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RESUMO

ALTERACOES DA ATENCAO NO TRANSTORNO BIPOLAR
Evelyn Vieira Miranda Camelo

Orientador: Elie Cheniaux

Resumo da Dissertacdo de Mestrado submetida acalRragle P6s-graduacéo em
Psiquiatria e Saude Mental, Instituto de Psiqudatta Universidade Federal do Rio de
Janeiro - UFRJ, como parte dos requisitos necessambtencao do titulo de Mestre em

Saulde Mental

Atualmente, diversas pesquisas vém demonstrandooduanstorno bipolar (TB)
cursa com prejuizos cognitivos em todas as fasefodaca, até mesmo na eutimia. Essas
alteracbes ocorrem nas éareas da atencdo, fluéramilaly funcbes executivas, e se
correlacionam com um maior prejuizo no insight.ediita-se que grande partedos prejuizos
cognitivos no TB sejam, pelo menos em parte, seuiogl as alteragbes da atencdo. O
objetivo do presente estudo é aprofundar o conletonsobre a atencdo no TB, tema ainda
pouco explorado na literatura cientifica. Realisamma revisdo sistematica e trés estudos
clinicos sobre a atengdo no TB. Os estudos clirfm@sn realizados com pacientes com o
diagnéstico de TB, acompanhados no ambulatérioedgyisa do Instituto de Psiquiatria da
Universidade Federal do Rio de Janeiro. Foramzatks instrumentos de avaliagdo de
sintomas maniacos e depressivos, da gravidadelgiobdB, de sintomas psicéticos ou
positivos, do insight e de incapacitagdo, aléem eftes de atencdo. Os nossos resultados
indicam que: os pacientes com TB apresentam unmgieseio nos testes de atencéo inferior
ao de controles normais; nas fases de mania adateysta mais comprometida do que nas
fases de eutimia e de depresséo; sintomas margjenas e déficits na atencdo sédo preditores
de niveis mais baixos de insight; eumbaixo nivehdmght esta relacionado a uma maior grau
de incapacitagcéo na vida familiar e social.

Palavras-chave: bipolar; atencdo; cognicao.
Rio de Janeiro

Junho, 2015
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ABSTRACT

ATTENTION IMPAIRMENT IN BIPOLAR DISORDER
Evelyn Vieira Miranda Camelo

Orientador: Elie Cheniaux

Abstractda Dissertacao de Mestrado submetida ao PrograrRasigraduacdo em
Psiquiatria e Saude Mental, Instituto de Psiquiatta Universidade Federal do Rio de
Janeiro - UFRJ, como parte dos requisitos necessariobtencao do titulo de Mestre em

Saude Mental

Currently, several studies have shown that bipdiaorder (BD) courses with
cognitive impairments in all stages of the diseasen in euthymia. These changes occur in
the areas of attention, verbal fluency, executwections, and correlate with a greater loss in
insight. It is believed that the cognitive impaimt® in BD is secondary to changes in
attention. The aim of this study is to deepen thewkedge of the attention on BD, subject
still little explored in the scientific literaturé&Ve conducted a systematic review and three
clinical studies of attention on BD. Clinical stadiwere conducted with patients diagnosed
with BD, followed at research clinic of Psychiatnstitute of the Federal University of Rio
de Janeiro. Clinical evaluations were used in mana depressive symptoms, we measure the
clinical global impressions of BD, positive or pegtic symptoms, insight and disability, as
well as tests of attention. Our results indicate 88D patients exhibit a performance in tests
of attention lower than the normal controls; thenmogphases attention is more impaired than
in the phases of euthymia and depression; sevememamptoms and deficits in attention are
predictors of lower levels of insight; and a lowdeof insight is related to a higher degree of
disability in family and social life.

Keywords: bipolar; attention;cognition.

Rio de Janeiro

Junho, 2015
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1. INTRODUCAO 1

Déficits cognitivos foram estudados, primeiramengen pacientes com lesdes
cerebrais e deméncia, e depois em pacientes ef@unizos. No entanto, desde 1970, muitos
autores tém dado atencdo aos estudos que aval@mgna&do nos pacientes com transtorno
bipolar (TB) (Caligiuri, & Ellwanger, 2000). Um mkero expressivo de pesquisadores vem
se dedicando a identificar as alterac6es neurdpgicas nos episodios da doenca. Nesse
sentido, algumas pesquisas procuraram investigdesempenho de pacientes em mania,
depressdo e eutimia, verificando diferencas impteta no funcionamento cognitivo

dependendo do estado de humor (Rocca et al., 2006).

De acordo com a revisdo de literatura, é possiferii que os pacientes bipolares
apresentamprejuizos cognitivos estaveis e pertasteam todas as fases do TB, incluindo
eutimia, nomeadamente nos seguintes dominios: ac&e aprendizagem, memoria,
habilidade visuo-espacial e fungédo executiva (Qaiig& Ellwanger, 2000; Latalova, Jan,
Tomas, Dana, e Hana, 2011).

A atencdo é uma funcdo complexa, alguns estudesesliitam que, existam trés redes
de atencdao diferenciadas: (1) uma rede atenciasapor, (2) uma rede atencional anterior e
(3) uma rede de alerta. A rede posterior envola®rex parietal, o pulvinar e o coliculo
superior, areas cerebrais que cooperam entresiopdesempenho de operacdes necessarias a
orientacdo ou desvio da atencdo para uma locatizzgidacial determinada. O cortex parietal
teria aqui a funcéo especifica de “desligar” o fatencional do estimulo-alvo presente, e 0
coliculo superior se encarregaria de deslocar dégse para um estimulo esperado
(amplificando o alvo indicado pela pista) e o podri se envolveria no “ligar” do foco

atencional ao novo estimulo-alvo atendido (Posriatersen, 1990) .

A atencdo € um processo que necessita de divisduoletiplas operacdes. Ela é parte
fundamental da atividade sensorial (Caldas, 200@siam, 1998), é imprescindivel a
linguagem (Fischler, 1998), a aprendizagem (TrabasBower, 1975) e a memdéria (Awh,
Anllo-Vento e Hillyard, 2000; Cermak e Wong, 19%rbetta, Kincade e Shulman, 2002;
Norman, 1968) e ainda participa como um distribuida atividade sensorial pelos varios
niveis de consciéncia que em paralelo processamoamacdo (Fernandez-Duque, Baird e
Posner, 2000; Posner, 1994; Posner e Rothbart).1®hdo assim, as alteragbes de atencao
sdo muito relevantes, pois podem afetar outragdls cognitivas, como memoria,

aprendizado e funcéo executiva (Goodwin, JamingoGhaemi , 2007).



O comprometimento cognitivo € uma das caracteaisti dos perfis
neuropsicolégicos de pacientes bipolares, os tifioignitivos podem preceder a doencga. No
entanto, de acordo com alguns autores, tais defiiram ao longo do tempo e estédo
associados com um maior niumero de episodios asefitieta et al., 2012).

Mais de 100 estudos compararam pacientes bipatarascontroles normais ou em
individuos com outros transtornos mentais reladosacom o desempenho em testes de
atencédo (Camelo, et al., 2013). A atencdo é gerdémeenos prejudicada no TB do que na
esquizofrenia, mas mais afetada na depressao anghmlque em controles normais (Camelo,
et al., 2013). No entanto, esses estudos geralménteiscriminam a fase (mania, depresséo
e eutimia) que o paciente se apresenta no momardualiacdo (Bonnin et al., 2012; Burdick
et al., 2009; Clark et al., 2004; Maalouf et ad1Q).

Outro problema recorrente no TB, € a diminuicAca@acidade de insight, ou seja,
a dificuldade de ter consciéncia sobre a proprianda.O insight tradicionalmente era
definido como uma “correta atitude para mudancasbitids em si mesmo”. Uma maior ou
menor consciéncia quanto a estar doente ou apaes#ntomas ou até mesmo algum dano
psicossocial pode influenciar significativamentevalucdo da propria doenca (Cely et al.,
2001;Yen et al., 2005).

A falta de insight afeta diretamente a adesé@oatarhento e a vida do paciente com
TB (Grinberg LP, et al. 2009). Varios estudos goeestigam a relacdo entre insight e
alteracOes cognitivas foram realizados em paciergasologicos primeiramente e mais tarde
em pacientes esquizofrénicos. Nos estudos commtasi@euroldgicos, incluindo individuos
com deméncia, observou-se que 0 prejuizo cogniistd associado com pobre insight
(Amanzio et al. , 2013, Morris & Mograbi , 2013)mEelacdo a pacientes esquizofrénicos,
nao esta claro se a sua falta de insight € maisnfiente associado com a gravidade dos
sintomas ou déficits neuropsicologicos ( Zhou et &015) . Mais recentemente, o insight
tem sido estudado nos pacientes com TB, tendoodislervda uma correlagéo entre os niveis
mais baixos de insight e maior comprometimento t@acé@o, funcdo executiva, fluéncia
verbal ( Dias et al., 2008 ).

A justificativa para o nosso estudo é baseadaspsassez de pesquisas sobre a
atencdo no TB comparando as diferentes fases dacalo®utro aspecto importante, diz
respeito as alteracdes cognitivas encontradasipokakes, que sdo decorrentes do prejuizo da

atencédo, e que estao correlacionadas com nivesshaixios de insight.



1. OBJETIVOS

Objetivo geral: estudar a atencéo no TB.
Os objetivos especificos sao:

1. Revisar a literatura cientifica sobre as afi#éea da atencdo em pacientes com TB

atualizando o conhecimento sobre 0 assunto.

2. Avaliar se o desempenho de pacientes com TBestast de atencdo varia de acordo com
cada fase da doenca e verificar se existem difagen@ atencdo ao comparar pacientes

bipolares com controles normais.

3. Investigar os preditores clinicos e cognitivaspa perda de insight no TB.

4. Estudar a relacdo entre a cognicdo, prejuizimgight e incapacidade socio-ocupacional
nos pacientes com TB.

3. METODOLOGIA

A pesquisa foi realizada no Laboratério de Tramgtdipolar do Humor do Instituto
de Psiquiatria da Universidade Federal do Rio deida O ambulatério € coordenado pelo
professor Elie Cheniaux. Atualmente, atende cesd ® pacientes com o diagnostico de
transtorno bipolar tipo | e tipo Il. As escalasdas psiquiatricas sdo usadas regularmente em
todas as consultas. As outras trés avaliacdesidesial da atencdo, escala de insight e
incapacidade), foram usadas para essa pesquigdicAcéio da escala de insight foi adaptada
e validada pelo mestre Rafael Assis ( Silva Rale2015).

Importante ressaltar que, ndo houve interferénoiaratamento dos pacientes. E a
neuropsicologa estava cega quanto ao estado afgtigoo paciente se apresentava no

momento da avaliacéo.



Nos estudos clinicos, 0s Unicos critérios de irf@u®ram: idade igual ou superior a
18 anos; adequacao aos critérios do DSM-IV-TR pardiagnosticos de transtorno bipolar
tipo | ou transtorno bipolar tipo II; e assinatai@termo de consentimento livre e esclarecido
(Anexo I). Como critérios de exclusdo estavam aa@@tacdo em participar da pesquisa, a

nao cooperagao na aplicacdo dos instrumentos tlagim

Foram elaborados quatro manuscritos sobre as @itsada atencdo no TB: uma
revisao sistematica e trés estudos clinicos. Qsl@stclinicos possuem instrumentos clinicos
e neuropsicolégicos comuns. Como instrumentos déag@o neuropsicoldgica, utilizamos:
Digit Span (ordem direta e indireta), da bateriackiééer Adult Intelligence Scale (Wechsler
et al., 2005); Letter-Number Sequencing, da bat®¥viechsler Adult Intelligence Scale
(Wechsler et al., 2005); The Stroop Color and Woedt (SCWT) (Stroop, 1935); Search
Symbol, da bateria Wechsler Adult Intelligence 8aqaVechsler et al., 2005); Trail Making
Test Part A e B (TMT-A and B; Gaudino et al.,1995p teste de Fluéncia Verbal, da Bateria
Montreal de Avaliacdo da Comunicacao-Bateria MA®nGeca et al., 2008). E como
instrumentos de avaliacao clinica, utilizamos: Ygpiania Rating Scale (YMRS) (Young et
al., 1978), Hamilton Depression Scale (HAM-D) (Haom et al., 1960), Clinical Global
Impressions Scale for use in bipolar illness (C®|}ESpearing et al. 1997), Positive and
Negative Syndrome Scale (PANSS-p) (a subescalandenss positivos) (Chaves et al.,
1998), escala de insight (De Assis, R et al., 2@1&¢ incapacidade (Sheehan et al., 1996). Os
instrumentos de avaliagdo clinica foram utilizadhgante as consultas pelos meédicos
assistentes e, ap0s as consultas, os pacientes $akanetidos a avaliagcdo neuropsicologica e

a escala de incapacidade pela neuropsicologa.

4. RESULTADOS

O presente estudo resultou em quatro manuscribo®stsubmetidos a periddicos
internacionais. A revisao sistematica (“Attentiampairment in bipolar disorder: a systematic
review”) foi publicada na revista Psychology andubbscience em 2013. Os outros trés
manuscritos ainda nao foram publicados: “Perforraan€ bipolar disorder patients in
attention testing: comparison with normal contr@isd among manic, depressive, and

euthymic phases” foi submetido a revista Psycltia@uarterly; “Clinical and cognitive



correlates of insight in bipolar disorder” a JourobAffective Disorders e “Loss of insight
and depression contribute to increased disabilitybipolar disorder”, a Psychiatry and

Clinical Neurosciences.

Os quatro artigos sao apresentados a seguir:

Attention impairment in bipolar disorder: a systematic review
Evelyn V. M. Cameld, Bruna Velasques, Pedro Ribeird', Tania Nettd", Elie Cheniaux?

1. Universidade Federal do Rio de Janeiro, Rio deadeiro, RJ, Brazil

2. Universidade do Estado do Rio de Janeiro, Rio dmneiro, RJ, Brazil

Evelyn V. M. Camelo, Bruna Velasques, Pedro Rihesmod Elie Cheniaux, Universidade
Federal do Rio de Janeiro, Instituto de Psiquiati@ de Janeiro, RJ, Brazil. Tania Netto,
Universidade Federal do Rio de Janeiro, Faculdade M#dicina, Departamento de
Radiologia, Rio de Janeiro, RJ, Brazil. Elie CharjaUniversidade do Estado do Rio de

Janeiro, Faculdade de Ciéncias Médicas, Rio derdakRe), Brazil.

Correspondence regarding this article should bectkd to: Evelyn Camelo, Rua Ambrosina
100/202, Tijuca, 20540-120, Rio de Janeiro, RJziBrBRhone: +55 (21) 9472- 3522. E-mail:

evypsi@gmail.com

Abstract

Bipolar disorder (BD) has been associated with mrkognitive impairment, including
euthymic periods. Attention is among the most campsed functions in BD. Changes
related to learning, memory, and visuospatial &édican be derived from these attention
impairments. The objective of this article is toviesv the scientific literature on the
performance of BD patients in attention tests. Atewatic review was performed of
controlled studies that assessed attention inmatdiagnosed with BD aged between 18 and
65 years. The databases included Medline, LILAC&htane Library, Institute for Scientific
Information Web of Knowledge, and Scientific Electic Library Online (SciELO), and the

search encompassed the period from 2008 to 201$.0udies that had a minimum sample



of 10 patients were included. A total of 110 agscfulfilled the inclusion criteria. Compared
with healthy control subjects, bipolar patients wbd poorer attention performance.
Compared with other mental disorders, BD was aasedtiwith poorer performance than
unipolar depression but better performance thanzgphrenia. When bipolar patients in
different phases of the disease were comparedomghanother, the performance of euthymic
patients was similar to or better than patienta ohepressive state; moreover, manic patients
performed worse than depressive patients. Atteni®rsignificantly impaired in BD.
Attention impairment in BD is milder than in schtoenia but greater than in unipolar
depression. Attention impairment is possibly moggese in manic and depressed episodes
than in euthymic periods.

Keywords: attention, cognition, neuropsychological testspltapdisorder.

Received 20 April 2013; received in revised formA@ust 2013; accepted 21 August
2013. Available online 23 December 2013.

Cognitive deficits were first studied in brain injuand dementia and later in
schizophrenia. However, since the 1970s, much teffas been devoted to understanding
cognitive function in mood disorders, particulabypolar disorder (BD; Caligiuri, &
Ellwanger, 2000). The literature has provided ewade of stable and persistent cognitive
impairments across the phases of BD, including yeai#, particularly in the following
domains: sustained attention, learning, memoryjogpatial ability, and executive function
(Caligiuri, & Ellwanger, 2000; Latalova, Jan, Tomad3ana, & Hana, 2011). In BD,
attentional changes are very relevant and can taffdeer cognitive functions, such as
memory, learning, and executive function (Goodwamninson, & Ghaemi, 2007).

Numerous review articles have been published onitieg impairments in BD, but these
studies did not specifically address attention impants (Sachs, Schaffer, & Winklbaur,
2007; Latalova et al., 2011; Katwa, 2010; Quaishri&ngou, 2002). To our knowledge, only
one review article published 9 years ago (Clarkiz&dwin, 2004) focused specifically on
attentional changes in bipolar patients. The prestady provides an update on the
knowledge of attention impairments in patients wBD by systematically reviewing
controlled studies published in the past 5 years.

Methods



We performed a systematic review of the scienliferature on attention impairments
in BD. References were identified in five databages, Medline, Institute for Scientific
Information [ISI] Web of Knowledge, Cochrane LibyarScientific Electronic Library
Online [SciELQO], and LILACS) from 2008 to May, 22013. The following search terms
were used: “bipolar” and “attention” or “neuropswdbgical” or “cognition” or
“cognitive.” The inclusion criteria were the follawg: samples with at least 10 patients
diagnosed with BD, aged 18 and 65 years, and etahsathat used neuropsychological
tests that assessed attention. Only controlledstria.g., comparisons with healthy
controls, with other mental disorders, or among [Edients in different affective states)
were considered. Review articles, case reportgeréeto the editor, and book chapters
were excluded. No search of unpublished work wafopeed. Citations within a paper

were also included as an additional source of egfees.

Results

The initial search retrieved 7,885 citations fromediine, 7396 from the ISI Web of
Knowledge, 328 from Cochrane Library, 113 from R«E and 148 from LILACS, with
some overlap among the databases. A total of 88%aalts were classified as potentially
relevant according to our criteria. After the apgmbof the full-text articles, 110 citations
were selected.
Studies that compared BD patients with healthy aahtsubjects

As shown in Table 1, 91 studies compared patierits avdiagnosis of BD with healthy
control subjects. In 80 of these studies, bipolatiemts performed significantly worse in
attention tests compared with healthy controls.1llh studies, however, no significant
difference was found between groups. In 53 of tle studies, the patients were not
differentiated according to their mood state. Ind6&he 38 studies that incorporated such
discrimination, both euthymic patients and patianta manic or depressed state performed
worse on attention tests than controls. One ofetl¥&sstudies found no significant difference
between euthymic bipolar patients and healthy otsmtrAmong the 80 studies in which the
bipolar patients had poorer results compared wotiitrols, sustained attention was evaluated
in 40 studies, divided attention was evaluated 2nstudies, and selective attention was
evaluated in 18 studies. Some of the studies etauaore than one modality of attention.
Studies that compared BD with other mental disorder

As shown in Table 2, 15 studies compared BD patiesth other mental disorders. In

ten of these studies, comparisons were made whtizgghrenia. The performance of bipolar



patients on attention tests was significantly sigpen seven of the ten studies. Among these
seven studies, sustained attention was evaluatédumstudies, and divided attention was
evaluated in three studies. In two studies thatuewad divided and selective attention, no
significant differences were found between the twoups. In only one study, patients with
schizophrenia outperformed bipolar patients. Is gtudy, sustained attention was assessed.
Five studies compared bipolar patients with unipdigpression patients. Sustained attention
was evaluated in four of these studies. Selectienion was evaluated in two of these
studies, and divided attention was evaluated in @inéhese studies. Unipolar depression
patients had better attention performance in féuhe five studies. No significant differences
were found between the two groups in one study e@asures of sustained and selective
attention.
Studies that compared the different phases of BD

As seen in Table 3, four studies compared BD pttiendifferent mood states. In two
studies that evaluated sustained attention, euthypipolar patients were contrasted with
patients in a depressed state. In one of thesdestuduthymic patients had superior
performance on attention tests, whereas no sigmfidifferences were found between groups
in the other study. In the other two studies, degixe bipolar patients performed better than
manic patients on tests that evaluated dividedsafettive attention.

Discussion

The present systematic review described contradtadies with bipolar patients who
underwent neuropsychological evaluation using &tentests. Our aim was to provide an
update on the body of knowledge about attentionaimpent in patients with BD based on
studies published over the past five years.

According to our review, compared with health colstr patients with BD presented
worse performance. Recently, other reviews thatpaoed BD patients with healthy controls
with regard to cognitive performance have beeniphbt (Thompson et al., 2005; Borges,
Trentini, Bandeira, & DellAglio, 2008; Burdick, Gawardane, Goldberg, Halperin, Garno, &
Malhotra, 2007; Rocca & Lafer, 2006). Our resultsadtention impairment in BD were very
similar to those found in these reviews. Theseistudhowed that cognitive impairment is
part of the neuropsychological profile of BD patgerSpecifically, these findings showed that
these individuals have impairments in attentiorfggarance compared with healthy controls,

regardless of whether the patients are euthymigienar depressed. For example, Bora,



Yucel, & Pantelis (2010) reviewed 12 studies thad lsamples with at least 10 subjects in
each group, including patients with BD and healtidividuals, which were neurocognitively
compared. All of these studies showed that patierits BD had inferior performance in tasks
that measure executive function, memory, and attent

According to our review, in seven of the ten stadibhat compared BD with
schizophrenia, bipolar patients performed bettatiantion tests. Indeed, most of the review
articles identified in the present study showedt thatients cognitive deficits are more
pronounced in patients with schizophrenia than atigmts with BD in several cognitive
functions, including psychomotor speed, verbal aisdal memory, attention, and executive
function (Goldberg et al., 1993; Evans, Heaton,|$&ay McAdams, Heaton, & Jeste, 1999;
Hawkins, Hoffman, Quinlan, Rakfeldt, Docherty, &8&¢ge, 1997; Rocca & Lafer, 2006;
Quaishi & Frangou, 2002). For example, Daban et(2006) selected 38 studies that
compared BD and schizophrenia patients during keewion of neuropsychological tasks.
Patients with BD performed better on tasks that suesd Intelligence Quotient (IQ),
attention, memory, and executive function. The arglproposed that the poor performance in
schizophrenia patients occurred because of thepcesof psychotic symptoms, the duration
of the illness, and hospitalization. Simonsen et (2008) found that BD patients with
psychotic symptoms have similar performance as zephirenia patients in some
neurocognitive tasks, such as verbal memory andcegging speed. Some authors
(Andreasen, & Powers, 1974; Strauss, Bohannonh8itey) & Pauker, 1984; Goldberg et al.,
1993; Evans et al., 1999) believe that defining tiwod state in samples of BD patients is
important because manic patients perform worse thepressive or euthymic patients in
working memory, selective attention, and dividetgmtion tasks, and manic patients perform
similarly to schizophrenia patients.

We found only five studies that compared BD patiemith unipolar depression patients
by applying attention tests. In four of these stgdiBD patients had worse performance
(Benson et al., 2008; Xu et al., 2012; Maalouflget2910). According to other review articles
(Rocca & Lafer.,, 2006; Murphy & Sahakian, 1999)tigrats with BD present worse
performance than unipolar depression patients niyt in attention tests but also in several
other cognitive tasks, such as executive functimhwaorking memory.

Our search found only four studies that compareddaidents in different mood states
(i.e., euthymia, mania, and depression). In twalis) manic patients presented worse
performance than depressed patients. However, isnadion between depressed and

euthymic patients was less evident. Two articlearfiez-Aran et al., 2009; Rocca & Lafer,
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2006) showed that euthymic patients had difficuitgognitive tasks, but this impairment was
less severe compared with depressive and maniengatiSome review articles (Van Gorp,
Altshuler, Theberge, Wilkins, & Dixon, 1998; Cavgha Van Beck, Muir, & Blackwood,
2002; Clark, Iversen, & Goodwin, 2002; DeckersbadkMurrich, Ogutha, Savage, Sachs, &
Rauch, 2004) reported consistent deficits in snsthattention, verbal memory, and executive
function in mania. Moreover, patients with BD irettlepressive or euthymic phase performed
better than manic patients in attention tasks (@abiHuguelet, O’Neil, & Giordani, 2001,
Clark et al., 2002; Thompson et al., 2005; Xu et2012), verbal learning (Clark et al., 2002;
Deckersbach et al., 2004), and visual memory (MasQu& Young, 2003; Deckersbach et
al., 2004).

One hypothesis that may explain the worse perfoocman manic patients in sustained
attention tests is related to the typical imputgivaxhibited by these patients. They answer
quickly and incorrectly before the stimulus appeatsis impairing their performance.
Impairments in sustained attention were observetarContinuous Performance Test (CPT),
which represents a central neuropsychological defgsociated with mania (Murphy et al.,
1999).

Attention is a complex system related to the atitwaof other cognitive functions; thus,
attention impairments in BD patients can be pritgaelated to other cognitive dysfunctions
(Van Gorp et al., 1998; Martinez-Aran et al., 2008)BD, alterations in attention are highly
relevant and can affect other cognitive functiosisch as learning, executive function, and
memory (Goodwin et al., 2007).

Cognitive deficits become worse over the cours8bDf(Vieta, 2012; Levy et al., 2009)
and are associated with a greater number of disgasedes (Vieta et al., 2012). Selva et al.
(2007) failed to find differences between psychatitl non-psychotic subjects on a series of
memory, executive function, and attention testskblay-Friedman et al. (2006) found that
suicide attempters with BD had worse performana thon-suicidal bipolar patients in
psychomotor performance, working memory, attentasrd impulse control.

Patients with BD generally exhibit typical cognéidevelopment premorbidly but exhibit
deficits by the first episode that are amplifiedtlas symptoms worsen. Some data suggest
that cognitive deficits may precede the onset ohiajatherefore, identifying cognitive
predictors of bipolar disorder would be beneficid facilitate early intervention
(Lewandowski, Cohen, Keshavan, & Ongur, 2011; QIBetrdick, & Cornblatt, 2013).
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First-episode mania patients were found to haves lasurocognitive deficits in
psychomotor speed, attention, learning and memaxgcutive function, and IQ compared
with multiple-episode patients (Hellvin et al., 20an Gorp et al., 1998).

Psychiatric medications commonly used in BD cardaftognition. According to some
review articles (Honig, Arts, Ponds, & Riedel, 19%%chet, & Wisniewski, 2003), lithium
may exert mild negative effects in tasks of venamory and psychomotor speed, whereas
visuo-spatial performance, attention, and execytegormance are spared. Lithium has also
been shown to exert a neuroprotective effect anetllaged to better cognitive performance in
patients with BD (Bauer, Alda, Priller, & Young, @8). Atypical antipsychotics have shown
more negative effects on cognition compared withidm and anticonvulsants (Arts, Jabben,
Krabbendam, & van Os, 2011; Macqueen, & Young, 2008rent et al., 2011; Yurgelun-
Todd et al., 2002).

Some studies have reported that cognitive impaitnrempatients with BD represents a
trait marker of the disease (Clark et al., 2004nhede studies have proposed a
neurodegenerative hypothesis to explain the cagnitdeficits associated with BD
(McKinnon, Cusi, & Macqueen, 2012). Cognitive damagpuld be an endophenotype of the
disorder and a marker associated with this mensalrder. The term “endophenotype” was
used by Gottesman (2003) to describe a trait thay tve intermediate on the chain of
causality from genes to diseases. Some familyivektof affected patients also carry the
endophenotype, although not the disorder phendiype affective symptoms) in the case of
BD (Adida et al., 2012). In fact, some studies alescribed attention deficits in unaffected
relatives of individuals with mood disorders (Bordicel, & Pantelis, 2009; Brotman,
Rooney, Skup, Pine, & Leibenluft, 2009; Gruneba@uohler, Kauffman, & Gallant, 1978;
Klimes-Dougan, Ronsaville, Wiggs, & Martinez, 20@&illa et al., 2004).

Gottesman, & Gould (2003) discussed endophenotgpessuggested five criteria that
should be characteristic of a trait to qualify & @an endophenotype. These five criteria are
used to assess the viability of using measures efrapsychological dysfunction as
endophenotypes for genetic studies of BD (Saviblné&s, & Ramesar, 2005). The importance
of early interventions in BD have been extensiwtiydied, and recent efforts have been made
to identify individuals who are at increased rislg., relatives of bipolar patients (Bora et al.,
2009; Olvet et al., 2013). For this reason, sonsearchers have recently begun to focus on
the genetic contributions to discrete (as opposedlobal) cognitive processes, such as

executive function, working memory, and attentiéior example, a version of executive
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function evaluated by selective and sustained @ttenests, e.g., WCST and CPT (Conners,
2000) was reported to have a degree of heritalffigvitz et al., 2005).

To demonstrate that a trait is an endophenotyetréit must be shown to be mood state-
independent and heritable (Gottesman, & Gould, 2003ws, studies that examine
neurocognitive aspects and neuroanatomic changegthier with genetics studies, are
important to improve our understanding of the nebasis of BD (Kurnianingsih, Kuswanto,
Mclintyre, Qiu, Ho, & Sim, 2011).

Considering the neuroanatomic changes that occ@®Dina correlation has been found
between a longer disease duration and more proeduatcophy in the frontal cortex, an area
that is closely related to attention (Stoll, Remgha’urgelun-Todd, & Cohen, 2000;
Kemptom, Geddes, Ettinger, Williams, & Grasby, 200Btudies of bipolar patients tested
attentional impairment using the CPT and structaadl functional magnetic resonance
imaging and reported changes in the dorsolateeftgntal cortex (Rocca & Lafer, 2006),
prolonged amygdala overactivation, and prefrontaitex atrophy (Sax, Strakowski,
Zimmerman, DelBello, Keck, & Hawkins, 1999). In #itth to these findings, other studies
have reported that certain neuroanatomic structamresssociated with attention dysfunction
during mania (Sax et al., 1999). One such structsirthe right prefrontal cortex, which
appears to be involved in sustained attention (ya&alRobertson, 1997).

Furthermore, functional neuroimaging studies oblap patients have detected activation
in the right prefrontal cortex during the assesdnmmnsustained attention (Coull, Frith,
Frackowiak, & Grasby, 1996; Paus, Zatorre, & Hofl®97). Other modalities of attention,
such as selective and divided attention, havela@en associated with functional or structural
alterations. In patients with BD, a reduction ofire¢ responsiveness was observed in regions
involved in selective attention within the posteramd inferior parietal lobes (Pompei et al.,
2011). Additionally, impairment in divided attermion patients with bipolar depression has
been attributed to a reduction of attentional resesi by the central executive (i.e., the
working memory component) and impaired activatiorthe frontal lobe (Paus, Zatorre, &
Hofle, 1997). According to the results of the présesview, all types of attention are
significantly impaired in BD (Ancin et al., 2011;ndersson, Barder, Hellvin, Lgvdahl, &
Malt, 2008; Barrett, Mulholland, Cooper, & Rush@02; Bonnin et al., 2012; Burdick et al.,
2009; Iverson, Brooks, & Young, 2009). Specificallyustained attention and divided
attention are more severe in mania and in depmessepectively (Murphy et al., 1999).

Attentional impairment in BD is less severe thansahizophrenia but greater than in

unipolar depression and possibly more severe imi&eia and depression phases of BD than
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in the euthymia phase. These findings have prompgdo propose the development of
cognitive rehabilitation techniques for individualgth BD that are similar to those used for
persons with frontal lobe dysfunction (Levine, Temn & Stuss, 2008) or brain injury
(Ponsford, 2008). Attention is directly relatedditer cognitive functions, such as learning,
memory, and executive function. Alterations in thesid other cognitive functions could at
least partially derive from attention deficits. thar studies are needed to investigate the
attention alterations in BD, especially longitudistudies that would allow an enhanced

understanding of the progressive character of @ieneficits in BD.
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Chou et al., 2012 23 BD3s.33 NC

Soeiro-de-Souza, Bio, Dias, 109 BDvs.96 NC
Vieta, Machado-Vieira, &
Moreno, 2013

Burdick et al., 2009 24 B®s.24 NC
Pompei et al., 2011 39 BDws.48 NC
Lewandowski et al., 2011 31 BB.20 NC

Juselius, Kieseppa, Kaprio, 26 BD-evs.114 NC
Lonngvist, & Tuulio-
Henriksson, 2009

Solé et al., 2012 43 Bizs.42 NC
Chang et al., 2012 94 Bis.29 NC
Benson et al., 2008 30 BB».66 NC

Mur et al., 20082
Tabarés-Seisdedos et al.,
2008

33 BDs.33 NC
43 BDvs.25 NC

Malloy-Diniz, Neves, 39 BDvs.53 NC
Abrantes, Fuentes, &
Correa, 2009

Strakowski et al., 2009
Lahera et al., 2009

Swann, Lifffijt, Lane,
Steinberg, & Moeller, 2009
Sanchez-Morla et al., 2009
Brooks, Bearden, Hoblyn,
Woodard, & Ketter, 2010
Van der Wer-Eldering,
Burger, Holthausen,
Aleman, & Nolen, 2010
Ancin et al., 2011

70 BD-ws.34 NC
24 BDws.38 NC
112 BDvs.71 NC

73 BD=67 NC
16 BD-evs.11 NC

110 BDvs.75 NC

143 BD-ss. 101
NC
Van der Wer-Eldering, 108 BDvs.75 NC
Burger, Jabben, Holthausen,
Aleman, & Nolen, 2011
Arts et al., 2011
Pan, Hsieh, & Liu, 2011
Howells, Ives-Keliperi,
Horn, & Stein, 2012
Sepede et al., 2012

76 BDs.61 NC
32 BDass.39 NC
12 BD-evs.9 NC

24 BD¢&.24 NC

CPT
Digit Span, TMT,
SCWT

Digit Span, TMT,
SCWT
Digit Span, CPT

Digit Span, CPT

Digit Span, CPT,
TMT SCWT,
COWA, TL

Digit Span, SCWT

Digit Span
Digit Span
Digit Span

Digit Span

Digit Span

Digit Span
Digit Span
Digit Span
Digit Span

SCWT
SCWT
SCWT
T™T

T™MT
T™MT
CPT
CPT
CPT

CPT

CPT
CPT
CPT

CPT
CPT

CPT

CPT
CPT
CPT
CPT
CPT

CPT

attention
Divided, selective
attention

Divided, selective
attention

Divided, sustained
attention

Divided, sustained
attention
Divided, sustained,
selective attention

Divided, selective
attention

Divided attention

Divided attention

Divided attention

Divided attention

Divided attention

Divided attention
Divided attention
Divided attention
Divided attention

Selective attention
Selective attention
Selective attention
Divided attention

Divided attention
Divided attention
Sustained attention
Sustained attention
Sustained attention

Sustained attention

Sustained attention
Sustained attention
Sustained attention

Sustained attention
Sustained attention

Sustained attention

Sustained attention
Sustained attention
Sustained attention
Sustained attention

Sustained attention

Sustained attention

BD <NC

BD < NC

BD <NC

BD <NC

BD <NC

BD < NC

BD < NC
BD <NC
BD < NC

BD <NC

BD <NC

BD < NC
BD <NC
BD <NC
BD < NC

BD <NC
BD <NC
BD <NC
BD <NC

BD <NC
BD <NC
BD <NC
BD <NC
BD <NC

BD <NC

BD <NC
BD <NC
BD <NC

BD <NC
BD <NC

BD <NC

BD <NC
BD <NC
BD <NC
BD <NC
BD <NC

BD <NC
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Donohoe et al., 2012
Fleck et al., 2012

Lee, Altshuler, Glahn,
Miklowitz, Ochsner, &
Green, 2013
Cummings et al., 2013
Strakowski et al., 2010

Hellvin et al., 2012

Holmes et al., 2008
Roiser et al., 2009
Maalouf et al., 2010
Yoram et al., 2013
Vierck et al., 2013
Chaves et al., 2011

Mora, Portella, Forcada,
Vieta, & Mur, 2012
Iverson et al., 2011
Levy, 2013

Iverson et al., 2009

Martinez-Aran et al., 2008

Lépez-Jaramillo et al.,
2010b
Marshall et al., 2012

Doganawargil, Bokmen,

Akbas, Cinemre, Metin, &

Karaman, 2013
Lépez-Jaramillo et al.,
20102

Torres et al., 2010

Cuesta et al., 2011
Watson et al.,2012
Pradhan, Chakrabarti,

Nehra, & Mankotia, 2008

Wobrock et al., 2009

Mahlberg, Adli, Bschor, &

Kienast, 2008

110 B3.163 NC
50 B®s.34 NC
68 BDvs.36 NC

125 BB3.171 NC

108 BDs.48
NC

55 BD-ras.110
NC

65 BDas.52 NC

49BDAgs.55 NC

52 Bs.28 NC

47 BBs.31 NC

96 BDs.24 NC

29 B3.30 NC

28 BD-evs.26 NC

43 Bi5.659 NC

30 BD-&s.22 NC

47 Bixs.47 NC

65 BD-e vs. 35 NC

40 BD-e vs. 20 NC

256 BD vs. 97 NC

60 BD-e vs. 20 NC

98 BD-m vs. 66 NC

45 BD vs. 25 NC

65 BDvs.76 NC 60
BD-dvs55 NC
48 BD-evs.23 NC

18 Bizs.23 NC
28 BD-mvs.30
BD-d

Liu, Chen, Hsieh, Su, Yeh, 27 BDvs.21 NC

& Chen, 2010
Shan et al., 2011

69 Bix.22 NC

CPT
CPT
CPT

CPT
DSCPT

DSCPT

RVIP

RVIP

RVIP

RVIP

RVIP

IP-CPT, Digit
Span

CPT, Digit Span,
SCWT

CPT, SCWT

CPT, SCWT
CPT, SCWT, SAT
TMT, STW

TMT, SCWT
TMT, SCWT

TMT, SCWT

TMT, SCWT, CT

TMT, SCWT,
RVIP, CVLT-II
TMT, Digit Span
Digit Symbol
PGIMS

T™T
T™T

TAP

Digit Symbol

Sustained attention
Sustained attention
Sustained attention

Sustained attention
Sustained attention

Sustained attention

Sustained attention
Sustained attention
Sustained attention
Sustained attention
Sustained attention
Sustained, divided
attention
Sustained, divided,
selective attention

Sustained, selective
attention

Sustained, selective
attention

Sustained, selective,
divided, attention
Divided, selective
attention

Divided, selective
attention

Drl, selective

attention

Divided, selective
attention

Divided, selective
attention
Divided, selective,
sustained attention
Divided attention
Divided attention
Selective attention

Divided attention
Divided attention

Divided attention

Sustained attention
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BD <NC
BD <NC
BD <NC

BD <NC
BD <NC
BD <NC
BD <NC
BD <NC
BD <NC
BD <NC
BD <NC
BD < NC
BD <NC
BD <NC
BD <NC
BD <NC
BD <NC
BD <NC
BD <NC

BD <NC

BD <NC

BD <NC

BD <NC BD <NC
BD <NC

BD > NC
BD > NC

BD <NC

BD <NC

>, better performance; <, worse performance; =ilaimperformance. BD, bipolar disorder; NC, normahtrol; SZ,

schizophrenia; UP, unipolar depression; BD-e, bipdisorder, euthymic; BD-d, bipolar disorder, depies; BD-m,

bipolar disorder, manic; TMT, Trail Making Test; CRJontinuous Performance Test ; CPTII, ContinuousdP@dnce

Test I, version 5; PCTP, Penn Continuous Performdrest; CPT-IP, Continuous Performance Test, iddmiaies
version; DS-CPT, Degraded Stimulus Continuous Perdoce Test; CPT-AX, Continuous Performance Testf@X

character or number preceded by another charactemaber as a target); RVIP, Rapid Visual Informafncessing;
SCWT, Stroop Color Word Test; CT, Cancellation TestT SShifting Attention Test; CB, conditioned blocking
CVLT-Il, California Verbal Learning Test; TAP, Attéohal Performance Test; TL, Tower of London; COWA,
Controlled Oral Word Association Test; PGIMS, PGInnagy scale; PASAT, Paced Auditory Serial Addition.

Table 2. Studies that compared attention performance inléipdisorder and other mental

disorders
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Study Sample and design Instrument Type of attention Results
Gogos et al., 2009 12 BDws.28 SZ Digit Span Divided attention BD >SZ
Barret et al., 2009 32 BD-n5.44 SZ Digit Span, CB Divided attention BD > Sz
Cuesta et al., 2011 65 BI3.86 SZ Digit Span, TMT Divided attention BD > Sz
Tabarés-Seisdedos et 43 BDvs.47 SZ Asarnow CPT Sustained attention BD > SZ
al., 2008
Lee et al., 2013 68 BDvs.38 SZ CPT Sustained attention BD > SZ
Schretlen et al.,2013 126 BD vs.110 SZ CPT Sustained attention BD > SZ
Cummings et al., 2013 125 BB.573 SZ CPT Sustained attention BD > SZ
Pradhan et al., 2008 48 BDve.32 SZ PGIMS Selective attention BD =Sz
Wobrock et al., 2009 18 Bixs.24 SZ TMT Divided attention BD =SZ
Donohoe et al., 2012 110 BB3.487 SZ CPT Sustained attention BD<SZ
Benson et al., 2008 30 BB.34 UP CPT Sustained attention BD < UP
Iverson et al., 2011 43 Bis.143 UP CPT, SCWT Sustained, selectiveBD < UP
attention
Xu et al., 2012 223 BDs.293 UP Digit Span Divided attention BD < UP
Maalouf et al., 2010 18 BD-ss.14 BD-d RVIP Sustained attention BD-e < UP BD-d < UP
vs.20 UP
Gualtieri & Morgan, 96 BDvs.285 UP CPT, SCWT Sustained, selectiveBD = UP
2008 attention

See Table 1 for abbreviations

Table 3. Studies that compared attention performance indifferent phases of bipolar
disorder

Study Sample and design Instruments Types of attention Results

Maalouf et al., 2010 18 BD2ss.14 BD-d RVIP Sustained attention BD-e = BD-d
Van der Wer-Eldering 45 BD-evs.63 BD-d CPT Sustained attention BD-e > BD-d
etal., 2011

Mahlberg et al., 2008 28 BD-w5.30 BD-d  TMT Divided attention BD-d > BD-m
Soeiro-de-Souza et al., 41 BD-mvs.25 BD-d  Digit Span, TMT, Divided, selective BD-d > BD-m
2012 SCWT attention

See Table 1 for abbreviations
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Abstract

BackgroundSeveral studies on cognition in bipolar disordeD)Bave been developed on
the last decade. Neuropsychological evaluationtiginton in BD patients is fundamental

since alterations in attention affect other cogasitiunctions.

Objective Evaluate if performance of BD patients in attentiests varies according to each
phase of the disease and verify if there are diffees in attention when comparing BD

patients with normal controls.

MethodThe study included 101 BD patients, with ages betw#8 to 65 years, being 52
euthymic, 22 manic and 27 depressive, besides 3thalocontrols. All subjects were
evaluated though Hamilton Depression Scale, Youngni® Rating Scale and Global
Assessment of Functioning, bipolar version (CGI-BRitention was evaluated through a

neuropsychological battery.

Results: Normal controls had a better performance in selecattention tests than BD

patients. No differences were found among manigressive and euthymic phases.

ConclusionAttention is markedly impaired in BD. Nevertheletis results of this study do
not imply that the severity of the attention defiai BD patients varies according to decease

phase.

Keywords:attention, bipolar disorder, cognition, mania, @&sgion, euthymia.
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Introduction

Bipolar disorder (BD) is associated to significaognitive impairment observed not
only in manic and depression phases, but alsotimyeua [35]. In BD, changes in attention
are relevant since impairment in attention may caftbe remaining cognitive functions —

memory, learning and executive functions [13].

Over 100 studies have compared BD patients with normal controls or subjects
with other mental disorders regarding performance in attention testing [4]. Attention is
usually less impaired in BD than in schizophrenia but more affected in unipolar
depression than in normal controls [4]. However, such studies usually do not
discriminate the disorder phase affecting the patient at the moment the evaluation
[2,3,5,18, 23,29,30]. Performance in attention tests seems to be worse in manic
phases. Nevertheless, few studies have compared bipolar patients in different mood
states [16, 26].

This study aims at evaluating if performance of B&lients in attention tests varies
according to their mood state and if significanffeslence can be found when comparing

performance of BD patients in attention tests whit of normal controls.

Materials and method
Participants and setting

This study was performed in the bipolar disordetpatient research clinic in the
Institute of Psychiatry of the Federal UniversifyRio de Janeiro (Instituto de Psiquiatria da
Universidade Federal do Rio de Janeiro - UFRJ)ziBrahe local Ethics Comitee approved
the study. All the patients in treatment in thepadient clinic were invited to take part in the
study. Those who accepted gave their written inéatroonsent.

Socioeconomic data were collected as well as irdion on educational level, sex
and age of each patient [6]. Inclusion criteriaaveliagnosis of bipolar disorder type | or type
Il according to DSM-IV-TR criteria [1] and age bet@n 18 and 65 years. Exclusion criteria

were: serious non-psychiatric disease and refosgive written informed consent.

The sample was composed of 101 bipolar patientg 8Athymia, 22 in mania and 27
in depression. Thirty (30) normal controls, empleyef the Institute of Psychiatry of UFRJ,
were also evaluated. The study took place betwaeunaly, 2013 and December, 2014.
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Instruments

Psychiatric evaluation

A structured clinical interview according to DSM-IMR axis, SCID-I, | was
performed in order to establish a BD diagnosis ftients were classified regarding their

mood state — mania, depression or euthymia — aicgptd DSM-IV-TR criteria [1].

A psychiatric evaluation of each patient was penked by their physician through the
following instruments: Young Mania Rating ScaleMRS) [37] for manic symptoms,
Hamilton Depression Scale (HAM-D17) [14] for dewiese symptoms and the Global
Assessment of Functioning, bipolar version (CGI-BBJ] to assess bipolar disorder as a
whole. Each physician was previously trained byrésearch coordinator (EC) regarding the

usage of the above-mentioned scales in order wremsliability.
Neuropsychological tests

After the application of the psychiatric scales, tigggs went through a
neuropsychological evaluation by a neuropsychotogiso was not aware of the patients’
mood states. The normal controls were submitted the same evaluation. The
neuropsychological instruments were applied ineagstablished pattern for each patient. The
testing lasted approximately 30 minutes and evetuaelective and divided attention.
Initially a socio-demographic questionnaire wasligolp Next a neuropsychological battery
was used to evaluate selective attention. It iretuthe following instrumentdigit Span
(direct and reverse orders), Wechsler Adult Irgelice Scale-Revised (WAIS-III) [22,35];
Letter-Number Sequencingpart of Wechsler Adult Intelligence Scale-Revid&8]; The
Stroop Color and Word Test (SCWT29]; and Search Symbagl part of Wechsler Adult
Intelligence Scale-Revised [35]rail Making Test Part A e B (TMT-A e BWwere used to
evaluate divided attention [12]. The Verbal Fluendest, part of the Montreal
Communication Evaluation Battery (MAC, in BRAZIL)as used to evaluate the executive
functions [9] in order to clarify whether attentiproblems possibly found could derive from

executive function impairment.
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Attention performance was tested in BD patientsragghe same testing in normal
controls. Besides, a comparison among mania, dapreand euthymia in those patients was

also performed.

Statistical analysis

Data analysis was carried out using SPSS softwarsion 20.0). Descriptive statistics were
used to illustrate the sample characteristics. dbgfices in socio-demographic and clinical
characteristics according to mood state were tegidid one-way ANOVAs, followed by
pairwise comparisons with t-tests; for non-paramoetariables chi-square or Kruskal-Wallis
tests were used as an alternative. For clinicatadheristics, the comparisons were restricted

to BD patients.

A similar approach was used to explore differennesognitive tests between patient groups,
with one-way ANOVAs comparing the four groups befofiowed by pairwise comparisons
with t-tests. To control for the effect of multipesting, Bonferroni corrections were used. In
order to reduce the number of tests, summary messuere used in the case of some tests.
Specifically, summary scores were used for the T{TTme taken to complete Part B — Time
taken to complete Part A)/ Time taken to compledaet R), and for the Stroop test (Correct

answers of the interference phase — Correct anyi¢ine color naming phase).

Results
Sample characteristics

Clinical and socio-demographic characteristicshaf $ample can be seen in Table 1. There
were no significant group differences in terms @madgraphic variables (p > .05). By
contrast, as expected, there were significant rdiffees in YMRS (F (2, 98) = 70.71, p < .001)
and HAM-D scores (F (2, 98) = 105.36, p < .001}hwiigher scores in YMRS during mania
(p <.001) and in HAM-D during depression (p < .p0lhere was also a difference in CGlI-
BP global scores (F (2, 98) = 120.90, p < .001)hwass severity in euthymia in comparison
with the other groups (p < .001), and higher séyan depression relative to mania (p =
.010).

Performance differences in cognitive tests
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Performance of participants in the cognitive tesia be seen in Table 2. There were no
significant differences in performance between geoin the digit span (forward: (F (3, 127)
= 0.70, p = .555), backward: (F (3, 127) = 0.3%, ,818)), TMT (F (3, 127) = 0.70, p = .551),
Letter — Number Sequencing (F (3, 127) = 0.54,.54), phonemic (F (3, 127) = 0.20, p =
.894) and semantic fluency (F (3, 127) = 1.07, 8367). There were significant differences
for the Stroop test (F (3, 127) = 5.28, p = .008) &ymbol Search test (F (3, 127) =4.18, p =
.007). Pairwise comparisons indicated that for $teop test, normal controls performed
better than all 3 patient groups (p < .05), whilethe Symbol Search test normal controls

outperformed patients in mania only (p = .005).

Discussion

Since attention consists of a complex system astatiwith the activation of other
cognitive functions, alterations in it jeopardibe tremaining executive functions. [20 33]. In
this study, bipolar patients in different phasesensompared with normal controls regarding
their performance in neuropsychological tests tdrdion. The objective was to verify if there
is significant difference in attention performarmetween BD patients and normal subjects
and among the different BD phases. Bipolar pati¢iatd worse performance than normal
controls in two tests evaluating selective attantigdlore specifically, in one of the tests the
difference was found only in manic patients. Nangigant difference was found in attention

tests among BD phases.

Similarly to our results, several other studiesnbuworse performance in tests of
selective attention in BD patients in mania, degiges and euthymia when compared with
normal controls [4,26]. Selective attention in BBtipnts is associated with structural and

functional impairment in posterior and inferior @@l lobes [25].

Regarding divided attention (digit span), a fewdgs [10, 11] besides this found no
significant difference when comparing bipolar patsewith normal controls. However, Rocca

et al. [26] observed worse performance in tesBpatients.

Not many studies have compared the performancettentian tests among the BD
mood states. Three of them [17, 27, 32] found nsekeere attention impairment in mania and
depression than in euthymia. However, two othediss [18,19] found no significant

differences when comparing euthymia, mania andes$sjon, what is in accordance with the
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results in this study. It is possible that the skmgize in this study has weakened the

statistical power to detect differences among gsoup

Cognitive impairment is one of the characterisb€she neuropsychological profiles
of BD patients. Cognitive deficits may precede disease [16, 23]. However, according to a
few authors, such deficits get worse along timg Hril are associated with a higher number
of affective episodes [34].

Therefore, the development of techniques of cogmitehabilitation of BD patients
are of utmost importance. A few studies [7, 21] enanoted that it is possible to observe
improvement in cognitive performance and psych@ddanctioning in BD patients after just

a few sessions of cognitive rehabilitation. Neveldks, studies in the area are still too few.
Conclusion

The results in this study show clear impairmengitention in BD, especially in
selective attention. Conversely, it is unclear wkethe severity of such impairment increases

or decreases according to patients’ mood states.
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Tables

Table 1 — Socio-demographic and clinical charasties of participants

Euthymia (n =52) Mania (n = 22) Depression (n =27)  Controls (n = 30)

variable dGi;foeL:ches
Mean (SD) / Range Mean (SD) / Range Mean (SD) / Range Mean (SD) / Range
Age 445 (10.5)/23-65 46.6 (10.9)/ 26-64 44532.2)/19-65  39.3 (13.4)/20-65 —
Gender*
Female 36 (69.2) 14 (63.6) 23 (85.2) 18 (60.0) -
Male 16 (30.8) 8 (36.4) 4 (14.8) 12 (40.0)
Years of education 11.9 (4.3)/ 2-19 12.6 (B%)18 12.9 (3.1) / 6-19 10.6 (3.4)/ 2-17 -
Socio -economic
status**
Low incon 13 (25.0) 3(13.7) 5 (18.5) 8 (25)
Medium inco 30 (57.7) 14 (63.6) 20 (74.1) 17 (57.7) B
High incon 9 (17.3) 5 (22.7) 2 (7.4) 5 (17.3)
YMRS 1.3(2.4)/0-14  16.2(9.2)/0-41  4.0(3.6)/0-11 - M>E=D
HAM-D 2.7 (2.4)10-8 4.9 (3.9)/0-14 15.44%/ 4-25 - D>E=M
CGl global 1.3(0.5)/1-2 3.3(1.2) 1-7 4.0(0.9)/3-6 - D>M>E

*#(%) Female/Male;** #(%) low/ medium/ high incoMMRS — Young Mania Rating Scale;
HAM-D — Hamilton Depression Rating Scale; CGI —flal Global Impression scale.
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Table 2 — Cognitive performance of participants

Euthymia (n =52) Mania (n = 22) Depression (n =27) Controls (n = 30)

. Group
Variable diff
Mean (SD) / Range Mean (SD)/ Range Mean (SD)/Range Mean (SD)/Range ¢/T€rences
Digit Span
Forward 7.2 (1.9) / 4-12 7.0 (L.7) ] 4-11 7.2 (2.1) / 4-12 6.6 (1.6) / 4-10 -
Backward 4.0 (2.3)/1-13 3.5 (1.6) / 2-8 3.8(1.7)/1-9 3.7 (2.5)/ 0-14 -

Symbol Search  22.5 (10.3) / 2-41 19.0 (8.1)/ 6-41 22.1(8.7)/ 8-43 27.6 (7.2) / 10-43 MC_>D'\f;E

TMT* 1.2(0.8)/-55-3.5 1.0 (1.1)/-.9-4.3 109) /-.2-3.1 1.4 (1.0)/ -.8-4

Stroop test*  -17.3 (19.1)/-47-36  -13.6 (15.233—23 -11.4 (19.0)/-37-32 -27.8 (11.0) / -45—8&>E=M=D

Phonemic 17.1 (10.6) / 1-52 16.6 (8.2) / 5-37 15.6 (6.7)2@ 16.2 (5.8) / 6-29 _
fluency
Semantic fluency 17.8 (8.0) / 5-43 15.0(8.2) /D-3 15.8(5.1)/6-26 16.2 (5.0)/ 7-30 -
Letter—Number
Sequending 4.8(3.0)/ 113 4.4 (2.4) 1-11 5.4 (2.8) / 1-12 5.2 (7.2)/ 1-10 -

TMT — Trail making test.

*((Time taken to complete Part B — Time taken toptete Part A)/ Time taken to complete

Part A); ** (Correct answers of the interferencepd — Correct answers of the color naming
phase).
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Abstract

Background: Insight is greatly impaired in Bipolaisorder (BD), especially during mania.
Cognitive impairment is also present in BD. Desphtat, few studies have investigateda

possible association between these two aspects.

ObjectiveCompare BD affective states regarding performanctecagnitive testing and
investigate clinical and cognitive predictors fosight loss in BD.

Methods:The study investigated a sample of 65 p&tieho were evaluated in one of the BD
phases (mania, euthymia or depression). All the jestd were submitted to
neuropsychological evaluation and completed thghtsiScale for Affective Disorders
(ISAD).The relationship between level of insightdamlinical/cognitive variables was

analyzed through multiple regression models.

Results:No significant differences were found am&iy phases regarding performance in
cognitive testing. Insight was more impaired in mathen in depression or euthymia.
Predictors for loss of insight were: severity ofmeasymptoms and impairments in selective
attention (Symbol search test), divided attenti®raif making test) and inhibition (Stroop

test).

Limitations: The sample size is a potential limdatof the current study. Nevertheless, the
results suggest this had limited impact, with grdifferences being detected for a number of

variables; when differences were not found, eff&nts were small.

Conclusion:The results found have important cliniogportance, suggesting, for example,
that rehabilitation of specific cognitive skills gnamprove insight in BD.

Keywords:insight, cognition, bipolar disorder, aemess.
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Introduction

Insight is frequently impaired in bipolar disord&D), especially in mania (Silva RA
et al.,, 2014). Limited awareness about being ill sprecific symptoms may interfere
significantly in patient self-evaluation. Poor igist is also associated with reduced treatment
compliance and deterioration along the course @& thsease. A number of clinical
characteristics have shown associations with insigbluding level of manic and depressive
symptomatology and illness duration, but the predscmay vary according to the phase of
BD (Silva RA et al., 2014).

Cognitive changes in BD are relevant and clinicalgnificant. They can affect
attention, memory, learning and executive functi@@sodwin, Jamison et al., 2007). Few
studies have compared BD phases regarding cogrpgvirmance (Camelo et al., 2013).
More specifically, only 4 studies have made suamgarison so far, all focused on attention
(Van der Wer-Eldering et al., 2011; Maalouf et aD10; Mahlberg et al., 2008; Soeiro-de-
Souza et al., 2012).

Several studies investigating the relationship ketwinsight and cognitive changes
have been conducted in neurological patients atet la schizophrenic patients. Research
with neurological patients, including individualstiv dementia, has shown that cognitive
iImpairment is associated with poosight Amanzio et al., 2013, Morris & Mograbi, 2013)
Regarding schizophrenic patients, it is uncleartivetheir lack of insight is more strongly
associated with symptom severity or neuropsycholdgileficits (Zhou et al., 2015). The
issue has been lately considered with respect t@BiDcorrelations between lower levels of
insight and higher impairment in executive functigarbal fluency and attention have been
observed (Dias et al., 2008). Attention has beedrem$ed in only two studies that
investigated its relationship with insight in BD.raBv et al.(2010) found a significant
correlation between poor insight and attention aiefout Yen et al., 2008 failed to find a

relationship.

In summary, few studies have investigated the icglahip between cognitive
impairment in BD and loss of insight. Their findsnghow discrepancies and therefore
demand further investigation. Accordingly, the albijes of the present study are to compare
BD affective states in terms of performance in dgm tests and to investigate the

relationship between such neuropsychological result insight in BD.
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Materials and methods

Participants and setting

This study was performed in the BD outpatient regealinic in the Institute of
Psychiatry of the Federal University of Rio de Jam€UFRJ), Brazil. The local Research
Ethics Committee approved the study. All the patien treatment in the outpatient clinic
were invited to take part in the study. Those witcoepted gave their written informed

consent.

Inclusion criteria were: diagnosis of bipolar dder type | or type Il according to
DSM-V criteria (American Psychiatric Associatior)13) and age between 18 and 65 years.
Exclusion criteria were: serious non-psychiatrisedise (e.g. vascular disorder, organ failure)

and fewer than 4 years of formal education.

The sample was comprised of 65 bipolar patientsn3uthymia, 11 in mania and 20

in depression phases. The study was performed betlene, 2014 and February, 2015.

Instruments
Clinical and demographic variables

Socioeconomic data were collected as well as irdtion on educational level, sex
and age of each patient. A structured clinicalrineav according to DSM-V, was performed
in order to establish a BD diagnosis. Patients vebassified regarding their mood state —
mania, depression or euthymia — according to DSMiiteria (American Psychiatric
Association, 2013).

A psychiatric evaluation of each patient was penked by their physician through the
following instruments: Young Mania Rating ScaleMKS) (Young et al., 1978) for manic
symptoms, Hamilton Depression Scale (HAM-D17) (Hemni et al., 1960) for depressive
symptoms and the Global Assessment of Functiofuipmlar version (CGI-BP) (Spearing et
al. 1997) to assess bipolar disorder severity aghale. The Insight Scale for Affective
Disorders — ISAD — (Olaya et al., 2012) was appfigtbwing translation and validation to
Brazilian Portuguese (RA da Silva et al., 2015)ciEdem of ISAD is scored from 1 to 5,
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with 1 representing fully preserved insight anah@icating the most compromised insight.
Each physician was previously trained by the redeaoordinator with respect to the

usage of the above-mentioned scales in order torengliability. After the application of

each scale, patients were individually submitted tmgnitive evaluationby a

neuropsychologist.

Cognitive variables

The neuropsychological instruments were applied pre-established order for each
patient. The testing took 30 minutes and evaluassyeral cognitive skills. The
neuropsychological battery was comprised of: Diggan (direct order and backwards),
Letter-Number Sequencing and Search Symbol from\Afleehsler Adult Intelligence Scale-
Revised (Wechsler et al., 2005); The Stroop Cotat Word Test (SCWT) (Stroop, 1935),
Trail Making Test Part A e B (TMT-A and B; Gaudiet al.,1995), and the verbal fluency

test from Montreal Communication Evaluation Battéffgnseca et al., 2008).

Statistical analysis

Data analysis was carried out using SPSS softwaeesion 20.0). Descriptive
statistics were used to illustrate the sample dtarnatics. Differences in socio-demographic,
cognitive variables and clinical characteristiceading to mood state were tested with one-
way ANOVAs, followed by pairwise comparisons witests; for non-parametric variables,

such as gender, the chi-square test was usedatearative.

Differences in insight were explored with one-waM®@VAs, followed by post-hoc t-
tests. These were calculated for total insight ex@nd also specifically for the first three

items of the scale, concerning insight about hagimglness and its consequences.

Stepwise regression models were calculated to tigets predictors of loss of insight
in BD. To keep collinearity low, variables highlgreelated with others (such as CGI score)
were not included. For similar reasons, in the acdsests measuring related constructs (e.g.
forward and backward digit span), the most repriegime test for each cognitive function was
chosen. In the case of some tests (e.g. TMT), supnmeasures were used. These procedures
were also done to reduce the number of predictorabi@s in the regression models,

considering the size of our sample.

The following variables were included: mania symmpso (YMRS total score),

depression symptoms (HAM-D total score), semaihtienicy (total number of clothes named
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in one minute), verbal working memory (backward itdigpan), attention and speed of
processing (Symbol Search), task shifting (Timestato complete TMT Part B — Time taken
to complete TMT Part A)/ Time taken to complete THart A) and inhibition (Stroop test;

correct answers of the interference phase — coarevers of the color naming phase).

To avoid inflation of type Il error and exclusiof gredictors involved in suppressor
effects, a backward regression method was usethidnprocedure, all the predictors are
initially included, and then one variable is detete each iteration considering the (lack of)
contribution it gives to the model. This is dondilumo further improvement can be achieved
by deleting predictors. The models were evaluatedth® basis of the highest explained
variance (R), highest cross-validity (adjustedf)Rand best Akaike’s Information Criterion
(AIC).

Results

Sample characteristics

Clinical, cognitive and socio-demographic charastes of the sample can be seen in
Table 1. There were no significant group differeniceterms of demographic variables or any
cognitive test (p > .05). By contrast, as expectieere were significant differences in YMRS
(F (2, 62) = 60.92, p < .001) and HAM-D scores 2F§2) = 70.29, p < .001), with higher
scores in YMRS during mania (p < .001) and in HAMdOring depression (p < .001). There
was also a difference in CGI-BP scores (F (2, 620952, p < .001), with less severity in

euthymia in comparison with the other groups (pG1).

Differences in insight

There were significant group differences in totedight scores (F (2, 62) = 22.59, p <
.001), with poorer insight in mania in relation lioth euthymia and depression (p < .001).
Exploring specifically the three first items of theale, significant differences were found for
item #2 (“Awareness of treatment efficacy for catreymptoms or preventing relapses”); F
(2, 62) = 7.58, p = .001), with patients in mankowing poorer insight than patients in
euthymia (p = .001) or depression (p = .013). Thesee no significant group differences for
ISAD items #1 (“Awareness of suffering from a atfee disorder”); F (2, 62) = 1.06, p =

.353) and #3 (“Awareness of consequences of thes#i on work, family and social life”); F
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(2,62) =2.13, p = .128).

Regression models

The regression models can be seen in Table 3. Theseo evidence of collinearity in
the data, with VIF and tolerance values within theommended range (Field, 2013). All
regression models significantly predicted insighbipolar disorder (p< .001 in all models).
The models had high explained variancé) @d cross-validity (adjusted®R with minimal
decreases in these values with the exclusion ddblas. There was marginal improvement of
the AIC in model 4, which included four predictd compromised insight: severity of
manic symptoms (p < .001), poorer performance enSkmbol Search (p = .029) and Stroop
(p =.171), and longer time completing the TMT (094).

Discussion

In this study, patients with BD were submittedctognitive and insight evaluation
with the aim of verifying if performance on thetsesaried according to patient mood state as
well as if there was a significant relationship viiegn cognitive deficit and insight
impairment. Patients in mania had poorer globaghtsand insight about treatment efficacy.
No significant difference in cognitive performaneeas found when comparing mania,
depression and euthymia. Regression models indidhtzt the best predictors for loss of
insight in BD are severity of manic symptoms andyretive performance in the TMT,

Symbol search and Stroop test.

To the best of our knowledge, only four studiesensw far compared BD mood states
in relation to attention skills. In two of theseidies, evaluating sustained attention, depressed
patients had worse(Van der Wer- Eldering et al,136r similar performance (Maalouf et al.,
2010) when compared with bipolar patients in eutiayrin the two other studies, evaluating
divided and selective attention (Mahlberg et al00& Soeiro-de-Souza et al.,, 2012),
depressed patients had better performance thare tlosnania. It is possible that no
differences were found in the current study becadfisamall subsamples for each BD phase.
That is unlikely though, since effect sizes forfeliénces in the cognitive tests were so low

that very large samples would be needed to deifetahces assuming similar effect sizes. A
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more likely explanation is that the severity of BDthe sample was mild, with reduced

cognitive impairment in participants.

Regarding insight, the results in this study wenglar to those of several others that
found higher impairment in mania than in euthymialepression (Cassidy et al., 2010; Silva
RA, et al. 2014). Furthermore, severity of manimpyomatology was a predictor of loss of
insight in the regression models. In additionhe bverall score, impairments during mania
were found for insight about treatment efficacyisThighlights the potential effect of insight
in treatment compliance, impacting on the prognostibe illness (Silva RA et al., 2014).

It was also noted that impaired performance in BynSearch, Stroop and TMT
testing is related to poorer insight. Not many msdnvestigate the relationship between
insight level and cognitive skills in BD. The asstion with the TMT confirms previous
findings by Dias et al. (2008). To the best of &nowledge, no other study has indicated a
relationship between performance in the Stroop @whbol search tasks with insight into
BD. These three tasks have in common the measutesh@&xecutive functions, which are
thought to give an important contribution for awsess (Amador & David, 2004Models of
awareness have suggested that mechanisms basg&dootivee functions are essential for the
monitoring of performance, including detection aedponse to errors (Morris and Mograbi,
2013). Frontal lobe dysfunction has been proposezhamportant pathological mechanism in
BD, and it has been suggested that prefrontal x¢kdler & Cohen 2001) and frontoparietal
dysfunction(Dias et al., 2008; Varga et al., 2006) are relatedooor insight in BD.

It is notable that in terms of the specific al@é measured by these tasks, attention,
cognitive flexibility and inhibition feature promamtly. This may suggest that patients during
mania have poor abilities to appropriately select ancode information about their condition.
Some authors suggest that there is no differentveele@ attention and awareness, with both
corresponding to the same cognitive phenomenom@?p$994; Merikle and Joordens, 1997,
Mole, 2008; De Brigard and Prinz, 2010), In additiampairments in cognitive flexibility
may indicate poor ability to incorporate new infatmon, discrepant with previous self-
knowledge. Altogether, these would lead to a distbisense of self ability, with personal
information about ability being compromised (Mor&sMograbi, 2013).

A potential limitation of the current study refets the sample size. However, the
results suggest that sample size had limited impatht group differences being detected for
a number of variables; as indicated, when diffeesngere not found, effect sizes were small,

such that significant group differences would ohb found with much larger samples. In
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addition, the regression models were robust, emjplgia very high proportion of variance in

insight.

Conclusion

The results in this study show that insight is soin the manic phase and that there
is a correlation between lower levels of insightl dngher impairment in performance of
attention, inhibition and cognitive flexibility teésg. Identifying such predictors allows
planning cognitive rehabilitation so as to targesight improvement, leading to better

treatment compliance and prognosis.
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Variable

Euthymia (n =34)

Mean (SD) / Range Mean (SD) / Range

Mania (n = 11)

Depression (n =
20)

Mean (SD) / Range

Group differences

Age
Gender*

Years of education

YMRS

HAM-D

CGI-BP global

Digit Span
Forward
Backward

Symbol search

TMT*
Stroop test**

Phonemic fluency

Semantic fluency

44.5 (9.6) | 29-64
24/10

11.0 (4.0) / 2-19

1.3 (2.6) / 0-14
2.5(2.3)/0-8

1.3 (0.5)/ 1-2

6.9 (1.9) / 4-11

3.8 (2.5)/ 1-13

22.1(10.3) / 5-41

1.3(0.9)/-0.5-3.5

-22.8 (13.9) / -47-27

18.0 (10.3) / 2-52

17.2 (7.5) / 5-43

46.5 (11.5)/ 31-63 45.11L219-63

6/5

13.4 (4217

20.3 (10.3) / 8-41

4.3 (2.8) / 0-8

3.4(1.2)/ 1-7

7.4 (2.1) 4-11

3.5 (2.0)/ 2-8

17/3

12.6 (3.1) / 6-18

4.3 (3.6) / 0-10
15.0 (5.8)425
4.0 (0.9) / 3-6

6.8 (2.2) / 4-12

4.0 (1.7) / 2-9

20.4 (10.1) / 6-4121.6 (8.8) / 8-43

1.5(1.1)/ 0.4-4.3

-17.2 (8.031—4

15.2 (9.2)35—

1130) / -0.2-3.3

-15.6 (16.7) / -37—
28

15.0 (6.6) / 2-23

14.0 (8.0) /3-3 15.6 (5.0) / 7—26

M>E=D

D>E=M

E <M=D

Table 1 — Socio-demographic, clinical and cognititiaracteristics of participants

*# Female/Male; YMRS — Young Mania Rating Scale;MA — Hamilton Depression

Rating Scale; CGI-BP- Clinical Global Impressioalsebipolar version; TMT — Trail

making test.

*(Time taken to complete Part B — Time taken to ptete Part A)/ Time taken to complete

Part A); ** (Correct answers of the interferencepd — Correct answers of the color naming

phase).
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Euthymia (n =34) Mania (n = 11) Depression (n = 20)
Variable Group difference
Mean (SD) / Range Mean (SD) / Range Mean (SD) / Range
ISAD item #1 1.7 (1.2), 1-5 2.0(.7),1-5 1.3 115 -
ISAD item #2 1.1(0.2),1-2 2.2(1.7),1-5 1.208B-4 E=D<M
ISAD item #3 1.7 (1.3),1-5 2.4 (1.8),1-5 1.3116-5 -
ISAD total score 18.8 (2.4), 17-27 32.4 (12.8),dF—- 20.4 (4.3),17-32 E=D<M
Table 2 — Insight scores of participants
Table 3 — Regression models with predictors forDSAtal scores
Model 1 Model 2 Model 3 Model 4 Model 5
Variable B p- B p- Ji} B p- B p-
value value value value value
YMRS 71 <.001 71 <.001 72 <001 .74 <.001 .73 <.001
Symbol search -12 181 -.13 155 -.13 .153 -.18 .029 -.15 .060
TMT* 13 .099 13 .100 13 094 13 .094 13 .096
Stroop’ -.10 244 -11 187 -.10 221 -11 171
Semantic fluency -17 .099 -.16 .108 =11 225
Backward digit span A1 .209 A1 222
HAM-D -.04 .648
Model p-value <.001 <.001 <.001 <.001 <.001
R .66 .66 .65 .64 .63
AdjustedR 62 62 62 62 61
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YMRS - Young Mania Rating Scale; HAM-D — Hamilton Degsion Rating Scale; TMT — Trail making test.

*(Time taken to complete Part B — Time taken to clatgPart A)/ Time taken to complete Part A); ** (@t answers of
the interference phase — Correct answers of the nalming phase).

Loss of insight and depression contribute to incresed disability in
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Increasingly, evidence suggests that bipolar desor(BD) may contribute to
significant disability and reduced functioning inosk, family and social life Previous
studies explored factors related to disability i@ But few investigated cognitive correlates
and, to the best of our knowledge, the relation&lgfwveen loss of insight and disability has

never been studied in BD.
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Forty patients with BD (19 in euthymia, 5 in mamiad 16 in depression; DSM-IV
criteria) were recruited in the outpatient unitbetinstitute of Psychiatry of the Federal
University of Rio de Janeiro (the project receivattics approval and participants provided
written informed consent). Participants completedBheehan Disability Scale (SBSh
battery of cognitive tests (Digit Span, Letter-NwenlSequencing, Stroop Test, Symbol
Search, Trail Making Test) and a clinical examio@tincluding measures of illness severity
(CGI-BP), manic and depressive symptoms (YMRS ar®MHD, respectively), insight
(ISAD) and positive psychotic symptoms (PANSS-m@aiBon correlations were calculated to
identify factors linked to disability, and signifiot variables were included

instepwisemultiple regression models investigagregictors of disability in BD.

lliness severity correlated with total SDS scomes.83, p =.037) and the social life
disability subscaler(=.34, p =.031). Depressive symptoms correlated toiidd SDS scores (
=42, p =.007), social life disability (=.41, p =.007) and family life disability =.35, p
=.028). Loss of insight correlated with total SOX$res ( =.48, p =.003), social life disability
(r =51, p =.001), family life disabilityr(=.37, p =.026) and showed a trend for a relatigmsh
with work disability ¢ =.31, p =.065). There were no significant coriela&g between
disability and cognitive abilities or other clinicaariables (p >.05). A multiple regression
analysis with total SDS scores as the dependeidblarand depressive symptoms, loss of
insight and BD severity as predictors was calcdlatfemodel including depressive symptoms
(standardizeds =.34, p =.033) and loss of insight (standardiged36, p =.022) significantly
predicted (p =.001) disability in BD, with moderaieplained variance fR=.33) and cross-

validity (adjusted R=.29).

The results highlight the pervasive role of lossnsight, indicating that it may also
lead to increased disability, in particular of sb@nd family life. One potential explanation is

that loss of insight may interfere in interpersorehtionships. Additionally, loss of insight
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impacts on treatment compliaficewhich can also lead to increased disability. The
relationship between depressive symptoms and diiyabas been reported consistently in
previous studi€s The results emphasize the need to manage theggt@ys, even outside

the acute stages of the illness, avoiding excesisability in BD patients.

References
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5.CONCLUSOES

A partir dos dados apresentados nos artigos pesserdsta dissertacdo, podemos
concluir que os pacientes bipolares apresentamidéfia atencdo em todas fases da doenca,
porém esse prejuizo é mais grave na fase de margaelem depressao e eutimia. Quando
comparados aos controles normais, 0s pacientes T@®napresentam um maior prejuizo
significativo na atencéo seletiva. Além disso, emitlou-se que sintomas maniacos mais
graves e performance prejudicada em testes dedatessfetiva, atencao dividida e controle
inibitério correlacionam-se com niveis mais baixies insight. Por fim, nossos resultados
indicaram que a falta de insight contribui para um@aor incapacitagdo socio-ocupacional no
TB.

O planejamento futuro € de estudar a reabilitaggoitiva de pacientes com TB, tema

ainda muito incipiente na literatura cientifica.
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7. ANEXOS

7.1. Anexo |

Termo de Consentimento Livre e Esclarecido
O sr.(a) esta sendo assistido num setor de pesdoisambulatério do Instituto de

Psiquiatria da Universidade Federal do Rio de dandi linha de pesquisa que estuda o
transtorno bipolar é coordenada pelo prof. Elierthex. As consultas médicas e psicolégicas
realizadas aqui, assim como as prescricoes tefepg€usdo idénticas as que acontecem no
ambulatorio geral desta instituicdo. Todavia, dtgas consultas, o sr.(a) € submetido a uma
avaliacdo mais detalhada (avaliacdo neuropsic@pgitravées do uso de instrumentos de
pesquisa, como questionarios e escalas que avaliamatencdo durante o periodo de 30
minutos. Ap6s a avaliacdo da atencdo pela psicdivgdyn Miranda Camelo, o Sr. seré
submetido ao exame de eletroencefalografia (EE&izesio pela psicéloga Bruna Velasques
e pela fisioterapeuta Juliana Bittencourt. Estaiagdo tem como o objetivo a ampliacdo do
conhecimento cientifico sobre o transtorno bipBksta avaliacdo tem como o objetivo a

ampliacdo do conhecimento cientifico sobre o t@nstbipolar.

Essa pesquisa esta de acordo com os procedimeictus estabelecidos pela Resolugéo
96/96, do Conselho Nacional de Saude. Ressaltarsea qdentidade dos participantes sera
mantida em sigilo e que os dados obtidos serdosdeenclusivo para fins de pesquisa,

podendo os participantes receber resultados divanmsntos aplicados, se assim desejarem.
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A pesquisa pode causar um risco minimo que estéioeldo ao desconforto com a
aplicacdo da bateria de testes. Com isso, a quahtgomento, o sr.(a) podera desistir de sua

participacdo na pesquisa, sendo entdo encamintzad® @mbulatdrio geral desta instituicéo.

Eu, , identidade n°

, declaro que li e compreendieome foi explicado e, dessa forma,

concordo em patrticipar do estudo.

Rio de Janeiro, de de

Dados da Pesquisadora Responséavel: Evelyn V.M.@amel

End: Bardo de Mesquita, 595/203- Tijuca.
Contato: 94723522

E-mail:evypsi@gmail.com

Dados do Comité de Etica e Pesguisa —IPUB

End: Rua Venceslau Bras, 71 fds. Prédio da Dire¢&9 andar — sala do CEP.
22.290-140 — Campus Praia Vermelha - Botafogo — d®iaJaneird.elefone/fax: 55 (21)
3873-5510

E-mail:comite.etica@ipub.ufrj.br

Pesquisador Sujeito
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7.2. Anexo Il

YMRS — Escala de avaliagdo de mania de Young
Item - definicdo

01. Humor e afeto elevados

Este item compreende uma sensacéo difusa e prolangabjetivamente experimentada e
relatada pelo individuo, caracterizada por sensdedm®em-estar, alegria, otimismo, confianca
e animo. Pode haver um afeto expansivo, ou seja,axpressao dos sentimentos exagerada
ou sem limites, associada a intensa relacao cotmsarios de grandeza (euforia). O humor
pode ou ndo ser congruente ao contetdo do pensament

(0) Auséncia de elevagao do humor ou afeto.

(1) Humor ou afeto discreta ou possivelmente auatest, quando questionado.

(2) Relato subjetivo de elevacéo clara do humorstraese otimista, autoconfiante, alegre;
afeto apropriado ao conteudo do pensamento.

(3) Afeto elevado ou inapropriado ao conteudo despmento; jocoso.

(4) Eufdrico; risos inadequados, cantando.

(X) Nao avaliado.

02. Atividade motora - energia aumentada

Este item compreende a psicomotricidade - e ex@wessrporal - apresentada pelo paciente,
incluindo a sua capacidade em controla-la, variadekre um grau de normalidade, até um
estado de agitacdo, com atividade motora sem dexddi, ndo influenciada por estimulos
externos. O item compreende ainda o relato subjaliv paciente, quanto a sensacdo de
energia, ou seja, capacidade de produzir e agir.

(0) Ausente.

(1) Relato subjetivo de aumento da energia oudsde motora.

(2) Apresenta-se animado ou com gestos aumentados.

(3) Energia excessiva; as vezes hiperativo; inquieias pode ser acalmado).

(4) Excitacdo motora; hiperatividade continua (péde ser acalmado).
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(X) Nao avaliado.

03. Interesse sexual

Este item compreende idéias e/ou impulsos pertestenrelacionados a questdes sexuais,
incluindo a capacidade dopaciente em controladsnteresse sexual pode restringir-se a
pensamentos e desejos ndo concretizados, em getalizados apenas apds solicitagéo,
podendo chegar até a um comportamento sexual ifrenét desenfreado, sem qualquer
controle ou critica quanto a riscos e normas morais

(0) Normal; sem aumento.

(1) Discreta ou possivelmente aumentado.

(2) Descreve aumento subjetivo, quando questionado.

(3) Conteudo sexual espontaneo; discurso centradogeestbes sexuais; auto-relato de
hipersexualidade.

(4) Relato confirmado ou observacdo direta de cotapeento explicitamente sexualizado,
pelo entrevistador ou outras pessoas.

(X) Nao avaliado.

04. Sono

Este item inclui a reducdo ou falta da capacidaeledatmir, e/ou a reducéo ou falta de
necessidade de dormir, parasentir-se bem-dispagtoce

(0) Nao relata diminuicdo do sono.

(1) Dorme menos que a quantidade normal, cercahteala menos do que o seu habitual.

(2) Dorme menos que a quantidade normal, mais dueala menos do que o seu habitual.
(3) Relata diminuigéo da necessidade de sono.

(4) Nega necessidade de sono.

(X) Nao avaliado.

05. Irritabilidade

Este item revela a predisposicdo afetiva parammentos/emog¢des como raiva ou mau-humor
apresentados pelo paciente frente a estimulosnesteinclui baixo-limiar a frustracdo, com
reac0es de ira exagerada, podendo chegar a umo estatstante de comportamento
desafiador, querelante e hostil.

(0) Ausente.

(2) Subjetivamente aumentada.

(4) Irrithvel em alguns momentos durante a enttayispisodios recentes (nas Ultimas 24
horas) de ira ou irritagcdo na enfermaria.

(6) IrritAvel durante a maior parte da entrevistspido e lacénico o tempo todo.
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(8) Hostil; ndo cooperativo; entrevista impossivel.

(X) Nao avaliado.

06. Fala(velocidade e quantidagle

Este item compreende a velocidade e quantidade isturdo verbal apresentado pelo
paciente. Inclui sua capacidade de percebé-lo gatéto, por exemplo, frente a solicitagfes
para que permaneca em siléncio ou permita querevestador fale.

(0) Sem aumento.

(2) Percebe-se mais falante do que o seu habitual.

(4) Aumento da velocidade ou quantidade da falalkgwmns momentos; verborréico, as vezes
(com solicitagao, consegue-se interromper a fala).

(6) Quantidade e velocidade constantemente aunsntddiculdade para ser interrompido
(n&o atende a solicitagfes; fala junto com o ersr@dor).

(8) Fala pressionada, ininterruptivel, continuadig a solicitagdo do entrevistador).

(X) Nao avaliado.

07. Linguagem - Disturbio do pensamento

Este item refere-se a alteracdes da forma do pemamavaliado pelas construcdes verbais
emitidas pelo paciente. O pensamento pode estar onamenos desorganizado, de acordo
com a gravidade das altera¢des formais do pensanusgcritas a seguir:
nCircunstancialidade fala indireta que demora para atingir o ponto e, mas
eventualmente vai desde o ponto de origem até etiobjfinal, a despeito da superincluséo
de detalhes;

lI”Tangencialidadeincapacidade para manter associacdes do pensathegidas ao objetivo

- 0 paciente nunca chega do ponto inicial ao olmdtnal desejado;

IIFuga de idéiasverbalizacbes rapidas e continuas, ou jogos Benaa que produzem uma
constante mudanca de uma idéia para outra; as itbfidem a estar conectadas e, mesmo em
formas menos graves, podem ser dificeis de sermatmdas peloouvinte;

lIEcolalia consonanterepeticdo automatica de palavras ou frases, chomacao e forma que
produzem efeito sonoro de rima;

lincoeréncia fala ou pensamento essencialmente incompreessaas outros, porque as
palavras ou frases séo reunidas sem uma conexalgma e significado.

(0) Sem alteracdes.

(1) Circunstancial; pensamentos rapidos.

(2) Perde objetivos do pensamento; muda de asstneipsentemente; pensamentos muito

acelerados.
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(3) Fuga de idéias; tangencialidade; dificuldadeapgcompanhar o pensamento; ecolalia
consonante.

(4) Incoeréncia; comunicagao impossivel.

(X) Nao avaliado.

08. Conteudo

Este item compreende idéias e crencas apresemteldagaciente, variando, de acordo com a
intensidade, de idéias novas e/ou incomuns ao rgaciegeacdo supervalorizada (ou seja,
crenca falsa, intensamente arraigada, porém siselegatargumentacao racional), a delirios
(crencas falsas, baseadas em inferéncias incosetas a realidade, inconsistentes com a
inteligéncia e antecedentes culturais do pacieatgjue ndo podem ser corrigidas pela
argumentacao). Conteudos comumente encontradcgcrenfe maniaco, incluem:

lidéias misticasde conteudo religioso;

lldéias parandidescrenca de estar sendo molestado ou perseguido;

lldéias de grandezaconcepcdo exagerada da propria importancia, podeidentidade,
incluindo posses materiais, qualidades incomuns eklcionamentos especiais com
personalidades famosas ou entidades misticas;

lldéias de referénciacrenca de que o comportamento dos outros tergékelkeonsigo proprio
ou de que eventos, objetos ou outras pessoas possuesignificado particular e incomum
para si.

(0) Normal.

(2) Novos interesses e planos compativeis com dig@m sécio-cultural do paciente, mas
guestionaveis.

(4) Projetos especiais totalmente incompativeis aaandicdo sécio-econdmica do paciente;
hiper-religioso.

(6) ldéias supervalorizadas.

(8) Delirios.

(X) Nao avaliado.

09. Comportamento disruptivo agressivo

Este item compreende a atitude e as respostasaiEnfgaao entrevistador e a situacao da
entrevista. O paciente pode apresentar-se desdordiairdnico e sarcastico, mas ainda assim
respondendo aos questionamentos, ou entdo nao ratepee francamente agressivo,
inviabilizando a entrevista.

(0) Ausente, cooperativo.

(2) Sarcéstico; barulhento, as vezes, desconfiado.
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(4) Ameaca o entrevistador; gritando; entrevistewltada.

(6) Agressivo; destrutivo; entrevista impossivel.

(X) Nao avaliado.

10. Aparéncia

Este item compreende a apresentacédo fisica donpaciecluindo aspectos de higiene, asseio
e modo de vestir-se.

(0) Arrumado e vestido apropriadamente

(1) Descuidado minimamente; adornos ou roupas naimemte inadequados ou exagerados.
(2) Precariamente asseado; despenteado moderaganesiido com exagero.

(3) Desgrenhado; vestido parcialmente; maquiagemeagante.

(4) Completamente descuidado; com muitos adormakeeecos; roupas bizarras.

(X) Nao avaliado

11. Insight(discernimentp

Este item refere-se ao grau de consciéncia e cemgdie do paciente quanto ao fato de estar
doente. Varia de um entendimento adequado (afetivetelectual) quanto a presenca da
doenca, passando por concordancia apenas fremggi@entacdo, chegando a uma negacao
total de sua enfermidade, referindo estar em seypodamento normal e ndo necessitando de
gualquer tratamento.

(0) Insight presente: espontaneamente refere detarte e concorda com a necessidade de
tratamento

(1) Insight duvidoso: com argumentacédo, admite ipesdoenca e necessidade de tratamento.
(2) Insight prejudicado: espontaneamente admiteraglio comportamental, mas néo a
relaciona com a doenca, ou discorda da necessiigaiatamento.

(3) Insight ausente: com argumentacéo, admite uheaf@aga alteracdo comportamental, mas
nao a relaciona com a doenca e discorda da neadedie tratamento.

(4) Insight ausente: nega a doenca, qualquer gffteraomportamental e necessidade de
tratamento.

(X) Nao avaliado.

7.3. Anexo Il

Guia da entrevista estruturada para a escala de aliacdo de depressédo de Hamilton

Nome do paciente:
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Entrevistador:
Data: / /

Introducéao:

Gostaria de |he fazer algumas perguntas sobraraalitemana. Como vocé tem se sentido
desde a ultima (dia da semana)? Sepaciente amimailaddocé tem trabalhado? Se ndao:
Especifique por que nao?

1. Como tem estado seu humor na ultima semana?

Vocé tem se sentido para baixo ou deprimido?

Triste? Sem esperanca?

Na ultima semana, com que frequéncia vocé se sdéutiize a palavra referida pelo
paciente)? Todos os dias? O dia inteiro?

Vocé tem chorado?

Humor depressivo (tristeza, desesperanca, desampaubilidade)

0- ausente.

1- sentimentos relatados somente se perguntados.

2- sentimentos relatados espontaneamente, conraalav

3- comunica o0s sentimentos ndo com palavras, mas ecpressao facial, postura, voz e
tendéncia ao choro.

4- 0 paciente comunica quase que exclusivamengs esntimentos, tanto em seu relato
verbal como na comunicacao néo-verbal.

Se pontuou de 1 a 4, perguni#a quanto tempo vocé tem se sentido desta maneira?
2.Vocé tem se sentido especialmente autocritico mdtat@a semana, sentindo que fez coisas
erradas ou decepcionou outraspessoas?

SE SIM: quais foram esses pensamentos?

Vocé tem se sentido culpado em relacdo a coisateguel ndo fez?

Vocé tem pensado que, de alguma forma, vocé énsépel pela sua depressédo?

Vocé sente que esta sendo punido ficando doente?

Sentimentos de culpa:

0- ausente.

1- auto-recriminacéo, acha que decepcionou ougssoas.

2- idéias de culpa ou ruminacdes de erros ou gaEEsmMinosas (mas) no passado.

3- paciente acha que a doenca atual € uma purtgétigo). Delirio de culpa.
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4- ouve vozes que 0 acusam ou denunciam e/ou temmat¢des visuais ameacadoras.

3. Nessa Ultima semana, vocé teve pensamentos dedqueale a pena viver ou que vocé
estaria melhor morto? ou pensamentosde se machwedé de se matar?

SE SIM: o que vocé tem pensado sobre isso? Ve pdachucou?

Suicidio:

0- ausente.

1- acha que néo vale a pena viver.

2- deseja estar morto ou pensa em uma possivesd [pand Si.

3- idéias ou atitudes suicidas.

4- tentativas de suicidio.

4. Como tem sido seu sono na ultima semana?

Vocé teve alguma dificuldade em iniciar o sono? Agé deitar, quanto tempo leva para
conseguir dormir?

Em quantas noites nesta ultima semana vocé tetepras para iniciar o sono?

Insdénia inicial:

0- sem dificuldades para iniciar o0 sono.

1- queixa de dificuldade ocasional para iniciabng ou seja, mais que meia hora.

2- queixa de dificuldade para iniciar o sono toassoites.

5. Durante essa ultima semana, vocé tem acordado iccda@oite?

SE SIM: vocé sai da cama? o que vocé faz? (sormant® banheiro?)

Quando volta para a cama, vocé volta a dormir logo?

Vocé sente que seu sono é agitado ou perturbaddgeimas noites?

Insdnia intermediaria:

0- sem dificuldade.

1- queixa de agitacao e perturbacdo durante a noite

2- acorda durante a noite — qualquer saida da ¢erweto por motivos de necessidade
fisiol6gica).

6. A que horas vocé tem acordado pela manha na Udemana?

Se cedo: acorda com despertador ou sozinho? A guaes lrocé normalmente acordava (ou
seja, antes de ficar deprimido)?

InsOnia tardia:

0- sem dificuldade.

1- acorda durante a madrugada, mas volta a dormir.

2- ndo consegue voltar a dormir se levantar da churante a noite.
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7.Como vocé tem passado seu tempo na Ultima semaaadg ndo esta no trabalho)?

Vocé se sente interessado em fazer (essas atisjdadg@océ tem de se forgar?

Vocé parou de fazer atividades que costumava f&erSIM: Por qué?

Ha alguma coisa que vocé aguarda ansiosamente?

(no seguimento): Seu interesse voltou ao normal?

Trabalho e atividades:

0- sem dificuldades.

1- pensamentos e sentimentos de incapacidadeafadifraqueza, relacionados a atividades,
trabalho ou passatempos.

2- perda de interesse em atividades, passatempiwab@lho, quer relatado diretamente pelo
paciente, quer indiretamente por desatencao, is@eau vacilacdo (sente que precisa se
esforcar para o trabalho ou outras atividades).

3- diminuicdo no tempo gasto em atividades ou quilgrodutividade. No hospital, o
paciente ocupa-se por menos de trés horas porndiateidades (trabalho hospitalar ou
passatempos) com excecdo das tarefas rotineiesfelamaria.

4- parou de trabalhar devido a doenca atual. Npitabssem atividades, com excecéo das
tarefas rotineiras da enfermaria, ou se nao coesegliza-las sem ajuda.

8. Avaliacao baseada na observagéo durante a ensrevist

Retardo (lentificagcdo do pensamento e da fala, difidade de concentragéo, diminuicao da
atividade motora):

0 pensamentos e fala normais.

1 lentificagdo discreta a entrevista.

2 lentificag&@o Obvia durante a entrevista.

3 entrevista dificil.

4 estupor completo.

9. Avaliacao baseada na observagéo durante a ensrevist

Agitacao:

0 nenhuma.

1 inquietacéo.

2 mexe as méos, cabelos etc.

3 movimenta-se bastante, ndo consegue permanetadselurante a entrevista.

4 retorce as maos, roi as unhas, puxa os cabetwderos labios.

10.Vocé tem se sentido especialmente tenso ou irritadta Gltima semana?
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Vocé tem estado preocupado com coisas pouco inmpestaom as quais normalmente néo se

preocuparia? SE SIM: Como com o qué, por exemplo?

Ansiedade psiquica:

0 sem dificuldade.

1 tenséo e irritabilidade subjetivas.

2 preocupa-se com trivialidades.

3 atitude apreensiva aparente no rosto ou na fala.

4 paciente expressa medo sem ser perguntado.

11.Na dltima semana, vocé sofreu de alguns dos segusitomas fisicos?

Leia a lista, parando apos cada sintoma para retos

O quanto esses sintomas o incomodaram na ultimarsgmQuao intensos foram? Quanto

tempo ou com que frequéncia os teve?

Nota: ndo considerar se claramente relacionados edicacdo (por exemplo, boca seca e

imipramina).

Ansiedade - somatica:

Concomitantes fisiolégicos da ansiedade, como:

Gl: boca seca, flatuléncia, indigestao, diarréaticas, eructagoes.

CV: palpitacao, cefaleias.

Respiratorios: hiperventilagdo, suspiros.

Ter de urinar frequentemente.

Sudorese.

0 ausente.

1 duvidoso ou trivial: sintomas menores, relatagleendo questionados.

1 leve: paciente descreve espontaneamente 0s sintaqmas ndo sdo acentuados ou
incapacitantes.

3 moderado: mais do que 2 sintomas e com maioddrerja. S40 acompanhados de estresse

subjetivo e prejudicam o funcionamento normal.

4 grave: numerosos sintomas, persistentes e intap@s na maior parte do tempo, ou

atagues de panico quase diariamente.

12. Como tem estado seu apetite nesta Ultima semar@afio(Ge compara ao seu apetite

habitual?).

Vocé tem tido que se forca a comer?

As outras pessoas tém insistir para vocé comer?

Sintomas gastrointestinais — somaticos:
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0 nenhum.

1 perda de apetite, mas come sem necessidadesténni.

2 dificuldade para comer se nao insistirem.

13.Como tem estado sua "energia” nesta ultima semana?

Vocé se sente cansado o tempo todo?

Nesta ultima semana, vocé teve dor nas costasledmabeca ou dor muscular?

Nesta Ultima semana, vocé tem sentido um peso ap#nes, nas costas ou na cabeca?
Sintomas somaticos gerais:

0 nenhum.

1 peso em membros, costas ou cabeca; dor nas,austeabeca ou nos musculos. Perda de
energia e fatigabilidade.

2 qualquer sintoma bem caracterizado e nitido.

14. Como tem estado seu interesse por sexo nesta seifreimaestou lhe perguntando sobre
seu desempenho, mas sobre seu interesse por sgxantd vocé tem pensado nisso?

Houve alguma mudanca em seu interesse por sexaelagéio a €época em que VOcé nao
estava deprimido)?

Isso é algo em que vocé tem pensado muito? Sessacé pouco habitual para vocé?
Sintomas Genitais — (como perda de libido, distidmenstruais):

0 ausentes.

1 leves ou infrequentes: perda de libido, desengpsakual prejudicado.

2 Obvio e graves: perda completa do interesse kexua

15. Na ultima semana, o quanto seus pensamentos t@tizémo na sua saude fisica ou no
funcionamento de seu corpo (comparado ao seu pensamabitual).

Vocé se queixa muito de sintomas fisicos?

Vocé tem-se deparado com situacdes em que vocéapaibe para fazer coisas que poderia
fazer sozinho?

SE SIM: Como o qué, por exemplo? Com que frequéss@atem ocorrido?

Hipocondria:

0 ausente.

1 auto-observacao aumentada (com relagao ao corpo).

2 preocupacao com a saude.

3 gqueixas frequentes, pedidos de ajuda etc.

4 delirios hipocondriacos.

16.Vocé perdeu algum peso desde que essa (DEPRES®A®}ou? SE SIM: Quanto?
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SE INCERTO: Vocé acha que suas roupas estao ngalfs?

No Seguimento: Vocé voltou a ganhar peso?

Perda de Peso (desde o inicio da doenca ou da UHilmvaliacéo)

0 sem perda de peso ou perda de peso NAO caudadiopaca atual.

1 perda de peso provavelmente causada pela doeat.aRerda de menos de meio quilo.
2 perda de peso definitivamente causada pela detngh Perda de meio quilo ou mais.
17.Avaliacdo baseada na observacéo.

Critica (Consequéncia da doenca):

0 reconhece estar deprimido e doente OU né&o espainddo no momento.

1 reconhece estar, mas atribui a causa a ma adgémntao clima, ao excesso de trabalho, a
um virus, a necessidade de descansoetc.

2 nega estar doente.

7.4. Anexo IV

Escala de impressao clinica global - versédo bipold€GI-BP)

(Spearing et al., 1997)

Item | — Gravidade da doenca

Considerando sua experiéncia clinica total comepdes bipolares, quao gravemente doente
tem estado o paciente durante a ultima semana?

MANIA:

DEPRESSAO:

TR. BIPOLAR GLOBAL: _

Em caso de tanto mania como depresséao terem egg@ieou superior a 3, discriminar:

() estado misto () virada para mania () viradar@ depresséo

Escores:

1 —Normal, ndo doente(sem sintomas).

2 —Minimamente doente(sintomas minimos, manteve funcionamento eficiente)

3 — Levemente doente(baixo nivel de sintomas, sofrimento subjetivo, gowu nenhum
prejuizofuncional).

4 — Moderadamente doentgalguns sintomas proeminentes, prejuizo funcioralerado).

5 — Acentuadamente doentgsintomas significativos, prejuizo funcional mustabstancial).
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6 — Gravemente doente(sintomas muito evidentes, incapaz de funcionamagoria das
areas).
7 — Muito gravemente doente(sintomas extremos, completamente incapacitadagreqdo

cuidadosextra).

7.5. Anexo V

PANSS — Positive Scale

P1 — DELIRIOS: Crencas que séo infundadas, irrealistas, e idiasgicas.

Base para avaliar: conteido do pensamento expressentrevista e sua influéncia nas
relacdes sociais e no comportamento.

1 — Ausente- A definicdo n&o se aplica.

2 — Minimo — Patologia questionavel: pode estar no extremergrpdos limites normais.

3 — Leve— Presenca de um ou dois delirios que sdo vagogirisfializados e ndo tenazmente
mantidos. Os delirios néo interferem com o penstmeslacdes sociais ou comportamento.
4 — Moderado— Presenca de uma série de delirios instaveisgpwnte formados, ou de
alguns delirios bem formados que ocasionalmentgf@miem com o pensamento, relacdes
sociais ou comportamento.

5 - Moderado grave— Presenca de numerosos delirios bem formados &uésazmente
mantidos e ocasionalmente interferem com o pendanrefacdes sociais ou comportamento.
6 — Grave— Presenca de um conjunto estavel de delirios @mersstalizados, possivelmente
sistematizados, tenazmente mantidos, e clarametgderem com o0 pensamento, relagdes
sociais ou comportamento.

7 — Extremo- Presenca de um conjunto estavel de delirios o@kamente sistematizados
ou muito numerosos e que dominam a maior parteadeas da vida do paciente. Isso
freqientemente resulta em acdo inapropriada ospworesavel, a qual pode até mesmo
ameacar a seguranca do paciente ou de outros.

P2 — DESORGANIZACAO CONCEITUAL : Processo desorganizado de pensamento

caracterizado pela ruptura do sequenciamento diraddb a um objetivo (por ex.,
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circunstancialidade, tangencialidade, afrouxamea® associagdes, ilogicidade grosseira, ou
bloqueio do pensamento).

Base para avaliar: processo cognitivo-verbal olagrvlurante o curso da entrevista.

1 — Ausente- A definicdo n&o se aplica.

2 — Minimo — Patologia questionavel: pode estar no extremergurpdos limites normais.

3 — Leve— O pensamento é circunstancial, tangencial oudmca. H4 alguma dificuldade
em direcionar os pensamentos para um objetivajuerabfrouxamento das associacdes pode
ser evidenciado sob pressao.

4 — Moderado — Capaz de focar os pensamentos quando as comigscaéo breves e
estruturadas, mas se torna frouxo ou irrelevantendm lida com comunicagcées mais
complexas ou quando esta sob minima presséao.

5 - Moderado grave— Geralmente tem dificuldade em organizar os peests, COmMo
evidenciado por frequentes irrelevancias, perdacaaectividade, ou afrouxamento das
associagfes quando ndo esté sob pressao.

6 — Grave — O pensamento esta seriamente descarrilado enantente inconsistente,
resultando em irrelevancias grosseiras e ruptusapdocessos de pensamento, o que ocorre
quase constantemente.

7 — Extremo— Os pensamentos apresentam tal ruptura que apaeista incoerente. H4 um
acentuado afrouxamento das associac¢des, o quearesutotal fracasso da comunicacao (por
ex. “salada de palavras”) ou mutismo.

P3 — COMPORTAMENTO ALUCINATORIO : Relato verbal ou comportamento
indicando percepcdes que ndo sdo geradas por kEstimxternos. Isso pode ocorrer nas
modalidades auditiva, visual, olfativa ou somética.

Base para avaliar: relato verbal e manifestac@safi durante o curso da entrevista, assim
como relatos de comportamento por parte de tratbatka de cuidados primarios ou
familiares.

1 — Ausente- A definicdo n&o se aplica.

2 — Minimo — Patologia questionavel: pode estar no extremerguplos limites normais.

3 — Leve— Uma ou duas alucinacdes claramente formadas p@m@s, ou entdo um namero
de percepc¢des anormais

vagas que nao resultam em distor¢cdes do pensameim comportamento.

4 — Moderado— Alucinacfes ocorrem freqliente mas néo continutamero pensamento e o

comportamento do paciente sdo afetados apenasqrar@emonta.



83

5 - Moderado grave— Alucinagdes sao frequentes, podem envolver neigmth modalidade
sensorial e tendem a distorcer o pensamento efamla uma ruptura no comportamento. O
paciente pode ter uma interpretacdo delirante dessperiéncias e responder a elas
emocionalmente e, as vezes, responder a elas wenia também.

6 — Grave— Alucinacdes estao presentes quase continuanoaniggando uma grande ruptura
no pensamento e no comportamento. O paciente & ¢t@mo percepcbes reais, 0
funcionamento é impedido pelas frequentes respestasionais e verbais a elas.

7 — Extremo — O paciente esta quase totalmente preocupado bwmmagdes, as quais
virtualmente dominam o pensamento e o comportaméstalucinagcées levam a uma rigida
interpretacdo delirante e provocam respostas \&egadmportamentais, incluindo obediéncia
a alucinacdes imperativas.

P4 — EXCITACAO: Hiperatividade como refletida em comportamentotan@celerado,
resposta exacerbada a estimulos, hipervigilanaiaxoessiva labilidade afetiva.

Base para avaliar: manifestacdes comportamentag@uo curso da entrevista, assim como
relatos de comportamento por parte de trabalhadieresidados primarios ou familiares.

1 — Ausente- A definicdo néo se aplica.

2 — Minimo — Patologia questionavel: pode estar no extremergrpdos limites normais.

3 — Leve— Tende a ficar levemente agitado ou hipervigilahteante a entrevista, mas sem
episdédios de excitacdo ou acentuada labilidadeud®h Pode haver uma leve presséo para a
fala.

4 — Moderado — Agitacdo ou hipervigilancia € claramente evidethbeante a entrevista,
afetando a fala e a mobilidade geral, ou episédikd®explosao” ocorrem esporadicamente.

5 - Moderado grave— Hiperatividade significativa ou frequentes “e)giles” de atividade
motora sdo observadas, tornando dificil para oepéeipermanecer sentado por mais do que
alguns minutos num dado periodo.

6 — Grave— Excitagdo acentuada domina a entrevista, restringtencdo, e afeta até certo
ponto fungbes pessoais taiscomo alimentar-se eidorm

7 — Extremo- Excitacdo acentuada interfere seriamente cormmeeadacao e o sono e faz as
interacdes interpessoais virtualmente impossivemceleracdo da fala e da atividade motora
podem resultar em incoeréncia e exaustao.

P5 — GRANDIOSIDADE: Auto-opinido exagerada e convicgdes nao realiddas
superioridade, incluindo delirios de habilidadesadinarias, riqueza, conhecimento, fama,

poder e corre¢cao moral.
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Base para avaliar: o conteddo do pensamento egpressntrevista e sua influéncia no
comportamento.

1 — Ausente- A definicdo n&o se aplica.

2 — Minimo — Patologia questionavel: pode estar no extremerguplos limites normais.

3 — Leve— Alguma expansividade ou presuncéo é evidente, seasdelirios de grandeza
bem delineados.

4 — Moderado — Sente-se distinta e irrealisticamente supericr @dros. Alguns delirios
pobremente formados sobre status ou habilidadesciasp podem estar presentes mas nao
produzem nenhum efeito.

5 - Moderado grave— Delirios bem delineados relativos a habilidadesveis, status, ou
poder sdo expressos e influenciam a atitude mae nédmportamento.

6 — Grave — Delirios bem delineados de notavel superioridexeolvendo mais de um
parametro (rigueza, conhecimento, fama, etc.) s@oessos, influenciam notavelmente as
interacdes, e podem afetar o comportamento.

7 — Extremo— O pensamento, as interacdes e o comportamentiosdioados por multiplos
delirios de assombrosa habilidade, riqgueza, comtesttd, fama, poder, e/ou estatura moral,
gue podem ser bizarros.

P6 — SUSPICACIA / PERSEGUICAQ Idéias de perseguicdo ndo realistas ou exageradas
como refletidas em precaucédo, uma atitude de dBanga, hipervigilancia suspicaz, ou
delirios francos de que outros pretendem prejuidica-

Base para avaliar: o conteddo do pensamento expressntrevista e sua influéncia no
comportamento.

1 — Ausente- A definicdo n&o se aplica.

2 — Minimo — Patologia questionavel: pode estar no extremerguplos limites normais.

3 — Leve— Apresenta uma atitude “defensiva” ou de francscalgfianca, mas pensamentos
interagdes ecomportamento sao minimamente afetados.

4 — Moderado— A desconfianga é claramente evidente e se impdentrevista e/ou no
comportamento, mas nao ha evidéncia de deliricsepetorios, e ndo parece afetar a atitude
ou as relacdes interpessoais do paciente.

5 - Moderado grave— O paciente mostra acentuada desconfianca, levandoa extensa
ruptura das relacdes interpessoais, ou entédo héodeglersecutdrios bem delineados que tém
um impacto limitado nas relacdes interpessoais @ngortamento.

6 — Grave — Delirios de perseguicdo penetrantes e bem ddlseaue podem ser

sistematizados e que interferem significativameaterelacdes interpessoais.
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7 — Extremo— Uma rede de delirios persecutdrios sistematizddosna o pensamento, as
relagcdes sociais e 0 comportamento do paciente.

P7 — HOSTILIDADE : Expressoes verbais e nao verbais de raiva entessaito, incluindo
sarcasmo, comportamento passivo-agressivo, ingeittml e agressao.

Base para avaliar: comportamento interpessoal wéderdurante a entrevista e relatos por
parte de trabalhadores de cuidados primarios oiliéaes.

1 — Ausente- A definicdo néo se aplica.

2 — Minimo — Patologia questionavel: pode estar no extremerguplos limites normais.

3 — Leve— Comunicagédo indireta ou disfarcada de raivacdémho sarcasmo, desrespeito,
expressoes de hostilidade, e irritabilidade ocasion

4 — Moderado — O paciente apresenta uma atitude excessivamesgsl, hexibindo
irritabilidade frequente e expressao direta dearaiv ressentimento.

5 - Moderado grave — O paciente esta altamente irritavel e, em ceotasides, esta
verbalmente insultuoso ou ameacador.

6 — Grave— Auséncia de cooperacao e insultos ou ameacaaiserttavelmente influenciam
e seriamente afetam as relacdes sociais. O pa@edtestar violento e destrutivo, mas néo
est4 fisicamente agressivo em relacdo aos outros.

7 — Extremo— Acentuada raiva resulta em extrema falta de qagge, tornando impossivel
outras interacdes, ou episddio(s) de agresséda Esicrelacdo aos outros.

7.6. Anexo VI

Insight Scale for Affective Disorders

Indique o escore apropriado com um X: 0= ndo pedegaliado ou item néo relevante; 1=
consciéncia; 3= consciéncia

moderada; 5= sem consciéncia.

012345

1 Consciéncia de sofrer de um transtorno afetiech{dnor).
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2 Consciéncia da eficicia do tratamento para ¢grsas atuais ou para prevenir recidivas.

3 Consciéncia das consequéncias da doenca salafeathb, familia e vida social.

4 Consciéncia de apresentar humor deprimido/exyauasi irritavel (conforme apropriado).

5 Consciéncia de apresentar acentuado(a) aumehiod® de atividades prazerosas
(conforme apropriado).

6 Consciéncia de apresentar ganho/perda signifogali de peso (conforme apropriado).

7 Consciéncia de apresentar insdnia ou hipersoarddrme apropriado).

8 Consciéncia de apresentar alentecimento ou agifasicomotor(a) (conforme apropriado).
9 Consciéncia de apresentar fadiga ou excessoetgi@n

10 Consciéncia de apresentar sentimentos de dad#i ou culpa, ou autoestima aumentada
ou grandiosidade.

11 Consciéncia de apresentar lentiddo da fala orboxmgia/tagarelice (conforme
apropriado).

12 Consciéncia de apresentar bradipsiquismo/fugdéiles (conforme apropriado).

13 Consciéncia de apresentar baixo nivel de atétigfacao.

14 Consciéncia de apresentar aparéncia desleixada.

15 Consciéncia de apresentar sintomas de confiesiwientacao.

16 Consciéncia de ter relagdes sociais pobres.

17 Consciéncia de apresentar delirios e alucinggdesorme apropriado).

A.l. Escala de consciéncia de morbidade para tansts afetivos (do humor)

A.1.1. InstrugcOes

Esta escala requer que o individuo tenha um tramstafetivo (do humor) com um dos
sintomas detalhados abaixo. Para cada sintoma-tlewg-se confirmar que o individuo
apresentou esse determinado sintoma durante alpgrésquisado. A gravidade do sintoma
ndo é relevante, s6 € necessario que ele esteganelate presente. A verificacdo da lista de
sintomas deve ser feita antes do preenchimenteadaepara determinar quais sintomas-item
sao relevantes. Os trés itens gerais (numerosel3f que ndo correspondem a sintomas
especificos, sdo normalmente relevantes e devemchgidos em todos os casos. Periodos de
tempos maiores ou menores podem ser usados pavaliacao da consciéncia atual,

dependendo dos objetivos da pesquisa.

7.7. Anexo VI
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Sheehan Disability Scale

Nome do paciente:

Data: / /20

Responda com base nos Ultimos 7 (sete) dias:

Trabalho/Escola

Os sintomas tém interrompido suas atividades no tkslho/escola:

De nenhuma forma Suavemente ModeradamenteMarcadamente Extremamente

S B B B Bl I B3R B3 E1 R B C

Vida Social

Os sintomas tém interrompido sua vida social:

De nenhuma forma Suavemente ModeradamenteMarcadamente Extremamente

S B B B3 KRl B3R B3 E1 R EILC

Vida familiar/responsabilidades do lar
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Os sintomas tém interrompido sua vida familiar/respnsabilidades do lar:

De nenhuma forma Suavemente ModeradamenteMarcadamente Extremamente

S BBl 68 B35 K35 K5 B3 KRR EEL TN




