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ABREVIATURAS E SIGLAS

TDM - transtorno depressivo maior.

BDNF - fator neurotrofico derivado do cérebro (brain-derived neurotrophic factor).

R/E —religiosidade/espiritualidade.

OR - religiosidade organizacional (organizational religiosity).

NOR - religiosidade ndo-organizacional (non-organizational religiosity).

RI —religiosidade Intrinseca.

HIR —religiosidade intrinseca alta (high intrinsic religiosity).

LIR — religiosidade intrinseca baixa (low intrinsic religiosity).

DUREL — Escala de Religiosidade da Universidade de Duke (Duke University Religion Index).
ER — Escala de Resiliéncia (Resilience Scale).

RS — Resilience Scale.

HAM-D — escala de depressdo de Hamilton (Hamilton Depression Rating Scale).

MSM - método de estadiamento de depressdao Maudsley (Maudsley Staging Method).

CGI — Escala Impressao Clinica Global (Clinical Global Impression Scale).

CIRS - Indice de Comorbidades Clinicas (Cumulative lliness Rating Scale).

BPRS — Escala Breve de Avaliacdo Psiquiatrica (Brief Psychiatry Rating Scale).

WHOQOL-SRPB — escala para avaliacdo da religiosidade, espiritualidade, crencas pessoais e
qgualidade de vida da Organizacdo Mundial de Saude, versdo abreviada (World Health
Organization Quality of Life Religiousness, Spirituality and Personal Beliefs instrument).

MOS — Escala de Suporte Social MOS (Medical Outcomes Study’s Social Support Scale).

mgm - software ligado a analise estatistica de redes através da linguagem e plataforma R

(Mixed Graphical Models).



RESUMO

A depressdo representa um transtorno mental de grande prevaléncia e impacto para
saude publica. Pacientes com quadros depressivos em atendimento tercidrio apresentam
em geral quadros com sintomatologia mais grave, com maior recorréncia, menor chance de
remissao dos sintomas e maior risco de suicidio. Sendo assim, o entendimento de fatores
capazes de melhorar o progndstico e tratamentos, em especial nos pacientes com maior
gravidade e riscos, constitui importante questdo de pesquisa para psiquiatria e saude
mental.

A religiosidade e espiritualidade (R/E), por sua vez, tém sido consideradas como
importantes fatores na avaliacdo e tratamento de pacientes com depressdo. No Brasil, por
exemplo, boa parte dos pacientes consideram a religiosidade como algo muito importante
em suas vidas e muitos pacientes desejam abordar tais fatores em seus atendimentos de
saude. Evidéncias cientificas reforcam que em geral pacientes com maior R/E possuem
menor risco de suicidio, maior recuperacdo de sintomas depressivos e menor incidéncia de
depressdao em estudos prospectivos. Por outro lado, o entendimento dos mecanismos
através dos quais a R/E exerce seus efeitos sobre desfechos clinicos na depressdo segue
como relevante fator a ser compreendido pela pesquisa em saide mental.

O objetivo da presente tese é avaliar em pacientes com depressdo atendidos na
internacao e ambulatério do Hospital de Clinicas de Porto Alegre a relevancia e impacto da
R/E na depressdo sobre diferentes perspectivas: (1) avaliacdo da percep¢do e importancia
do tema pelos pacientes; (2) entendimento das relagdes entre diversas dimensdes da R/E,
fatores positivos (e.g. resiliéncia, suporte social) e sintomas depressivos; (3) impacto da R/E
no risco de suicidio e remissdo de sintomas depressivos em 6 meses de tratamento; e (4)
correlacdo da R/E com marcadores bioldgicos em pacientes com depressdo internados.

Os resultados apresentados nos estudos demonstram que a maior parte dos
pacientes apresenta interesse sobre religiosidade e espiritualidade (82,1%), embora a
maioria (63,1%) nunca tenha sido questionados em seus atendimentos de salude sobre o
tema. Além do mais, 68.3% dos pacientes gostariam de participar em uma psicoterapia
integrada a espiritualidade no seu tratamento para depressdo. Fatores positivos como
resiliéncia, propdsito, esperanca, fé, foram identificados como possiveis mediadores de
efeitos positivos da R/E em anadlise de rede de pacientes com depressdo. Em seguimento
prospectivo de 6 meses, uma maior frequéncia a encontros religiosos (DUREL) foi
relacionado a chances 80% maiores de remissdo de sintomas depressivos (OR 1.83, P=0.02).
Diversas dimensdes da R/E, por sua vez, como religiosidade intrinseca (DUREL) (t-statistic -
2.421, P=0.01), frequéncia a encontros religiosos (DUREL) (t-statistic -2.172, P=0.03) e
escore total de qualidade de vida ligada a religiosidade, espiritualidade e crencas pessoais
(WHOQOL-SRPB) (t-statistic -3.670, P=0.00) demonstraram correlacdes negativas com risco



de suicidio. Ademais, em pacientes com depressdo internados, efeitos positivos e protetores
da religiosidade intrinseca foram correlacionados a maiores niveis do fator neurotréfico
derivado do cérebro (BDNF, brain-derived neurotrophic factor) na alta hospitalar, possivel
marcador de neuroplasticidade cerebral e mediador dos efeitos da R/E sobre depresséo.

Os resultados apresentados reforgam a relevancia do estudo da R/E na psiquiatria,
apresentam possiveis mediadores de efeito da R/E sobre a depressdo e salientam a
importancia clinica de sua abordagem em pacientes com sintomatologia grave de
depressao.
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ABSTRACT

Depression represents a common disorder with a relevant impact on public health.
Depressed patients in specialized tertiary care, usually present worse clinical outcomes,
including higher recurrence of depressive episodes, lower remission rates, and higher
suicide risk, compared to community depressed patients. Considering that, understanding
factors capable to improve treatment and prognosis, especially for those patients with
worse symptomatology, certainly represents a key issue to psychiatry and mental health
research.

Religiosity and spirituality, otherwise, are increasingly recognized as relevant aspects
to be addressed among depressed patients. In Brazil, particularly, most individuals consider
religiosity and spirituality (R/S) a very important aspect of their lives, and most patients
would like to address those issues in their health consultations. Empirical evidence,
reinforces that, generally, patients with more R/S present lower suicide risk, higher
improvement of depressive symptoms and lower incidence of depressive episodes in
prospective studies. Nevertheless, undertanding the pathways toward which R/S exert their
effects in depression remains a key issue to mental health research.

The present thesis aimed to evaluate in samples of tertiary care depressed patients
at psychiatric inpatient unit and outpatient mood disorder clinic, the role of R/S over
depressive disorder from different perspectives: (1) perception of relevance and patients
interest in R/S issues; (2) evaluate the complex interplay between different R/S domains,
positive mental health factors (e.g. resilience, social support) and depressive symptoms; (3)
the impact of R/S over suicide risk and 6-month prospective remission rates of depressive
symptoms; and (4) the relationship between R/S and biological markers of depressive
disorders among depressive inpatients.

Our findings showed that most patients identify that R/S represent a significant
aspect of their health care (82.1%), but most of them were never asked about those topics
in health care consultations (63.1%). Furthermore, 68.3% of patients demonstrate interest
in spiritually integrated psychotherapy in their treatment of depression. Positive health
factors such as resilience, hope, purpose, faith, but not social support, were identified as
potential pathways across R/S and better outcomes of depressive symptoms in a network
analysis. In a 6-month prospective follow-up, religious attendance (DUREL) was identified as
a key predictor of remission of depressive symptoms, with 80% higher odds of remission in
the follow-up in patients with higher religious attendance (OR 1.83, P=0.02). Different R/S
domains, including religious attendance (DUREL) (t-statistic -2.172, P=0.03), intrinsic
religiosity (DUREL) (t-statistic -2.421, P=0.01) and religiousness, spirituality and personal
beliefs quality of life (WHOQOL-SRPB) (t-statistic -3.670, P=0.00), were inversely related to
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suicide risk. Moreover, in a sample of depressive inpatients, higher intrinsic religiosity was
correlated to higher BDNF serum levels at discharge, a potential biological marker of
recovery and neuroplasticity in depressed patients.

The present findings reinforce the relevance of R/S and psychiatric research and the
importance to address those issues in clinical practice. The findings also revealed potential
mechanisms or pathways to understand the benefits of R/S over depression, especially
among those patients with more severe depressive symptoms and higher risks.
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1. APRESENTACAO

O trabalho desenvolvido na presente tese de doutorado denominada "Religiosidade,
Espiritualidade, Desfechos Clinicos e Marcadores Bioldgicos na Depressao" tem origem no
interesse em compreender a relacdo entre religiosidade e espiritualidade (R/E) e depressdo
em diferentes niveis: a associacdo entre R/E e resposta ao tratamento, a sua possivel
influéncia em desfechos clinicos e marcadores bioldgicos, a busca de entendimento de
possiveis mediadores de efeito da R/E na depressdo, bem como a percepc¢do dos pacientes
deprimidos sobre a importancia do tema.

A tese inicia com a apresentacdo da base conceitual e um panorama de pesquisas e
evidéncias cientificas na area de R/E e saude mental. A seguir é apresentada uma breve
revisdo sobre o impacto da R/E na depressdo e os diferentes desenhos de pesquisa
desenvolvidos para avancar no entendimento do tema. Apds sdo descritos os objetivos,
hipdteses, consideracdes éticas e apresentacdo dos artigos que compdem a tese.

Ao final sdo discutidas perspectivas futuras e conclusdes, incluindo oportunidades
para pesquisas e desafios para abordagem do tema na pratica clinica. Em anexo, além de
documentos relevantes relacionados a tese e artigos, sdo apresentados relatos de
atividades de divulgacdo cientifica e publicacdes complementares ligadas ao tema
desenvolvidas ao longo do periodo de desenvolvimento do projeto. A presente tese
resultou em 4 artigos como primeiro autor, 4 artigos como autor participante, 1 resumo
apresentado em conferéncia internacional, 3 capitulos de livro académicos internacionais e
participacdo como editor de livro internacional sobre saude mental e espiritualidade. O
autor apresentou seu trabalho nas seguintes atividades: Ciclo de Avancos em Psiquiatria da
Associacdo de Psiquiatria do Rio Grande do Sul (APRS), Jornada de Psiquiatria do Centro de
Estudos Luis Guedes (CELG-UFRGS), Congresso Brasileiro de Psiquiatria (ABP), Congresso
Mundial de Psiquiatria (WPA) e Encontro Mundial de Psiquiatria e Espiritualidade da
Organizagao Mundial de Psiquiatria (WPA).
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2. BASE CONCEITUAL E REVISAO DA LITERATURA

2.1. Depressao
2.1.1.Epidemiologia, Diagnéstico e Tratamento

A depressao constitui transtorno mental de grande prevaléncia e impacto para saude
publica mundial (Liu et al., 2019). Estudos epidemiolégicos identificam uma prevaléncia de
depressdao em média de 5% da populacdo mundial nos ultimos 12 meses e entre 15 a 18%
ao longo da vida (Kessler & Bromet, 2013). Revisdo sistematica de estudos estima
prevaléncia média de depressdo no Brasil de 8% nos ultimos 12 meses e em torno de 17%
ao longo da vida, com varia¢des de acordo com critérios e mensuracdes utilizados (Silva et
al., 2014).

Por sua condicdo crbnica, grave ou recorrente, a presenca de sintomas depressivos
ao longo da vida representa fonte de sofrimento psiquico, prejuizos interpessoais e na
gualidade de vida de muitas pessoas (Cho et al., 2019). O estudo Global Burden of Disease,
por exemplo, estima que a depressdao contribui como a terceira principal causa de
disfuncionalidade no mundo (em inglés Disability Adjusted Life Years ou DALYs'), e diante
do envelhecimento da populacdo e mudancas globais possui perspectivas de se tornar a
principal causa de disfuncionalidade até o ano de 2030 (Liu et al., 2019).

O diagnéstico de transtorno depressivo maior (TDM) é realizado a partir de
entrevista clinica para caracterizacao de sintomas, tempo de duracdo e prejuizos funcionais
do individuo, utilizando como critérios diagndsticos os sistemas classificatérios como CID-10
e DSM-V (Malhi & Mann, 2018). O diagndstico do episddio depressivo é identificado por
sintomas persistentes (diarios ao longo de no minimo 2 semanas) que incluem tristeza,
desanimo ou perda de prazer, associados a diminuicdo de energia, cansaco, alteracées de
apetite, do sono e libido, altera¢des psicomotoras (lentificacdo ou agitacdo), dificuldades de
concentracdo e sintomas cognitivos e emocionais que incluem culpa, ideias de desvalia, e
por vezes pensamentos de morte, ideacdo, planos e tentativas de suicidio (DSM-5, 2013).

1 Disability Adjusted Life Years (DALYs): medida que permite calcular o impacto ou carga (burden)
associada a uma doenga ou transtorno em uma populag¢do. A medida DALYs (anos de vida perdidos
ajustados por incapacidade), é resultante da soma dos anos perdidos por morte prematura (YLL
ouyears of life lost) e anos perdidos por incapacidade (YLD ou years lived with disability) (Murray et
al., 2012).
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Os antidepressivos representam tratamento de primeira linha e com comprovada
eficacia para tratamento da depressdo (Cipriani et al., 2018). Abordagens psicoterapicas
com evidéncias cientificas (e.g. terapia cognitivo-comportamental e psicoterapia
interpessoal), outros psicofarmacos adjuvantes, terapias somaticas, eletroconvulsoterapia e
exercicios fisicos representam estratégias de tratamento adicionais recomendadas com
beneficios para muitos pacientes (Cuijpers et al., 2016; Malhi & Mann, 2018; Schuch et al.,
2018).

Entretanto, mesmo com tratamentos vigentes, estudos identificam que ao menos 10
a 20% dos pacientes ndo apresentam remissdo de sintomas apds diversas abordagens
terapéuticas (Gaynes et al.,, 2009). Conforme atestam evidéncias de diversos estudos
prospectivos, quanto maior a gravidade, duracdo do episdédio e quantidade de episédios
depressivos, menores sdo a chances de resposta aos tratamentos e recuperacdo (Keller,
1992). Estudo recente em pacientes ambulatoriais na Holanda, por exemplo, relata que em
6 anos 55% dos pacientes apresentavam sintomas depressivos ou ansiosos persistentes e
apenas 17% dos pacientes apresentavam melhora completa dos sintomas, sugerindo que a
remissdo dos sintomas pode ser mais incomum do que esperado por estudos anteriores
(Verduijn et al., 2017). Em amostras de pacientes mais graves e com depressao refrataria ao
tratamento, as taxas de remissdo dos sintomas depressivos variam de 3,6% a 50% em 12
meses de seguimento, de acordo com a gravidade e refratariedade dos sintomas nas
populac¢des estudadas (Dunner et al., 2006; Keller, 1992).

2.1.2. Suicidio e Depressao

O suicidio representa uma das maiores complicacGes ligadas aos quadros
depressivos (Fazel & Runeson, 2020). Conforme dados apresentados pela Organizacdo
Mundial da Saude ao redor de 800 mil pessoas no mundo cometem suicidio anualmente
(Bachmann, 2018). No Brasil dados relatam uma incidéncia de 5,5 casos de suicidio para
cada 100.000 habitantes, demonstrando tendéncia geral de crescimento nas ultimas duas
décadas (Rodrigues et al., 2019). Em casos de depressdo grave, crénicos ou refratdrios,
comumente atendidos em centros de referéncia especializados, situacdes de risco de
suicidio se tornam ainda mais prevalentes (Dong et al., 2019; Mosqueiro et al., 2015).

Modelos de compreensao do risco de suicidio vigentes identificam fatores de risco
para o suicidio a nivel individual e populacional. Entre os fatores de risco individuais os
transtornos psiquiatricos (depressdo, transtorno bipolar, psicoses, transtornos por uso de
substancias) possuem tamanho de efeito maior, além de histdrico de tentativas de suicidio
prévias, traumas na infancia, histéria familiar de suicidio (particularmente perda de um dos
pais por suicidio nos primeiros anos da infancia), tracos de personalidade com maior
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impulsividade ou neuroticismo, e privacdes econdmicas ou financeiras significativas (Fazel &
Runeson, 2020).

Além dos fatores de risco, tentativas de suicidio podem ser desencadeadas por
fatores precipitantes como uso abusivo de alcool ou drogas, acesso a meios letais,
estressores e adversidades, diagndstico de doencas graves e relatos de suicidio
apresentados na midia. Os fatores precipitantes possuem impacto diverso para cada
individuo em diferentes momentos da vida, de acordo com fatores de risco individuais e
populacionais pré-existentes, tornando modelos preditivos e explanatdrios ao risco de
suicidio complexos (Fazel & Runeson, 2020).

Embora o conhecimento dos principais fatores de risco e precipitantes ao suicidio,
programas de prevencdo baseados na identificacdo e tratamento dos individuos em risco
ndo tem alcancado efeito adicional esperado na diminuicdo da incidéncia do suicidio em
muitos paises, como Estados Unidos (Chen & VanderWeele, 2020). Politicas de restricdo ao
uso de alcool e diminuigdo no acesso a meios potencialmente letais, por exemplo, (e.g.
reducdo da eliminacdo de mondxido de carbono no gds de uso domiciliar, politicas de
controle a pesticidas e restricdo ao acesso a armas de fogo), sdo fatores que parecem
contribuir para diminuicdo da incidéncia de casos de suicidio em estudos populacionais
(Fazel & Runeson, 2020).

Além da abordagem dos individuos em risco, estratégias com foco também na
promocdo de fatores de protecdo ao suicidio tem sido propostas para todos os niveis de
prevencdo (primordial a tercidria), incluindo a religiosidade e espiritualidade como fatores
individuais e comunitarios com potencial impacto positivo na prevencado ao suicidio (Chen &
VanderWeele, 2020; Lawrence et al., 2016).

2.1.3. Fisiopatologia e Marcadores Biologicos na Depressao

Com os avancos na pesquisa e epidemiologia psiquidtricas diversos fatores de risco e
correlatos neurobioldgicos para depressdo tem sido descritos na literatura cientifica (Seo et
al., 2017). Entretanto, ndo existe modelo fisiopatoldgico Unico capaz de explicar e predizer
as alteracdes existentes nos diversos pacientes e quadros depressivos.

Diversos marcadores bioldgicos e hipdteses neurobioldgicas tém sido descritos e
estudados ao longo das ultimas décadas, desde o surgimento das teorias monoaminérgicas
a partir das evidéncias de eficacia de antidepressivos triciclicos e inibidores da MAO na
metade do século XX, seguindo-se com o estudo de alteracdes no eixo hipotdlamo-hipodfise-
adrenal e cortisol, e teorias mais recentes sobre alteracdes em citocinas inflamatorias,
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neuroplasticidade, epigenética e conectividade cerebral em estudos de neuroimagem
funcional (Kowianski et al., 2018; Malhi & Mann, 2018).

Considerando que a histdria familiar representa 39% da herdabilidade da depressao,
fatores genéticos também se mostram relevantes para compreensao da fisiopatologia
depressdo (Kendler et al., 2001). Nesse sentido, os estudos de associacdo em varreduras
genOmicas (genome wide association studies ou GWAS), contribuem na identificagdo de
possiveis areas do genoma relacionadas a depressdo. Metandlise recente incluindo 3
estudos de GWAS (n= 807.553), por exemplo, identificou mais de 102 4reas do genoma para
exploracdo em estudos futuros, com destaques para areas do cortex pré-frontal, presenca
de areas do genoma comuns em outros diagndsticos psiquiatricos (e.g. esquizofrenia, TDAH,
neuroticismo), além de outros achados mais gerais ligados ao metabolismo e absorcdo de
medicamentos (Howard et al., 2019; Ormel et al., 2019). Estudos de epigenética, por sua
vez, contribuem para compreensdao mais detalhada das interacGes entre gene-ambiente,
utilizando por vezes hipdteses provenientes de estudos como GWAS, e sdo capazes de
promover maior entendimento da vulnerabilidade e fisiopatologia da depressdo (Caspi et
al., 2003; Pena & Nestler, 2018).

2.1.4. BDNF e Neuroplasticidade Cerebral

O fator neurotréfico derivado do cérebro (brain-derived neurotrophic factor ou
BDNF) é uma das neurotrofinas cerebrais mais relevantes e extensivamente estudadas
desde sua descoberta em 1989 por Yves-Alain Barde (professor de neurobiologia da
Universidade de Cardiff e Instituto Max Planck) e Hans Thoenen (Instituto Max Planck de
Psiquiatria e posteriormente Neurobiologia) (Kowianski et al., 2018).

O BDNF possui papel relevante na plasticidade sinaptica, formagao dendritica e na
sobrevivéncia neuronal (Kowianski et al., 2018). Estudos indicam que também exerce efeitos
moduladores na substancia cinzenta em diferentes regides do cortex pré-frontal e
hipocampo, apresentando relevante papel na memdria e cognicdo (Na et al., 2016). Nas
Ultimas 2 décadas tem sido estudado como potencial marcador de neuroplasticidade
cerebral em pacientes com depressdao (Polyakova et al., 2015) e neuroprogressdo em
pacientes com transtornos mentais graves (Kapczinski et al., 2017).

Metanalises identificam que existe consistente diminuicao dos niveis de BDNF
séricos em pacientes com depressdo comparados a controles sauddveis e um significativo
aumento nos niveis de BDNF em pacientes que apresentam resposta a antidepressivos e
melhora nos sintomas depressivos, reforcando um relevante papel do BDNF como marcador
bioldgico periférico na depressao (Kishi et al., 2017; Molendijk et al., 2014).
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A heterogeneidade clinica da depressao e diagndstico psiquiatrico e a multiplicidade
da efeitos e interacdes complexas com outros fatores em diferentes dreas cerebrais sdo
potenciais fatores que limitam a aplicabilidade clinica de marcadores biolégicos como BDNF
e um entendimento mais especifico de seu papel na fisiopatologia da depressdo (Hosang et
al., 2014; Peterson et al., 2018).

2.1.5.Novos Modelos e Andlises de Rede na Depressao

A heterogeneidade da depressdo, com diversos fatores de vulnerabilidade e
marcadores bioldgicos, pode ser considerado um dos principais motivos que limitam a
compreensdo mais especifica da depressao e sua fisiopatologia (Beijers et al., 2019). Apesar
dos avancos, os dados existentes ainda ndo permitem a generalizacdo e aplicabilidade
clinica dos achados de pesquisas.

Nesse sentido, diversas abordagens metodoldgicas recentes tem procurado novas
formas de avaliacdo e questionado modelos existentes tradicionais de psicopatologia da
depressdo (Kendler, 2016). O projeto iniciado em 2009 pelo NIMH “Research Domain
Criteria”, por exemplo, tem como objetivo estimular pesquisas para identificar subtipos
diagndsticos na psiquiatria a partir de dados neurobioldgicos e comportamentais mais
objetivos e independentes dos sistemas classificatérios atuais como DSM ou CID (Cuthbert
& Insel, 2010). Outras abordagens, como analises estatisticas com classes latentes, a partir
da avaliacdo de subgrupos mais homogéneos dentro de populacdes maiores de pacientes,
tem procurado aprimorar a validade e especificidade clinica no estudo da depressdo e
correlacdo com desfechos clinicos (Li et al., 2014). Ademais, modelos estatisticos com
capacidade de andlise de grande numero de dados (Big Data) e modelos de inteligéncia
computacional (Machine Learning) também tem sido utilizados para melhorar a capacidade
de predicao, progndstico e exploracao de dados, permitindo novos insights na avaliacao dos
guadros depressivos (Beam & Kohane, 2018; Gradus et al., 2019; Islam et al., 2018).

As analises de rede (Network Analysis) representam metodologia de analise aplicada
recentemente na psiquiatria e depressao, embora sua utilizacdo a mais tempo em estudos
de biologia e ciéncias sociais (Haslbeck & Waldorp, 2019). Tem como principio a hipétese de
gue a depressdo nado poderia ser considerada uma entidade Unica, com sintomas e quadros
clinicos definidos e homogéneos, a exemplo dos sintomas e alteracdes esperadas em outras
doencas clinicas resultantes de uma causa comum (e.g. alteracOes respiratérias e em
exames resultantes da infec¢do pelo bacilo da tuberculose) (Cramer et al.,, 2016). O
episddio depressivo seria melhor entendido a partir da interacdo complexa de diversos
sintomas, em combinacdes e com efeitos diferentes, que dariam origem a sindrome
depressiva (Beard et al., 2016). Por exemplo, alguns pacientes podem ter como sintomas
centrais na origem do episédio depressivo a perda de sono, que desencadearia cansaco,
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dificuldades cognitivas, dificuldades laborais e por fim episédio depressivo completo. Para
outros pacientes, os sintomas centrais podem ser ansiedade, irritabilidade, culpa, desvalia
ou anedonia, que em combinacdes diversas podem dar origem ao mesmo sindrome
depressiva.

Entre seus objetivos as analises de rede permitem: (1) uma representacdo visual da
interacdo entre sintomas, caracteristicas ou varidveis estudados; (2) o entendimento de
guais varidveis apresentam um papel central na rede ou grupo de varidveis em andlise
(centrality measures); (3) andlise exploratdria (data driven) e identificacdo de mediadores de
efeito e interacdes complexas entre varidveis, controladas estatisticamente pelo efeito
umas das outras e (4) a predi¢cdo de desfechos clinicos a partir da conectividade das redes
estudadas em comparacdo com outras redes (Chang et al., 2019).

Estudos recentes identificam que pacientes com depressdao possuem diferentes
conexodes (edges) entre sintomas depressivos e cada sintoma ou varidvel (nodes) apresenta
centralidade e relevancia diferente na rede como um todo (ver figura 1) (Van Borkulo et al.,
2015). A forga geral das conexdes entre os sintomas em andlise de rede de pacientes com
depressdo tem sido capaz de predizer o progndstico e chances de melhora em estudos
prospectivos (McElroy et al., 2019; Van Borkulo et al., 2015).

Considerando a complexidade dos sintomas depressivos e sua relacdo com varidveis
multidimensionais, como religiosidade e espiritualidade, as andlises de rede podem
contribuir para melhor entendimento das relacdes entre esses fatores.

2.1.5.Fatores Positivos e Promogao de Saude Mental

Um dos caminhos para compreender desfechos significativos em salde tem sido o
uso de avaliagdes baseadas na percepcdo dos pacientes (patient-reported outcomes).
Desfechos como bem-estar, qualidade de vida, e aspectos pessoais e culturais tem sido
relacionados como desfechos importantes em saude a partir da percepcdo dos pacientes
(Cloninger, 2006; Panzini et al., 2017; Vares et al, 2015).

Na saude mental em geral, e na medicina particularmente, existe conhecimento
muito maior sobre de fatores preditores e agravantes de doencas e transtornos mentais do
gue de fatores e processos positivos que promovem crescimento, saude, prevencao do
adoecimento e desenvolvimento dos individuos (Ungar & Theron, 2020; VanderWeele et al.,
2019). Nesse contexto, comportamentos e atitudes positivas (e.g. resiliéncia, gratidao,
esperanga, otimismo) tem sido recentemente estudados por suas relagdes protetoras e
relevantes em saude mental e psiquiatria (Jeste et al., 2015; Vaillant, 2013).
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De grande interesse para drea de salde mental, especialmente na depressdo e
suicidio, sdo os estudos sobre propdsito ou sentido existencial. Viktor Frankl, psiquiatra e
psicanalista Vienense, a partir da propria experiéncia de sobrevivéncia a campos de
concentracdo nazistas, destaca a relevancia do sentido existencial como condicdo
norteadora para vida e superacdo das adversidades. Frankl destaca as relacdes da
religiosidade como uma forma de “supra-sentido” existencial, constituindo forca de
seguranca, resiliéncia e autotranscendéncia (Silveira & Mahfoud, 2008). Evidéncias recentes
identificam que pessoas que possuem um claro propédsito de vida apresentam efeitos
protetores para salde, incluindo resultados significativos para saude e menor mortalidade
por doencas em geral (Alimujiang et al., 2019; VanderWeele et al., 2019).

Particularmente na depressao, diversos estudos identificam um papel protetor para
salde mental da presenca e percepcdao de maior suporte social pelos individuos (Leskela et
al., 2006; Van den Brink et al.,, 2018). Nesse sentido, intervencdes psicoterapicas
(Psicoterapia Interpessoal ou TIP) com foco na ampliacdo e qualidade das relagdes e procura
de suporte social, reconhecidamente apresentam eficacia no tratamento e prevengao da
depressao (Cuijpers et al., 2016).

Outras iniciativas como o Projeto WHOQOL da Organizacdo Mundial da Saude tem
procurado estudar fatores relacionados a qualidade de vida como importante desfecho a ser
avaliado em saude, incluindo instrumento especifico para avaliacdo de religiosidade,
espiritualidade e crencas pessoais dos pacientes (WHOQOL-SRPB) (Panzini, Maganha, Rocha,
Bandeira, & Fleck, 2011). O WHOQOL-SRPB possui como fator relevante o seu
desenvolvimento a partir de estudos de campo e validacdo de construtos em 18 diferentes
paises com individuos de diversas culturas, crencas e religides, e identifica 8 dominios
ligados a R/E que possuem maior contribui¢cdo para qualidade de vida (Zimpel et al., 2009):

a) Conexdo com ser ou forca espiritual: “até que ponto alguma conexdo com um ser
espiritual ajuda vocé a passar por épocas dificeis?”

b) Sentido na vida: “até que ponto vocé sente que sua vida tem uma finalidade?”

c¢) Admiracdo: “até que ponto vocé consegue ter admiracdo pelas coisas ao seu redor?
(p. ex., natureza, arte, musica)”

d) Totalidade e integracdo: “qudo satisfeito vocé esta por ter um equilibrio entre a
mente, o corpo e a alma?

e) Forca espiritual: “o quanto a forga espiritual o ajuda a viver melhor?”

f) Pazinterior: “até que ponto vocé sente paz interior?”

g) Esperanca: “até que ponto vocé esta esperancoso com sua vida?”

h) Fé: “até que ponto a fé Ihe da conforto no dia-a-dia?”

Versdes recentes e abreviadas do instrumento, também validadas para o portugués
brasileiro, permitem a avaliacdo dos 8 dominios do WHOQOL-SRPB com 26 itens e 9
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itens em versdo mais recente, aprimorando a possibilidade de estudo em pesquisas
sobre o tema (Skevington et al., 2013; Zimpel et.al, 2019) .

wap

{ ins

hyp

Figura 1. Andlise de Rede de pacientes com depressdao comparando respondedores (B) e ndo
respondedores (A) ao tratamento, demonstrando conexdes diversas entre sintomas
depressivos avaliados. Conexdes em azul indicam associagdes diretas, conexdes em
vermelho inversas entre sintomas. A espessura das conexfes (edges) representa
graficamente a forca de conexdo entre as varidveis estudadas (nodes). O estudo referido
demonstra maior conexdo entre as varidveis na rede A (pacientes que ndo responderam ao
tratamento) comparados com a rede B (pacientes respondedores), e exemplifica
graficamente o diferente peso ou centralidade de cada sintoma de depressdo para o
conjunto completo de sintomas depressivos. Abreviaturas: Dep=depressed mood, Int=loss
of interest or pleasure, Wap=weight/appetite change, Ins=insomnia, Hyp=hypersomnia,
Agi=psychomotor agitation, Ret=psychomotor retardation, Ene=fatigue or loss of energy,
Gui=feelings of guily, Con=concentration, decision making, Sui=suicidality (Van Borkulo et al.,
2015).
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2.2. Religiosidade, Espiritualidade e Depressao

2.2.1. Defini¢Oes

N3o existem descricdes Unicas para os conceitos de religiosidade e espiritualidade. A
propria distincdo entre os termos é algo relativamente novo em termos histéricos e ocorre
ao longo do século XX, na medida da percepcdo de que poderia haver espiritualidade sem
religido, especialmente em culturas ocidentais e seculares (King & Koenig, 2009).

Entretanto, uma das definicbes de religiosidade e espiritualidade mais utilizadas,
particularmente em pesquisas na drea da salde, compreende a religido como “o sistema
organizado de crengas, prdticas, rituais e simbolos designados para facilitar a aproximag¢do
com experiéncias do sagrado ou transcendente”. Espiritualidade, por sua vez, é
compreendida como “a busca pessoal de respostas para questoes ligadas a vida, significado
existencial e relagdo com o sagrado ou transcendente, que pode ou ndo levar a rituais
religiosos ou experiéncias em comunidade” (Koenig et al., 2012). Considerando a
proximidade entre o0s conceitos, comumente encontramos a  expressdo
religiosidade/espiritualidade (R/E) para se referir de forma mais ampla a ambos termos.

De qualquer forma, atualmente, a religiosidade e espiritualidade sao entendidos
como conceitos multidimensionais (Kendler et al., 2003). Entre os principais dominios da R/E
identificamos, por exemplo, na escala de religiosidade de Duke, a religiosidade
organizacional (frequéncia a encontros religiosos), religiosidade ndo-organizacional (praticas
religiosas privadas como leituras, preces, meditacdo) e religiosidade intrinseca (grau de
envolvimento e presenca da religiosidade na vida pessoal) (Taunay et al., 2012). Outras
dimensdes da religiosidade e espiritualidade sdo avaliadas, por exemplo, na escala de coping
religioso/espiritual, escala de bem-estar espiritual ou no instrumento WHOQOL-SRPB para
avaliacdo da qualidade de vida ligada a espiritualidade e crengas pessoais da OMS (Panzini
et al., 2011). Para avaliacdo mais aprofundada do instrumentos para mensuracdo da R/E
sugerimos revisdao de Lucchetti e col. com escalas disponiveis com validacdo em portugués
para populacdo brasileira (Lucchetti et al., 2013).

2.2.2. Epidemiologia e Impacto sobre a Saude Mental

A religiosidade e espiritualidade constituem tema de grande interesse na populacao
em geral (Pargament & Lomax, 2013). Dados epidemioldgicos do instituto Pew Research
Center, por exemplo, identificam que no mundo 83,7% da populacdo mundial (6,9 bilhdes
de pessoas) possuem afiliacdo a grupos religiosos e a maior parte das pessoas sem afiliacdo
declaram crencas ligadas a fé e espiritualidade (Hackett et al., 2012). No Brasil, em
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levantamento representativo da populacdo, 83,4% dos adultos declaram que a religiosidade
constitui algo muito importante em suas vidas (Moreira-Almeida et al., 2010).

Além do mais, boa parte das pessoas demonstram interesse na abordagem de sua
espiritualidade nos atendimentos em saude (Heyland et al., 2006). Aspecto interessante é
gue a abordagem da espiritualidade na pratica clinica pode aumentar a percepcdo dos
pacientes sobre satisfacdo com os tratamentos (Koenig et al., 2020; Moreira-Almeida et al.,
2014).

Embora em geral psiquiatras apresentem menor envolvimento religioso comparados
com a populacdo geral, a maior a parte dos profissionais reconhece a importancia da
abordagem do tema na pratica clinica. Estudo com 484 psiquiatras brasileiros, por exemplo,
refere que 66,7% dos psiquiatras possuem uma afiliacao religiosa e 76,8% dos profissionais
consideram importante a integracdo da R/E nos atendimentos. Entretanto, 55.5% dos
profissionais ndo questionavam rotineiramente os pacientes sobre o tema. Entre as
principais barreiras para abordagem do tema na pratica clinica foram identificados: falta de
tempo (17,1%), duvidas quanto ao papel profissional e receio de ultrapassar limites éticos
(30,2%) e falta de treinamento durante a formagdo médica sobre R/E (22,3%) (Menegatti-
Chequini et al., 2016).

Nesse sentido, diversas iniciativas em associacGes de vdrios paises tem proposto
sessoes de estudo e pesquisa sobre religiosidade e espiritualidade e saide mental,
incluindo, por exemplo, Associacdo Americana de Psiquiatria (APA Caucus on Religion,
Spirituality and Psychiatry), Associacdo Britanica de Psiquiatria (Spirituality and Psychiatry
Special Interest Group do Royal College of Psychiatrists), Associacdo Brasileira de Psiquiatria
(Secdo de Estudos e Pesquisas sobre Espiritualidade e Psiquiatria da ABP) e Associacdo
Mundial de Psiquiatria (World Psychiatric Association ou WPA) (Moreira-Almeida et al.,
2014).

Conforme a diretrizes da WPA (Position Statement on Spirituality and Religion in
Psychiatry) a religiosidade e espiritualidade devem ser consideradas em diversos contextos
e de forma integrada desde a avaliacdo, diagndstico, pesquisa, educacdo e tratamento
psiquiatricos (ver tabela 1) (Moreira-Almeida et al.,2016).

Tabela 1. Diretrizes da WPA para Abordagem da Religiosidade/Espiritualidade na
Psiquiatria*

(1) Uma consideracdo cuidadosa das crencas e praticas religiosas dos pacientes, bem
como da sua espiritualidade, deveria ser feita rotineiramente, sendo, por vezes, um
componente essencial da coleta da histdria psiquiatrica;

(2) A compreensdo da R/E e sua relagdo com o diagndstico, etiologia e tratamento de
transtornos psiquidtricos devem ser consideradas como componentes essenciais tanto
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da formacao psiquidtrica como do continuo desenvolvimento profissional.

(3) Ha uma necessidade de mais pesquisas sobre R/E em psiquiatria, especialmente sobre
suas aplicagles clinicas. Esses estudos devem abranger uma ampla diversidade de
contextos culturais e geograficos.

(4) A abordagem de R/E deve ser centrada na pessoa. Psiquiatras ndo devem usar sua
posicdo profissional para fazer proselitismo de visdes de mundo seculares ou
espirituais. Devem sempre respeitar e ser sensiveis as crencas e praticas
espirituais/religiosas de seus pacientes, assim como das familias e cuidadores de seus
pacientes.

(5) Os psiquiatras, sejam quais forem suas crencas pessoais, devem estar dispostos a
trabalhar com lideres/membros de comunidades religiosas, capeldes e agentes
pastorais, bem como outros membros da comunidade, em suporte ao bem-estar de
seus pacientes, incentivando seus colegas multidisciplinares a fazerem o mesmo.

(6) Os psiquiatras devem demonstrar consciéncia, respeito e sensibilidade quanto ao
importante papel que R/E podem desempenhar, para muitos funcionarios e
voluntarios, na formacdo de uma vocacdo para trabalhar no campo dos cuidados em
saude mental.

(7)  Os psiquiatras devem estar cientes do potencial tanto benéfico quanto prejudicial das
praticas e visdes de mundo religiosas, espirituais e seculares, e devem estar dispostos
a compartilhar essas informacdes de forma critica e imparcial com a comunidade em
geral, em apoio a promocao da salde e bem-estar .

http://religionandpsychiatry.org/main/wpa-position-statement-on-spirituality-and-
religion-in-psychiatry/

*Position Statement da WPA sobre Religiosidade, Espiritualidade e Psiquiatria versdao em
portugués (Moreira-Almeida et al.,2016)

Nas ultimas décadas crescente numero de estudos cientificos tém procurado
compreender o efeitos da R/E sobre a salde e especialmente na psiquiatria e saide mental
(Koenig et al.,, 2012; Rosmarin et al.,, 2020). Em geral, niveis maiores de R/E tém sido
associados a melhor progndstico na depressao, transtorno bipolar, transtornos por uso de
substancias, menor risco de suicidio e maiores niveis de bem-estar e qualidade de vida
(Bonelli & Koenig, 2013; Panzini et al., 2017). Por outro lado, efeitos negativos ou
prejudiciais da religiosidade (e.g. coping religioso/espiritual negativo, conflitos religiosos,
religiosidade imatura e fanatismos religiosos) tem sido descritos e devem fazer parte do
entendimento do tema e avaliacdo psiquiatrica (Pargament et al., 1998).

Um dos maiores desafios do estudo da R/E, entretanto, é compreender de que
forma a R/E é capaz de influenciar de forma positiva ou negativa a saide mental (Koenig et
al., 2012). A compreensdo dos mecanismos ou mediadores de efeito da R/E tem sido diretriz
central de estudos e pesquisas recentes sobre o tema (Svob et al., 2019).
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Além disso, estudos de revisdo estimam que boa parte das pesquisas ligadas a R/E e
saude (75%) sdo provenientes de paises da Europa e América do Norte (Koenig et al., 2012).
Nesse sentido, estudos em outros paises, culturas e contextos religiosos, incluindo América
Latina e no Brasil particularmente, fazem-se necessdrios para aprimorar entendimento do
tema incluindo outras perspectivas culturais.

2.2.3. Religiosidade, Espiritualidade e Depressao

Evidéncias consistentes identificam que em geral pacientes com maior religiosidade
apresentam recuperacdo mais rapida de sintomas depressivos e menor incidéncia de
depressdao em estudos prospectivos (Koenig et al., 1998; Miller et al., 2012; Mosqueiro et al.,
2020).

Revisdo sistematica de Smith e col.,, por exemplo, incluindo 147 estudos sobre
depressao e religiosidade (n=98,975) relata uma correlacdo geral inversa da religiosidade
com sintomas depressivos (r= -0,096). Uma correlacdo maior, entretanto, foi identificada
guando considerado o efeito da religiosidade intrinseca (r=-0,17) e em pacientes que se
encontravam em situacdoes de estresse e adversidade (r=-0,15) (Smith et al., 2003).

Em revisdo mais recente de Braam e col. incluindo 152 estudos prospectivos sobre
R/E e depressdo (n=232.867), 49% dos estudos identificaram associa¢cdo geral de maior
religiosidade com menor depressdao, em 10% dos estudos com maior depressdo e em 41%
dos estudos ndao houve associacdo entre as varidaveis. Em geral a correlacdo das medidas
gerais de religiosidade com depressdo foi modesta (d=-0,18), apresentando maior efeito
protetor para grupos de pacientes psiquiatricos (d=-0,37) (Braam & Koenig, 2019).

Estudos recentes também identificam que existe um significativo efeito protetor da
religiosidade para o risco de suicidio, incluindo estudos em pacientes graves em internacao
psiquiatrica (Fazel & Runeson, 2020; Mosqueiro et al., 2015). Estudo prospectivo com alto
rigor metodoldgico avaliando 48.984 mulheres nos Estados Unidos, por exemplo, identificou
gue maior frequéncia encontros religiosos foi relacionado a risco 84% menor de suicidio ao
longo do periodo seguimento (OR 0.16), controlando-se o efeito para varidveis importantes
como sintomas depressivos e suporte social (VanderWeele et al., 2016).

2.2.4. Religiosidade, Espiritualidade e Marcadores Biologicos

Medidas diversas de religiosidade/espiritualidade tem sido relacionadas a correlatos

biolégicos em pesquisas clinicas. Entre os objetivos desses estudos encontram-se
compreender possiveis mediadores de efeito da religiosidade/espiritualidade com efeitos
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positivos em saude e avaliar possiveis predisposi¢cdes bioldgicas em pacientes com maior
religiosidade. Um dos primeiros estudos sobre o tema relata relacdes entre maior
religiosidade e menores niveis de interleucina-6 em pacientes com mais de 65 anos nos
Estados Unidos (n=1718) (Koenig et al., 1997). Pesquisas recentes também relatam
correlagdes entre maior religiosidade e maior comprimento de telémeros (encurtamento
dos teldmeros tem sido associados a envelhecimento, morte celular e maior risco de
deméncia) (Wang et al., 2019).

Em revisdo de estudos de neuroimagem, diferentes areas cerebrais parecem
apresentar ativacdo diversa em pacientes com maior envolvimento com religiosidade e
espiritualidade e experiéncias espirituais, incluindo dreas como cortex medial frontal, cértex
orbitofrontal, precuneo, cértex cingulado posterior e caudado (Beauregard & Paquette,
2006; Rim et al., 2019).

Em pacientes com depressdo, pesquisas tem procurado compreender de que forma
efeitos positivos da R/E podem ser traduzidos em marcadores ou desfechos bioldgicos.
Estudo com seguimento de 10 anos, por exemplo, identificou que pessoas que declaravam
maior importancia para religiosidade apresentavam um quarto do risco de apresentar
episddios depressivos no seguimento (OR 0,24), com fator protetor ainda maior, um décimo
do risco (OR 0,09), em individuos com histérico familiar de depressao (Miller et al., 2012).
No mesmo grupo de pacientes, individuos que relatavam maior importancia na religiosidade
em suas vidas apresentavam maior espessura cortical em diversas areas, possivelmente
correspondentes ao fator protetor para depressdo (Miller et al., 2014). Em outro estudo,
maior religiosidade também foi relacionado a menor conectividade cerebral em default
mode network (DMN), padrao identificado a menor risco de depressdao em outros estudos
(Svob et al., 2016)

2.2.5. Mediadores de Efeito da Religiosidade e Espiritualidade

Um dos principais desafios para pesquisa é compreender de que forma a R/E pode
exercer seus efeitos em pacientes com depressdo. Diversos fatores tem sido descritos como
possiveis mediadores de efeito da R/E sobre salide mental e depressdo. No entanto, ndo
existe modelo ou fator Unico capaz de explicar de que forma a R/E exerce seus efeitos em
saude mental.

Os efeitos positivos da R/E na depressdo identificados nos estudos tem sido
relacionados a diversos fatores (ver tabela 2). Entre os principais mecanismos explicativos
podemos citar desde os efeitos comportamentais ligados a pratica religiosa individual (e.g.
preces, meditacdo, leituras com conteudo religioso-espiritual) (Anderson & Nunnelley,
2016) a efeitos relacionados a frequéncia a encontros religiosos (e.g. efeito de ativacdo
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comportamental diante de compromissos regulares, maior suporte social, e beneficios
relacionados a praticas voluntarias) (Li et al., 2016; VanderWeele et al., 2019) até fatores
subjetivos com efeito positivo sobre a saude mental, como sentimentos de otimismo, fé,
esperanca, forca e bem-estar espiritual relacionados as praticas religiosas (Jeste et al.,
2015). Comportamentos estimulados por grupos religiosos incluindo maiores cuidados com
a salde, menor uso de dlcool, tabagismo e uso de drogas, parecem contribuir para saude
fisica e mental (Koenig et al., 2020). Construtos especificos como resiliéncia, crescimento
pos-traumatico e coping religioso-espiritual positivo, por sua vez, tem sido estudados para
compreensdo da capacidade da R/E como recurso de auxilio diante de situacdes adversas e
estressores (Mosqueiro et al., 2015). A ideia da existéncia de um sentido ou propdsito de
vida, ou mesmo um senso de coeréncia diante da vida para compreender acontecimentos,
gerando sentimentos de seguranca, confianca e auto-eficdcia, também tem sido estudados
(Anyfantakis et al., 2015; Jeste et al., 2015).

Diferencas genéticas e em expressdao de marcadores biolégicos também tem sido
relacionados aos efeitos protetores da R/E na depressdo. Nessa perspectiva, individuos com
maior religiosidade apresentariam diferencas genéticas e correlatos neurobiolégicos com
efeitos protetores para depressdo (Miller et al., 2012). De acordo com essa hipdtese,
estudos genéticos identificam que parte da religiosidade apresenta herdabilidade genética
(Kendler et al., 2003). Diversos estudos recentes relacionam maior R/E a marcadores
biolégicos como interleucina-6, fatores imunolédgicos e diferencas em exames de
neuroimagem cerebral (e.g. espessura cortical, default mode network).

Sem duvida, a diversidade de expressao das crencas, praticas, e contextos culturais,
além das diversas dimensdes de R/E, aumentam a complexidade do tema e o desafio para
compreender como ocorrem seus efeitos. Varidveis individuais ligadas a personalidade,
maturidade emocional, experiéncias espirituais e desenvolvimento na infancia e
adolescéncia sdo outros fatores ainda pouco compreendidos, mas que podem certamente
apresentar influéncias sobre efeitos positivos e negativos da R/E na saude mental. James
Fowler, nesse sentido, a partir dos modelos de Erik Erickson, aborda possiveis estagios do
desenvolvimento da fé e religiosidade, desde suas expressdes mais infantis e autocentradas
nos primeiros estagios até a fé e religiosidade como sentimento universal (Fowler, 1981).
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Tabela 2. Principais fatores estudados para explicar efeitos positivos da R/E na depressao.

(1)

(2)
(3)

(4)
(5)
(6)
(7)
(8)
(9)

(10)

Efeitos positivos sobre sintomas depressivos e ansiosos de praticas e rituais religiosos como
preces, meditacoes, leituras (Anderson & Nunnelley, 2016).

Efeitos comportamentais com frequéncia regular a encontros religiosos (Li et al., 2016).

Presenca de maior suporte social, convivéncia interpessoal e sentimento de pertencimento a
grupos religiosos (Moreira-Almeida et al., 2011).

Visdes de mundo e senso de coeréncia compartilhados com efeito protetor a estressores e
adversidades (Anyfantakis et al., 2015).

Estratégias de coping ou enfrentamento com conteudo religioso/espiritual (Pargament et al.,
2000).

Estimulos e desenvolvimento de fatores positivos como resiliéncia, gratidao, esperanca, propdsito
existencial e otimismo (Jeste et al., 2015).

Maturidade do sentimento religioso e desenvolvimento emocional (Fowler, 1981).

Estimulos a agdes comunitdrias, convivéncia solidaria e altruismo (VanderWeele et al., 2019).
Estimulos a habitos e comportamentos saudaveis, com menor exposi¢cdo a riscos, menor uso de
alcool, tabagismo, substancias (Koenig et al., 2012).

Predisposicoes, diferencas genéticas e marcadores biolégicos em grupos de individuos com maior
religiosidade, com efeitos protetores para saude mental (Miller et al., 2012).

2.2.6. Pratica Clinica

Considerando a importancia epidemiolégica do tema e seu impacto no diagndstico e
tratamento psiquiatrico, a avaliacdo de aspectos ligados a R/E deve ser avaliada como rotina
e integrada de forma ativa nos atendimentos na area de saide mental (Koenig et al., 2020).

Diretrizes para avaliagdo da R/E salientam a importancia de uma abordagem
centrada no paciente, sem proselitismo e atenta para fatores pessoais dos profissionais que
possam dificultar a avaliacdo do tema, a favor ou contra experiéncias religiosas ou
espirituais (Moreira-Almeida et al., 2014). Além disso, a avaliacdo clinica deve ser realizada
de forma respeitosa, sensivel, e aberta a diversas particularidades e diferencas culturais dos
pacientes (Moreira-Almeida et al., 2016).

A abordagem compreensiva e adequada da R/E do pacientes pode ser fator
importante para adesao aos tratamentos e decisiva no fortalecimento de vinculos com
profissional da saude para muitos pacientes (Pargament & Lomax, 2013). Nesse sentido, as
psicoterapias integradas a espiritualidade (Spiritually Integrated Psychotherapy), que
incluem aspectos culturais ligados a R/E no contexto de psicoterapias convencionais, tem
sido estudadas como estratégias relevantes para pacientes que demonstram interesse sobre
o tema (Rosmarin et al., 2015). Estratégias e modelos para abordagem da espiritualidade em
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psicoterapia tem sido descritas para terapias cognitivo-comportamentais (Lim et al., 2014;
Snaith et al.,, 2018), terapia interpessoal (Mastropieri et al., 2015) e psicoterapias de
orientacdo analitica (Lomax et al., 2011), entre outras.

Evidéncias cientificas de ECR demonstram a eficicia de modelos de TCC integrada a
religiosidade/espiritualidade comparados a modelos convencionais de TCC, com beneficios
adicionais esperados na adesdo e bem-estar para pacientes com maior envolvimento com o
tema (Anderson et al., 2015).

A integracdo da religiosidade e espiritualidade na psicoterapia e pratica clinica
podem contribuir no processo no atendimento dos pacientes: (1) como forma de conhecer
melhor os individuos, incluindo aspectos de grande importancia relacionados a cultura,
crencas, identidade, conflitos e recursos internos; (2) como desfechos integrados aos
objetivos dos tratamentos, incluindo melhora no bem-estar espiritual, fortalecimento de
estratégias de coping positivas e desenvolvimento da relacdo do individuo com sua
espiritualidade de forma construtiva, criativa e madura; (3) como elemento facilitador a
outras formas de tratamento, como por exemplo, frequéncia a encontros religiosos como
recurso de ativacdo comportamental no tratamento da depressdo, uso de contetddos R/E no
guestionamento de pensamentos disfuncionais na TCC ou conteldos ligados a R/E do
paciente integrados a praticas de mindfulness; (4) como perspectiva mais ampliada no
processo psicoterapico, entendendo a espiritualidade como parte do self e desenvolvimento
pessoal (Captari et al., 2018).

A abordagem de possiveis conflitos ligados a religiosidade (religious struggles) ou
estratégias de enfrentamento R/E ndo adaptativas (coping religioso-espiritual negativo)
representam importantes aspecto no atendimento de pacientes com efeitos negativos
ligados a R/E (Pargament et al., 2005). Além do mais, o reconhecimento dos fatores
positivos ligados a religiosidade e espiritualidade, a partir das evidéncias disponiveis (e.g.
coping religioso-espiritual positivo, religiosidade intrinseca, frequéncia regular a encontros
religiosos) constituem recursos relevantes que podem ser fortalecidos e encorajados no
atendimento de muitos pacientes na pratica clinica (Mosqueiro et al., 2020).
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4. OBJETIVOS

4.1. Objetivo Geral

Estudar o impacto da religiosidade e espiritualidade no tratamento da depressdao em
pacientes atendidos no ambulatério de transtornos de humor e internagao psiquiatrica do
Hospital de Clinicas de Porto Alegre.

4. 2. Objetivos Especificos

e Avaliar o impacto da R/E em um marcador de neuroplasticidade cerebral (BDNF) em
pacientes com depressao atendidos na Unidade de Internagdo Psiquidtrica do HCPA
(Artigo #1).

e Avaliar as relagdes entre dominios da R/E, fatores positivos e sintomas depressivos
através de analise de rede (network analysis) de pacientes com depressao atendidos
no ambulatério de transtornos de humor PROTHUM-HCPA (Artigo #2)

e Avaliar o impacto da R/E no risco de suicidio de pacientes com depressdo atendidos
no ambulatério de transtornos de humor PROTHUM-HCPA (Artigo #3)

e Avaliar o impacto da R/E na remissdo de sintomas depressivos em 6 meses de
seguimento de pacientes com depressdo atendidos no ambulatério de transtornos
de humor (PROTHUM-HCPA) (Artigo #3)

e Avaliar a percepgdo dos pacientes sobre R/E e interesse sobre integra¢do da R/E no
seu tratamento da depressdao no ambulatério de transtornos de humor PROTHUM-
HCPA (Artigo #4)
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5. HIPOTESES

5.1 A religiosidade e espiritualidade constituem tema de grande importdncia para os
pacientes com depressdo atendidos no HCPA, e a maior parte dos mesmos apresenta
interesse na integracao desses temas em seu tratamento para depressao.

5.2 A religiosidade e espiritualidade sdo construtos multidimensionais e fatores positivos

como resiliéncia, suporte social, podem ser mediadores de efeito sobre desfechos clinicos
em pacientes com depressao.

5.3 Pacientes com maior religiosidade apresentam menor risco de suicidio e maiores
chances de remissdo dos sintomas depressivos em seguimento prospectivo ambulatorial.

5.4. Pacientes com maior religiosidade apresentam maiores niveis séricos de BDNF, possivel
marcador biolégico de neuroplasticidade e recuperacdao em pacientes com depressao.
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6. CONSIDERACOES ETICAS

Todos individuos participantes dos estudos apresentados na presente tese

apresentam termo de consentimento livre e esclarecido, atendendo aos compromissos

bioéticos de autonomia, beneficéncia, ndo-maleficéncia, veracidade e confidencialidade, e

encontram-se vinculados aos seguintes projetos:

“Caracterizacdo de subgrupos de pacientes com depressao maior baseado na curso,
sintomatologia, biomarcadores, e resposta a tratamento” (GPPG 160540)
desenvolvido no ambulatério PROTHUM do Hospital de Clinicas de Porto Alegre, e

aprovado junto Comité de Etica em Pesquisa do Hospital de Clinicas de Porto Alegre.

“Avaliacdo e seguimento de pacientes com doenca mental severa: fatores
diagndsticos, progndsticos e de tratamento e sua associagdo com marcadores
bioldgicos" (GPPG 10265), desenvolvido na unidade de internacdo psiquiatrica do
Hospital de Clinicas de Porto Alegre, e aprovado junto Comité de Etica em Pesquisa

do Hospital de Clinicas de Porto Alegre.
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Increased levels of brain-derived neurotrophic factor are associated with high intrinsic
religiosity among depressed inpatients

Abstract

Recognition of the importance of religion and spirituality in psychiatry is increasing,
and several studies have shown a predominantly inverse relationship between religiosity
and depression. Brain-derived neurotrophic factor (BDNF) is a widely studied brain
neurotrophin responsible for synaptic plasticity, dendritic and neuronal fiber growth, and
neuronal survival. The objective of the present study was to evaluate BDNF levels across
high and low intrinsic religiosity (IR) in depressed inpatients. Serum BDNF levels were
evaluated from 101 depressed inpatients at hospital admission and 91 inpatients at
discharge. Religiosity was assessed using a validated version of the Duke University Religion
Index. High IR patients had significantly higher serum BDNF at discharge compared to low IR
(52.0 versus 41.3 ng/mL, P = 0.02), with a Cohen’s d effect size difference of 0.56. Paired t-
test analysis showed that high IR patients had a statistically significant increase in BDNF
levels from admission to discharge (43.6 + 22.4 versus 53.8 + 20.6 ng/mL, -1.950 (t-statistic),
P = 0.05, Table 2). The relationship between IR and BDNF levels (F=6.199, p=0.00), was
controlled for the effects of depressive symptoms (f = 2.73, P = 0.00) and psychiatric
treatments, including SSRI (= 0.17, P = 0.08), SNRI ($ =-0.23, P =0.02), TCA (f=-0.17,P =
0.10), lithium (B = 0.29, P = 0.00), anticonvulsants (S = 0.22, P = 0.03), antipsychotics (f = -
0.05, P = 0.61), and electroconvulsive therapy (£ = 0.00, P = 0.98). The current findings
suggest a potential pathway to help understand the protective effect of religiosity in
depressive disorders.

Key words: depression; brain-derived neurotrophic factor; religion; spirituality.
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Introduction

Over past decades, religion and spirituality have become increasingly important
topics in psychiatry research (VanderWeele et al., 2016). Although epidemiological studies in
this context have provided evidence for an inverse relationship between religiosity and
depression (Harold. G. Koenig et al., 2012), there is limited empirical data on biological
correlates that could mediate their relationship (Miller et al., 2012).

Brain-derived neurotrophic factor (BDNF) is one of the most widely studied brain
neurotrophins (Kowianski et al., 2018). BDNF influences synaptic plasticity, dendritic and
neuronal fiber growth, promotes neuronal survival (Kowianski et al., 2018), and has been
proposed as a biological marker of brain neuroplasticity (Polyakova et al., 2015). Meta-
analyses have shown that BDNF concentrations are lower in patients with depression
compared to healthy controls and that levels increase with successful antidepressant
treatment and/or recovery from depression (Kishi et al., 2017).

Previous studies have reported an association between religious attendance and
decreased levels of interleukin-6, a pro-inflammatory cytokine linked to higher mortality in
older adults as well as depression (H. G. Koenig et al., 1997; Lutgendorf, Russell, Ullrich,
Harris, & Wallace, 2004). Other studies have shown that individuals declaring a higher
importance for religion or spirituality had a 90% decreased risk of depression and higher
cortical thickness (Miller et al., 2014; Miller et al.,, 2012). Furthermore, higher intrinsic
religiosity has been associated with resilience, quality of life, greater improvement of
depressive symptoms, and fewer suicide attempts in a sample of depressed inpatients
(Bruno Paz Mosqueiro et al., 2015). Nonetheless, to the best of our knowledge, no previous
study has yet evaluated whether religiosity correlates with BDNF levels, especially in
depressed subjects. Therefore, the aim of the present study was to evaluate whether serum
BDNF levels correlate with intrinsic religiosity in a sample of depressed inpatients.
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Materials and Methods

Patient sample

The present study evaluated a subset of patients in a prospective cohort study at the
Hospital de Clinicas de Porto Alegre, a university hospital and tertiary psychiatric care
referral center in southern Brazil. From 634 subjects admitted to inpatient psychiatric care
from May 2011 to December 2013, 196 presented with depressive episodes. Of them,
serum BDNF levels and complete protocol assessments were consecutively evaluated from
101 depressed inpatients at hospital admission and 91 inpatients at discharge. Written
informed consent was obtained from all patients prior to study inclusion according to
approval provided by the hospital ethical committee. Patients with clinical comorbidities
that could interfere with BDNF analysis (acute or chronic infections, autoimmune or
endocrine diseases, neoplasia, etc.), significant cognitive deficits that limited comprehension
of self-report instruments, drug or alcohol addiction or dependence as a main diagnostic,
and/or current hypomanic or manic episodes were excluded from the present study.

Assessments

Diagnosis of psychiatric disorders was performed using the Brazilian Portuguese
version of the Mini International Neuropsychiatric Interview. All subjects meeting criteria for
a depressive episode underwent a comprehensive evaluation, including a general protocol
with clinical and sociodemographic information and Brazilian Portuguese validated versions
of the Hamilton Depression Rating Scale (HAM-D), Cumulative lliness Rating Scale (CIRS),
General Assessment of Functioning Scale (GAF), Clinical Global Impression (CGI) Scale, and
Brief Psychiatric Rating Scale (BPRS). Resilience scores were evaluated with the Brazilian
validated version of the Resilience Scale, a 25-item Likert scale tool with scores ranging from
25 to 175 (higher scores indicate greater resilience). All assessments were performed within
the first 72 h of hospital admission and within the 48 h before hospital discharge.

Religiosity

Religiosity was assessed using the Brazilian Portuguese validated version of the Duke
University Religion Index (DUREL). The DUREL is a 5-item Likert scale assessment tool with
three dimensions of religiosity. The first question evaluates the dimension of organizational
religiosity (e.g., church, temple, or institutional attendance), and the second evaluates
nonorganizational religiosity (individual religious activities performed in private, such as
prayer, religious readings, and meditation). The last three questions comprise the intrinsic
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religiosity (IR) dimension, the level of religious commitment and how much religiousness
represents a central part of every-day life as a source of belief, motivation, and meaning. IR
was chosen as the main dimension of religiosity to predict clinical outcomes in depressed
inpatients. Religiosity was accessed at time of hospital discharge, in order to avoid
influences of acute psychiatric symptoms at time of admission. Individuals presenting a total
score of more than 10 points on the last three questions of the DUREL combined were
further categorized into high and low IR groups (Stroppa & Moreira-Almeida, 2013).

BDNF levels

Serum samples were collected within the first 72 h of hospital admission and within
the 48 h before discharge. The laboratory research assistants that collect and analyze BDNF
serum samples were blinded to clinical and religious measures of depressed patients. Blood
samples (10 mL) were drawn by venipuncture into an anticoagulant-free vacuum tube then
centrifuged at 4000 x g for 10 min. Serum was stored at —80 °C until analysis. BDNF levels in
all samples were analyzed by sandwich enzyme-linked immunosorbent assay (ELISA) using
the same commercial kit (EMD Millipore Corporation, Billerica, MA, USA). All samples from
all patients were analyzed using the commercial kit on the same date. Serum samples in
sample diluent (1:100) were incubated on 96-well microtiter plates (flat-bottom), along with
BDNF standards (7.8-500 pg BDNF), for 24 h at 4 °C. Plates were then washed four times
with wash buffer followed by incubation with a biotinylated mouse antihuman
BNDF monoclonal antibody (1:1000 in sample diluent) at room temperature for 3 h. Plates
were washed again four times with wash buffer then incubated with a streptavidin-
horseradish peroxidase conjugate solution (1:1000 in sample diluent) at room temperature
for 1 h. After addition of substrate and stop solution, BDNF content was determined by
measuring the absorbance of each sample at 450 nm. The standard curve demonstrates a
direct relationship between optical density and BDNF concentration. All BDNF results are
expressed in ng/mL.

Statistical analysis

A Kolmogorov-Smirnov (KS) testwas applied to assessthe normality of the sample
distribution. The KS-test indicated that BDNF serum levels at admission (0.89, P=0.40) and
discharge (0.72, p=0.67) were normally distributed. First, a Pearson’s correlation analysis
was performed to evaluate the correlation between scores of intrinsic religiosity and BDNF
serum levels at admission and discharge. A one-tailed analysis was conducted to test for the
hypothesis of a positive association between variables. Secondly, depressed inpatients
categorized into high and low IR groups. A paired t-test analysis was carried out to
determine whether the differences between mean BDNF serum levels from admission to
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discharge were different across high and low IR groups of depressed inpatients. In the next
step, a multivariate analysis of variance was conducted in order to test for the effects of
intrinsic religiosity on BDNF samples analyzed on the same time. BDNF levels at admission
and discharge were tested as related dependent variables. High and low intrinsic religiosity
groups (high IR=1 vs. low IR=0) were analyzed as a categorical independent variable, and the
variables age, sex, depressive symptoms at admission, depressive symptoms at discharge,
resilience, and tobacco consumption were tested as covariates. A complementary linear
regression analysis evaluated the relationship between intrinsic religiosity (high IR=1 vs. low
IR=0) and BDNF serum levels at discharge of psychiatric unit, to control for the effects of
psychiatric treatments, including selective serotonin reuptake inhibitors (SSRI), serotonin-
norepinephrine reuptake inhibitors, tricyclic antidepressants (TCA), lithium, anticonvulsants,
antipsychotics, and electroconvulsive therapy (ECT). Statistical analyses were performed
using SPSS version 20 software. Data are presented as means * standard deviations or
percentages unless specified otherwise.

Results

Sociodemographic and clinical characteristics

Among the depressed inpatients, 59.3% were female, 92.3% were white, and the
mean age was 46.2 years-old. Most individuals presented with severe symptomatology in
HAM-D, CGl, and BPRS assessments and reported a mean of 2.8 previous psychiatric
admissions. There were no statistically significant differences between low and high IR
groups across sociodemographic or clinical characteristics, including age, sex, ethnicity,
marital status, education, socioeconomic level, number of previous psychiatric
hospitalizations, ECT treatment, length of inpatient treatment, prior or current illicit
substance use, previous suicide attempts, current tobacco smoking, and clinical scores
regarding depressive symptoms (HAM-D), general psychopathology (CGI, BPRS), and
functionality (GAF), at admission or discharge (Table 1). High IR patients were more likely to
be using SSRI antidepressants at discharge compared to low IR patients (51.4% versus
29.6%, P =0.05).

Religiosity and BDNF levels
A statistically significant correlation between IR and BDNF serum levels was
identified at hospital discharge (n=91, r=0.19, 1-tailed, P=0.03, figure 1). The correlation was

not statically significant between intrinsic religiosity and BDNF serum levels at admission
(n=101, r=0.02, 1-tailed, P=0.41, figure 1).
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Comparing categorically IR groups, high IR patients had significantly higher mean
serum BDNF levels at discharge compared to low IR patients (52.0 + 21.3 versus 41.3 + 16.6
ng/mL, 2.314 (t-statistic), P = 0.02). Further analysis showed a moderate difference in serum
BDNF levels between the IR groups, with a Cohen’s d effect size difference of 0.56 (Figure 2).
On the other hand, no statistically significant differences in serum BDNF levels were found
between low and high IR patients at hospital admission (46.4 + 16.9 versus 45.6 + 21.7
ng/mL, 0.173 (t-statistic), P = 0.85). Paired t-test analysis showed that high IR patients had a
statistically significant mean increase in BDNF levels from admission to discharge (43.6 +
22.4 to 53.8 + 20.6 ng/mL, -1.950 (t-statistic), P = 0.05, Table 2). On the other hand, no
statistically significant differences in BDNF levels were found between admission and
discharge in low IR patients (47.6 + 15.9 to 43.6 + 19.6 ng/mL, 0.84 (t-statistic), P = 0.40,
Table 2).

A multivariate analysis of variance was performed to test for the interactions
between BDNF samples across low and high IR groups at same time, controlling for
covariates (table 3). The results showed a significant effect of the independent categorical
variable intrinsic religiosity on BDNF levels (Wilks’Lambda 0.754, F(6.199), p<0.01). The
effects were significant controlling for age (Wilks’Lambda 0.963, F(0.696), p=0.50), sex
(Wilks’Lambda 0.858, F(2975), p=0.06), resilience (Wilks’Lambda 0.832, F (3.646), p=0.03),
depressive symptoms at admission (Wilks’Lambda 0.982, F(0.324), p=0.72), depressive
symptoms at discharge (Wilks’Lambda 0.865, F(2.816), p=0.06) and tobacco consumption
(Wilks’Lambda 0.854, F(3.073), p=0.05). Univariate testing (between-subjects effects)
indicated that the effect of intrinsic religiosity was statistically significant at BDNF levels at
discharge (F=12.044, p=0.001).

A complementary linear regression model evaluated the effect of psychiatric
inpatient treatment at discharge (n = 82, R* = 0.32, adjusted R* = 0.24, P = 0.001, Table 4). In
this model, IR remained a statistically significant independent variable ( = 0.26, P = 0.01) in
relationship to serum BDNF levels at hospital discharge, after controlling for SSRI (8 =0.17, P
= 0.08), serotonin-norepinephrine reuptake inhibitor (f = -0.23, P = 0.02), tricyclic
antidepressants (8 =-0.17, P = 0.10), lithium (£ = 0.29, P = 0.00), anticonvulsants (= 0.22, P
=0.03), antipsychotics (f =-0.05, P = 0.61), and ECT (= 0.00, P = 0.98).
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Discussion

The present study found higher serum BDNF levels in depressed inpatients with
higher IR at the time of discharge from psychiatric hospitalization (F=6.199, p=0.00). This is
the first report of an association between religiosity and BDNF, that, among other effects,
might be consider a biological marker of neuroplasticity in patients diagnosed with
depression. Furthermore, the correlation between IR and higher BDNF levels identified in
the present study is consistent with previous reports showing a mainly protective effect of
religiosity in depressive disorders (R. Bonelli, Dew, Koenig, Rosmarin, & Vasegh, 2012). A
meta-analysis of 147 studies on religion and depression involving an average of 98.975
individuals found an inverse correlation between religiosity and depression, with a larger
protective effect among people under severe life stress (Smith et al., 2003). Moreover,
prospective studies have confirmed the protective effect of religiosity on incident
depression (Miller et al., 2012) and recovery from a depressive episode (Harold G. Koenig et
al.,, 1998). In our previous study, IR was inversely correlated to suicide risk and directly
correlated with resilience and quality of life of depressed inpatients (Bruno Paz Mosqueiro
et al.,, 2015). Taken together with the current results, this suggests BDNF may be one
pathway mediating the relationship between religiosity and depression.

BDNF promotes neuronal growth, synaptic plasticity, exerts modulatory effects on
gray matter in distinct subregions of the prefrontal cortex (Legge et al., 2015), and plays a
key role in memory and cognition (Shimada et al., 2014). In depressed patients, BDNF levels
are reportedly reduced and increase as symptoms decrease with antidepressant treatment,
supporting the neurotrophic hypothesis of depressive disorders (Castren & Kojima, 2017;
Polyakova et al., 2015). Increased BDNF levels were also found following short-term
meditation in a 6-week randomized clinical trial in nondepressed adults (Gagrani et al.,
2018). One hypothesis to be tested would be that religiosity might exert its protective
effects against depression by increasing cortical neuroplasticity and neuroprotection
through BDNF. Studies have shown that BDNF methylation, which decreases BDNF
transcription, is associated with depressive-like behavior in mice (Tsankova et al., 2006) and
depression in humans (Na et al., 2016). Methylation of the BDNF promoter was also found
to inversely correlate with cortical thickness in depressed individuals (Na et al., 2016).
Furthermore, an empirical study reported that a higher religiosity or spirituality was
associated with greater cortical thickness in individuals at high-risk for depression (Miller et
al., 2014). Hence, the epigenetic mechanism(s) of BDNF methylation, providing a link
between environment and changes in brain neurobiology, constitutes a promising pathway
for understanding how religiosity may alter adult brain function and plasticity (Borrelli,
Nestler, Allis, & Sassone-Corsi, 2008).

The relationship between high IR and serum BDNF levels also provides a new route
for understanding the biological effects of religiosity on the brain. Previous studies have
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shown an association between religious attendance and lower interleukin-6 levels, an
inflammatory marker potentially related to depressive disorders (H. G. Koenig et al., 1997;
Lutgendorf et al., 2004). A functional magnetic resonance imaging study of Carmelite nuns
showed that recollection of spiritual, mystical experiences correlated with increased blood
flow in several cortical areas, including the temporal, caudate, cingulate, orbitofrontal, and
prefrontal cortices, considered to be associated with religious experiences and positive
emotions (Beauregard & Paquette, 2006). The result of other studies evaluating the
neurobiological effect of religiosity on depressed individuals also reinforce the relevance of
the current findings, reporting higher religious or spiritual importance to be a predictor of
decreased default mode network connectivity, a protective biological marker in individuals
at high risk for depression (Miller et al., 2014; Connie Svob et al., 2016).

In the present study, high IR consistently remained a statistically significant variable
associated to BDNF at hospital discharge after controlling for different potential
confounders, including age, sex, resilience, depressive symptoms, and tobacco consumption
and psychiatric treatments. Resilience is thought to be one pathway that could explain the
effects of intrinsic religiosity in serum BDNF levels. Notably, in our study, the effects of IR on
serum BDNF levels were independent of effects of resilience (F=3646, p=0.03). A recent
meta-analysis showed the relationship between stressful life events and depression was
significantly moderated by BDNF levels (Hosang et al., 2014). BDNF has also been
significantly associated with adaptive stress-coping strategies in a community setting
(Aizawa et al., 2015). Alternatively, the effects of IR on BDNF levels might follow a different
pathway apart from stress regulation. For example, a genetic epidemiologic study in twins
reported that around 37% of religious well-being variance was explained by genetic factors
(Tsuang, Williams, Simpson, & Lyons, 2002). An increase in heritable contributions made by
personal religiosity could be associated with a decreased risk of major depressive disorder,
leading to distinct biological markers of depressive disorders (Miller et al., 2012).

Our conclusions must be interpreted in face of some limitations. The cross-sectional
relationship between BDNF levels at hospital discharge and IR do not allow causal inferences
between the variables. Multiple neurobiological and psychosocial factors, not controlled in
our study, could also interfere with BDNF levels in depressive disorders in an inpatient
psychiatric setting. Another set of imitations are associated with potential error rates
regarding multiple statistical analysis in a reduced sample size. The results should be
considered as preliminary, and replication studies are necessary for further conclusions.
Nevertheless, the consistency of findings controlling for relevant potential confounders,
including age, sex, resilience, depressive symptoms, tobacco consumption, and the effect of
psychiatric treatments, reinforce the relationship between IR and serum BDNF levels.
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Conclusion

The present study revealed that depressed inpatients with a higher IR had higher
serum BDNF levels at hospital discharge, suggesting a novel pathway to help understand the
protective effects of religiosity on the brain with depressive disorders. These findings
provide future approaches for investigation of the neuropsychobiological relationship
between religiosity and depression.
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Table 1. Socio-Demographic and Clinical Variables in Low and High Intrinsic Religious Depressed Inpatients

(n=101)
(%) Low IR High IR Statist* P-value
Female 33.3% 44.6% 1.033 0.36
Ethnicity

White 92.6% 81.9% 1.73 0.22

Non-White 7.4% 18.1%
Marital Status

Single 34.6% 31.5%

Married 34.6% 45.2% 1.78 0.61

Separated 23.1% 20.5%

Widowed 7.7% 2.7%
Education, years of study
Occupation

Student 3.8% 1.4%

Employed 26.9% 30.6% 1.78 0.93

Unemployed 15.4% 22.2%

Stay at home 7.7% 4.2%

Health Insurance 26.9% 26.4%

Retired 11.5% 8.3%

Prefer not to mention 7.7% 6.9%
Performed ECT (yes/no) 44.4% 27.0% 2.77 0.09
Illicit Substance Use Lifetime (yes/no) 22.2% 30.4% 0.44 0.50
Tobacco consumption (yes/no) 45.5% 34.6% 0.77 0.43
Suicide Attempts (yes/no) 66.7% 64.4% 0.04 0.83
Previous Mania 33.3% 33.8% 0.00 0.96
Previous Hypomania 14.8% 8.2% 0.95 0.32
SSRI Discharge 29.6% 51.4% 3.76 0.05**
TCA Discharge 3.7% 6.8% 0.33 0.56
SNRIs Discharge 11.1% 5.4% 0.99 0.31
Mood stabilizers 22.2% 29.7% 0.55 0.45
Antipsychotics 70.4% 63.5% 0.41 0.52
(Means) Low IR High IR Statist** P-value
Age 46.5 45.2 0.41 (t) 0.68
Number of Psychiatry Hospital Admissions 2.59 2.99 982.0 (M) 0.97
Length of Inpatient Care in Days 27.5 30.8 962.0 (M) 0.77
Number of Lifetime Suicide Attempts 2.04 1.80 634.0 (M) 0.77
CIRS Global Scores 1.21 1.38 -1.50 (t) 0.13
HAM-D Admission 22.6 23.2 -0.39 (t) 0.69
HAM-D Discharge 8.32 7.26 0.89 (t) 0.37
BPRS Admission 21.5 24.4 -1.23 (t) 0.22
BPRS Discharge 9.73 9.02 0.39 (t) 0.69
CGI Admission 5.00 5.35 659.5 (M) 0.11
CGlI Discharge 3.38 3.23 575.5 (M) 0.11
Resilience (RS) 112.0 133.1 -3.10 (t) 0.00%***

*Chi-Square tests for categorical variables, t-test (t) and Mann-Whitney (M) tests for mean values.

**Statistically significant values in bold for p<0.05. *** Statistically significant values in bold for p<0.01.
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Table 2. Paired t-test analysis of serum BDNF levels (ng/mL) across high and low Intrinsic religiosity groups of
depressed inpatients

Intrinsic Religiosity (t-test) Admission (n=101) Discharge (n=91) Statist P-value
Low IR 46.4 (16.9) 41.3 (16.6) 0.173 0.85
High IR 45.6 (21.7) 52.0(21.3) 2.314 0.02
Intrinsic Religiosity (paired t-test) Admission Discharge
Low IR (n=29) 47.6 (15.9)* 43.6 (19.6) 0.84 0.40
High IR (n=60) 46.3 (22.4) 53.8 (20.6) -1.950 0.05

*Mean values and std. deviation (xSD). *Statistically significant values in bold for P<0.05.
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Table 3. Multivariate tests of BDNF serum levels (ng/mL) and intrinsic religiosity in depressed inpatients

Independent variable Wilks’Lambda F Sig.
Intrinsic religiosity (high=1 vs. low=0) 0.754 6.199 0.005**
Covariates

Age 0.963 0.696 0.50
Sex 0.858 2.975 0.06
Resilience Scale (RS-14) 0.832 3.646 0.03*
Depressive symptoms admission (HAM-D) 0.982 0.324 0.72
Depressive symptoms discharge (HAM-D) 0.865 2.816 0.07
Tobacco consumption 0.854 3.073 0.05*

Multivariate test of BDNF serum levels at time of admission and discharge of depressed inpatients (MANCOVA) | 1. Dependent
variables: BDNF serum levels at admission and BDNF serum levels at discharge. 2. Independent variable: high and low intrinsic religiosity
(high=1). 3 Covariates: age, sex, resilience scale, HAM-D at admission, HAM-D at dischage, tobacco consumption (yes=1). *Significant for
p<0.05; **Significant for a p<0.01.
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Table 4. Multilinear Regression of BDNF serum levels (ng/mL) at hospital discharge in depressed inpatients controlling
for psychiatric treatments (n=82)

Unstandardized Standardized T Sig. Colinearity Statistics
Coefficients Coefficients
B Beta Tolerance VIF

Intrinsic Religiosity (Low/High) 11949 0.26 2.635 0.01 0.919 1.088
SSRI 7248 0.17 1.731 0.08 0.871 1.149
SNRI -17.059 -0.23 -2.284 0.02 0.876 1.141
TCA -12.469 -0.17 -1.663 0.10 0.869 1.150
Lithium 16.676 0.29 3.056 0.00 0.961 1.041
Anticonvulsants 12.102 0.22 2.196 0.03 0.887 1.127
Antipsychotics -2.327 -0.05 -0.050 0.61 0.925 1.081
ECT 0.112 0.00 0.024 0.98 0.919 1.088

Dependent variable: BDNF serum levels at discharge (R Square 0.32, Adjusted R Square 0.24, p=0.001).
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Figure 2. Intrinsic Religiosity and BDNF serum levels of Depressed Inpatients | BDNF serum levels
(ng/mL) at time of hospital admission (46.4 vs. 45.6, p=0.85, n=101) and discharge (41.3 vs. 52.0,
p=0.02, n=91) in Low and High Intrinsic Religiosity Depressed Inpatients. *Statistically significant

difference between groups (p<0.05).
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Figure 1. Scatter plot of correlations between intrinsic religiosity and BDNF serum levels of depressed
inpatients | A. Pearson’s correlation coefficient scatter plot of BDNF serum levels (ng/mL) at time of hospital
admission (n=101, r=0.02, P=0.41). B. Pearson’s correlation coefficients of BDNF serum levels (ng/mL) at time

of hospital discharge (n=91, r=0.19, P=0.03).
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Abstract

Background

Religiosity and spirituality (R/S) are increasingly recognized as significant factors that affect
patients with depression. However, there is a lack of information on how R/S dimensions
affect clinical outcomes. Network analysis models are useful methods to understand
relationships among interacting variables in complex dynamic systems and may be used to
determine the effect of R/S dimensions on outcomes.

Methods

The present study evaluated cross-sectional interactions between R/S dimensions, positive
mental health factors, and depressive symptoms domains in 153 patients with depression.
Assessments were performed with validated versions of the Hamilton Depression Rating
Scale (core depression, stress depression, and suicide risk domains), the Duke Religion Index
(religious attendance, private practices, and intrinsic religiosity domains), the World Health
Organization Quality of Life Religiousness, Spirituality, and Personal Beliefs instrument
(WHOQOL-SRPB), the Medical Outcomes Study Social Support Survey (MOS), and the
Resilience Scale (RS). Network node connections and estimated centrality measures were
tested using R-package mgm.

Results

The strongest network connections were identified between core-depression, suicide risk,
resilience, and WHOQOL-SRPB. All religiosity domains were independently related to
WHOQOL-SRPB. Suicide risk was positively related to core depression and was inversely
correlated with positive mental health measures (resilience, WHOQOL-SRPB total score,
WHOQOL-SRPB meaning, and WHOQOL-SRPB awe and social support). Generally, WHOQOL-
SRPB had higher centrality measures in the network model and was distributed in the
network as central pathways across religiosity domains, depressive symptoms, and other
positive mental health constructs (social support and resilience).

Conclusions

The network analysis approach offers a useful method to explore the relationships between
R/S and depressive symptomatology. Based on our findings, positive mental health factors
play a central role in R/S domains and depression, especially for suicide risk behavior.

Keywords
Depression; religiosity; spirituality; network analysis; positive mental health; suicide
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Introduction

Major depressive disorder (MDD) affects 300 million people worldwide and
constitutes the leading cause of mental health-related disease burden in the world (Patel et
al., 2016). Persistent and recurrent depressive symptoms significantly impact functionality
and prevent many individuals from reaching their potential (Herrman et al., 2018). More
concerning, depressive disorders account for 59-83% of all deaths by suicide worldwide
(Dong et al., 2019). Therefore, understanding the underlying mechanisms associated with
MDD and the factors associated with improving outcomes of patients with depression
represent a key area of exploration in psychiatry research (Liu et al., 2019).

Network analysis models are methods used to determine relationships among
interacting variables in complex dynamic systems (Haslbeck & Waldorp, 2019; Van Borkulo
et al.,, 2015). Recent research that has described different kinds of connections in the
network symptoms of MDD (Beard et al., 2016; Cramer et al., 2016) suggests that the
strength of global network connections might represent a predictor of treatment response
among patients with depression (McElroy et al., 2019; Van Borkulo et al.,, 2015).
Accordingly, network models allow for the following: 1) visual depiction of complex
associations among symptoms; 2) data-driven identification of potential pathways among
interacting variables in complex systems; 3) identification of highly central or influential
symptoms or characteristics that, when activated, might influence other symptoms; and 4)
prediction of outcomes according to overall network connectivity between variables (Beard
et al.,, 2016). Furthermore, variables that play a central role in a network with
multidimensional relationships might promote a better understanding of the
psychopathological mechanisms of MDD and help implement preventive or therapeutic
interventions (Cramer et al., 2016).

Religiosity and spirituality (R/S) and positive mental health factors have been
increasingly recognized as significant factors in the evaluation of patients with depression
(Miller et al., 2012). More than 83.4% of people around the world report affiliation with
religious denominations, and religious communities represent a common source of support
to many people experiencing mental health conditions worldwide (Hackett et al., 2012;
Gureje et al., 2015). Studies have demonstrated that R/S are associated with decreased
depressive symptoms and a better course of depression over time (Braam & Koenig, 2019).
Furthermore, religious attendance has been identified as a strong protective factor against
suicide (VanderWeele et al., 2016). However, there is a gap in understanding how specific
R/S dimensions affect clinical outcomes in patients with depression. R/S are
multidimensional constructs and R/S measures have been linked with positive mental health
factors (e.g., resilience, meaning, hope, purpose, and social support) which may aid in the
prevention of and recovery from depression (Kendler et al., 2003; Vance et al., 2014; Jeste
et al., 2015; Schiavon et al., 2016).

57



The present study evaluated network interactions between R/S dimensions,
depressive symptoms, and suicide risk and the role of positive mental health factors (e.g.,
resilience, spiritual quality of life, and social support) as potential pathways between R/S
and depression. To the best of our knowledge, this is the first study to explore use of

network analysis to gain insights about the complex relationships between R/S dimensions
and depression.
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Methods
Participants and Treatment Setting

The mood disorder outpatient clinic at Hospital de Clinicas de Porto Alegre (HCPA), a
university tertiary care hospital in South Brazil, provides specialized treatment for
individuals with chronic, refractory, or severe depressive symptomatology referred to by
primary care settings and other outpatient medical clinics. Individuals from this outpatient
clinic diagnosed with a depressive episode were consecutively invited to participate in the
study. After the first psychiatric evaluation, 153 participants were included in the study from
2014 to 2018. Written informed consent was obtained following approval provided by the
hospital ethical committee. Patients with severe clinical comorbidities or individuals with
significant cognitive deficits that limited comprehension of self-report instruments and
individuals with acute manic or hypomanic episodes were not included.

Depression

Trained psychiatrists diagnosed depressive episodes using the Brazilian Portuguese
version of the Mini-International Neuropsychiatric Interview (Amorim, 2000). Depressive
symptoms were assessed using the Brazilian Portuguese-validated version Hamilton
Depression Rating Scale (HAM-D), which is composed of 17 items (global score: 0 to 52
points). Psychometric analysis of the HAM-D indicate that the 17 items can be reallocated in
three dimensions to cover more specific clinical depression domains reflecting: the core
symptoms of depression (HAM-D-6: 1, 2, 7, 8, 10, 13), general stress-arousal
symptomatology (HAM-D-9: 4, 5, 6, 9, 11, 12, 14, 15, and 16) and suicide risk behavior
(HAM-D-2: 3 and 17) (Bech, 2011). These dimensions were used as nodes for analysis.

Religiosity

Religiosity was assessed using the Brazilian-Portuguese-validated version of the Duke
University Religion Index (DUREL) (Taunay et al., 2012). The instrument consists of five
Likert-scale questions evaluating three specific dimensions of religiosity. The first question
evaluates organizational religiosity or frequency of religious attendance, the second
evaluates non-organizational religiosity or the frequency of private practices, such as prayer,
meditation, or reading religious content, and the last three compound intrinsic religiosity
domain and the level of personal religious faith and commitment to religious beliefs in life.
Higher scores after reverse score analysis reflect higher religiosity across all domains.

Spiritual Quality of Life

The World Health Organization Quality of Life Spirituality, Religiousness, and
Personal Beliefs instrument (WHOQOL-SRPB) is a multidimensional Likert scale developed as
an extension to WHOQOL-100 that has been validated in 18 countries across different
cultures and R/S backgrounds (Panzini et al.,, 2011). The short 8-item version of the
WHOQOL-SRPB validated for the Brazilian population was utilized, in which higher scores
indicate higher spiritual quality of life. Different items evaluate positive mental health
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factors regarding spirituality and quality of life, including the following constructs: (1)
connect (the extent that any connection to a spiritual being help through hard times), (2)
meaning (the extent that life has a purpose), (3) awe (the extent that faith contribute to
wellbeing),

(4) whole (the balance between mind, body, and soul), (5) strength (the extent that spiritual
strength helps to live better), (6) peace (the extent of perception of inner peace), (7) hope
(the extent of perception of hope about life), and (8) faith (the extent that faith provides
comfort in daily life).

Resilience

Resilient psychological characteristics were evaluated with the 14-item version of the
Resilience Scale
(RS-14), a 7-point Likert scale (scores ranging from 7-98), with higher scores indicating
higher resilience. Resilience is defined as the capacity for positive adaptation and recovery
in the face of suffering and stressful life events. The Resilience Scale is the first instrument
designed to measure resilience directly (Wagnild, 2014).

Social Support

Social support was assessed using the Brazilian validated version of the Medical
Outcomes Study Social Support Survey (MOS-SSS), a 28-item Likert scale (5 to 140 points)
(Griep et al., 2005). Higher scores indicate a greater perception of social support. The
instrument evaluates an individual’s perceived availability of emotional support (availability
of people expressing positive affect, empathetic understanding, and encouragement),
informational support (availability of people offering advice, information, guidance, or
feedback), tangible support (availability of people available to provide material or
behavioral assistance), positive social interaction (availability of people that can provide fun
or recreation), and affectionate support (availability of people who express care and
affection).

Analysis

Descriptive analyses were performed to evaluate the clinical and sociodemographic
characteristics of the sample. Cross-sectional interactions between R/S and depressive
symptoms were subsequently assessed using network analysis models with R software
(version 3.5). The R-package mgm (version 1.2) was used for estimation of the k-order
Mixed Graphical Model with a 10-fold cross validation. The edition of network models was
performed with Cytoscape software (version 3.7.2), which provided a visual representation
of connections (edges) between variables (nodes). Green edges were used to indicate
positive relationships between variables, red edges to indicate negative relationships, and
thicker edges to indicate strong connections between nodes.

Positive mental health factors (psychological resilience, spiritual quality of life, and
social support) were tested as potential interacting variables connecting R/S dimensions
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(religious attendance, private practices, and intrinsic religiosity) and HAM-D depressive
domains (core depression, stress depression, and suicide risk). Strong connections indicate
that variables tend to align their states more strongly, controlling for the effects of the other
variables in the network (Van Borkulo et al., 2015). Estimate measures of centrality
(strength, closeness, and betweenness) were evaluated to understand differences in
connectivity between network nodes and identify those variables with a central role in the
network.

Centrality measures represent relevant tools to understand more accurately the
relevance of studied variables within the whole network dynamic organization. To improve
these estimations, different centrality indexes are performed to evaluate the relevance of
each node in the network models. The strength index reports how well a node is connected
to other nodes (sum of edge weights connected to a node), the closeness index identifies
how well a node is indirectly connected to other nodes (inverse of the sum of shortest paths
from a node to other nodes), and the betweenness index evaluates how important a node is
to connect other nodes (the number of times a node lies on the shortest paths between two
other nodes) (Chang et al., 2019). Network statistical analysis (mgm methods) and bootstrap
sampling analysis were performed to evaluate network statistical accuracy and stability
(Epskamp et al., 2018).

Results
Sample Characteristics

Participants were mainly female (78.2%), white (84.9%), and middle-aged (mean:
51.0+11.2 years). Most participants were unemployed (23.1%) or unable to attend work
(35.1%) (Table 1). The mean HAM-D total score was 21.5 (+5.54), indicating a moderate-to-
severe episode of depression, with high psychiatric comorbidities and a long course of
illness (mean: 18.1+13.8 years since the first episode) with multiple depressive episodes
across the lifetime (3.52+2.79). Almost half of the patients reported previous suicide
attempts (46.1%), and nearly one-in-four reported a family history of suicide (24.1%).
Despite depressive symptomatology, approximately one-third of patients reported
attendance to religious groups or institutions at least once a week (33.1%), and most
patients had high intrinsic religiosity scores (66.1%). Moreover, assessments revealed
significant involvement and interest in religion and spirituality (Table 2).

Network Structure 1

Figure 1 presents the network model structure connecting religiosity domains
(religious attendance, private practices, and intrinsic religiosity), WHOQOL-SRPB (total
score), social support, resilience, and HAM-D domains (core-depression, stress-depression,
and suicide risk). The strongest edges were identified among the following variables: “core
depression” and “resilience” (negative correlation), “core depression” and “suicide risk”
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(positive correlation), “WHOQOL-SRPB” and “suicide risk” (negative correlation), and
“WHOQOL-SRPB” and “resilience” (positive correlation). All religious domains (“religious

n u

attendance,” “private practices,” and “intrinsic religiosity”) were independently connected
to “WHOQOL-SRPB” (positive correlations). “Intrinsic religiosity” was additionally
independently connected to “stress-depression” (negative correlation). “Social support” was
independently connected to “WHOQOL-SRPB” (positive correlation) and to “suicide risk”

(negative correlation) to a lesser extent.

Depressive symptom nodes were differentially related to other network nodes.
“Core depression” was connected (positive correlation) to the other HAM-D dimensions
(“suicide risk” and “stress depression”). “Stress-depression” was connected to “intrinsic
religiosity” (negative correlation) and “core depression” (positive correlation). “Suicide risk”
was connected to “core depression” (positive correlation) and to positive mental health
measures (“resilience,” “WHOQOL-SRPB,” and “social support”) (negative correlation)
(Figure 1).

Centrality Measures, Network Accuracy, and Stability

Figure 2 shows centrality measures for network 1. The strength measure identified
“WHOQOL-SRPB,” “intrinsic religiosity,” “suicide risk,” and “core-depression” as the main
network connection nodes. “WHOQOL-SRPB” had higher betweenness and closeness
centrality measures scores, reflecting their central indirect connection and pathways to
other nodes. Overall, considering strength, closeness, and betweenness, “WHOQOL-SRPB”
was identified as the highest centrality measures in the network model. Measures of
stability and accuracy of network connections confirmed the relationships reported
(Supplementary Materials).

Network Structure 2

A second network analysis was performed to evaluate which WHOQOL-SRPB items
were connected to religiosity, social support, resilience, and depressive symptoms (Figure
3). Generally, WHOQOL-SRPB items were distributed in the network as central pathways
across religiosity domains, depressive symptoms, and other positive mental health
constructs (social support and resilience). Suicide risk domain was directly connected to core
depression (positive correlation) and WHOQOL-SRPB meaning and awe (negative
correlation). Social support was connected to the WHOQOL-SRPB item peace (positive
correlation). Resilience was connected to the WHOQOL-SRPB items peace, hope, awe, and
meaning (positive correlation) and strongly connected to core depression (negative
correlation).
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In network model 2, diverse variables were identified as the highest centrality
measures (Figure 4), particularly resilience and WHOQOL-SRPB faith, WHOQOL-SRPB
strength, and WHOQOL-SRPB peace.
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Discussion

To the extent of our knowledge, this is the first study that evaluated the connections
between R/S dimensions and depressive symptoms using a network analysis approach.
Based on our findings, R/S dimensions were differentially connected to depressive
symptoms. Positive mental health factors (resilience, social support, and WHOQOL-SRPB)
represent pathways to explain the positive effects of R/S dimensions (religious attendance,
private religious practices, and intrinsic religiosity) on patients with depression.

Studies have shown that positive mental health factors are associated with favorable
health outcomes under different health care and community settings (Jeste et al., 2013) A
systematic review, for instance, identified that hope was negatively associated with
depression and contributed to increased life satisfaction, healthy behaviors, and wellbeing
in people with chronic disease (Schiavon et al., 2016). Another study found that hope scores
were significantly lower in patients with depression but also among non-depressed
individuals with previous depressive episodes, compared to those who had never
experienced depression (Thimm et al., 2013).

Resilience, optimism, purpose, and significant relationships with family and religion
have been found to be factors associated with good mental health in elderly individuals over
90 years old (Scelzo et al., 2018). Furthermore, a meta-analysis, including a wide range of
individuals from different cultures worldwide (N=52,309), demonstrated that positive
psychological wellbeing is significantly associated with lower mortality (Chida & Steptoe,
2008). These results are consistent with findings that life purpose was significantly
associated with lower all-cause mortality (OR: 2.43) among adults over 50 years old in the
US (Alimujiang et. al, 2019). Additionally, there is evidence to support that positive
psychological wellbeing is independent of negative affect (Chida & Steptoe, 2008),
reinforcing the role of positive mental health factors as valuable ways to improve recovery
in patients with psychiatric symptomatology (Galvez et al., 2011; Jeste et al., 2015; Vaillant,
2013; VanderWeele et al., 2019).

A strong and expected positive connection was identified between suicide risk and
core depressive symptoms. Psychiatric disorders have the strongest impact on suicide rates,
contributing to a 10-fold higher risk compared to general population (Bachmann, 2018).
Depression specifically increases the odds of completed suicide by 3-fold (Fazel & Runeson,
2020). WHOQOL-SRPB, however, was found to have the same strength of connection
(although negatively correlated) to suicide risk, and, to a lesser extent, resilience and social
support were inversely related to suicide risk. Thus, religion, faith, and spirituality represent
protective factors against suicide; however, it is important to take into account religious
stigma that creates barriers to mental health access in some cultural backgrounds (World-
Health-Organization, 2014). Despite this confounding factor, a connection to any religious
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affiliation has been reported to be a consistent protective factor against suicide attempts
(Lawrence et al., 2016). According to that, a long-term prospective study found that weekly
religious attendance was associated with a 5-fold lower rate of suicide among women in the
United States (N=89,708) (VanderWeele et al., 2016).

WHOQOL-SRPB meaning and awe, specifically, were most strongly inversely related
to suicide risk. These findings may provide potential pathways to understand how positive
mental health and spirituality aspects are integrated to depressive symptoms with a
network approach. Previous studies, in that regard, reported that hopelessness, loss of
meaning, and purpose in life significantly increased suicide risk among psychiatric patients
(Berardelli et al., 2019). Positive mental health factors (e.g., self-efficacy, resilience,
optimism, and effective problem solving-skills) have been identified as a key protective
factors in suicide prevention guidelines (World-Health-Organization, 2014). WHOQOL-SRPB
awe could reflect the protective effect of R/S beliefs translated into positive affect or
wellbeing (Vaillant, 2013).

Social support was not identified as a central variable in the network connecting
religious domains and depressive symptoms. These findings are inconsistent with reports
that social support measures are significant predictors of a favorable course of depressive
disorder (van den Brink et al., 2018). One possible explanation is that the impact of social
support compared to other positive mental health measures in persistently depressed
individuals may differ across communities or depression severity (Souza et al., 2016).
Moreover, the impact of differing cultural backgrounds is important to understand in
determining the effect of social support on depression in Brazil. The role of social support as
a key factor in understanding the benefits of religiosity on mental health has not
consistently been supported by the literature (Koenig et al.,, 1997). While religious
community support has been associated with fewer reported depressive symptoms, our
results are in accordance with studies that identified the effects of religiosity over mental
health outcomes independently of social support (Montgomery et al., 2014; Kudel et al.,
2011; Li et al., 2016; Mosqueiro et al., 2015).

Network analysis models represent promising methods to understand potential
pathways between complex variables and psychopathology. A meta-analysis including 152
prospective studies (N=232,687) confirmed a negative correlation between religiosity and
depressive symptoms over time, with an overall effect size correlation of -0.18 (SD: 0.28). In
that report, religious attendance was the main dimension measured (45% of studies),
followed by importance of religion, religious coping, private practices, and religious
denomination (approximately 20% each) (Braam & Koenig, 2019). The negative correlation
between R/S and depression was higher for psychiatric samples (r=-0.37), and a positive
correlation was identified for patients experiencing religious struggles (r=0.30; SD: 0.36)
(Braam & Koenig, 2019). Another meta-analysis showed that the effects of R/S were
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stronger for intrinsic religiosity and for people facing stressful life events (Smith et al., 2003).
Despite that, few studies have investigated the mechanisms through which R/S exert effects
in depressive disorders, as most have not provided an integrated approach to understand
the combined effect of different R/S dimensions and depressive symptoms. Additionally,
depressive disorders are highly heterogeneous with diverse symptomatology and
predisposing risk factors, and improvements triggered by different sets of interventions
(e.g., psychopharmacology, psychotherapy, and environment changes) (Vares et al.,
2015)Beijers et al., 2019; Ostergaard et al., 2011; Southwick & Charney, 2012). Thus,
network analysis models represent an alternative to evaluate the heterogeneity of
depressive psychopathology and interactions with relevant variables, including R/S and
positive mental health (Van Borkulo et al., 2015). Additionally, network models assume that
changes in central symptoms could impact symptomatology, leading to an understanding of
specific characteristics of depression and more personalized interventions for patients with
depression (Cramer et al., 2016).

The results reported here should be evaluated considering a set of limitations. First,
cross-sectional analysis limits causal inferences about relationships. The analysis of severely
depressed patients in tertiary outpatient care also limits extending findings to different
clinical or community settings. Certainly, findings require replication in larger samples and
patients from different cultural and religious backgrounds. Furthermore, the network
analysis performed relies on measures and latent class structures of available instruments
instead of all depressive symptomatology and measured items individually in the network.
However, keeping defined domains in the network according to established validated
instruments was thought to be helpful to visualize the complex interplay between those
different dimensions of mental health (e.g., resilience, social support, spirituality, and
religiosity). A secondary model was performed to visualize how specific WHOQOL-SRPB
aspects were related to other studied dimensions. Adding to that analysis, these significant
findings provide an integrated data-driven model of interaction between variables and
reinforce the relevant role of religiosity and positive mental health to severely depressed
patients.

Conclusions
A network analysis approach offers a different perspective to understand the
relationships between R/S and depressive symptomatology. Positive mental health factors

appear to play a central role between R/S domains and depression, especially for suicide risk
behavior.

66



References

Alimujiang, A., Wiensch, A., Boss, J., Fleischer, N. L., Mondul, A. M., MclLean, K., . . . Pearce,
C. L. (2019). Association Between Life Purpose and Mortality Among US Adults Older
Than 50 Years. JAMA Netw Open, 2(5), e194270.
doi:10.1001/jamanetworkopen.2019.4270

Amorim, P. (2000). Mini International Neuropsychiatric Interview (MINI): validation of a
short structured diagnostic psychiatric interview. Rev Bras Psiquiat., 22, 106-115.

Bachmann, S. (2018). Epidemiology of Suicide and the Psychiatric Perspective. Int J Environ
Res Public Health, 15(7). doi:10.3390/ijerph15071425

Beard, C., Millner, A. )., Forgeard, M. J., Fried, E. I., Hsu, K. J., Treadway, M. T., . . .
Bjorgvinsson, T. (2016). Network analysis of depression and anxiety symptom
relationships in a psychiatric sample. Psychol Med, 46(16), 3359-3369.
do0i:10.1017/50033291716002300

Bech, P. (2011). The ABC profile of the HAM-D 17. Rev Bras Psiquiat., 33, 109-110.

Beijers, L., Wardenaar, K. J., van Loo, H. M., & Schoevers, R. A. (2019). Data-driven biological
subtypes of depression: systematic review of biological approaches to depression
subtyping. Mol Psychiatry, 24(6), 888-900. doi:10.1038/s41380-019-0385-5

Berardelli, 1., Sarubbi, S., Rogante, E., Hawkins, M., Cocco, G., Erbuto, D., . . . Pompili, M.
(2019). The Role of Demoralization and Hopelessness in Suicide Risk in
Schizophrenia: A Review of the Literature. Medicina (Kaunas), 55(5).
d0i:10.3390/medicina55050200

Braam, A. W., & Koenig, H. G. (2019). Religion, spirituality and depression in prospective
studies: A  systematic review. J  Affect Disord, 257, 428-438.
do0i:10.1016/j.jad.2019.06.063

Chang, W. C.,, Wong, C.S. M., Or, P. C. F,, Chu, A. O. K., Hui, C. L. M., Chan, S. K. W., ... Chen,
E. Y. H. (2019). Inter-relationships among psychopathology, premorbid adjustment,
cognition and psychosocial functioning in first-episode psychosis: a network analysis
approach. Psychol Med, 1-9. doi:10.1017/50033291719002113

Chida, Y., & Steptoe, A. (2008). Positive psychological well-being and mortality: a
quantitative review of prospective observational studies. Psychosom Med, 70(7),
741-756. doi:10.1097/PSY.0b013e31818105ba

Cramer, A. O., Van Borkulo, C. D, Giltay, E. J., Van der Maas, H. L., Kendler, K. S., Scheffer,
M., & Borsboom, D. (2016). Major Depression as a Complex Dynamic System. PLoS
One, 11(12), e0167490. doi:10.1371/journal.pone.0167490

Dong, M., Zeng, L. N,, Lu, L., Li, X. H., Ungvari, G. S., Ng, C. H., . . . Xiang, Y. T. (2019).
Prevalence of suicide attempt in individuals with major depressive disorder: a meta-
analysis of observational surveys. Psychol Med, 49(10), 1691-1704.
do0i:10.1017/50033291718002301

67



Epskamp, S., Borsboom, D., & Fried, E. |. (2018). Estimating psychological networks and their
accuracy: A tutorial paper. Behav Res Methods, 50(1), 195-212. doi:10.3758/s13428-
017-0862-1

Fazel, S., & Runeson, B. (2020). Suicide. N Engl J Med, 382(3), 266-274.
doi:10.1056/NEJMra1902944

Galvez, J. F., Thommi, S., & Ghaemi, S. N. (2011). Positive aspects of mental illness: a review
in bipolar disorder. J Affect Disord, 128(3), 185-190. doi:10.1016/j.jad.2010.03.017

Griep, R. H., Chor, D., Faerstein, E., Werneck, G. L., & Lopes, C. S. (2005). Construct validity
of the Medical Outcomes Study’s social support scale adapted to Portuguese in the
Pré-Saude Study. Cad. Saude Publica, 21(3), 703-714. doi:doi: 10.1590/50102-
311X2005000300004

Gureje, O., Nortje, G., Makanjuola, V., Oladeji, B. D., Seedat, S., & Jenkins, R. (2015). The role
of global traditional and complementary systems of medicine in the treatment of
mental health disorders. The Lancet Psychiatry, 2(2), 168-177. doi:10.1016/s2215-
0366(15)00013-9

Hackett, C., Grim, B. J., Cooperman, A., Ochoa, J. C,, Gao, C., Shi, A. F., . . . Lugo, L. (2012).
The Global Religious Landscape. A Report on the Size and Distribution of the World’s
Major Religious Groups as of 2010. Pew Research Center, 3-82. Retrieved from
http://www.pewforum.org/global-religious-landscape.aspx

Haslbeck, J. M. B., & Waldorp, L. J. (2019). mgm: Estimating Time-Varying Mixed Graphical
Models in High-Dimensional Data. Journal of Statistical Software, VV(Il), 1-49.

Herrman, H., Kieling, C., McGorry, P., Horton, R., Sargent, J., & Patel, V. (2018). Reducing the
global burden of depression: a Lancet—World Psychiatric Association Commission.
The Lancet. doi:10.1016/s0140-6736(18)32408-5

Jeste, D. V., Palmer, B. W., Rettew, D. C., & Boardman, S. (2015). Positive psychiatry: its time
has come. J Clin Psychiatry, 76(6), 675-683. doi:10.4088/JCP.14nr09599

Jeste, D. V., Savla, G. N., Thompson, W. K., Vahia, I. V., Glorioso, D. K., Martin, A. S, . ..
Depp, C. A. (2013). Association between older age and more successful aging: critical
role of resilience and depression. Am J Psychiatry, 170(2), 188-196.
doi:10.1176/appi.ajp.2012.12030386

Kendler, K. S., Liu, X.-Q., Gardner, C. O., McCullough, M. E., Larson, D., & Prescott, C. A.
(2003). Dimensions of Religiosity and Their Relationship to Lifetime Psychiatric and
Substance Use Disorders. American Journal of Psychiatry, 160, 496-503.

Koenig, H. G., Hays, J. C., George, L. K., Blazer, D. G., Larson, D. B., & Landerman, L. R. (1997).
Modeling the cross-sectional relationships between religion, physical health, social
support, and depressive symptoms. Am J Geriatr Psychiatry, 5(2), 131-144.

Kudel, I., Cotton, S., Szaflarski, M., Holmes, W. C., & Tsevat, J. (2011). Spirituality and
religiosity in patients with HIV: a test and expansion of a model. Ann Behav Med,
41(1), 92-103. doi:10.1007/s12160-010-9229-x

68



Lawrence, R. E.,, Oquendo, M. A., & Stanley, B. (2016). Religion and Suicide Risk: A
Systematic Review. Arch Suicide Res, 20(1), 1-21.
doi:10.1080/13811118.2015.1004494

Li, S., Okereke, O. I, Chang, S.-C., Kawachi, I., & VanderWeele, T. J. (2016). Religious Service
Attendance and Lower Depression Among Women—a Prospective Cohort Study.
Annals of Behavioral Medicine, 50(6), 876-884. d0i:10.1007/s12160-016-9813-9

Liu, Q., He, H., Yang, J.,, Feng, X., Zhao, F., & Lyu, J. (2019). Changes in the global burden of
depression from 1990 to 2017: Findings from the Global Burden of Disease study. J
Psychiatr Res. doi:10.1016/].jpsychires.2019.08.002

McElroy, E., Napoleone, E., Wolpert, M., & Patalay, P. (2019). Structure and Connectivity of
Depressive Symptom Networks Corresponding to Early Treatment Response.
EClinicalMedicine, 8, 29-36. doi:10.1016/j.eclinm.2019.02.009

Miller, L., Wickramaratne, P., Gameroff, M. J., Sage, M., Tenke, C. E., & Weissman, M. M.
(2012). Religiosity and major depression in adults at high risk: a ten-year prospective
study. Am J Psychiatry, 169(1), 89-94. doi:10.1176/appi.ajp.2011.10121823

Montgomery, B. E., Stewart, K. E., Bryant, K. J., & Ounpraseuth, S. T. (2014). Dimensions of
religion, depression symptomatology, and substance use among rural African
American  cocaine users. J  Ethn  Subst  Abuse, 13(1), 72-90.
do0i:10.1080/15332640.2014.873605

Mosqueiro, B. P., da Rocha, N. S., & Fleck, M. P. d. A. (2015). Intrinsic religiosity, resilience,
quality of life, and suicide risk in depressed inpatients. J Affect Disord, 179, 128-133.
doi:10.1016/j.jad.2015.03.022

Ostergaard, S. D., Jensen, S. O., & Bech, P. (2011). The heterogeneity of the depressive
syndrome: when numbers get serious. Acta Psychiatr Scand, 124(6), 495-496.
doi:10.1111/j.1600-0447.2011.01744 .x

Panzini, R. G., Maganha, C., Rocha, N. S., Bandeira, D. R., & Fleck, M. P. (2011). Brazilian
validation of the Quality of Life Instrument/spirituality, religion and personal beliefs.
Rev Saude Publica, 45(1), 153-165.

Patel, V., Chisholm, D., Parikh, R., Charlson, F. J., Degenhardt, L., Dua, T., . . . Whiteford, H.
(2016). Addressing the burden of mental, neurological, and substance use disorders:
key messages from Disease Control Priorities, 3rd edition. The Lancet, 387(10028),
1672-1685. doi:10.1016/s0140-6736(15)00390-6

Scelzo, A., Di Somma, S., Antonini, P., Montross, L. P., Schork, N., Brenner, D., & Jeste, D. V.
(2018). Mixed-methods quantitative-qualitative study of 29 nonagenarians and
centenarians in rural Southern Italy: focus on positive psychological traits. Int
Psychogeriatr, 30(1), 31-38. doi:10.1017/51041610217002721

Schiavon, C. C., Marchetti, E., Gurgel, L. G., Busnello, F. M., & Reppold, C. T. (2016).
Optimism and Hope in Chronic Disease: A Systematic Review. Front Psychol, 7, 2022.
doi:10.3389/fpsyg.2016.02022

69



Smith, T. B., McCullough, M. E., & Poll, J. (2003). Religiousness and depression: Evidence for
a main effect and the moderating influence of stressful life events. Psychological
Bulletin, 129(4), 614-636. doi:10.1037/0033-2909.129.4.614

Southwick, S. M., & Charney, D. S. (2012). The science of resilience: implications for the
prevention and treatment of depression. Science, 338(6103), 79-82.
doi:10.1126/science.1222942

Souza, L. H., Salum, G. A., Mosqueiro, B. P., Caldieraro, M. A., Guerra, T. A., & Fleck, M. P.
(2016). Interpersonal psychotherapy as add-on for treatment-resistant depression: A
pragmatic randomized controlled trial. J Affect Disord, 193, 373-380.
doi:10.1016/j.jad.2016.01.004

Taunay, T. C. D., Gondim, F. d. A. A., Macedo, D. S., Moreira-Almeida, A., Gurgel, L. d. A,
Andrade, L. M. S., & Carvalho, A. F. (2012). Validity of the Brazilian version of the
Duke Religion Index (DUREL). Rev Psig. Clin., 39, 130-135.

Thimm, J. C,, Holte, A,, Brennen, T., & Wang, C. E. (2013). Hope and expectancies for future
events in depression. Front Psychol, 4, 470. doi:10.3389/fpsyg.2013.00470

Vaillant, G. E. (2013). Psychiatry, religion, positive emotions and spirituality. Asian J
Psychiatr, 6(6), 590-594. doi:10.1016/j.ajp.2013.08.073

Van Borkulo, C., Boschloo, L., Borsboom, D., Penninx, B. W., Waldorp, L. J., & Schoevers, R.
A. (2015). Association of Symptom Network Structure With the Course of
Depression. JAMA Psychiatry, 72(12), 1219-1226.
doi:10.1001/jamapsychiatry.2015.2079

van den Brink, R. H. S., Schutter, N., Hanssen, D. J. C., Elzinga, B. M., Rabeling-Keus, |. M.,
Stek, M. L., . . . Oude Voshaar, R. C. (2018). Prognostic significance of social network,
social support and loneliness for course of major depressive disorder in adulthood
and old age. Epidemiol Psychiatr Sci, 27(3), 266-277.
do0i:10.1017/52045796017000014

Vance, T., Maes, H. H., & Kendler, K. S. (2014). A multivariate twin study of the dimensions
of religiosity and common psychiatric and substance use disorders. J Nerv Ment Dis,
202(5), 360-367. doi:10.1097/NMD.0000000000000131

VanderWeele, T. J,, Li, S., Tsai, A. C., & Kawachi, |. (2016). Association Between Religious
Service Attendance and Lower Suicide Rates Among US Women. JAMA Psychiatry,
73(8), 845-851. doi:10.1001/jamapsychiatry.2016.1243

VanderWeele, T. J., McNeely, E., & Koh, H. K. (2019). Reimagining Health-Flourishing. JAMA,
321(17), 1667-1668. doi:10.1001/jama.2019.3035

Vares, E. A., Salum, G. A, Spanemberg, L., Caldieraro, M. A., & Fleck, M. P. (2015).
Depression Dimensions: Integrating Clinical Signs and Symptoms from the
Perspectives of Clinicians and Patients. PLoS One, 10(8),

Wagnild, G. M. (2014). The Resilience Scale User’s Guide (P. E. Guinn Ed.). Montana, United
States of America: Resilience Center.

World-Health-Organization. (2014). Preventing suicide: A global imperative.

70



Figure Legends

Table 1. Sociodemographic and clinical variables of depressed patients
Table 2. Religious demographic characteristics of depressed patients
Figure 1. Network analysis (MGM R-package; Cytoscape)

Figure 2. Centrality measures for network 1

Figure 3. Network model 2 (MGM R-package; Cytoscape)

Figure 4. Centrality measures for network 2

Table S1. Correlation stability analysis (mgm)

Figure S1. Bootstrapping results for network 1

Figure S2. Stability of centrality for network 1

71



Table 1. Sociodemographic and clinical variables of depressed patients (N=153)

Frequency %
Female 116 76.3
Male 36 23.7
White 132 86.8
Non-white 19 12.5
Single 19 12.5
Married 76 50.0
Divorced 37 24.3
Widowed 20 13.2
Employed 23 15.1
Unemployed 40 26.3
Stay at home 17 11.2
Student 8 2.0
Retired 18 11.8
Health insurance 51 335
Familiar history of suicide 36 235
Previous suicide attempt 65 42.5
Psychiatric comorbidities
Melancholic features 89 58.2
Previous hypomania 14 9.2
Previous mania 16 10.5
Current psychosis 33 21.6
Previous psychosis 64 41.8
Panic disorder 23 15.0
Social phobia 32 20.9
Obsessive compulsive disorder 26 17.0
Post-traumatic stress disorder 12 7.8
Generalized anxiety disorder 71 46.4
Mean SD
Age 51.2 11.3
Education (years of study) 8.63 3.96
Age of depression onset 32.6 15.3
Number of depressive episodes 3.33 2.51
Years since first depressive episode 18.6 135
Clinical Global Impression 4.86 0.90
Social Support (MOS) 64.9 18.4
Resilience (RS-14) 55.6 14.5

Depressive symptoms (HAM-D) 21.9 4.95




Table 2. Religious demographic characteristics of depressed patients (N=153)

Religion Affiliation Frequency %
Catholic 62 40.8
Evangelical religions 24 15.8
Spiritism 26 17.1
Afro-Brazilian religions 4 2.6
Spiritual but not religious 25 16.4
Agnosticism 2 1.3
Atheism 3 2.0

Religious Attendance

More than once a week 29 19.0
Once a week 29 19.0
A few times a month 42 27.5
A few times a year 21 13.7
Once a year or less 20 13.1
Never 12 7.8

Private Practices

More than once a week 32 20.9
Once a week 10 6.5
A few times a month 6 3.5
A few times a year 20 14.2
Once a year or less 59 36.3
Never 26 19.5

Intrinsic Religiosity
High IR (210) 98 64.1
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Figure 1. Network analysis (MGM R-package; Cytoscape). Green edges indicate positive relationships and red
edges indicate negative relationships. Thicker edges indicate stronger connections between nodes. Network
analysis nodes include religious attendance, private practices, intrinsic religiosity (DUREL), WHOQOL SRPB,
resilience (RS-14), social support (MOS-SSS), depressive symptoms domains of HAM-D, core depressive
symptoms (HAM-D-6: 1, 2, 7, 8, 10, and 13), stress-arousal depression symptomatology (HAM-D-9: 4, 5, 6, 9,
11, 12, 14, 15, and 16) and suicide risk (HAM-D-2: 3 and 17).
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Figure 2. Centrality measures for network 1. Network analysis nodes include religious attendance,
private practices, intrinsic religiosity (DUREL), WHOQOL SRPB total score, resilience (RS-14), social
support (MOS-SSS), and depressive symptoms domains of HAM-D, core depressive symptoms (HAM-
D-6:1, 2,7, 8, 10, and 13) and stress-arousal depression symptomatology (HAM-D-9: 4, 5, 6, 9, 11, 12,
14, 15, and 16) and suicide risk (HAM-D-2: 3 and 17).
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Figure 3. Network model 2 (MGM R-package; Cytoscape). Green edges indicate positive relationships and red
edges indicate negative relationships. Thicker edges indicate stronger connections between nodes. Network
analysis nodes include religious attendance, private practices, intrinsic religiosity (DUREL), WHOQOL SRPB
items of connect, meaning, awe, strength, whole, peace, hope, and faith, resilience (RS-14), social support
(MOS-SSS), depressive symptoms domains of HAM-D, core depressive symptoms (HAM-D-6: 1, 2, 7, 8, 10, and
13), and stress-arousal depression symptomatology (HAM-D-9: 4, 5, 6, 9, 11, 12, 14, 15, and 16) and suicide
risk (HAM-D-2: 3 and 17).
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Figure 4. Centrality measures for network 2. Network analysis nodes include religious attendance,
private practices, intrinsic religiosity (DUREL), WHOQOL SRPB items of connect, meaning, awe,
strength, whole, peace, hope, and faith, resilience (RS-14), social support (MOS-SSS), depressive
symptoms domains of HAM-D, core depressive symptoms (HAM-D-6: 1, 2, 7, 8, 10, and 13), stress-
arousal depression symptomatology (HAM-D-9: 4, 5, 6, 9, 11, 12, 14, 15, and 16), and suicide risk
(HAM-D-2: 3 and 17).
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Supplementary Materials

Table S1. Correlation stability analysis (mgm)*

N Person Drop % n
1 36 74.8 95
2 47 67.1 105
3 58 59.4 123
4 69 51.7 70
5 80 44.1 89
6 91 36.4 111
7 102 28.7 93
8 114 20.3 113
9 125 12.6 90
10 136 4.9 111

*Maximum drop proportions to retain correlation of 0.7 in at least 95% of the samples: edge: 0.517; strength:

0.517.
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Figure S1. Bootstrapping results for network 1. Confidence intervals of estimated edge-weights for the
network of religious attendance, private practices, intrinsic religiosity (DUREL), WHOQOL SRPB total score,
resilience (RS-14), social support (MOS-SSS), and HAM-D core depressive symptoms (HAM-D-6: 1, 2, 7, 8, 10,
and 13), stress-arousal depression symptomatology (HAM-D-9: 4, 5, 6, 9, 11, 12, 14, 15, and 16), and suicide
risk (HAM-D-2: 3 and 17). Sample values are indicated by the red line and the bootstrapped confidence
intervals by the gray area. Each horizontal line represents one edge of the network, ordered from the edge
with the highest weight to the edge with the lowest weight. The mean of the bootstrap samples is represented
by the dark ties. The y-axis labels have been removed to avoid cluttering.

79



O e —

0.5

0.0

-0.51

Average correlation with original sample

-1.01

90% 80% 70% 60%
Sampled people

Figure S2. Stability of centrality for network 1.

50%

40%

30%

type

== strength

80



9. ARTIGO #3

Versao submetida para periodico: Journal of Affective Disorders
Fator de Impacto: 4.08

Data Submissdo: 04/05/2020

Status: under review

Religiosity, spirituality, suicide risk and remission of depressive symptoms: a 6-month
prospective study of tertiary care Brazilian patients

Bruno Paz Mosqueiro**;
Mateus Messinger*;

Felipe Bauer Pinto da Costa';
Marco Antonio Caldieraro*;
John Peteet*;

Marcelo Pio de Almeida Fleck:

'Programa de Pds-Graduagdo em Psiquiatria e Ciéncias do Comportamento UFRGS, Brasil
2Centro de Pesquisa Clinica, Hospital de Clinicas de Porto Alegre

:Department of Psychiatry Brigham and Women’s Hospital

‘Department of Psychiatry, Harvard Medical School

81



Carta de Submissdo do Artigo para Periddico

Your manuscript JAD_2020_1622 has been sent for review

De: Journal of Affective Disorders (evisesupport@elsevier.com)
Para: brunopazmosqueiro@yahoo.com.br
Data: quinta-feira, 7 de maio de 2020 23:49 BRT

This message was sent automatically. Please do not reply.

Reference: JAD_2020_1622

Title: Religiosity, spirituality, suicide risk and remission of depressive symptoms: a 6-month prospective study of
tertiary care Brazilian patients

Journal: Journal of Affective Disorders

Dear Dr. Paz Mosqueiro,

| am currently requesting further input on the revised version of your manuscript. We hope to have a decision for
you in the near future.

To track the status of your manuscript, please log into EVISE® and go to ‘My Submissions' via:
hitp://www.evise.com/evise/faces/pages/navigation/NavController.jspx?JBNL _ACR=JAD

Kind regards,

Journal of Affective Disorders

Have questions or need assistance?

For further assistance, please visit our Customer Support site. Here you can search for solutions on a range of

topics, find answers to frequently asked questions, and learn more about EVISE® via interactive tutorials. You ca
also talk 24/5 to our customer support team by phone and 24/7 by live chat and email.

Copyright © 2018 Elsevier B.V. | Privacy. Policy.
Elsevier B.V., Radarweg 29, 1043 NX Amsterdam, The Netherlands, Reg. No. 33156677.

82



Abstract

Religiosity and spirituality (R/S) are increasingly recognized as significant aspects in
the evaluation of depressed patients. Limited research, however, has investigated the
impact of R/S on outcomes of more severe or chronic depressed patients. The present study
investigated the impact different religiosity dimensions in tertiary care Brazilian depressed
patients over suicide risk scores measured at baseline and remission of depressive
symptoms in a 6-month prospective follow-up. In 277 individuals interviewed, 226
presented a diagnosis of depressive episode and 192 where assessed in the follow-up.
Religiosity was evaluated using the Duke University Religion Index, comprising three
dimensions of religiosity (organizational religiosity, non-organizational religiosity, intrinsic
religiosity). Other potential predictors of outcomes included the Childhood Trauma
Questionnaire (CTQ), Maudsley Staging of illness (MSM), Medical Outcomes Study Social
Support Survey (MOS), World Health Organization Spirituality, Religiousness and Personal
Beliefs instrument (WHOQOL-SRPB) and Hamilton Depression Scale (HAM-D). Results
showed that almost half (46.1%) of the patients reported previous suicide attempts. Linear
regression models identified that religious attendance (t-statistic -2.172, P=0.03), intrinsic
religiosity (t-statistic -2.421, P=0.01) and WHOQOL-SRPB (t-statistic -3.670, P=0.00) were
inversely correlated to suicide risk scores. In a prospective follow-up 16.7 % of patients
(n=32/192) achieved remission of depressive symptoms (HAM-D scores <7). Religious
attendance (OR 1.83, P=0.02) was identified as the main predictor of remission. Findings
reinforce the importance of attending to religiosity/spirituality in order to improve
outcomes and promote the recovery especially among severely depressed patients with
increased suicide risk.

Keywords
Religiosity, Spirituality, Depression, Suicide, Remission, Social Support
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Introduction

Depression is a chronic and recurrent disorder with serious impacts on mental health
(Herrman et al., 2018). Large prospective cohort studies report that only 17% of patients
achieve recovery of depression in a 6-year follow up, with most patients presenting a
chronic and disabling course, 67.8% experiencing recurrent episodes and 14.7% manifesting
consistently chronic symptomatology (Verduijn et al., 2017). The likelihood of recovery
markedly decreases over time in patients with severe or chronic depressive episodes (Keller
et al., 1992). Furthermore, suicide represents a serious concern among those patients, with
estimated 10 times higher suicide rates compared to the general population (Bachmann,
2018; Fazel & Runeson, 2020). Tertiary care depressed patients experience an even worse
course of illness, with higher suicide risk, multiple psychiatric comorbidities, and higher
rates of exposure to childhood trauma and neglect (Caldieraro et al., 2013; Paterniti,
Sterner, Caldwell, & Bisserbe, 2017; Vares et al., 2015).

Religiosity and spirituality are increasingly recognized as significant aspects in the
evaluation of depressed patients (Miller et al.,, 2012). Many people turn to religion as a
coping resource to deal with depressive symptoms (K. |. Pargament & Lomax, 2013).
Religious social support provided by community members also offers many patients a
relevant resource in the face of suffering and distress (Gureje et al., 2015). Furthermore,
evidence demonstrates that different dimensions of religiosity/spirituality (R/S) are
prospectively associated with a better course of depression (Braam & Koenig, 2019). Some
dimensions of religious involvement, such as intrinsic religiosity, have been associated with
faster remission of depressive symptoms among elderly outpatients, lower suicide risk and
better outcomes among depressed inpatients (Harold G. Koenig et al., 1998; Bruno Paz
Mosqueiro et al., 2015). Religious attendance has been associated with fewer depressive
symptoms and is a strong protective factor against suicide (S. Li et al., 2016; VanderWeele et
al., 2016). Limited research, however, has investigated the impact of R/S on outcomes of
more severe or chronic depressed patients (Braam & Koenig, 2019).

The majority of the world’s population (84% or 6.9 billion people) reports affiliation
with religious institutions (Hackett et al., 2012). Particularly in Brazil, most people (83.8%)
identify religion as a very important domain of their lives (Moreira-Almeida et al., 2010).
Nevertheless, it has been estimated that around three quarters of research regarding R/S
and health has been performed in Western countries (most in North America and Europe)
and predominantly with Christian populations (H. G. Koenig et al.,, 2012). A recent
systematic review, for instance, identified only one prospective study evaluating the impact
of R/S on depression outcomes in Latin America (Braam & Koenig, 2019). Considering that,
there is a clear need for more R/S research in different cultures and religious backgrounds
(Braam et al., 2010).

The present study evaluated the impact of three dimensions of religiosity in tertiary
care Brazilian depressed patients with respect to two main outcomes: (1) a suicide risk score
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measured at baseline assessment; and (2) remission rates of depressive symptoms in a 6-
month prospective follow-up. The effects of R/S were controlled for different clinical
variables, including severity of depressive symptoms, staging of iliness, childhood traumatic
experiences and social support.
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Materials and Methods

Participants and Treatment Setting

The present study evaluated patients with a diagnosis of depressive episode in the
mood disorder outpatient clinic at Hospital de Clinicas de Porto Alegre (HCPA), a tertiary
care university hospital in Brazil. The mood disorder outpatient clinic provides specialized
treatment for individuals with chronic, refractory or severe depressive symptomatology
referred by primary care settings and other medical specialties at HCPA. The treatment of
depression follows standard international guidelines and best available evidence-based
practices for management of depression, adapted to psychiatric medications available at
Brazilian public health system (Fleck et al., 2009; Kennedy et al., 2016; Yatham et al., 2018).
Structured clinical consultations are scheduled every 2 to 4 weeks to evaluate the response
to pharmacotherapy as well as the emergence of side effects. Outcomes are routinely
monitored using measurement-based care. The approach to treatment resistant depression
involves a careful and comprehensive psychosocial assessment and stepwise clinical
strategies, including optimizing antidepressant doses, switching of antidepressants, use of
adjunctive medications (e.g. lithium, tricyclic antidepressants, bupropion, atypical
antipsychotics) and for more chronic resistant depression, electroconvulsive therapy or
monoamine oxidase inhibitors (MAOIs).

In 277 individuals interviewed from 2014 to 2018, 226 subjects presented a diagnosis
of depressive episode and where included in the study (flowchart Figure 1). Written
informed consent was obtained according to the approval provided by the hospital ethical
committee. Patients with severe clinical comorbidities or individuals with significant
cognitive deficits that limited comprehension of self-report instruments and individuals with
acute manic or hypomanic episodes were not included in the study.

From the baseline sample, 157 patients were prospectively evaluated in a 6-month
scheduled follow-up. Of the 69 patients who missed the scheduled interview, HAM-D scores
for 34 patients were retrieved from hospital records in their last observation. The total
sample considered for statistical analysis in the follow-up comprised 192 patients.

Assessments
Depressive Symptoms and Suicide Risk

The diagnosis of depressive episode and psychiatric comorbidities was performed
using the Brazilian Portuguese version of Mini International Neuropsychiatric Interview

(MINI-Plus) (Amorim, 2000). Depressive symptoms were assessed at baseline and follow-up
by the Brazilian Portuguese validated version of 17-item Hamilton Depression Rating Scale
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(HAM-D) (Hamilton, 1967). The HAM-D scores at follow-up were used to define depressive
symptom remission (HAM-D <7). Suicide risk scores were retrieved from MINI-Plus (C1-C6
items). A continuous score of suicide risk was defined by the sum of the six items ranging
from 0 to 33 points, with greater scores reflecting higher suicide risk (Amorim, 2000). The
Maudsley staging method (MSM) was used to evaluate the severity of depression course
and treatment resistant-depression (Fekadu, Donocik, & Cleare, 2018). The instrument
comprises 5 questions quantifying the duration and severity of current depressive episode,
number of previous treatment failures, use of augmentation strategies and
electroconvulsive therapy. Higher MSM scores predict a more severe course of illness and
worse treatment outcomes.

Childhood Traumatic Experiences

The Childhood Trauma Questionnaire (CTQ) Brazilian validated version was used for
assessment of childhood abuse and neglect experiences (Grassi-Oliveira et al., 2014). The
instrument is composed by 28 Likert-scale questions. The results of multilinear regression
models analysis were classified into two broad categories with continuous scores of
childhood abuse experiences (encompassing emotional, physical and sexual abuse) and
childhood neglect experiences (emotional and physical neglect).

Religiosity

Religiosity was assessed using the Brazilian-Portuguese validated version of Duke
University Religion Index (DUREL) (Taunay et al., 2012). The instrument consists of 5 Likert-
scale questions, comprising three dimensions of religiosity. The first question evaluates the
frequency of religious attendance (organizational religiosity), the second the frequency of
private religious practices (such as prayer, meditation or religious reading -non-
organizational religiosity) and the last three questions cover intrinsic religiosity (the degree
of personal religious faith and commitment to religious beliefs in life).

Spirituality

The 8-item version of World Health Organization Quality of Life Spirituality,
Religiousness and Personal Beliefs instrument (WHOQOL-SRPB) was used to evaluate
characteristics related to spirituality and quality of life (Zimpel et al., 2019). The instrument
is composed of 6 domains that provide a an overall score, including measures of connection
(extent that any connection to a spiritual being helps through hard times), meaning (extent
that life has a purpose), awe (experiences of awe from surroundings such as art, nature,
music), wholeness (balance between mind, body and soul), strength (extent that spiritual
strength helps one to live better), peace (extent of inner peace), hope (extent that an
individual is hopeful about life), faith (extent that faith gives comfort in daily life).
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Social Support

Social support was assessed with the Brazilian validated version of the Medical
Outcomes Study Social Support Survey (MOS), a 28-item Likert scale, with scores ranging
from 5 to 140 points (Griep, Chor, Faerstein, Werneck, & Lopes, 2005). Higher scores
indicate a greater perception of social support. The instrument evaluates an individual’s
perceived availability of different functional aspects of support, including emotional support
(availability of people expressing positive affect, empathetic understanding,
encouragement), informational support (availability of people offering advice, information,
guidance or feedback), material support (people available to provide material or behavioral
assistance), positive social interaction (availability of people to fun or recreation), and
affectionate support (availability of people who express care and affection).

Statistical Analysis

Descriptive analysis provided an overview of sample clinical and socio-demographic
characteristics. Data are presented as means * standard deviations or percentages unless
specified otherwise.

Multilinear regression models were used to test for the effects of different R/S
domains on suicide risk continuous scores at baseline. Considering the high collinearity
between R/S dimensions, each dimension was individually tested as an independent
predictor for the multilinear regression models. The R/S domains included in analysis were
(1) religious attendance (DUREL), (2) private religious practices (DUREL), (3) intrinsic
religiosity (DUREL) and (4) WHOQOL-SRPB (total score). Other independent variables
included in the multilinear regression models, selected according to literature as relevant
predictors of suicide risk in tertiary care depressed patients, were socio-demographic
factors (age, sex), early developmental factors (CTQ continuous scores of childhood trauma
and neglect) and variables related to the present episode and condition (HAM-D severity of
depressive symptoms at baseline and social support).

In a second step, a logistic regression model evaluated the impact of religiosity
dimensions (DUREL) and WHOQOL-SRPB (total score) on the odds of remission of depressive
symptoms in a 6 month-follow up. Relevant variables related to R/S and potentially
confounders of depressive symptoms were included in the model, including social support
(MOS), childhood trauma (CTQ) and neglect (CTQ) and Maudsley staging of illness (MSM).
Diverse dimensions of MSM were included in the model to understand their impact on the
odds of remission of depressive symptoms (e.g. duration of illness, severity, treatment
failure and use of augmentation strategies). The limited number of patients who underwent
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ECT limited the inclusion of the last MSM dimension in the model. For all analyses,
statistically significant results were defined as a P<0.05.
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Results

Depressive Symptoms, Childhood Traumatic Experiences and Baseline Characteristics

Study participants were mainly women (78.2%), white (84.9%), middle-aged (mean
51.0411.2 years), with most unable to attend work (35.1%) or unemployed (23.1%). Most
participants reported mean moderate to severe depressive symptoms at baseline (mean
HAM-D = 21.5+5.54), with a long trajectory of lifetime depressive symptoms (mean
18.1+13.8 years since the first episode), and multiple depressive episodes (3.52+2.79).
Diverse psychiatric features and comorbidities were identified by the psychiatric interview
(MINI) along with a diagnosis of depressive episode, the most common being melancholic
characteristics (55.3%), generalized anxiety disorder (45.7%), previous psychosis (37.8%) and
social phobia (20.5%) (Table 1). The Maudsley staging instrument (MSM) revealed mean
moderate to severe scores, indicating a poor course and potential treatment-resistant
depression (mean MSM 8.6, SD 1.7).

Adding to that, almost half (46.1%) of the patients reported previous suicide
attempts and a quarter a family history of suicide (24.1%). The reported prevalence of
moderate to severe experiences of childhood trauma according to the different categories
assessed by the CTQ were: neglect: 9.3%, physical abuse: 9.7%, sexual abuse: 9.8%, and
emotional abuse: 16.4%.

Predictors of Suicide Risk

Linear regression models evaluated the effect of R/S dimensions and social support
on suicide risk scores at baseline. Results indicated that religious attendance (t-statistic -
2.172, P=0.03), intrinsic religiosity (t-statistic -2.421, P=0.01) and WHOQOL-SRPB total score
(t-statistic -3.670, P=0.00) were statistically significantly inversely correlated to suicide risk
(Table 3). Depressive symptoms at baseline were directly correlated to suicide risk in all
regression models. Age, sex, private religious practices, and social support otherwise did not
present statistically significant associations with suicide risk in multilinear regression models
(Table 3).

Response and Remission

In a prospective follow up, 25.2% of patients (n=57/192) responded to treatments
(improvements in depressive symptoms > 50% in HAM-D scores) and 16.7 % of patients
(n=32/192) achieved remission of depressive symptoms (HAM-D scores <7). The mean time
of observation of the patients who missed the scheduled follow-up interview (n=39) was 2.6
months (SD 1.6). For those patients, HAM-D scores were retrieved from hospital records in
their last observation carried forward in previous consultations. The mean HAM-D scores for

90



those patients were quite similar to that of those patients who attended the 6-month
interview (15.2 vs. 15.0, respectively, view Table 1).

Predictors of Remission

Table 3 describes the predictors of remission of depressive symptoms in the
prospective follow-up. Religious attendance (DUREL) was the main predictor of remission of
depressive symptoms (OR 1.83, P=0.02). Social support (MQS), then, was also identified as a
significant predictor of remission (OR 1.03, P=0.02). Other socio-demographic and clinical
variables were not significant predictors of remission of depressive symptoms, including
age, sex, childhood experiences of trauma and neglect (CTQ), staging of illness domains
(MSM) and other R/S dimensions (private practices, intrinsic religiosity and WHOQOL-SRPB)
(Table 3, figure 2).
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Discussion

This study found that different R/S dimensions were correlated with relevant
outcomes among tertiary care Brazilian depressed patients. Religious attendance, intrinsic
religiosity and WHOQOL-SRPB scores were inversely correlated with suicide risk scores at
baseline. Furthermore, religious attendance was identified as the main predictor of
remission in a 6-month follow-up of depressed individuals.

The correlation of R/S dimensions with suicide risk is particularly relevant in a
tertiary care depressed patient sample with elevated suicide risk. This finding is consistent
with other evidence supporting the role of religiosity generally as protective factor to
suicide (Fazel & Runeson, 2020). A study of Brazilian psychiatric patients with bipolar
disorder found non-organized religious practices and intrinsic religiosity to be inversely
associated with suicidal behavior (Caribe et al., 2015). A systematic review of 89 studies also
reported that religious affiliation and religious service attendance were significant
protective factors of suicide attempts across different countries worldwide (Lawrence et al.,
2016). A recent large prospective cohort study of US women (n=89,708) found that frequent
religious attendance reduced by 5 times the odds of completed suicide (VanderWeele et al.,
2016).

It is of interest that the impact of religious attendance on remission of depressive
symptoms in our study persisted after controlling for the potentially confounding effects of
social support and stage of depression. Other empirical work has established that religiosity
is mainly a protective factor against incident depression (Miller et al., 2012) and for recovery
from depressive episodes (Harold G. Koenig et al., 1998). Religious attendance, specifically,
has been demonstrated to be a predictor of better outcomes among depressed patients
(Braam & Koenig, 2019). A large prospective cohort study of 48,984 women in United States
found that women with higher religious service attendance had the lowest risk for
development of depression (OR 0.71) compared to those women who never attended
religious groups (S. Li et al., 2016). The protective effects of religious attendance on
depressive symptoms might be explained by multiple factors, including the use of religious-
based coping strategies, a worship-based sense of meaning, coherence and belonging,
religiously motivated positive mental attitudes (e.g. forgiveness, gratitude, hope, optimism)
and encouragement of healthy behaviors (e.g. volunteering, lower alcohol consumption or
smoking) (Krause, Hill, Emmons, Pargament, & lronson, 2016; Moreira-Almeida, Neto, &
Koenig, 2006; VanderWeele, Balboni, & Koh, 2017).

Social support was also independently a significant predictor of remission of
depressive symptoms in our study. Extant recent literature in that regard reinforces the
relevance of perceived social support to recovery among depressed patients (Leskela et al.,
2006). For instance, loneliness has been associated with more severe depressive symptoms
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and lower remission in 2-year prospective follow-up of patients with late-life depression
(Holvast et al., 2015). Similarly, a recent study of 1474 depressed patients in the
Netherlands reported that different aspects of social support (e.g. living a large household,
negative social relationships and loneliness) were related to the course of depression (Van
den Brink et al., 2018). Adding to that, improving interpersonal relationships and social
support represent a key element of interpersonal psychotherapy interventions for
depression (Souza et al., 2016).

The present study showed that 16 % of patients achieved remission of depressive
symptoms in a 6-month follow-up. Different prospective studies in clinical outpatient
settings report remission rates of depression that vary from 50% in 6-months (Keller, 1992)
to 3.6% in a year for patients with treatment-resistant depression (Dunner et al., 2006).
Despite that, chronic depressed patients often need more time to achieve recovery. The
likelihood of remission decreases with multiple episodes in what has been called treatment-
resistant depression (Richards, 2011). According to the STAR-D study, remission of
depressive symptoms with pharmacological treatments is more likely to occur during the
first trials (around 20-30%) and significantly decreases with multiple attempts (10-20%)
(Gaynes et al., 2009). In agreement with our findings, a recent prospective study reports a
less successful long-term course of depressed patients, with only 41% to 32% of remission
rates at 4 and 6 years of follow-up, and up to 34% of patients experiencing chronic episodes
lasting more than 2 years (Verduijn et al., 2017).

Notably, other potentially relevant variables were not predictors of outcomes in the
present sample, including childhood traumatic experiences and course of illness staging.
These findings might suggest that in a middle age sample of persistently depressed patients,
variables related to the current episode (e.g. spirituality, religious involvement and social
support) play a more significant role in achieving improvement of depressive symptoms
compared to trajectory of illness or lifetime variables (childhood traumatic experiences and
depressive staging). Nevertheless, a few caveats should be considered. First, the whole
sample reported lower mean scores of childhood trauma and neglect. Second, the
retrospective evaluation of childhood experiences in a single evaluation among middle age
patients could be subject to bias due to underreporting such traumatic experiences
(Brietzke et al., 2012). Marked social vulnerabilities of this specific Brazilian sample would
partially explain the predominant effect of psychosocial variables over clinical ones in
depression outcomes (Bosworth, Park, McQuoid, Hays, & Steffens, 2003). Otherwise, our
findings accord with life-course models for suicide risk, suggesting that different risk factors
come into play in different stages of life (Fazel & Runeson, 2020). Based on this model, for
middle-age patients recent life experiences (religious resources and social support) and
characteristics related to the present episode (depression severity) would have more impact
as compared with past childhood experiences.
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The fact that religious attendance and intrinsic religiosity, but not private religious
practices correlated with improvement raises the question whether engaging in such
practices alone or without strong personal conviction is clinically meaningful (Harold G.
Koenig, Peteet, et al., 2020). This is of interest in light of the widespread recommendation of
spiritual practices such as mindfulness, and suggests a need for further qualitative (as well
as quantitative) research into the role of R/S in recovery from depression. This study was
subject to some limitations. First, patients were followed using a naturalistic design without
controlling for the treatment received. Second, prospective studies of naturalistic samples
suffer from missing data, though in our study this did not seem to influence results.
Nevertheless, the present findings in a population of patients with major psychiatric and
social vulnerabilities, including high suicide risk and treatment resistance are quite
meaningful in reinforcing previous findings reporting the benefits of R/S and social support
for recovery from depression, particularly in a country demonstrating special interest in R/S
(Moreira-Almeida et al., 2010).

Conclusions

Different religious dimensions inversely correlated with suicide risk at baseline
evaluation in a population of tertiary care, severely depressed Brazilian patients.
Furthermore, religious attendance and social support were found to be the main predictors
of remission at in a 6-month follow-up. These findings reinforce the importance of attending
to religiosity/spirituality in order to improve outcomes and promote the recovery of
severely depressed patients.
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Figure 1.

277 consecutively invited individuals in their first
outpatient tertiary care consultation from
Januarv 2014 to December 2019

3 not included because of
severe conditions that limited
possibilities to answer
guestionnaires (2 with acute
manic episode; 1 multiple
clinical comorbidities with

arnita rickc)

8 refuse to participate
>
19 do not met diagnostic of an
> . .
acute depressive episode
<

> 9 excluded because of

cognitive impairments that

limited instruments

> 27 missing, incomplete or

droup outs during research

v

226 selected individuals at baseline

69 droup outs with missing
information during follow-up

157 evaluated in 6-month
scheduled consultation

<

34 retrieved from the last
observation carried forward

v

192 patients evaluated in the follow-up

Figure 1.lowchart of depressed patient’s inclusion and follow-up
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Table 1.

Table 1. Socio-Demographic and Clinical Variables of Depressed Patients (n=226)

Freq. Perc. (%)
Female 176 78.2
Male 49 21.8
White 191 84.9
Non-White 34 15.1
Single 24 10.7
Married 119 52.9
Divorced 56 24.9
Widowed 26 11.6
Employed 40 17.8
Unemployed 52 23.1
Stay at home 25 11.1
Student 3 1.3
Retired 15 11.6
Health insurance 79 35.1
Familiar History of Suicide 56 24.7
Previous Suicide Attempt 104 46.0
Psychiatric Comorbidities
Melancholic Features 125 55.3
Previous Hypomania 17 7.6
Previous Mania 20 8.9
Current Psychosis 45 20.0
Previous Psychosis 85 37.8
Panic Disorder 30 13.7
Social Phobia 45 20.5
ocb 33 15.1
PTSD 15 6.8
GAD 100 45.7
Mean (SD)
Age 51.0 11.2
Education (years study) 8.32 3.97
Age of Onset Depression 33.0 14.9
Number of Depressive Episodes 3.52 2.79
Years Since the First Episode 18.1 13.8
Maudsley (MSM global score) 8.6 1.7
Childhood Physical Abuse (CTQ) 3.8 4.4
Childhood Emotional Abuse (CTQ) 6.7 5.5
Childhood Sexual Abuse (CTQ) 2.0 4.2
Childhood Emotional Neglect (CTQ) 8.6 4.4
Childhood Physical Neglect (CTQ) 4.1 4.1
Social Support (MOS) 64.8 18.3
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Depressive symptoms (HAM-D)
Depressive symptoms 6-month follow-up (HAM-D)
Depressive symptoms last observation carried forward (HAM-D)

215
15.0
15.2

5.54
7.1
7.2
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Table 2

Table 2. Multilinear regression models of religiosity dimensions and suicide risk among depressed patients (N=135)

Predictors

Model 1

Age

Female

Childhood Trauma (CTQ)
Childhood Neglect (CTQ)

Social Support (MOS)
Depressive symptoms (HAM-D)
Religious Attendance (DUREL)

Model 2

Age

Female

Childhood Trauma (CTQ)
Childhood Neglect (CTQ)

Social Support (MOS)
Depressive symptoms (HAM-D)
Private Practices (DUREL)

Model 3

Age

Female

Childhood Trauma (CTQ)
Childhood Neglect (CTQ)

Social Support (MOS)
Depressive symptoms (HAM-D)
Intrinsic Religiosity (DUREL)

Model 4

Age

Female

Childhood Trauma (CTQ)
Childhood Neglect (CTQ)

Social Support (MOS)
Depressive symptoms (HAM-D)
WHOQOL SRPB (total score)

Suicide Risk

Beta
-0.147
-0.083
0.151
-0.058
0.007
0.393
-0.173

Beta
-0.128
-0.076
-0.134
-0.054
0.023
0.393
-0.142

Beta
-0.117
-0.043
0.148
-0.053
0.024
0.388
-0.202

Beta
-0.102
-0.048
0.085
-0.001
0.084
0.345
-0.309

t
-1.836
-1.058

1.282
-0.489
0.085
4.965
-2.172

-1.520
-0.953
1.136
0.023
0.279
4.914
-1.656

-1.418
-0.540
1.264
-0.451
0.290
4.933
-2.421

-1.237
-0.616
0.749
-0.007
1.007
4.449
-3.670

Sig.
0.06
0.29
0.20
0.62
0.93
0.00
0.03

Sig.
0.13
0.34
0.25
0.65
0.78
0.00
0.10

Sig.
0.15
0.59
0.20
0.65
0.77
0.00
0.01

Sig.
0.21
0.53
0.45
0.53
0.99
0.00
0.00

Adjusted R-Square
(0.18, P=0.00)

Adjusted R-Square
(0.18, P=0.00)

Adjusted R-Square
(0.20, P=0.00)

Adjusted R-Square
(0.24, P=0.000)
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Table 3

Table 3. Logistic regression odds for remission of depressive symptoms* among depressed outpatients (n=111)

Odds for remission

Predictors OR 95% C.I. Wald Sig.
Age 0.99 (0.93-1.05) 0.012 0.84
Female 0.35 (0.08-1.40) 2.180 0.05
Childhood abuse (CTQ) 0.99 (0.90-1.08) 0.039 0.66
Childhood neglect (CTQ) 1.01 (0.88-1.17) 0.052 0.75
Maudsley 1 (duration) 1.81 (0.54-6.07) 0.942 0.32
Maudsley 2 (severity) 0.59 (0.25-1.38) 1.468 0.21
Maudsley 3 (treatment failures) 0.60 (0.21-1.73) 0.870 0.38
Maudsley 4 (augmentation) 0.76 (0.16-3.65) 0.110 0.92
Social Support (MOS) 1.05 (1.00-1.09) 5.170 0.02
Religious Attendance (DUREL) 1.82 (1.08-3.07) 5.105 0.02
Private Practices (DUREL) 0.84 (0.50-1.42) 0.405 0.35
Intrinsic Religiosity (DUREL) 0.93 (0.68-1.27) 0.195 0.77
WHOQOL-SRPB 0.98 (0.72-1.34) 0.008 0.95

*Remission of depressive symptoms= HAM-D scores <7 within a 6 month follow-up (categorized into
remission=1, no remission=0). Nagelkerke R Square 0.36, n=111, P=0.000. Significant variables in equation are
underlined in bold for a P<0.05.
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Introduction

Religion and spirituality represent a central domain for many individuals over
different cultures worldwide (VanderWeele et al., 2017). In Brazil, 83.4% of population
consider religion a very important aspect of their lives (Moreira-Almeida et al., 2010).
Furthermore, evidence demonstrates that spirituality and religiosity (S/R) represent
predominantly protective effects on mental health, especially for depressive disorders
(Braam & Koenig, 2019). Yet, an integrated approach to depressed patients S/R in mental
health care and psychotherapy remains a challenge (Rosmarin et al., 2020).

While spirituality and religiosity are both multifaceted constructs (King & Koenig,
2009), a commonly used definition in healthcare research distinguishes religion as an
organized and culture-bound system of beliefs and practices designed to facilitate closeness
to the sacred and transcendent, such as participation and involvement in religious rituals.
Spirituality, on the other hand, is defined as a personal quest for the sacred and
transcendent, regardless of whether it involves a religious group or community (Harold. G.
Koenig et al., 2012). Thus, spirituality may involve understanding questions about life,
meaning, and purpose outside of an organized framework that is shared with others.

Major depressive disorder (MDD) affects 300 million people worldwide and
constitutes the leading cause of mental health-related disease burden in the world (Patel et
al., 2016). Persistent and recurrent depressive symptoms cause significant suffering and
prevent many people from fulfilling their potential, by impacting functionality and quality of
life (Herrman et al., 2018). It is very common for individuals undergoing depressive episodes
to turn to religion or spirituality as a coping strategy (K. I. Pargament & Lomax, 2013).
Empirical studies suggest that S/R is mainly a protective factor to incident depression (Miller
et al., 2012) and recovery of depressive episodes (Harold G. Koenig et al., 1998; Bruno Paz
Mosqueiro et al., 2015). On the other hand, negative religious coping methods or religious
struggles are consistently associated with more depression, and, therefore, should be
properly identified in clinical practice (Rosmarin, Malloy, & Forester, 2014).

Considering the relationships between S/R and depression, it is of key importance
for clinicians to conduct an open, interested and sensitive assessment of S/R, in order to
understand the relationship of this domain to depressive symptoms (Peteet, 2012). Most
patients prefer that S/R should have a role in their psychiatric care, and most individuals
who receive spiritually sensitive care believe that it has a positive effect (Baetz, Griffin,
Bowen, & Marcoux, 2004). Adding to that, religion and spirituality are connected to highly
sensitive aspects of patient’s lives, including culture, values, and identity. Therefore,
spiritual life often represents key sources of meaning and purpose in the face of suffering (K.
I. Pargament & Lomax, 2013). Spiritually integrated psychotherapies are therapeutic
interventions that set into motion spiritual and religious content, along with conventional
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psychotherapy approaches (Rosmarin et al., 2015). Randomized controlled studies suggest
that these approaches demonstrate comparable benefits to standard interventions (N.
Anderson et al., 2015) and might improve adherence to treatment for some patients (Lomax
et al., 2011). Despite all of these trends, however, few studies have been conducted in Brazil
to evaluate depressed patients’ perceptions of S/R and interests in spiritually integrated
care.

To these ends, the aims of this study were to evaluate the following in a sample of
Brazilian depressed patients: (1) The perceived relevance of spirituality in their clinical care;
(2) The extent to which patients were previously asked about S/R during treatment; (3) The
willingness of patients to participate in spiritually integrated care; and (4) Clinical predictors
of interest in spiritually integrated care.

Methods

Participants

We recruited individuals with a diagnosis of depression from an outpatient mood
disorder program at the Hospital de Clinicas de Porto Alegre (HCPA), a tertiary care
university hospital in South Brazil. Patients were referred for specialized treatment of
chronic, refractory, and severe depression by primary care settings and other outpatient
medical clinics. All patients received a comprehensive psychiatric evaluation prior to
treatment. From 234 individuals interviewed from May 2016 to November 2018, 166
presented with a diagnosis depression and completed the survey about their interest in
religion, spirituality and spiritually integrated treatments for depressive disorders (figure 1).
The sample included depressed patients with MDD (80.2%) but also BD patients facing
depressive episodes (19.8%). All participants provided written informed consent, which was
approved by the hospital ethical committee. Patients with severe clinical comorbidities or
individuals with significant cognitive deficits that limited comprehension of self-report
instruments and individuals with acute manic or hypomanic episodes were not included in
the study.

Assessments

Psychiatric disorders were diagnosed by trained psychiatrists using the Brazilian-Portuguese
version of Mini International Neuropsychiatric Interview (Amorim, 2000). All subjects
underwent a comprehensive evaluation including a general protocol with clinical and socio-
demographic information, and the Brazilian-Portuguese validated versions of Hamilton
Depression Rating Scale (HAM-D) (Hamilton, 1967), Cumulative lliness Rating Scale (CIRS)
(Salvi et al., 2008), Clinical Global Impression (CGl) (Lima et al., 2007), Childhood Trauma
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Questionnaire (CTQ) (Grassi-Oliveira et al., 2014), Measurement of Parental Style (MOPS)
(Baeza, Caldieraro, Pinheiro, & Fleck, 2010), Temperament & Personality Questionnaire
(T&P) (Spanemberg et al.,, 2014), Resilience Scale (RS-14) (Wagnild, 2014), Medical
Outcomes Study Social Support Index (MOS) (Griep et al., 2005) and World Health
Organization Quality of Life Instrument (WHOQOL-Bref) (Fleck et al., 2000).

Religiosity

Religiosity was assessed using the Duke University Religion Index (DUREL), Brazilian-
Portuguese validated version (Taunay et al., 2012). The instrument consists of 5 Likert-type
guestions, assessing three dimensions of religiosity. The first question evaluates the
frequency of religious attendance (organizational religiosity), the second the frequency of
private religious practices, such as prayer, meditation or reading religious (non-
organizational religiosity) and the last three questions assess for intrinsic religiosity, which
relates to the level of personal faith and commitment to a religious way of life.

Quality of Life/Spirituality

The brief version (8-items) of the Brazilian-Portuguese validated version of World Health
Organization Quality of Life Spirituality, Religiousness and Personal Beliefs instrument
(WHOQOL-SRPB) evaluated quality of life aspects related to spirituality (Panzini et al., 2011).
WHOQOL-SRPB is a multidimensional instrument, developed in 18 different countries, that
assesses for six domains of spiritual life: Connection (extent that connection to a spiritual
being help through hard times); Meaning (extent that life has a purpose); Awe (extent that
faith contributes to well-being); Wholeness (balance between mind, body and soul);
Strength (extent that spiritual strength helps one to live better); Peace (extent of inner
peace); Hope (extent of hope about life); and Faith (extent that faith give comfort in daily
life). All 8-items in the measure sum to produce a single total score.

Interest in Spiritually Integrated Care

A general questionnaire was developed to evaluate whether patients wished to address S/R
in their care, using the following four questions (yes/no): (1) Do you think it is important
that health professionals question about S/R issues in health care consultations?; (2) Have
you ever been questioned by any health care professional about S/R in a health care
consultation?; (3) Do you think your S/R could eventually be against your treatment for
depression (for instance, use of medications?); and (4) Would you participate in a
psychotherapy including S/R issues in your treatment for depression?.
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Statistical Analysis

All analyses were conducted with Statistical Package for Social Science (SPSS) version 20.0.
First, descriptive information provided an overview of patient’s perceptions regarding S/R in
their treatment for depression. A descriptive perspective of interest in S/R care was
compared across patients religious denominations and according the frequency of religious
attendance in depressed patients.

Individuals interested in S/R care (n = 115) were then compared to those not interested (n =
52) across different demographic and clinical characteristics, using logistic regression
models. The interest in spiritual integrated psychotherapy retrieved from question 4,
providing categorical answers (interested=1, not interested=0) was the main dependent
variable in our logistic regression models.

Clinical and socio-demographic variables were then tested as potential predictors of interest
in spiritually integrated care, including socio-demographic variables, psychiatric
comorbidities, bipolar disorder diagnostic, severity of depressive symptoms (HAM_D),
childhood traumatic experiences (CTQ), perceived parental styles (MOPS), personality and
temperament traits (T&P), resilience (RS-14), religiosity domains (DUREL) and WHOQOL-
SRPB. Each variable studied in regression models was adjusted to the following socio-
demographic variables (age, gender, ethnicity, education and employment). A P < 0.05 was
considered statistically significant for all analysis.

Results

Sample Characteristics

The sample was comprised mainly by women (76.5 %), who were white (85.5%), and with a
mean age of 51 years. Half the sample reported to be married (50.0%), and less than 20% of
the patients were currently employed (16.3%). On average, patients reported more than
three previous depressive episodes (3.35) with a mean of 18 years since diagnosis. Mean
HAM-D scores (21.7; SD 4.91) are characteristic of patients with moderate to severe
depressive symptoms in outpatient psychiatric care. Around 25% of patients reported a
family history of suicide (24.0%), and almost half report a previous suicide attempt (43.1 %;
Table 1).

Most patients presented with psychiatric comorbidities; 58.1 % of individuals presenting a
depressive episode with melancholic features, 21.1% presented current psychosis, and
40.4% a lifetime history of psychosis. Comorbid Generalized Anxiety Disorder was diagnosed
in 45.8% of individuals, followed by social anxiety in 20.5 % of patients.
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The majority of patients reported affiliation with a religious group (82.8%), predominantly
Catholicism (42.2%), Evangelical Christianity (20.6%) and Spiritism” (14.3%). For the non-
religiously-affiliated (17.2%), 13.5% reported spiritual beliefs without a specific religious
denomination (spiritual but not religious), and 2.2% defined themselves as Atheist (1.3%) or
Agnostic (0.9%) (Table 2). Around 33% of patients reported attendance to a religious
institution at least once a week, and another 30% a few times a month. One fifth (20%) of
patients report private religious practices at least daily, such as prayer, meditation or
religious readings.

Interest in S/R and Treatment for Depression

The vast majority of patients considered it important that professionals ask about spiritual
or religious issues in health care consultations (82.1 %). However, only 36.9% reported ever
being asked about S/R issues in their consultations. Almost all patients (96.4%) did not
identify conflicts between their religious orientations treatment for depression, whereas 3%
of patients (5 individuals) reported some kind of conflict (Figure 2).

Regarding preferences for spiritual care, 68.3% of patients reported that they would like to
participate in spiritually integrated psychotherapy for the treatment of their depressive
episode, whereas 31.1 % of patients did not wish to participate. Generally, individuals with
more frequency of religious attendance reported lower interest in spiritually integrated care
compared to individuals with lower attendance to religious groups or meetings (figure 3).

Predictors of Interest in Spiritually Integrated Psychotherapy

Different demographic and clinical variables were tested in logistic regression
models as potential predictors of interest in spiritual integrated psychotherapy (question 4,
interested=1, not-interested=0).

Demographic Predictors

The first logistic regression model included demographic variables (age, sex,
ethnicity, education and employment) tested in logistic regression models as potential
predictors of interest in spiritual integrated psychotherapy (interested=1, not-interested=0).
Older age was a statistically significant predictor of greater interest in spiritually integrated
care, albeit with a small effect size (OR 1.03, p = 0.02). Being employed was associated with

2 Spiritism is a S/R doctrine originated in 19" century in France, embracing beliefs about survival of life after
death, reincarnation, mediumship and Christian moral principles. It is widely practiced in Brazil and commonly
searched as complementary spiritual care resource and social charity by Brazilian communities (Moreira-
Almeida & Lotufo Neto, 2005).
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marginally less interest in spiritual care (OR 0.94, p = 0.04). The other variables, otherwise,
did not predict interest in spiritual care for depression including ethnicity, sex, and
education levels.

Spiritual and Religious Predictors

Different S/R domains were tested as independent variables in logistic regression
models as potential predictors of interest in spiritual integrated psychotherapy
(interested=1, not-interested=0), controlling for demographics (age, gender, ethnicity,
education and employment). Increased WHOQOL-SRPB scores (OR 1.15, p=0.04) were
identified as a statistically significant predictor of interest in spiritual care. Other S/R
dimensions, otherwise, did not predict interest in spiritual care, including religious
denomination, religious attendance (DUREL), private practices (DUREL) and intrinsic
religiosity (DUREL).

Clinical Predictors

Multiple clinical variables were tested as independent variables as potential
predictors of interest in spiritually integrated psychotherapy (interested=1, not-
interested=0) in logistic regression models, controlled for socio-demographics (age, gender,
ethnicity, education and employment).

Severity of HAM-D depressive symptoms (OR 0.89, p=0.00), current psychosis (OR
0.38, p=0.02) and lifetime psychosis (OR 0.47, p=0.03) were statistically significantly
associated with /ess interest in spiritually integrated care. Different clinical characteristics,
otherwise, including bipolar disorder diagnostic (MINI), other psychiatric comorbidities
(MINI), social support (MOS), resilience (RS-14), temperament and personality (T&P),
childhood traumatic experiences (CTQ) and parental styles (MOPS) were not statistically
significant predictors of interest in spiritual care (table 3).

Discussion

The present study identified religion and spirituality as important aspects in
psychiatric care of Brazilian depressed outpatients. Most patients (82.1%) agreed that S/R
should be routinely asked by their clinicians in consultations. Despite that, only 36.9% were
previously asked in health care consultations about their S/R, even considering a long-term
trajectory of illness (mean 13.8 years since the first diagnostic of depression, with mean 3
previous episodes).
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The evidences supporting the inclusion of S/R in psychiatric evaluation include (1)
the high prevalence and the relevance of S/R involvement in general population worldwide
(Hackett et al., 2012); (2) the impact of S/R in mental health and outcomes of depressed
patients (Braam & Koenig, 2019); (3) the perception that S/R beliefs, struggles or practices
might influence psychiatric diagnosis and constitute relevant sources of information about
the patient (K. . Pargament & Lomax, 2013); (4) the fact that many patients would like that
their clinicians take S/R in consideration along treatment (Moreira-Almeida et al., 2014); and
(5) evidences suggesting that taking a spiritual history may have positive impacts on
patients' outcome and satisfaction with treatments (VanderWeele et al., 2017).

Nevertheless, limited research has specifically investigated the interest of depressed
patients in spiritual integrated treatments or their willingness to address those issues with
their psychiatrists or therapists (Peteet, 2012). In different clinical settings S/R seem to play
a significant role, especially for patients facing serious health conditions. A survey with
palliative care patients in Canada, for instance, reported that 96.8% of patients identified as
very or extremely important “receiving health care that is respectful and compassionate”
and 55.4% “to have their spiritual or religious need met” in the context of end of life health
treatment (Heyland et al., 2006). A systematic review of 54 studies (n=12,324) report that
the majority of patients (70.5%) want to be asked by their doctors about S/R (Best, Butow, &
Olver, 2015). The mentioned review included mainly patients facing life-threatening or
chronic diseases (79.6%), most of them from United States (79.6%), and higher education,
private insurance, personal religiosity, increased severity of patients illness and less intensity
of S/R interaction were associated to an increased interest to discuss S/R in health care
(Best et al., 2015).

Adding to that, despite a recognized difference in S/R beliefs and practices between
psychiatrists and patients (religious gap), generally professionals agree about the relevance
of addressing S/R issues in mental health care (Cook, 2011). A survey with 484 Brazilian
psychiatrists, for instance, report that 76.8% of professionals considered very important to
integrate patients S/R in clinical practice, but only 45.5% of them frequently inquire patients
about that (Menegatti-Chequini et al., 2016). The most common barriers perceived included
fear of exceeding ethical boundaries (30.2%), lack of training (22.3%) and lack of time
(16.3%). Accordingly, German psychiatrists found appropriate to ask patients about S/R
(75%), especially when patients bring these subject to discussion (90%). The most common
reasons not to address S/R questions in clinical practice include concerns with professional
neutrality (54.5%) and lack of time (34.3%) (Lee & Baumann, 2013). Considering the
relevance of the matter, different mental health associations, including the American
Psychiatric Association, American Psychological Association, Brazilian Psychiatric
Association, Royal College of Psychiatrists and World Psychiatric Association (WPA) provide
recommendations or sections to improve training and continuing education about S/R and
mental health (Moreira-Almeida et al., 2014).
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Our study also demonstrated that most depressed patients reported interest in
spiritual care in their treatments (68.1%). The most significant predictors of interest in
spiritually integrated care were severity of depressive symptoms and the presence of
psychotic symptomatology, which were associated with less interest in spiritually integrated
care. The fact that psychotic patients had less interest in spiritual integrated care flies in the
face of stereotypes in psychiatry that psychosis is directly interested to religious or spiritual
content (Rosmarin, Moreira-Almeida, & Koenig, 2018). The mentioned clinical
characteristics possibly reflect a general decreased interest or motivation for any activity,
including the interest in S/R questions, in patients experiencing severe acute depressive
symptoms and psychotic symptoms (Braam & Koenig, 2019). On the contrary, increased
WHOQOL-SRPB scores predicted greater willingness to participate in spiritually integrated
treatment. WHOQOL-SRPB provide a measure of spiritual characteristics potentially
addressed in spiritually integrated care, including positive mental health constructs as hope,
meaning, faith, wholeness, potentially implicated with improvement of depressive
symptoms (Panzini et al.,, 2011; Vaillant, 2013). Patients with more age and currently
employed smaller predicting effects compared to the other mentioned variables.

Although not identified as a statically significant predictor in logistic regression
models, patients with lower attendance to religious services showed trends suggesting
higher interest in spiritually integrated care in descriptive analysis (figure 3). According to
these finding, literature has demonstrated that patients with S/R beliefs but fewer S/R
interaction might present increased interest to discuss their S/R questions in health care
(Best et al., 2015). Among reasons to explain this finding it could be mentioned that patients
with higher religious involvement might have already places to address and receive support
in their S/R needs, a hypothesis reinforced by evidences in literature of protective effects of
religious attendance to religious individuals (S. Li et al., 2016). Adding to that, people with
clear religious beliefs may not feel comfortable having their S/R addressed by a mental
health clinician since the latter tend to be irreligious (Menegatti-Chequini et al., 2016). On
the contrary, patients with S/R beliefs but lower religious involvement in absence of a
religious background would more opened to diverse spiritual experiences and willing to talk
about their S/R with their psychiatrists or therapists (Willard & Norenzayan, 2017).

According to comprehensive review, spirituality is thought to influence treatments
and could be integrated in psychotherapy in different ways (Captari et al., 2018): (1) as a
source to improve understanding of the patient, exploring identity, cultural background,
inner beliefs, S/R history, causes of distress, protective factors, and S/R struggles; (2)
integrated with treatment goals, along with symptom reduction, as lifetime goals including
increasing positive religious coping strategies, spiritual well being and relationship with
sacred or divine; (3) S/R content integrated with traditional interventions such as behavioral
activation, challenge negative thoughts, mindfulness; and (4) as a more broadened
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psychotherapy perspective, spirituality as an integrative role of self addressing the
relationships with sacred, and transcendent, as a framework to psychotherapy process
(Captari et al., 2018; Peteet, 2012).

The effectiveness of spiritually integrated care has been studied recently, but still
remain a key relevant research question (Harold G. Koenig, Peteet, et al., 2020). A
metanalysis, for instance, identified 23 studies evaluating S/R interventions in mental health
care. Generally, S/R interventions do not show statistically significant effects for depressive
symptoms compared to control interventions. Two studies reported less depressive
symptoms in post-traumatic stress disorder patients in one and six months of follow up
(Gongalves, Lucchetti, Menezes, & Vallada, 2015). Another recent metanalysis included 7
studies comparing faith adapted CBT with standard CBT interventions. Results
demonstrated benefits of faith-adapted CBT for depression and identified that faith-adapted
CBT could outperform standard CBT in some studies. Pooling all studies together, otherwise,
the effect size for faith-adapted CBT was not statistically significant compared to standard
CBT. After all, the high heterogeneity and limited number of studies in both metanalysis
limited further conclusions (Anderson et al., 2015).

The presented results of our study should be considered considering a set of
limitations. First, the cross-sectional evaluation does not allow causal inferences between
variables. Furthermore, our study does not evaluate patient’s interest in S/R or
psychotherapy with a more comprehensive questions or controlling for the interest in
psychotherapy without S/R content. Either, the results cannot be directly extrapolated to all
groups of depressive individuals from Brazil, considering that the sample evaluated Brazilian
depressive individuals in a tertiary care setting with more severe symptomatology. Despite
that, results offer a consistent perspective of interest of Brazilian depressed patients in S/R
and relevant findings to further research and clinical practice.

Conclusions

Religion and spirituality constitute a relevant aspect for most depressed patients, and
should be routinely asked by their clinicians in clinical care.
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Figure 1. Flowchart of patient’s inclusion
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Table 1.

Table 1. Socio-Demographic and Clinical Variables of Depressed Patients

(n=166)
Freq. Perc. (%)
Female 127 76.5
Male 39 23.5
White 142 85.5
Non-White 24 14.5
Single 20 12.0
Married 83 50.0
Divorced 42 25.3
Widowed 21 12.7
Employed 27 16.3
Unemployed 40 24.1
Stay at home 17 10.2
Student 3 1.8
Retired 10 6.0
Health insurance 57 34.4
Familiar History of Suicide 40 24.0
Previous Suicide Attempt 72 43.1
Psychiatric Comorbidities
Melancholic Features 97 58.1
Current Psychosis 35 211
Previous Psychosis 67 40.4
Panic Disorder 28 16.9
Social Phobia 34 20.5
OCD 25 15.1
PTSD 12 7.2
GAD 76 45.8

Range Mean (SD)

Age 18-75 51.2 11.3
Education (years study) 0-22 8.61 3.88
Age of Onset Depression 6-68 33.0 14.8
Number of Depressive Episodes 1-10 3.35 2.56
Years Since the First Episode 1-57 18.3 13.3
Clinical Global Impression (CGl) 0-7 4.85 0.89
Social Support (MOS) 2295  64.6 182
Resilience (RS-14) 16-84 55.8 14.8
Depressive symptoms (HAM-D) 8-35 21.7 491
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Table 2.

Table 2. Interest in spirituality integrated care and religious affiliation among depressed outpatients in Brazil
(n=166)

Religious Affiliation Freq. Perc. (%) Not Interested (%/n) Interested
(%/n)
Affiliated 133 82.8 30.1 (40) 69.9 (93)
Non-Affiliated 34 17.2 35.3(12) 64.7 (22)
Catholic 94 42.2 27.1(19) 72.9 (51)
Evangelical Religions 46 20.6 34.6 (9) 65.4 (17)
Spiritism 32 14.3 25.9 (7) 74.1(20)
Afro-Brazilian Religions 7 3.1 25.0 (1) 75.0 (3)
Spiritual But Not Religious 29 13.5 27.6 (8) 72.4 (21)
Agnosticism 2 0.9 100 (2) 0(0)
Atheism 3 1.3 66.7 (2) 33.3(1)
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Figure 2.

Interest in Religion and Spirituality in Depressed Patients
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Figure 2. Perceptions about spirituality and religion (S/R) integration in the treatment of depressed outpatients
in Brazil (n=166).
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Figure 3.
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Figure 3. Religious attendance (DUREL Organizational Religiosity) and interest in spiritually integrated care (n=166).
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Table 3. Predictors of Interest in Spiritual Integrated Psychotherapy in Depressed Patients Logistic Regression Model
(n=166)

Interest in Spiritually Integrated Care

Odds Ratio 95% C.1. Wald P-value
Logistic Regression Demographics
Age* 1.03 (1.01-1.07) 5.197 0.02
Gender 0.93 (0.40-2.13) 0.028 0.86
Ethnicity 2.48 (0.83-7.36) 2.696 0.10
Education 0.94 (0.86-1.02) 1.856 0.17
Employed* 0.94 (0.15-0.95) 4.208 0.04
Multivariate Logistic Regression Models**
Religiosity Odds Ratio 95% C.I. Wald P-value
Catholic 1.21 (0.57-2.56) 0.249 0.61
Evangelical 0.72 (0.28-1.83) 0.458 0.49
Spiritism 1.64 (0.59-4.57) 0.920 0.33
Afro-Brazilian Religions 1.22 (0.11-13.34) 0.027 0.87
Spiritual But Not Religious 1.45 (0.54-3.92) 0.559 0.45
Agnostic/Atheist 0.32 (0.02-4.09) 0.747 0.38
Religious Attendance (DUREL) 1.09 (0.85-1.39) 0.520 0.47
Private Practices (DUREL) 1.18 (0.96-1.45) 2.584 0.10
Intrinsic Religiosity (DUREL) 1.08 (0.97-1.21) 2.436 0.11
Spiritual Quality of Life (WHOQOL-SRPB)* 1.15 (1.01-1.32) 4.197 0.04
Clinical Variables
Depressive Symptoms (HAM-D)* 0.89 (0.83-0.96) 7.849 0.00
Melancholic Features (MINI) 0.64 (0.31-1.33) 1.405 0.23
Current Psychosis (MINI)* 0.38 (0.16-0.88) 5.052 0.02
Lifetime Psychosis (MINI)* 0.47 (0.23-0.96) 4.264 0.03
Previous Hypomania (MINI) 0.53 (0.16-1.72) 1.091 0.29
Previous Mania (MINI) 4.24 (0.90-19.94) 3.360 0.06
Panic Disorder (MINI) 0.69 (0.27-1.76) 0.575 0.44
Social Phobia (MINI) 1.76 (0.70-4.46) 1.455 0.22
OCD (MINI) 1.76 (0.63-4.93) 1.173 0.27
PTSD (MINI) 6.47 (0.76-54.64) 2.946 0.08
GAD (MINI) 0.94 (0.46-1.90) 0.028 0.86
Cumulative lliness Rating Scale (CIRS) 0.96 (0.86-1.07) 0.406 0.52
Social Support (MOS) 1.00 (0.98-1.02) 0.047 0.82
Resilience (RS-14) 1.01 (0.99-1.04) 2.093 0.14
Temperament & Personality (T&P)
Anxious 0.99 (0.92-1.06) 0.016 0.90
Reserve 1.00 (0.94-1.06) 0.000 0.99
Irritability 1.00 (0.95-1.06) 0.049 0.82
Perfectionism 0.99 (0.93-1.05) 0.076 0.78
Childhood Traumatic Experiences (CTQ)
Emotional Abuse 0.98 (0.92-1.04) 0.215 0.64
Physical Abuse 1.01 (0.92-1.10) 0.076 0.78
Sexual Abuse 0.99 (0.90-1.09) 0.016 0.90
Emotional Neglect 1.01 (0.93-1.10) 0.164 0.68
Physical Neglect 0.99 (0.90-1.09) 0.006 0.93
Measure of Parental Style (MOPS)
Indifference Mother 1.01 (0.94-1.08) 0.117 0.73
Abuse Mother 1.02 (0.94-1.11) 0.403 0.52
Overcontrol Mother 0.97 (0.86-1.09) 0.174 0.67
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Indifference Father 0.99 (0.92-1.05) 0.079 0.77
Abuse Father 1.05 (0.96-1.14) 1.296 0.25
Overcontrol Father 1.10 (0.96-1.27) 2.129 0.14

*Statistically significant results in bold (p<0.05). **Variables individually adjusted for Age, Gender, Ethnicity,
Education and Employment.
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10. CONSIDERACOES FINAIS

Perspectivas histdricas relacionando religiosidade a psicopatologia, desde autores no
inicio do século XX como Sigmund Freud ou Albert Ellis, perpassando menc¢des a R/E de
forma predominante ligada a sintomas ou transtornos mentais em publicagdes e textos
psiquiatricos de referéncia, contribuiram para distanciamento dos profissionais da sadde do
estudo e entendimento do papel da religiosidade e espiritualidade na saude mental (Koenig
et al., 2020). Entretanto, evidéncias cientificas das ultimas décadas confirmam uma relacdo
predominantemente positiva da R/E para salde mental, bem-estar e qualidade de vida das
pessoas (Cloninger, 2006). Além disso, muitos estudos corroboram o interesse de muitos
pacientes em abordar essa tematica em seus atendimentos de saude (Rosmarin et al.,
2015). Efeitos relevantes e consistentes da R/E sdo observados na prevengao e tratamento
da depressao e ainda mais significativos para prevencdo do suicidio e uso de substancias
(Koenig et al., 2020).

Nesse sentido a presente tese de Doutorado contribui para pesquisa e pratica clinica
na psiquiatria a partir da investigacdo dos efeitos da religiosidade e espiritualidade sobre
diversas perspectivas em pacientes graves com depressdao. Como contribuicdo relevante,
traz evidéncias sobre o impacto da R/E na depressdo a partir da consideracgdo cultural e de
crencas de pacientes brasileiros. Os estudos apresentados identificam a importancia do
tema percebido pelos pacientes, apresentam possiveis mediadores de efeito da R/E na
depressdo e ressaltam os efeitos significativos da R/E em desfechos clinicos relevantes no
tratamento da depressao.

Como achados significativos destacamos no Artigo#l a identificacdo de correlacdes
significativas entre religiosidade intrinseca e niveis maiores de BDNF séricos em pacientes
com depressdo internados em Unidade Psiquiatrica. Trata-se de estudo original, que
contribui para pesquisa internacional e entendimento de mediadores biolégicos dos efeitos
da religiosidade e espiritualidade na depressdo. Os achados do estudo identificam efeito
significativo da religiosidade intrinseca sobre BDNF, marcador bioldgico associado a
recuperacao de sintomas depressivos e possivel marcador neuroplasticidade cerebral. Os
achados estdo de acordo com literatura cientifica recente que relaciona maior religiosidade
a efeitos protetores para depressao, incluindo dados de estudos prospectivos consistentes
relacionando a R/E a menor incidéncia de depressdo e maior recupera¢do de sintomas
depressivos, além de achados de maior espessura cortical em individuos que relatam que a
R/E possui maior importancia em suas vidas.

No Artigo#2 exploramos possiveis relagdes entre dominios da R/E, fatores positivos e

sintomas depressivos, utilizando metodologia de andlise estatistica de redes (network
analysis). Trata-se de estudo original, utilizando metodologia de analise estatistica ndo
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direcionada (data-driven) com crescente uso em estudos sobre depressdo. As andlises de
rede permitem a visualizagdo das rela¢des entre os diversos dominios da R/E e depressiao, e
permitem um entendimento de quais caracteristicas possuem maior relevancia ou
centralidade na rede. Além disso, contribuem para identificacdo de possiveis mecanismos
de acdo da R/E a partir do entendimento das relagdes entre as variaveis estudadas. Entre os
achados relevantes do estudo, identificamos o papel dos fatores positivos (e.g. resiliéncia,
esperanca, forga espiritual, bem-estar espiritual e propdsito) como potenciais caminhos ou
mediadores de efeito da religiosidade nos sintomas depressivos. Os diversos dominios da
religiosidade avaliados através da Escala de Religiosidade de Duke (organizacional, ndo-
organizacional e intrinseca) apresentam rela¢Ges independentes com fatores positivos
avaliados através do instrumento de qualidade de vida relacionada a religiosidade,
espiritualidade e crengas pessoais da OMS (WHOQOL-SRPB). De forma interessante, e de
acordo com estudos descritos na literatura, a percepcao de suporte social ndo se mostrou
como mediador central dos efeitos positivos da religiosidade na depressao, apresentando
efeitos independentes com o instrumento WHOQOL-SRPB.

No Artigo#3 identificamos o efeito clinico relevante da religiosidade organizacional
(especificamente frequéncia a encontros religiosos) como principal preditor de remissdo de
sintomas depressivos em seguimento prospectivo de 6 meses de pacientes com depressao.
Conforme achados do estudo, pacientes com maior frequéncia a encontros religiosos
apresentaram 83% maiores chances de remissdao dos sintomas ao longo dos 6 meses de
seguimento comparados aos pacientes com menor frequéncia a encontros religiosos. Além
disso, dimensdes da R/E como religiosidade intrinseca, religiosidade organizacional, e
escores do WHOQOL-SRPB foram relacionados de forma significativa e inversa aos escores
de risco de suicidio dos pacientes com depressdo. Ressalta-se a relevancia dos resultados
em uma amostra de pacientes graves, com multiplas comorbidades clinicas e
vulnerabilidades psicossociais e a importancia de abordar a temadtica na pratica clinica
psiquiatrica. Tais achados reforcam a importancia clinica da R/E como fator potencialmente
associado a desfechos relevantes, incluindo risco de suicidio e melhora de sintomas
depressivos ao longo do tratamento.

No Artigo#4, por fim, identificamos a importdncia do tema para os pacientes,
incluindo o interesse na integracdo da R/E no seu tratamento e participacdo em
psicoterapias integradas a espiritualidade. De forma surpreendente, a maior parte dos
pacientes refere nunca ter sido questionado por profissionais da saude sobre sua
religiosidade ou espiritualidade. Além disso, a maior parte dos pacientes relata interesse em
participar de uma psicoterapia integrada a espiritualidade, modalidade de tratamento que
inclui aspectos ligados a R/E dos pacientes nos modelos de psicoterapia convencionais. O
estudo demonstra o hiato existente entre a importancia que os pacientes ddo para o tema,
e o pouco investimento dos profissionais de saude para avalia-lo. Tais resultados reforcam a
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importancia de iniciativas que promovam educacdo e treinamentos para melhorar a
avaliacdo e compreensao do tema na psiquiatria e saide mental.

Como perspectivas futuras destacamos a relevancia da pesquisa cientifica e olhar
investigativo para aprofundar o entendimento sobre os mecanismos através dos quais a R/E
exerce seus efeitos na saude mental, incluindo fatores bioldgicos e psicossociais, em
diferentes culturas e cendarios clinicos. Adicionalmente, identificamos a relevancia de
estudos com estratégias de integracdo da espiritualidade na avaliacdo e pratica clinica de
forma ética, aberta, e baseada em evidéncias. Intervenc¢des integradas a espiritualidade
constituem recursos relevantes para aprimorar estratégias de tratamento baseadas nos
interesses dos pacientes, incluindo fatores que podem melhorar desfechos da depressdo e
prevencao ao suicidio. Além disso, se torna de grande a importancia o ensino e educacao
continuada sobre religiosidade e espiritualidade de modo a ampliar as possibilidades dos
profissionais de salde para abordar a tematica da melhor forma na pratica clinica.

Ressaltamos, enfim, a importante contribuicdo da ciéncia e da pesquisa na
investigacdo e do entendimento de temas ligados a religiosidade e espiritualidade, e a
importante contribuicdo e dedicacdo dos pacientes participantes dos estudos, permitindo
novos olhares e perspectivas sobre esse tema, de grande relevancia para populacdo
brasileira e mundial e em especial para muitos outros pacientes em tratamento da
depressao.
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12. ANEXOS

12.1. Questionario sobre Religiosidade/Espiritualidade

1. Vocé possui alguma denominacdo religiosa?

1.( )Catdlico 2.( )Evangélico 3.( )Espirita 4.( )Religies Afro-brasileiras

5.( )Budista 6.( )lIslamismo 7.( )Judaica 8.( ) Sem religido, com espiritualidade

9.( )Agndstico 10.( )Ateista 11.( )
Outra

2. Frequenta mais de uma religido?

( ) 1.Sim. Especificar
( )2.Nao.

3. Vocé acha importante os profissionais de saude perguntarem sobre a religiosidade e
espiritualidade nos atendimentos em saude?

( )1.Sim
( )2.Nao

4. Algum profissional da area da saude ja perguntou sobre sua religiosidade ou
espiritualidade em seus atendimentos em saude?

() 1.Sim. Se sim:
a) Foi perguntado aqui no Hospital de Clinicas? ( )1.Sim ( )2.Nao
b) Foi perguntado por algum médico psiquiatra? ( )1.Sim ( )2.Nao
() 2.Nao.

5. Vocé gostaria de participar de uma terapia que integrasse aspectos ligados a
religiosidade/espiritualidade diretamente no seu tratamento?

( )1.Sim
( )2.Nao

6. Vocé acredita que sua religido pode ser contra seu tratamento para depressdo (por
exemplo, uso de medicacdes)?

( )1.Sim
( )2.Nao
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7. Selecione trés fatores que na sua opinido mais podem contribuir na melhora da sua
depressao.

) a) Apoio da familia

) b) Melhora na situacdo financeira

) ) Melhora no trabalho

) d) Melhora na saude

) e) Conversar sobre meus problemas
) f) Uso de Medicagdes

) g) Religiosidade/Espiritualidade

) h) Exercicio fisico

) i) Outros

o~ o~ o o o o o o~ —
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12.2. Escala de Religiosidade de Duke (DUREL)

1. Com que frequéncia vocé vai a uma igreja, templo ou outro encontro religioso?

1. Mais do que uma vez por semana
2. Uma vez por semana

3. Duas a trés vezes por més

4. Algumas vezes por ano

5. Uma vez por ano ou menos

6. Nunca

2. Com que frequéncia vocé dedica o seu tempo a atividades religiosas individuais, como
preces, rezas, meditagdes, leitura da biblia ou de outros textos religiosos?

1. Mais do que uma vez ao dia

2. Diariamente

3. Duas ou mais vezes por semana

4. Uma vez por semana

5. Poucas vezes por més

6. Raramente ou nunca

A sec¢do seguinte contém 3 frases a respeito de crengas ou experiéncias religiosas. Por favor,
anote o quanto cada frase se aplica a vocé.

3. Em minha vida, eu sinto a presenga de Deus (ou do Espirito Santo).
1. Totalmente verdade para mim
2. Em geral é verdade
3. N&o estou certo
4. Em geral n&o é verdade
5. N&o é verdade

4. As minhas crencas religiosas estédo realmente por tras de toda a minha maneira de viver.

1. Totalmente verdade para mim
2. Em geral é verdade

3. N&o estou certo

4. Em geral n&o é verdade

5. N&o é verdade

5. Eu me esforgo muito para viver a minha religidao em todos os aspectos da vida.
1. Totalmente verdade para mim
2. Em geral é verdade
3. N&o estou certo
4. Em geral n&o é verdade
5. N&o é verdade
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12.3. Escala WHOQOL-SRPB Versao Abreviada

As seguintes perguntas indagam a respeito das suas crencgas espirituais, religiosas ou
pessoais, € como essas crencas afetaram a sua qualidade de vida. Estas perguntas sdo
planejadas para serem aplicaveis a pessoas com origem em muitas culturas diferentes, com
uma variedade de crencas espirituais, religiosas ou pessoais. Se vocé acredita em
determinada religido, como por exemplo o Judaismo, Cristianismo, Islamismo ou Budismo,
vocé provavelmente responderd as perguntas a seguir lembrando-se das suas crencas
religiosas. Se ndo seguir a uma religido especifica, mas ainda acredita que existe algo mais
elevado e mais poderoso além do mundo fisico e material, vocé podera responder as
perguntas que seguem a partir desta perspectiva. Por exemplo, vocé pode acreditar em uma
forga espiritual superior ou no poder curativo da Natureza. Por outro lado, vocé talvez nao
acredite em uma entidade espiritual superior, mas podera ter crencas pessoais fortes ou
algo que segue, como, por exemplo, acreditar em uma teoria cientifica, um modo de vida
pessoal, uma determinada filosofia ou cddigo moral e ético.

Quando em algumas perguntas forem utilizadas palavras como espiritualidade, por
favor, responda em termos de seu préprio sistema de crenca pessoal, seja ele religioso,
espiritual ou pessoal. As perguntas a seguir indagam como as suas crencas afetaram
diversos aspectos da sua qualidade de vida nas ultimas duas semanas. Por exemplo, uma
pergunta é : “Até que ponto vocé se sente ligado a sua mente corpo e alma? Se vocé tiver
vivenciado muito isso, faca um circulo em torno do nimero abaixo de “muito ”. Se ndo tiver
vivenciado isto em nenhum momento, faca um circulo em trono do numero abaixo de
“nada”. Vocé deve fazer um circulo em torno de um dos nimeros no meio, se desejar
indicar que a sua resposta estd em algum ponto entre “Nada” e “Muito”. As perguntas
referem-se as Ultimas duas semanas.

1.1. Até que ponto alguma conexdao com um ser espiritual ajuda vocé a passar por épocas
dificeis?

1 Nada

2 Muito pouco

3 Mais ou menos

4 Bastante

5 Extremamente

2.3. Até que ponto vocé sente que sua vida tem uma finalidade?
1 Nada

2 Muito pouco

3 Mais ou menos

4 Bastante

5 Extremamente
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8.2. Até que ponto a fé |he da conforto no dia-a-dia?
1 Nada

2 Muito pouco

3 Mais ou menos

4 Bastante

5 Extremamente

7.2. Até que ponto vocé esta esperangoso com sua vida?
1 Nada

2 Muito pouco

3 Mais ou menos

4 Bastante

5 Extremamente

SP3.1. Até que ponto vocé consegue ter admiracdo pelas coisas ao seu redor? (p. ex.,
natureza, arte, musica)

1. Nada

2. Muito pouco

3. Médio

4. Muito

5. Completamente

SP5.3. O quanto a forca espiritual o ajuda a viver melhor?
1. Nada

2. Muito pouco

3. Médio

4. Muito

5. Completamente

SP6.2. Até que ponto vocé sente paz interior?
1. Nada

2. Muito pouco

3. Médio

4. Muito

5. Completamente

SP4.2. Quao satisfeito vocé esta por ter um equilibrio entre a mente, o corpo e a alma?
1. Muito insatisfeito

2. Insatisfeito

3. Nem satisfeito nem insatisfeito

4. Satisfeito

5. Muito satisfeito

143



12.4. Questionario de Apoio Social (MOS)

As proximas perguntas sao sobre aspectos da sua vida com a familia e amigos na sua vida

pessoal e oportunidades em que as pessoas procuram por outras em busca de companhia,

ajuda ou outros tipos de apoio.

11. Com quantos PARENTES vocé se sente a vontade e pode falar sobre quase tudo? (Se for o

caso, inclua esposo(a), companheiro(a) ou filhos nesta resposta)

parentes [] ndo tenho nenhum parente

12.Com quantos AMIGOS vocé se sente a vontade e pode falar sobre quase tudo? (Nao inclua

nesta resposta esposo (a), companheiro (a), filhos ou outros parentes)

amigos [] ndo tenho nenhum amigo

I13. Se vocé precisar, com que frequéncia
vocé conta com alguém:

Nunca

Raramente

As vezes

Quase
Sempre

Sempre

a) Que o ajude se vocé ficar de cama?

b) Para lhe ouvir quando vocé precisa falar?

c) Para lhe dar bons conselhos em uma
situacao de crise?

d) Para leva-lo ao médico?

e) Que demonstre amor e afeto por vocé?

f) Para divertirem-se juntos?

g) Para Ihe dar informagé&o que o ajude a
compreender determinada situagéo?

h) Em quem confiar ou para falar de vocé ou
sobre seus problemas?

i) Que Ihe dé um abrago?

j) Com quem relaxar?

[) Para preparar suas refeigdes se vocé néo
puder prepara-las?

m) De quem realmente quer conselhos?

n) Com quem distrair a cabega?
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I13. Se vocé precisar, com que frequéncia
vocé conta com alguém:

Nunca

Raramente

As vezes

Quase
Sempre

Sempre

0) Para ajuda-lo nas tarefas diarias se vocé
ficar doente?

p) Para compartilhar seus medos e
preocupacgdes mais intimos?

q) Para dar sugestédo sobre como lidar com
um problema pessoal?

r) Para fazer coisas agradaveis?

s) Que compreenda seus problemas?

t) Que vocé ame e faga vocé se sentir
querido?
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12.5. Escala de Resiliéncia de 14 Itens (RS-14)
(versao reduzida de Gail Wagnild & Heather Young, 1993, adaptada por Pesce, 2005)

Por favor para cada uma das questées que se seguem, coloque um circulo a volta
do numero que melhor corresponde ao seu grau de concordancia relativamente a cada uma

das seguintes afirmacgoes:

DISCORDO NEM ‘CONCORDO
CONCORDO
Totalmente Muito Pouco NEM Pouco Muito Totalmente
DISCORDO
2. Eu costumo lidar com os
problemas de uma forma ou de 1 2 3 4 5 6 7
outra.
6. Eu sinto orgulho de ter realizado 1 2 3 4 5 6 7
coisas em minha vida.
7. Eu costumo aceitar as coisas 1 2 3 4 5 6 7
sem muita preocupacéo.
8. Eu sou amigo de mim mesmo. 1 2 3 4 5 6 7
9. Eu sinto que posso lidar com 1 2 3 4 5 6 7
varias coisas ao mesmo tempo.
10. Eu sou determinado. 1 2 3 4 5 6 7
13. Eu posso enfrentar tempos
dificeis porque ja experimentei 1 2 3 4 5 6 7
dificuldades antes.
14. Eu sou disciplinado. 1 2 3 4 5 6 7
15. Eu mantenho interesse nas 1 2 3 4 5 6 7
coisas.
16. Eu normalmente posso achar 1 2 3 4 5 6 7
motivo para rir.
17. Minha crenga em mim mesmo
me leva a atravessar tempos 1 2 3 4 5 6 7
dificeis.
18. Em uma emergéncia, eu sou
uma pessoa em quem as pessoas 1 2 3 4 5 6 7
podem contar.
21. Minha vida tem sentido. 1 2 3 4 5 6 7
23. Quando eu estou numa situacao
dificil, eu normalmente acho um 1 2 3 4 5 6 7
saida.
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12.6. Escala de Maudsley

Parametros Especificacao Pontuacio
Agudo (<12 meses) 1
1. Duracao Subagudo (13-24 meses) 2
Cronico (>24 meses) 3
Subsindrémicos 1
Leves 2
2. Gravidade dos Sintomas
Moderados 3
(baseline)
Grave sem Psicose 4
Grave com Psicose 5
Nivel 1: 1-2 antidepressivos 1
Nivel 2: 3-4 medicagoes 2
3.Falha de
Nivel 3: 5-6 medicagoes 3
Antidepressivos
Nivel 4: 7-10 medicacgdes 4
Nivel 5: >10 medicagdes 5
Nao usou 0
4. Potencializaciao
Usou 1
Nao usou 0
5.ECT
Usou 1

6. Total
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12.7. Participag6es em Publicacdes Cientificas Relacionadas a Tese de Doutorado

12.7.1. Publicagdo em Anais de Evento Cientifico Internacional

(1) Interest in religion, spirituality and spiritually integrated psychotherapy among
Brazilian depressed patients. Bruno Paz Mosqueiro, Mateus Messinger, Felipe Bauer,
William Barcelos, Mariana Uequed, Gabriela Possebom, Marco Antonio Caldieraro, Marcelo
Pio de Almeida Fleck. ICPM Abstracts. Psychother Psychosom 2019. 88 Sup. 1 (p. 89-90).
International College of Psychosomatic Medicine World Congress. Florence. Italy, 2019.

12.7.2. Publicagdes de Artigos Cientificos

(1) Quality-of-life and spirituality.
Panzini RG, Mosqueiro BP, Zimpel RR, Bandeira DR, Rocha NS, Fleck MP.Int Rev Psychiatry.
2017 Jun;29(3):263-282. doi: 10.1080/09540261.2017.1285553.PMID: 28587554 Review.

(2) Espiritualidade e Resiliéncia na Aten¢dao Domiciliar.

Zandavalli, R.B.; Santos, D.T.; Silveira, J.; Bueno, R.M.; de Castro Filho, E.D.; Mosqueiro, B.P.
Revista Brasileira de Medicina de Familia e Comunidade.

Manuscript accepted for publication. 2020.

(3) Religiosity/spirituality, motivation and self-efficacy in the treatment of crack users.
Ely, A.; Mosqueiro, B.P. Archives of Clinical Psychiatry.
Manuscript submitted for publication. 2020.

(4) Perceived Barriers, Benefits and Correlates of Physical Activity in Outpatients with
Major Depressive Disorder: a study from Brazil.

Monteiro, F. Schuch, F., Deslandes, A. Vancampfort, D. Mosqueiro, B.P., Messinger, M.F.,
Caldieraro, M., Fleck, M.P. Psychiatric Research 284 (2020) 112751.

12.7.3. Participa¢des em Livros Académicos

(1) Chapter Handbook of Spirituality, Religion and Mental Health. Elsevier, 2020.
Editors: David H. Rosmarin, Harold Koenig.

Authors: Mosqueiro, B.P.; Rezende, A.; Moreira-Almeida, A;

Chapter 1: Spirituality, Religion and Mood Disorders.

(2) Book Spirituality and Mental Health Across Cultures. Oxford University Press Book.

2020 Editors: Alexander Moreira-Almeida, Bruno Paz Mosqueiro, Dinesh Bhugra
In preparation. 2020.
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12.8. ParticipagGes em Eventos e Atividades Cientificas

2016
Congresso Brasileiro de Psiquiatria Sao Paulo, Brasil
Mesa-Redonda: Psicoterapia de Orientacdo Analitica e Espiritualidade

2017
Congresso Mundial de Psiquiatria Berlim, Alemanha.
Apresentacdo oral: Religiosity and Clinical Outcomes of Depressed Inpatients in South Brazil

2017
Congresso Brasileiro de Psiquiatria. Sao Paulo, Brasil.
Curso: Pesquisando o Impacto da Religiosidade e Espiritualidade em Saude Mental

2019
Cresso Brasileiro de Psiquiatria. Rio de Janeiro.
Curso: Psicoterapia e Espiritualidade

2019
Ciclo de Avangos em Psiquiatria APRS.
Apresentacdo oral: Human Flourishing e Espiritualidade: Contribuicdes para a Psiquiatria

2019

4th Global Meeting in Spirituality and Mental Health. WPA. Jerusalém. Israel.
Apresentacdo oral como convidado: Resilience, Depression and Spirituality
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12.9. Premiagao em Evento Internacional sobre Psiquiatria e Espiritualidade 2019

WORLD Home  AboutUs  Meetings & Publicotions  Sections & Educotion  Contoct Us
PSYCHIATRIC

Al Posts News Member Sodeties Sciestific Sections WPA Mestings WPA Partners Mere

Nows Scces s Fab 26 2 min swad i

WPA Section on Religion, Spirituality and
Psychiatry hosts its 4th Global Meeting in
Jerusalem

The WPA Section on Refiglon, Spirituality and Psychlatry (R'S & P) recently hosted Its 4th
Global Meeting on Spirtualty and Mental Heakth In partnership with the srael Psychiatric

Association at the Mishkenot Sha'ananim, Yemin Moshe In Jerusalem.

The meeting, which attracted some 350 delegates from 35 countries, was convened by Prof
Halm Beimaker (sracd) and Drs Avdesh Sharma (Indla) and Peter Verhagen (Netherlands).
Keynote speakers Incuded Sister Gayatri Naraine (india), WPA Presidert, Prof Helen Merrman
AD (Australla), and Chalr of the WPA Section on R/S &P, Prof Alexander Moreira-Almeida
{Brazl). In addition, more than 40 poster presertations and 20 oral sessions were also
scheduled with a mix of Invited speakers and reglistered participants from across the globe
taking part.

One highlight from the Congress was the presentation from keynote speaker, Sister Naralne -

Compassion Fatigue: Embracing Spirtuality. In &t she emphasised the reallty of carer burnout,
examining its causes and discussing ways In which to counteract it.

WPA President, Professor Helen Herrman AD, referenced the WPA Section on R/S & P's
position statement In her presemtation ttied Psychiatrists and Community Partners Examine
Religion and Spirftualty. She talked about how seif.care and community-based partners
provide the broad base of the pyramid of WHO's model for mental health services. She noted
how this model allows for a strong and extended alllance with fakth-based and other
community organisations - broadening access to qualty mental health and psychlatric care.

Prizes were awarded for the best poster presentations and presented at the dosing of the
meeting:

o Ist prize ~ Bruno Paz Mosgueiro. Religion, Spivitualty Mothvation for Change and Seif-
efficacy in Crack-Cocalne Brazilan Patierts

© 2nd prize - Jeremy Baruch and Kristen Colller. Healing Presence: An Elective ICU
Curricuium for Medical Students Based in the Clinical Pastoral Education Tralning Mode/
© 3rd prize - Chris Roe. Ciinical Parapsychology: The interface between Anomalous
Experiences and Psychological Well-being

During the Congress, the WPA Section on R/S &P also held Its Annual General Meeting. The
Section used the opportunity to discuss the WPA 2020 clections, the detalls of s next global
meeting, and also some of its key priorities for the coming year Indluding a review of how it is
partnering with faith communities, transiation of ts position statement, its work with national
associations and creation of a budget to work to.
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12.10. Participa¢dao em Iniciativas de Estudo e Pesquisa sobre Espiritualidade

(1) Nucleo de Psiquiatria e Espiritualidade da Associagao de Psiquiatria do Rio Grande do
Sul (NUPE-APRS)
Membro ativo entre 2013 e 2019.

(2) Departamento de Psiquiatria e Espiritualidade da Associa¢ao de Psiquiatria do Rio
Grande do Sul (DPE-APRS)
Diretor cientifico de 2019 e 2020.

(3) Segao de Estudos e Pesquisas em Espiritualidade e Psiquiatria da Associa¢ao Brasileira
de Psiquiatria (ABP)

Membro ativo de 2017 a 2019.

Vice-coordenador em 2020.

(4) Secao de Religiosidade, Espiritualidade e Psiquiatria da Associagdo Mundial de
Psiquiatria (WPA)

Membro ativo de 2017 a 2020. Secretdrio eleito para Comissdo Diretora para o periodo
2020-2023.
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12.11. Divulgagao Cientifica na Midia 2017

O GLOBO

Pesquisadores apresentam
dados cientificos sobre 1€ e
saude em evento

Congresso de Medicina e Espiritualidade acontece no Rio
Mariana Alvim
16/06/2017

RIO - Diante de remédios, hospitais, aparelhos e equipamentos de ultima geracao,
alguns especialistas tém sugerido outras palavras que devem ser incluidas nos
tratamentos médicos, como gratidao, fé e empatia. Tal abordagem permeia o 11°
Congresso de Medicina e Espiritualidade (Mednesp), que comecou na quarta-feira e
vai até amanha no Centro de Convencoes do Riocentro, no Rio. O evento devera
reunir cerca de 4 mil médicos e profissionais de saude de varias partes do mundo.

Segundo palestrantes que participaram do primeiro dia de apresentacoes, o0 meio
cientifico vem aos poucos acatando tematicas que relacionam espiritualidade e satide
— mesmo que esta ligacao ainda seja cercada de ceticismo e preconceito. Mas eles
garantem: as evidéncias cientificas sdo abundantes no que diz respeito aos beneficios
para a saide de praticas como a participacdo em rituais religiosos, homeopatia e
oracoes.

O cirurgido-geral Jean Rafael Santos Rodrigues destacou que ha cerca de mil
pesquisas na plataforma de publicagoes cientificas PubMed com o termo “gratitude”
(gratidao, em inglés). Segundo o médico, este sentimento tem carater
psicoterapéutico.

— S3ao inimeros os estudos que relacionam a gratidao a melhoria na satude fisica e
mental, na interacao com o outro, no controle da dor, na socializacao, na diminuicao
do estresse, no sistema imunologico, entre outros — apontou Rodrigues. — As
metodologias também vém diferindo um pouco, trazendo resultados distintos e um
refinamento nas pesquisas.

https://oglobo.globo.com/sociedade/saude/pesquisadores-apresentam-dados-cientificos-
sobre-fe-saude-em-evento-21483540
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Psiquiatra Bruno Paz Mosqueiro faz estudos sobre espiritualidade e depressao Foto: Monica Imbuzeiro / Agéncia
O Globo

RELACAO COM A DEPRESSAO

O psiquiatra Bruno Paz Mosqueiro também destacou a producao cientifica sobre o
assunto, apresentando trabalhos ja publicados em peridédicos renomados. Segundo
um levantamento também no PubMed, o crescimento de publicacGes sobre
espiritualidade e saide tem sido constante, chegando a quase 2.500 estudos
divulgados em 2015 no mundo todo.

Um deles, publicado em 2014 no “JAMA Psychiatry”, relaciona a espiritualidade a
uma maior espessura do cortex — ja se sabe que, quanto mais fina esta camada,
maior a associacao com a depressao. A pesquisa, da Universidade de Columbia, nos
EUA, revelou também que os efeitos da espiritualidade se mostraram mais fortes nos
individuos com maior risco de desenvolver a depressao, por histérico familiar.

— E importante abordar a espiritualidade em termos epidemiologicos,
principalmente com uma base cientifica bem definida — afirmou Mosqueiro.

O psiquiatra vem desenvolvendo com uma equipe uma série de estudos, no Hospital
de Clinicas de Porto Alegre, com pacientes com depressao. Em 2015, o grupo
publicou uma pesquisa que associou a espiritualidade a uma maior resiliéncia e
qualidade de vida, e uma menor propensao ao suicidio. Agora, os pesquisadores
estdo prestes a publicar um outro estudo, em que analisam o impacto da fé na
neuroplasticidade cerebral.

— E interessante observar o quanto os pacientes gostam de falar da espiritualidade,
mas varios estudos mostram que a maior parte das pessoas nunca foi questionada
sobre sua religiosidade em consultas — destacou o psiquiatra.
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12.12. Estagio na Universidade de Harvard 2018

Initiative on Health, Religion and Spirituality
https://projects.iq.harvard.edu/rshm

) DANA-FARBER

CANCER INSTITUTH Peychoseciel Dnoclogy Faliowship Diractor
Deparment of Psychesncal Oncaogy

nd Pallistive Care

Aszocne Frolessor of Prpchistry

Hareard Mackeal School

DanaFartar Cancar bstitins

&4 Bimey Stroet

Beaton, Massechusstts 02115-6084
617 6523195 tel

617622 5180 fax

jpeseet@parness g
wawdana-farterong

BRIGHAM AND
LLY WOMEN'S HOSPITAL @ Jotn . Petost, MD

April 23, 2018

Brune Paz Mosquelro, M.D., M.Sc. PhD Student

Porto Alegre-RS, Brazil
Dear Dr. Mosqueiro:

This is to confirm my invitation for you to visit us September 4 to October 2, 2018 at the Initiative on
Health, Religion and Spirituality at Harvard University. Your visit will include discussion of the
relationship between religiosity/spirituality, resilience and depression, and consideration of research in
this area.

We look forward to having you join us.
Sincerely,

[

lolg R. Peteet, MD

__ésﬁee:,‘_'
DANA-FARBER/PARTNERS Teaching Atilates
CawcunCane of Hareerd Medicasl School
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