder. Affective psychosis
included bipolar disorder with psychotic symptoms and depressive disorder
with psychotic symptoms. Other psychosis included acute and transient
psychotic disorders, brief psychotic disorder, cannabis-induced psychosis and
psychosis not otherwise specified

For the total initial FEP group, suicidal behaviour
in the last month was found for 25.4% (h=30) of the
cohort, with 15.3% of them experiencing suicidal idea-
tion, 4.2% suicidal plans and 5.9% suicide attempts. The
most frequently used methods of attempted suicide in
the last month were overdose of medication, jumping
from a height and hanging (1.7% in each group). One
patient attempted suicide through phlebotomy.
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For the participants who completed the 12-month eval-
uation, 13.3% (n=8) had suicidal behaviour, 8.3% suicidal
ideation, 3.3% suicidal plan and 1.7% a suicide attempt.
The only suicide attempt was overdose of medication.

Twelve patients (40%) who reported suicidal behaviour
at baseline evaluation had no history of suicidal behav-
iour. Only one patient that reported suicidal behaviour at
follow-up evaluation had no history of suicidal behaviour.

With regard to the longitudinal evolution of sui-
cidal behaviour, a statistically significant decrease at
the 12-month follow-up was found (25.4% wvs. 13.3%;
p=0.035).

Univariate associations with suicidal behaviour

The associations of suicidal behaviour at baseline and
12 months of follow-up with the demographic and clini-
cal factors are shown in Table 2. Patients with suicidal
behaviour at baseline were significantly more likely to
have a history of suicidal behaviour, baseline affective
psychosis diagnosis and baseline depression. Suicidal
behaviour patients at 12 months of follow-up were found
to have a significantly greater history of suicidal behav-
iour at baseline, baseline suicidal behaviour in the last
month and lower total cholesterol at baseline.

Predictors of suicidal behaviour in the multivariate model
A multivariate binary logistic regression analysis showed
that a history of suicidal behaviour and depression at
baseline predicted suicidal behaviour at baseline. A his-
tory of suicidal behaviour and low baseline total cho-
lesterol predicted suicidal behaviour at 12 months of
follow-up (Table 3).

Prevalence and predictors of depression

The longitudinal evolution of depression prevalence
showed a significant decrease between baseline and the
12-month follow-up (43.3% vs. 20.0%; p =0.014).

A univariate analysis of predictors of baseline depres-
sion revealed that depressed patients had a signifi-
cantly higher history of suicidal behavioural (OR: 2.29;
p=0.035). Also, depressed patients at baseline had a
higher prevalence of suicidal behaviour in the last month
(OR: 3.50; p=0.005), which was the only variable that
maintained a statistical significance in the multivariate
analysis (OR: 2.94; 95% IC: 1.19-7.27; p =0.020). None of
socio-demographic or clinical baseline factors analysed
reach statistical significance in the multivariate analysis,
with 12 months of depression as the dependent variable.

Discussion

To the best of our knowledge, this is the first study to
examine the prevalence and socio-demographic and
clinical characteristics of FEP with and without suicidal
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Table 2 Demographic, pre-treatment and baseline predictors of suicidal behaviour
Variables of Baseline suicidal behaviour 12-menth suicidal behaviour
interest
Patients Patients OR (95% Cl) pvalue Patients Patients OR (95% CI) p value
with suicidal without with suicidal without
behaviour suicidal behaviour suicidal
(n=30) behaviour (n=8) behaviour
(n=288) (n=52)
Socio-demographics
Male/female 21700093000  69(784)19(216) 156{061-3595) 0352 4 (5004 (500) 3616 235 (050-10.14) 0.291
sex, n (34)
Age at entry, 2683 (749) 25 (701) 098(053-1.04) 0504 30.13 (391) 2663 (7.60) 095 (087-1.04) 0.252
mean (50}
Years of educa- 1110 (3.60) 11.28(3.01) 1.02{08%9-1.16) 0786 11.85 (358) 11.19(3.33) 054 (0.75-1.18) 0.588
tion, mean
(50
Married/with 5(16.7) 2{10.2) 1.76(054-5.73) 0351 1(12.5) 7(13.48) 134 (0.14-13.25) 0.801
partner, n (%)
Living alone, 1333) 11{1258) 0.24{003-195%) 0183 aim &01538) 0.000 0999
n (%)
Employed/stu- 16 (533) 51(57.9) 0831{036-1.91) 0659 6 (75.0) 2(3.85) 2.20 (0.41-11.95) 0361
dent, n (%)
Pre-treatment illness characteristics
Farmily history 20 (66.67) 56 (63.6) 1.14{048-274) 0765 7(87.5) 1(1.92) 311 (035-27 43) 0307
of mental dis-
order, n (%)
History of 18 (50.0) 24 (273) 400(168-953) 0002 7(B75) 10192) 1322 (151-11601) Q020
suicidal
behaviour,
n (%)
History of sub- 20 (66.67) 55 (62.5) 1.20(050-287) 0682 6 (75.0) 2(3.85) 203 (0.37-11.05) 0412
Stance use,
n (%)
History af alco- 15 (50.0) 37 (42.0) 138(060-3.17) 0449 3(37.5) 5({962) 0.89 (0.19-4.11) 0477
hol abuse,
n (%)
Baseline clinical characteristics
DUF. median 28.00(984.51) 9200 (473.95) 1.00(099-1.00) 0204 19(114.55) 98 (77042) 1.00 {0.99-1.01) 0.291
(500 days
Hospitalisation, 27 (90.0) 74(55.7) 1.70{045-640) 0430 0i0.0) 2(1538) 0.000 0999
n (%)
Tobacco use, 18 (60.0) 49(55.7) 1.19{051-2.77) 0680 & (75.0) 2(3.85) 257 {0.47-13.94) 0274
n (%)
Last-month - - - - 5(62.5) 3{5.77) 556 (1.16-26.70) 0032
baseline
suicidal
behaviour
Diagnostic categories
Schizophrenia- 11 (36.67) 47 (534) 051{021-1.18) 0116 2(25.0) &(1154) 0.29 (0.05-1.55) 0146
spectrum
disorder, n
(%)
Affective psy- 9 (30.0) 12{124) 271(101-731) 0048 4 (50,00 4 (765) 333 [0.72-1537) 1.123
chosis, n (3]
Other psycho- 8 (26.7) 29 (329) 0.74(029-186) 0522 202500 &(1154) 1.11 (0.15-6.24) 0905
sis, m (36)
Syrnptorn severity and functioning
PANSS positive 20,67 (8.05) 2143 (B.14) 101 (0561070 0653 2063 (784) 1885 (7.29) 0.97 [0.85-1.07) 0521
symptoms,
rmean (50
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Table 2 (continued)
Variables of Baseline suicidal behaviour 12-month suicidal behaviour
interest
Patients Patients OR [95% CI) pvalue Patients Patients OR (95% CI) p value
with suicidal without with suicidal without
behaviour suicidal behaviour suicidal
(n=30) behaviour (n=8) behaviour
(n=28) (n=52)
PANSS negative 1753 (B848) 1530 (6.98) 096 (091-1.01)  0.I55 1788 (6.643) 17.31(7.237) 099 (0.89-1.09) 0.832
symptoms,
mean (S0)
PANSS general 3907 (981) 3491(822) 055 (090-055) 0031 3963 (6.02) 3569 (934) 056 (085-1.03) 0.260
symptoms,
mean (S0)
BOI, mean (300 1847 (11.434) 11.42 (893) 0.53 (0.85-057) 0.002 2050(12.11) 1248 (9.87) 093 (0.87-1.00) 0.054
Depression, 20(66.7) 32(364) 3.50(146-839) Q005 6 (75.0) 2(3.85) 4,80(0.88-26.14) 0.070
n (%)
GAF, mean (5D) 4417 (17532) 4314 (1852) 095 ({057-102) 0789 4375 (15.53) 4800 (17.60) 1.01{(097-1.06) 0516
MARS, mean  550{1.78) £.23(239) 115{096-1339) 0130  575(266) 579(2300 057 (0.92-1.03) 0.304
(500
Laboratory
Total choles- 154,50 (3256) 153.07 (31632) 0999 {0985 0230 17088 (26.2) 14617 097 (095-0599) 01045
terol 1.012) (30518)

DUP duration of untreated psychosis, PANSS Positive and Negative Syndrome Scale, BOV Back Depression Inventory, GAF Global Assessment of Functioning,

MARS Medication Adherence Rating Scale, 50 standard deviation

Schizophrenia-spectrum disorder included schizophrenia, schizophreniform disorder, delusional disorder and schizoaffective disorder
Affective psychosis included bipolar disorder with psychotic symptoms and deprassive disorder with psychotic symptoms

Other psychosis included acute and transient psychotic disorders, brief psychotic

Table 3 Multivariate logistic regression analysis for predictors of
patients®®

disorder, cannabis-induced psychosis and psychosis not otherwise specified

baseline and 12-month suicidal behaviour in first-episode psychosis

Variables in the equation B SE Wald df p value OR 95% Cl

Baseline
Depression baseline 1.087 0463 5514 1 0me 296 1.20-734
History of suicide behaviour 1237 0456 7343 1 0007 344 1.41-843
Constant —0.153 0367 0175 1 0676 086

Final model: Magelkerke R =0.185, ’ = 15.850, p<0.0001 .

Hosmer and Lermneshow test supported the goodness of fit of the model (x* =0.006, if =2, p=0997)

12-month follow-up
History of suicide behaviour 2849 1.172 5510 1 005 17.27 1.74-17165
Total cholesterol baseline — 0.030 0014 4411 1 0.036 057 0.94-0.99
Constant 5643 7369 5674 1 0m7 78231

Final model: Nagelkerke FF =0373, " = 13600, p=0.001

Hosmer and Lerneshow test supported the goodness of fit of the model (¥ = 12657, df=8, p=0.124)

2 Affective psychosis diagnosis and PANSS general were entered into stepwise logistic regrassion model, were excluded as predictors of baseline suicidal behaviour
& | ast month baseline suicidal behaviour were entered into stepwisa logistic regression, were excluded as pradictors of 12-month suicidal behaviour

behaviour in a Portuguese population. The present study
examined the evolution of the prevalence of suicidal
behaviour in the 12 months after FEP in a cohort of Por-
tuguese young people. We also aimed to identify early
predictors of suicide behaviour at 12 months of follow-up
(baseline and 12 months). In our present study, the prev-
alence of suicidal behaviour was 25.4% soon after FEP.

This is in line with existing studies which showed that
approximately 25% to 50% of FEP patients reported sui-
cidal behaviour at initial presentation [7, 20, 31, 63]. We
also confirmed that a history of suicidal behaviour before
service entry in FEP patients was a predictor of suicidal
behaviour at baseline and follow-up. These results are
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consistent with previous first-episode studies from other
countries [47, 64, 65].

As previous published studies showed, we also con-
firmed that depression was associated with suicidal
behaviour [64—67]. Our results showed that depression
was a predictor of suicidal behaviour at baseline. Using
the univariate analysis, baseline depression was also
almost significant as predictor of suicidal behaviour at
follow-up (p =0.07). This result suggests that close evalu-
ation, monitoring and early intervention for depression
in FEP are crucial to reducing suicidal behaviour in the
early phases of psychosis.

Like our study, a majority of the literature did not find
an association between negative symptoms and suicidal
behaviour [15, 68]. Some studies postulated that patients
with significant negative symptoms, namely deficits
in emotion expressivity, are impaired from expressing
emotional distress caused by psychosis, consequently
reducing the probability of developing depression, hope-
lessness and suicidal behaviour [69]. In line with this,
a few studies found negative symptom severity to be
inversely related to the risk of suicidal ideation and sui-
cide attempts [65, 67].

Regarding positive symptoms, we failed to demonstrate
that these symptoms were predictors of suicidal behav-
iour, contrary to some prior FEP studies [14, 26]. Our
results were similar to those found in other published
studies where no predictability was found [47].

An interesting finding of our study is that high levels
of total cholesterol were a baseline protector of suicidal
behaviour at follow-up. This is in concordance with
research in this field of knowledge. Published studies
seem to demonstrate an association between low cho-
lesterol and an increased risk of suicide in non-psychotic
patients as well as in psychosis [70-74]. There is a dearth
of research on the relationship between cholesterol lev-
els and suicidality in FEP. One study found that serum
cholesterol concentrations were significantly lower in
suicidal than in non-suicidal patients in FEP, suggest-
ing that lower concentrations of serum cholesterol in
patients with FEP might be useful as a biological marker
of suicidality [70]. Another study in early psychosis dem-
onstrated that lower levels of cholesterol in patients of
psychosis were associated with severe suicidal thoughts
[72]. The exact mechanisms of the relationship between
peripheral cholesterol, brain metabolism and suicidal
behaviour are not entirely known. Some authors have
suggested an existing abnormality in leptin and lipid
metabolism in suicidal behaviour [75]. Moreover, post-
mortem brain studies have indicated that violent suicide
completers have lower grey-matter cholesterol content,
specifically in the frontal cortex [76]. We only included
total cholesterol because this metabolic parameter is the
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only one with previous studies showing association with
suicidal behaviour.

Our findings also indicate that a baseline affective psy-
chosis diagnosis and a high score on the PANSS general
subscale were potential predictors of baseline suicidal
behaviour; however, these results did not reach signifi-
cant statistical significance in the multivariate analysis.
Affective psychosis, which includes major depressive
disorder with psychotic symptoms, is a diagnosis asso-
ciated with suicidal behaviour. The low proportion of
patients included with affective psychosis (17.8%) could
explain the non-statistical significance of this diagnosis
in the multivariate analysis. The PANSS general subscale
was composed of 16 items evaluating other symptoms,
including depressive symptoms. We argue that these
items conditioned the result obtained.

The present study also showed the high frequency of
depression and depressive symptoms in the first year
after FEP. Almost half of the patients were depressed at
baseline, while one-fifth had depression at one vear of
follow-up. As indicated in the BDI score, the depressive
symptoms significantly decreased during the first year
after FEP. This is also similar to other published studies
[31, 77-79]. Some authors have speculated several path-
ways to depression in psychosis, namely in schizophre-
nia. Three possible explanations exist: (1) depression as
an intrinsic aspect of the psychotic disorder; (2) depres-
sion as a result of the psychotic illness; (3) depression as a
result of disturbed developmental pathways [80].

Our findings did not confirm the idea that depressive
symptoms in schizophrenia are frequently misdiagnosed
with negative symptoms [81]. In this case, high lev-
els of depressive symptoms would exist simultaneously
with high levels of negative symptoms, and a significant
association between negative and depressive symptoms
would have been expected, which did not happen in our
study.

The only predictors that we found to be significant
to depression at baseline were baseline suicidal behav-
iour in the last month and a history of suicidal behav-
iour. Surprisingly, we found no significant baseline
predictors of depression at 12 months. Contrary to
our findings, other studies found that a long DUP and
depressive symptoms at baseline predict depressive
symptoms at 12 months of follow-up [77, 82]. Also,
some studies found an association between depres-
sion scores and positive symptoms and an improve-
ment with successful antipsychotic therapy [39, 83].
However, some studies also failed to find this asso-
ciation, indicating that depressive symptoms may also
emerge independently of positive symptoms [84, 85].
The reasons for our study’s failure in finding signifi-
cant baseline predictors at the 12-month follow-up are
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not immediately apparent. We could speculate that our
baseline evaluation, which was conducted only after a
clinical stabilisation of FEP, might have been a little late
for significant findings.

Several clinical implications can be drawn from our
results. First, at service entry, a significant proportion of
patients had a history of suicidal behaviour and suicidal
behaviour in the last month. Thus, at the intake of early
intervention teams, all patients should undergo a suicide
risk assessment. For those at high risk or experience of
previous suicidal behaviour, more intensive monitor-
ing and intervention should be offered. Second, given
that baseline depression was found to be a predictor of
suicidal behaviour, routine assessments for depression
should be offered in early intervention teams, and for
those with positive screening, close monitoring of the
emergence of suicidal behaviour and adequate treatment
should be offered. Third, our results also indicate that
an evaluation of total cholesterol should be included in
the baseline evaluation of FEP patients, not only for the
metabolic evaluation but also as a potential predictor of
suicidal behaviour. Therefore, patients with low choles-
terol should be screened and closely monitoring for the
existence and emergence of suicidal behaviour.

The results of this study should be interpreted with
some methodological limitations in mind. First, the eval-
uation of suicidal behaviour (including suicidal ideation,
suicide plan and suicide attempt) was mainly obtained
from the participants’ self-reports and, thus, was subject
to the problem of under-reporting. Second, standardised
classification algorithms for suicidal intent, attempts and
completed suicides were not used in this research. These
algorithms were found to enhance the reliability of the
suicidal behaviour assessment. Third, the relatively high
proportion of follow-up losses from 118 participants at
baseline to 60 at the 12-month follow-up could have lim-
ited the results by reducing in some extension the statisti-
cal power of the results. Fourth, we studied the predictors
of suicidal behaviour, including suicidal ideation, plans
and attempts, as a whole group. It was hypothesised that
predictors of suicidal ideation, suicide plans and attempts
might differ. Fifth, the low numbers obtained regarding
suicidal behaviour during follow-up, namely no com-
pleted suicide and only 13.3% of participants reporting
suicidal behaviour at the 12-month follow-up evaluation.
These numbers compromised the statistical power of the
study, which could explain the non-significant associa-
tions with sex, age of FEP and DUP in our study. Sixth,
other important variables that might be potential predic-
tors of suicidal behaviour were not studied because of the
difficulties involved in obtaining them, including child-
hood abuse or previous trauma.
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Conclusions

Our results showed that a large proportion of FEP
patients had a history of suicidal behaviour or had cur-
rent baseline suicidal behaviour. We also verified that
depression was prevalent in the 12 months after FEP. Our
results are in line with those of previous studies, confirm-
ing that a history of suicidal behaviour and depression
soon after FEP are associated with suicidal behaviour in
the early months after FEP. These findings are important
for the development of early intervention programmes to
lower the risk of suicide and depression in FEP patients.
Owr finding regarding the predictive role of baseline total
cholesterol should be investigated in further prospective
research to determine whether our result was predictive
of suicidal behaviour.
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Abstract

Objective: We aimed to assess the prevalence and course of metabolic syndrome (MetS) and
the associated metabolic parameters during the year following a first episode pf psychosis (FEP).
Methods: We performed a |-year longitudinal observation of 60 patients who experienced FEP.
MetS was defined using the modified definition of the Mational Cholesterol Education Program
Adult Treatment Panel lll. We assessed the metabolic parameters and socio-demographic and
psychopathological data for the participants.

Results: The mean age of the participants was 27.] years, and 33.3% of them were women.
There was an increase in the prevalence of MetS from 6.7% to | |.7% during the year following the
baseline assessment during the year following the baseline assessment (p=0.250). There were
also significant increases in the prevalences of abnormal triglyceride concentration, waist circum-
ference, and high-density lipoprotein (HDL)-cholesterol concentration during this peried. In
addition, there was a considerable worsening of the metabolic profile of the participants. No
baseline parameters were identified to be predictors of MetS over the |-year follow-up period.
Conclusions: We can conclude that metabolic abnormalities are common in patients with FEP
and that these rapidly worsen during the first year following the diagnosis of FEF. Studies on
interventions are needed to reduce metabolic risk to cardiovascular diseases following the FEP.
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Introduction

According to the results of previous studies,
the life expectancy of patients with psvchot-
ic diseases, and particularly schizophrenia,
is 13 to 30 years shorter than that of the
general population.'” Moreover, the risk
of mortality in patients with schizophrenia
1s two or even three times higher than in the
general population.®™ The key factors that
explain this difference are cardiovascular
diseases and suicide.® During the last
25 wyears, the risk of suicide has increased
18-fold. However, the high incidences of
morbidity and mortality in patients with
schizophrenia are principally associated
with the presence of coronary heart dis-
ease.”® The mortality rate associated with
coronary heart disease 1s significantly
higher in patients with schizophrema than
in the general population.”

Metabolic syndrome (MetS) can be
defined as a combination of nisk factors
for cardiovascular disease and is associated
with higher risks of cardiovascular mortal-
ity and morbidity.”'® MetS is also associat-
ed with other diseases, such as benign
prostatic hyperplasia and obstructive sleep
apnea syndrome.' ™" Therefore, clinicians
should screen for and treat MetS as early
as possible to minimize cardiovascular mor-
tality. Furthermore, it is essential to ensure
adequate and timely screening of patients
with mental disorders; otherwise, opportu-
nities to help can be lost. In addition, there
are certain barriers to the momnitoring of
metabolic status in patients with psycho-
sis."*'" In particular, this population faces
numerous challenges in obtaining properly

integrated healthcare services. Therefore,
the metabolic screening of such patients
requires urgent improvement, involving a
reorganization of the service in its current
form, better communication, incentives for
improvements, better education and train-
ing, more robust accreditation, and govern-
ment leadership initiatives. There is no
unamimous opinion regarding whether
patients with psychotic disorders are subject
to higher risks of cardiovascular diseases
because of antipsychotic treatment, poor
lifestyle, or the presence of a psychotic
disorder.'®

The most studied factor associated with
obesity in patients with psychosis 1s antipsy-
chotic medication. Weight gain occurs in
patients taking such medication, 15 most
rapid i the early stage of treatment, and
is accompanied by central obesity."”
Antipsychotic treatment is associated with
a greater appetite, an unhealthy diet, disor-
dered eating behavior, and sedentary behav-
ior with lower energy expenditure."=" The
exact mechanisms whereby antipsychotics
induce weight gain are not completely
understood. Antipsvchotics with high affin-
ity for 5-HT2C or muscarinic receptors are
associated with the greatest nisk of weight
gain, but other serotonin, histamine, and
dopamine receptors may also be involved.??
In addition, the eating habits of patients
experiencing psychosis  are  impaired
because of impaired executive function,
which limits the restraints to food consump-
tion and facilitates disinhibition.** This is
associated with insensitivity of reward sys-
tems, which changes the preferences of
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patients toward less nutntious foods, con-
taining high levels of sugar, salt, and fat, in
patients with psychosis from the eary
stages of the disorder.”

Indications of predispositions toward
both psychotic and metabohc disorders
have been identified in the same individuals.
In addition, the existence of several patho-
physiological mechanisms that underpin
metabohc disturbances are well recogmzed
in patients with psychosis, including adipo-
kine dysregulation, inflammation, smoking,
poor lifestyle, and obesity.”

Obesity in patients with psychosis is pre-
sent even before antipsychotic treatment 1s
commenced. Candidate obesity gene var-
iants have been shown to be present in
patients who experience a first episode of
psychosis (FEP).*® Moreover, unhealthy
dietary habits and low levels of physical
activity contribute to the obesity and meta-
bolic disturbances present in patients with
psychosis.”' 7 Specifically, they consume
diets that lack fruit and fiber and are rich
in simple sugars. In addition, they under-
take less physical activity, especially moder-
ate and wigorous physical activity, and
show more sedentary behavior, with more
time spent lying down and sleeping each
day 20-28.29

One of the most challenging areas of
research with respect to FEP is immune
dysfunction, which 1s largely assocated
with adipocyte dysfunction. Numerous pro-
teins and cytokines that are secreted by adi-
pose tissue have been shown to play
physiological roles in the human body,
including in imflammation, coagulation,
vascular remodeling, regulation of blood
pressure, lipid metabolism, glucose metab-
olism, energy balance, and appetite.””"
These include the adipokines
interleukin (IL)-6, tumor necrosis factor
(TNF})-2, imsulin-like growth factor-1,
leptin, resistin, nesfatin 1, apelin, visfatin,
and C-reactive protein; and sex hor-
mones.”” Several previous studies have

demonstrated that high circulating concen-
trations of these substances are present in
patients with psychotic disorders, both
during the early and later phases.®"*"?
Several types of adipokine receptors have
been identified in components of the central
nervous system and have been demonstrat-
ed to affect brain function.”® This provides
an important link between obesity/MetS
and psychotic disorders, namely greater
monocyte/macrophage  activation  and
inflammation.

There have been few substantial longitu-
dinal studies of patients who experience
FEP that have aimed to determine the
prevalence of MetS and related factors,
despite the numerous climcal implications.
Moreover, the results of the studies that
have been conducted to date have been con-
tradictory. We wished to involve patients in
their routine clinical care and to overcome
the limitations of previously published stud-
ies of this relationship. First, most of
the studies were cross-sectional; therefore,
causal relationships could not be identi-
fied.* ™ Second, the majority of the pub-
lished studies only mcluded patients with
schizophrenia.”™*"***  Considering the
diagnostic instability associated with FEP
and that the diagnosis 1s typically adjusted
in a significant proportion of the patients, 1t
15 Important to study patients with a
broader spectrum of affective and non-
affective psychoses, to ensure a more accu-
rate evaluation of the prevalence of MetS in
patients with FEP.** Third, the results
of studies conducted previously cannot be
relied on when making decisions in modem
clinical practice, because procedures have
changed. For example, in the majonty of
these studies, inpatients were recruited,
whereas patients who did not require hos-
pitalization and those with milder forms of
the disease were excluded.

We aimed to perform a longitudinal
study of patients with FEP in which we
would measure the prevalence of MetS,
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characterize 1ts course, and assess metabolic
parameters throughout the first year fol-
lowing the diagnosis of the disease.
Furthermore, we aimed to identifv baseline
parameters that might represent predictors
of changes in the metabolic profiles of
patients with early-stage psychosis.

Material and methods
FParticipants
The setting of this prospective observation-
al longitudinal study was a healthcare
faciity 1in two Portuguese hospitals
with psychiatric departments. Two early-
intervention teams were involved in the
study: Centro Hospitalar Universitario
Lisboa Norte in the Programa de
Intervengao nas Fases Imiciais da Psicose
(PROFIP) and Hospital Vila Franca de
Xira in the first-episode psvchosis program
(PPEP). Centro Hospitalar Universitario
Lisboa Norte, a tertiary care university hos-
pital, has a catchment area that includes
approximately 350,000 people. The PROFIP
program has been described previously.**
The secondary care general hospital Vila
Franca de Xira Hospital, located in the
northern metropolitan area of Lisbon, has
a catchment area that includes approxamate-
ly 245,000 people. Trained stafT assessed all
the patients that were consecutively diag-
nosed with FEP. The therapeutic program
consisted of group and mdividual psychoso-
aal treatments, low-dose atypical antipsy-
chotic medication, and family interventions.
The baseline criteria for the inclusion
of patients were as follows: 1) age 16 to
40 vyears; 2) first diagnosis of a psychotic
disorder made according to DSM-IV
(American Psychiatric Association, 1994);
in particular, delusional disorder, schizo-
phrenia, bipolar psychotic  disorder,
schizoaffective disorder, schizophreniform
disorder, bref psychotic disorder, major

depressive disorder with psychotic features,
or cannabis-induced psychosis; and 3) place
of residence within the catchment areas of
the PROFIP and PPEP services. Patients
who could not complete or understand the
required assessments and those with organ-
ic psychosis were excluded. The participants
were evaluated twice: at baseline, provided
that the conditions were appropnate for the
assessment and the FEP had been chinically
stabilized, and 1 vear later. Patients were
eligible for inclusion in the study if they
met the criteria during the period between
January 2017 and Apnl 2018,

The study was approved by the ethics
committee of each hospital (Centro
Hospitalar Universitainio Lisboa Norte:
January 2017; Hospital Vila Franca de
XKira: June 2016) and complied with the
principles of the Declaration of Helsinki.
The participants also provided their written
informed consent. We de-identified all of
the data during the study to guarantee the
anonyvmity of the participants. The report-
ing of the study conforms to the STROBE
guidelines.*”

Clinical measures

Chinical and sociodemographic information
was collected at baseline using a question-
naire that was completed by the research
staff. The required details were age, marital
status, employvment, education, details of
previous hospitalizations, details of the use
of cannabis and tobacco, and any family
history of psychiatnc disease. The waist cir-
cumference and blood pressure of the par-
ticipants were measured twice: at baseline
and 1 year later. Waist circumference was
measured n the standing position at the
end of normal expiration, midway between
the superior border of the iliac crest and the
inferor costal margin. Blood pressure was
measured using an automatic sphygmoma-
nometer in the supine position. The Global
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Assessment of Functioning (GAF) and
Positive and WNegative Syndrome Scale
(PANSS) were completed for each
participant dunng both evaluations, and
the patients also completed the Beck
Depression Inventory (BDI) themselves. **~**

Metabolic assessments

We used the modified defimition of MetS
published by the National Expert Panel
on Detection, Evaluation, and Treatment
of High Blood Cholesterol in Adults
(NCEP-ATP-IIT).*""  Participants were
diagnosed with MetS if they met three or
more of the following criternia: 1. Wast cir-
cumference >102cm in men and =88 cm in
women; 2. Serum trglyceride (TG) concen-
tration =1.7mmol/L or the use of an anti-
hyperlipiddemic drug; 3. High blood pressure
(=85mmHg diastolic or =130 mmHg systol-
ic) or the use of an antihypertensive drug;
4. Low high-density lipoprotein (HDL)-
cholesterol concentration (< 1.04 mmol/L
for men and < 1.3mmol/L for women); and
5. High fasting serum glucose concentration
(=5.6mmol/L) or a diagnosis of type 2 dia-
betes mellitus.

Overmght fasting was obhigatory for the
collection of blood samples. An assigned
technician who was not involved in the clin-
ical evaluation made the measurements of
the laboratory parameters for each partici-
pant (total cholesterol, glucose, TG, low-
density  hpoprotemm  (LDL)-cholesterol,
and HDL-cholesterol concentrations).
The serum concentrations of TG, HDL-
cholesterol, and total cholesterol were mea-
sured using enzymatic assays, and the
Friedewald equation was used to calculate
the LDL-cholesterol concentration.™

Statistical analysis

Continuous and categorical vanables
are presented as means with standard

deviations and frequencies, respectively.
Normality was evaluated wusing  the
Kolmogorov—Smirnov test. Compansons
of the baseline characteristics of the partic-
ipants between the hospital teams were
made using the Mann-Whitney U-test.
The metabolic data at baseline and 1 year
later were compared using the Wilcoxon
matched pairs signed rank test. The preva-
lences of MetS and metabolic abnormalities
were compared between the time points
using McNemar's test. Stepwise multiple
regression analysis was used to identify
potential predictors of MetS after 1 year of
follow-up (the dependent varable), using the
psychopathology, metabolic parameters,
and demographic characteristics at baseline
as independent variables. Statistical signifi-
cance was accepted when p<0.05. Data
were analyzed using SPSS version 24 (IBM
Corp., Ammonk, NY, USA).

Results

Participants

We  studied 60 patients adoutted to
PROFIP (n=33) or PPEP (n=27). The
mean age of the PPEP patients was higher
(mean years 29.6 vs. 24.2; p=0.003), but
their educational level was lower (mean
number of vears of education 10.1 vs.
11.7; p=0.016). However, the employment
and sex distnbution of the participants did
not differ between the teams.

At baseline, 33.3% of the participants
were women and the mean age of the
entire group was 27.1 years. The majority
of the participants (95% ) were hospitahzed
at baseline. The mean duration of untreated
psychosis (DUP) was approximately 313
days. Schizophrenia spectrum  disorders
was the most common diagnosis (50% of
the participants). The climcal and demo-
graphic characteristics of the participants
at baseline are presented i Table 1.
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Table |. Socio-demographic and clinical baseline
parameters of the participants.

Value in patients
with first-episode

Parameter psychosis, n = 60
Mean age (SD) 27.10 (7.93)
Sex, n (%)
Women 20 (33.3%)
Men 40 (66.7%)
Duration of education, 11.28 (3.34)
years, mean (SD)
Unemployment, n (%) 24 (40%)
Marital status, n (%)
Living with partner/Married & (10%)
Single/Divorced 54 (90%)
Hospitalization at baseline, n (%)
Yes 57 (95%)
No 3 (5%)
Tobacco user, n (%)
Yes 34 (56.7%)
No 26 (43.3%)
Cannabis user, n (%)
Yes 37 (61.7%)
Mo 13 (38.3%)
Family history of psychiatric 43 (71.7%)

disease, n (%)
DUP, days, mean (5D)
Diagnosis, n (%)

312.87 (722.74)

Schizophrenia spectrum 30 (50%)
Affective psychosis 16 (26.7%)
spectrum

Other psychosis 14 {23.3%)
PAMNSS score, mean (SD)

PAMSS positive subscale 19.08 (7.32)

PAMSS negative subscale 17.38 (7.11)

PANSS general subscale 36.22 (9.03)
GAF, mean (SD) 47.43 (17.27)
BDI, mean (SD) 13.55 (10.45)

5D, standard deviation; DUFR, duration of untreated psy-
chosis; PANSS, positive and negative syndrome scale; GAF,
global assessment of functioning; BDI, Beck Depression
Inventory.

“Schizophrenia spectrum disorders” included schizo-
phrenia, schizophreniform disorder, delusional disorder,
and schizoaffective disorder. “Affective psychosis”
included bipolar disorder with psychotic symptoms and
depressive disorders with psychotie symptoms. “Other
psychosis™ included acute and transient psychotic
disorders, brief psychotic disorders, and psychosis

not otherwise specified.

Metabolic profiles of the participants

Table 2 presents the laboratory measure-
ments for the participants obtained at base-
line and 1 vear later. There was an apparent
increase in the prevalence of metabolic syn-
drome, from 6.7% to 11.7%, between base-
line and follow-up, but the difference was not
statistically significant (p=0.250). Of the
entire cohort, 8.3% at baseline and 15% at
follow-up had two critena for MetS. At the
follow-up examination, all of the metabolic
parameters had deteriorated. There were
significant increases in mean triglyceride con-
centration (p=0.042) and mean waist cir-
cumference (p< 0.001), and a significant
decrease in mean HDL-cholesterol
(p=0.028). There were alo significant
increases in the prevalences of abnormal tn-
glveeride concentration (p = 0.040), waist cir-
cumference (p =10.039), and HDL-cholesterol
concentration (p=0.019) between baseline
and the 1-year follow-up examinations.

At both time points, the prevalence of
MetS appeared to be lower in women, but
there were no significant differences at base-
line (p=10.291, 0% women vs. 6.7% men)
or follow-up (p=0.57, 3.3% women vs.
8.3% men).

Predictors of MetS

We next attempted to identify baseline
parameters that were predictors of MetS
at follow-up. MetS served as the dependent
variable, and age, duration of education,
sex, martal status, diagnostic group, a
family history of psychiatric diseases, the
use of tobacco or cannabis, the BDI and
GAF scores, PANSS subscale scores,
DUP, and all the metabolic and anthropo-
metnc components of MetS at baseline
were interrogated as potential predictors.
All the parameters with p < (.15 on univar-
1ate analysis were included in the multivar-
iate analysis. These were DUP (p=0.119),
the duration of education (p=0.126),
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Table 2. Metabolic parameters at baseline and 12 months later.
Parameter Baseline 12 months later  p-value
Waist circumference, cm, mean (5D 83.58 (10.14) 102.50 (99.41) <0.001*
Abnormal waist circumference (= 102em in & (10%) 13 (21.7%) 0.039*
men, =88 cm in women), n (%)

Serum triglycerides, mmol/L, mean (SD) 0.886 (0.42) 1.095 (0.75) 0.042%

Abnormal triglyceride concentration 4 (6.7%) 6 (10%) 0.040*
(1.7 mmollL) or treatment, n (%)

Serum HDL-cholesterol (mmol/L), mean (SO¥) 1.368 (0.34) 1.295 (0.31) 0.028*

Abnormally low HDL-cholesterol (< 1.04 mmoliL in 13 {21.7%) 15 (25%) 0.019*
men, < 1.3 mmol/L in women), n (%)

Blood pressure {(mmHg), mean (5D)

Systolic 12218 (13.50)  123.17 (13.01) 0.583

Diastolic 66.15 (10.16)  8.02 (9.80) 0.190

Abnormal blood pressure (= 130/85 mmHg) or 19 {31.7%) 21 (35.0%) 0.990
treatment, n (%)

Fasting plasma glucose concentration {mmol/L), 4963 (0.77) 5.014 (045) 0.338
mean (5D)

Abnormal fasting blood glucose (5.6 mmol/L) or 3 (5.0%) B8(13.3%) 0.344
diabetes, n (%)

MetS, n (%) 4 (6.7%) 7 (11.7%) 0.250

MNumber of MetS criteria, n (%)

1] 19 (48.3%) 24 (40%)

I 22 (36.6%) 20 (33.3%)
2 5 (8.3%) 9 (15.0%)
3 3 (5.0%) 5(8.3%)
4 | (1.7%) 2 (3.3%)
5 0 (0%) 0 (0%)
TGMDL ratio |48 1.94

5D, standard deviation: HDL. high-density lipoprotein; MetS, metabolic syndrome: TG, trighyceride. *p < 0.05.

Camparisons of the prevalences of abnormal values of metabolie parameters and MetS were performed using MeMemar's
test, and eomparisons of mean metabolic and anthropometric values were performed using the Wileoxon match ed-pairs

signed rank test.

baseline waist circumference (p = 0.006), the
baseline general subscale of PANSS
(p =0.132), baseline systolic blood pressure
(p =0.055), and baseline HDL-cholesterol
concentration (p=10.017). However, none
of these was found to be significant on mul-
tivariate binary logistic regression, and
therefore to be a predictor of MetS at 12-
months of follow-up.

Psychopharmacological treatment

At both assessments, all of the partici-
pants were being treated with atypical

antipsychotics,

predominantly
oral route (75% and 63.3% at baseline

via the

and follow-up, respectively). At both eval-
uations, the participants were being pre-
scribed risperidone as the most atypical
antipsychotic alone or in combination
with other medicines, orally (45% and
26.7% at baseline and follow-up, respec-
tively). The injectable antipsychotics used
were long-acting aripiprazole and paliper-
idone, which were administered mmtramus-
cularly. Table 3 hsts the prescribed
psychopharmacological treatments at the
two time points.
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Table 3. Psychopharmacological drugs being used at baseline and 12 months later.

Baseline 12 months later

Antipsychotic treatment, n (%)

Atypical antipsychotic 60 (100%) 60 (100%)
Route of antipsychotic, n (%)

Only oral 45 (75%) 38 (63.3%)

Only LA IM 1 (1.7%) 11 (18.3%)

Both 14 (23.3%) 11 (18.3%)
Type of atypical antipsychotic, n (%)

Clozpine, oral 2 (3.3%) 5(8.3%)

Olanzapine, oral 14 (23.3%) 11 (18.3%)

Quetiapine, oral I (1.6%) 9 (15.0%)

Risperidone, oral 27 (45.0%) 16 (26.7%)

Paliperidone, oral/lM 12 (20.0%) 18 (30%)

Aripiprazole, orallM 17 (28.3%) I5 (25.0%)

Amissulpride, oral I (1.7%) I {1.7%)
Chlorpromazine equivalents, mean (SD) dose, mg* > 195.4 (220.6) 297.4 (136.0)
Other drugs, n (%)

Anticholinergics 6 (10%) 17 (28.3%)

Antidepressants 12 (20%) 21 (35%)

Mood stabilizers 3 (5%) 4 (67%)

Benzodiazepines 3 (5%) 3 (5%)

LA: long-acting; IM: intramuscular; 50: standard deviation.

Discussion

The present study 1s the first to assess the
prevalences of MetS and metabolic param-
eters in patients diagnosed with non-
affective or affective FEP longitudinally in
Portugal. The prevalence of MetS was
found to be 6.7% at baseline and 11.7% 1
vear later, with the prevalence having
increased in almost three-fourths of the
participants over this period. We have
also 1dentified a worsening of the HDL-
cholesterol and tnglyceride concentrations
and the waist circumference of the partia-
pants over this period, and increases in the
prevalences of abnommalities of these
parameters. These findings emphasize that
there 1s a high likelihood of developing car-
diovascular nisk factors during the early
stages of psvchosis and a rapid detenora-
tion in the metabolic profile at the same
time. Thus, we have provided additional

evidence that patients with FEP are predis-
posed toward metabolic dysfunction in the
relatively short term.

The present findings are consistent with
the those of previous longitudinal stud-
ies. 0337 A prevalence of MetS of 6.6%
was reported by Biogue er al. in patients
with FEP, according to the criteria of the
International Diabetes Federation, with a
prevalence of 14.6% 2 vears later, corre-
sponding to a 120% increase.™ A preva-
lence of 2.3% was identified in a study of
Brazilian patients with FEP at baseline,
according to the NCEP criteria, and
f months later it was 9.1%, representing
an almost three-fold increase.”® Thus, both
previous studies and the present study have
demonstrated worsening of the metabolic
profiles of patients with FEP. We have
shown an apparent 75% increase in the
prevalence of MetS, and the majority of
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previous studies have also demonstrated
significant increases in the prevalence of
MetS during the early stages of psychosis
(6 months to 2 years). The mmcidence of
MetS during the first year identified n the
present study (5% ) is similar to those iden-
tified previously over the same time period
(from 3.95% to 5.5“/0}.5“'59 However, none
of these studies identified significant predic-
tors of MetS at baseline or 1 year later, as in
the present study.

There have been few studies of the prev-
alence of MetS in the general population in
Portugal. The prevalence of MetS in the
Valsim cross-sectional multi-center study
of 18- to 29 year-old patients attending
Portuguese primary care faciliies was
6.2%.%" This is a similar prevalence to
that obtained for patients with FEP at base-
line in the present study, but the prevalence
in these patients 1 year later was almost
twice as high. The prevalences identified in
the PORMETS cross-sectional study of
4004 patients attending primary care facili-
ties throughout Portugal® were 5% and
16% 1 18- to 30-yvear-olds and 31- to 40-
vear-olds, respectively. Thus, the MetS
prevalence identified in the present study
is higher than that in the general popula-
tion, but this difference only became evi-
dent after one year. The most common
criterion for MetS in the PORMETS
study was high blood pressure, whereas in
the present study it was abnormal waist cir-
cumference. It should be noted that the
PORMETS and Valsim studies were of pri-
mary care users, and therefore the level of
prevalence of MetS would probably be
lower in the real general population of
Portugal. In addition, there were differences
in the definitions of MetS that were used.
MetS was defined using the ATP-I11 criteria
in  the Valsm study and wusing the
HARM2009 criteria in the PORMETS
study.**® The MESYAS cross-sectional
study of 7256 members of the working pop-
ulation of Spain defined MetS using the

modified ATP-IIT criteria,”” and showed a
2.5% to 5% prevalence in 20- to 39-year-
olds.** which was lower than in the present
study, m which we used the same definition
of MetS. However, the results of all the
studies discussed imply that the prevalence
of MetS 1s high 1 year following a diagnosis
of FEP.

Some other previous cross-sectional
studies have shown a high prevalence of
MetS in patients with psychoses, such as
schizophrenia. As expected, the prevalence
of MetS in patients with chronic schizo-
phrenia seems to be higher than that in
patients with FEP. For example, Sahpolat
et al. stated that the prevalence of MetS in
Turkish patients with schizophrenia was
40%.%® Grover et al. calculated the same
prevalence in Indian patients with schizo-
]'Jnl'Lri:ni::l,M and other studies have calculated
prevalences of 51% and 67.6% 1n
Australian and British patients with schizo-
phrenia, respectively.®%¢

A number of factors that are associated
with MetS, including body mass, lifestyle,
obesity, adipokine dysregulation, and
mflammation, have been shown to be asso-
ciated with psychosis.”

Diet, smoking, and physical activity
affect the prevalence of MetS in patients
with psychosis.®” The importance of these
variables have not been thoroughly investi-
gated, but patients with FEP have more
unhealthy lifestyles than healthy individuals
of similar ages. This is evident in terms of
higher prevalences of cigarette smoking and
alcohol abuse; poor dietary habits, with the
consumption of large amounts of saturated
fatty acids, carbohydrates, and salt; and
small amounts of fruit and wvegetables;
and low levels of physical activity.??*7*
A recent study showed that the majority
of patients with FEP have unhealthy die-
tary habits, as defined by a lack of con-
sumption of a Mediterranean-style diet,
and that this poor diet was associated
with a low educational level®” However,
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we did not evaluate or control for the diet
or physical activity of the participants in the
present study.

In our research, waist circumference was
the parameter that most significantly
changed during the 12-month follow-up
period (p< 0.001). This 1s consistent with
the 1mportant role of adipocytes in both
psychotic disorders and MetS, and suggests
that excess weight may have a deleterious
effect on the Immune system, manifesting
in a pro-inflammatory effect on the central
nervous  system.”" " Previous studies
have revealed an association of chronic
inflammation and adipokines with psycho-
sis and evidence of immune dysfunction.”
These immunological changes include hagh
concentrations of pro-inflammatory cyto-
kines and chemokines in the circulation
and cerebrospinal fluid, as well as changes
in immune cell function in the central ner-
vous system.”~ Adipose tissue directly
or indirectly secretes pro-nflammatory
cyvtokines and protens (IL-6, TNF-x,
insulin-like growth factor-1, leptn, resistin,
apelin, wisfatn, CCL22, and nesfatin-
1).¥-31%7 ynd patients with schizophrenia
also show activation of microglia, which
contributes to the high serum concentra-
tions of pro-inflammatory cytokines, ™"
Some of these substances are present
and/or have receptors in parts of the central
nervous system, but their exact roles in the
pathophysiology of psychosis are still being
stucied. It 1s nteresting to note that recent
studies revealed that baseline metabolic and
inflammatory parameters may be diagnos-
tic, associated with the severity of the symp-
toms, and/or be predictors of the treatment
response in FEP.™"’

The previous studies also characterized
the changes in the lipid profiles of patients
following a diagnosis of FEP, which include
a decrease in HDL-cholesterol concentra-
tion and an increase in triglyceride concen-
tration, resulting in an increase in the

tnglyceride-to-HDL ratio. It 1s important
to note that this ratio 1s an independent pre-
dictor of cardiovascular disease and mortal-
ity’” and a marker of atherogenesis.””™
The TG/HDL ratios of the participants in
the present study were high (baseline, 1.48;
I-year follow-up, 1.94), consistent with the
presence of cardiovascular rnisk factors.

The male participants in the present
study tended to have higher prevalences of
MetS at baseline (p=0.291, 0% women vs.
6.7% men) and follow-up (p=0.571, 3.3%
women vs. 8.3% men), consistent with the
results of previous studies of patients with
FEP.*"* However, the male participants in
the present study had worse metabolic pro-
files in the early stages of psychosis than
those in previous studies,”™ ™ and these
findings are consistent with those obtained
in studies of the general population.™

The baseline evaluation was made soon
after the diagnosis of FEP, during the first
few days of treatment. Therefore, the med-
ication 1s likely to have had a munor effect
on the fndings at basehne. However, the
medication used may have affected the inci-
dence of MetS during the follow-up period.
Nevertheless, at both time points, medica-
tions with moderate or low metabolic
impacts were used, and because few partic-
ipants developed MetS during the study, no
further analysis was performed regarding
the antipsychotic medication.

Assessments of glucose homeostasis, and
in particular oral glucose tolerance testing,
were suggested to be an effective way of
evaluating cardiovascular and metabolic
risk in patients with FEP in the report by
Garcia-Rizo et al.*® The cross-sectional
study reported therein ammed to calculate
the prevalence of MetS in patients with
FEP and controls. The glucose homeostasis
of the 84 patients with FEP varied greatly.
To some extent, the results we have
obtained in the present study are not con-
sistent with this, but we did not perform
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homeostatic model assessment, oral glucose
tolerance testing, or any other assessment
of glucose homeostasis. However, we con-
tend that the assessment of MetS is a useful
means of judging the risk of cardiovascular
disease in patients with FEP, and the mea-
surement of parameters related to MetS
is more feasible in chnical psychiatnc
research than other assessments of glucose
homeostasis.

One limitation of the present study was
the small sample size, which could have
reduced the likelihood of identifying predic-
tors of MetS and prevented an assessment
of the effect of antipsychotic treatment. In
addition, it would have been desirable to
compare the prevalence of MetS in the psy-
chiatric patients with that of a control
group. However, we have compared our
findings with those of a study of pnmary
care data, in an attempt to overcome this
limitation. Furthermore, we did not analyze
the effects of each of the second-generation
antipsychotics used by the participants on
their metabolism. Finally, we did not
account for potential confounding factors,
such as physical activity and diet.

In conclusion, the present findings sug-
gest that the prevalence of metabolic abnor-
malities in patients with FEP is high, and
that these rapidly worsen during the early
stages of the disorder. Further studies
should be conducted to analyze the effects
of speafic interventions on these metabolic
parameters and on the morbidity and mor-
tality associated with cardiovascular disease
in patients with FEP. In addition, the effects
of each of the second-generation antipsy-
chotics on the metabolism and inflammation
of patients with FEP should be assessed.
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