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RESUMO

Introducao: O transtorno bipolar ¢ uma doenga comum, com uma prevaléncia para todos os
subtipos de aproximadamente 2,4%. O curso do transtorno bipolar ¢ heterogéneo, e para até
50% dos pacientes, a doenga pode evoluir com aumento da frequéncia dos episddios de humor
ao longo do tempo, diminuicdo dos niveis de funcionamento cognitivo e psicossocial e
resisténcia ao tratamento. Modelos de estadiamento tentam explicar o curso do transtorno e
encontrar estratégias de tratamento de acordo com o estagio da doenca. Contudo, a evidéncia
de tratamento para o transtorno bipolar refratario bem como orientacdo de como selecionar
intervengdes em fases avancadas da doenga ¢ ainda precdria. Para esses pacientes, sdao
necessarios esquemas de tratamentos com uso de multiplos farmacos, incluindo antipsicéticos
atipicos, frequentemente com resultados insatisfatorios. A investigacdo da clozapina para
pacientes com transtorno bipolar refratario foi sugerida pela sua eficicia na esquizofrenia
refratdria, contudo, a evidéncia até entdo ¢ escassa. Objetivo: Nesse trabalho, foram
utilizados dados do Systematic Treatment Enhancement Program for Bipolar Disorder para
analisar o impacto clinico da clozapina para o transtorno bipolar. Métodos: Pacientes que
utilizaram a clozapina foram identificados e comparados com pacientes que fizeram uso de
olanzapina, um comparador ativo, e nenhuma dessas duas medica¢des ao longo do
seguimento do estudo, mas poderiam estar em uso de qualquer outra medicagdo. Escalas de
sintomas afetivos, hospitalizacdes e morte durante o seguimento foram analisados como
desfechos principais. Preditores do uso de clozapina no estudo também foram avaliados. Para
as andlises longitudinais, foram utilizados modelos lineares mistos e as equacdes
generalizadas estimadas para as comparagdes entre os grupos. Resultados: 1,1% (n = 43) dos
pacientes usaram clozapina em qualquer momento durante o estudo. Aqueles em clozapina

tiveram significativamente menos sintomas maniacos e depressivos durante o



acompanhamento, em compara¢cdo com aqueles que ndo usaram clozapina ou olanzapina,
enquanto aqueles que usaram olanzapina apresentaram mais sintomas. O uso de clozapina nao
foi associado a um risco aumentado de hospitalizagdo. Nenhuma morte foi registrada para o
grupo clozapina durante o estudo. Conclusées: Com os dados desse amplo estudo, foi
possivel a investigacdo de uma amostra relevante de pacientes com transtorno bipolar, e seu
desenho, no qual os pacientes eram tratados de forma naturalistica, representa a pratica clinica
diaria. Poucos pacientes utilizaram clozapina ao longo do estudo. Ainda assim, seu impacto
clinico comparado com o grupo que utilizou olanzapina € com o grupo que nao utilizou
clozapina nem olanzapina foi substancial, apresentando menos sintomas afetivos em pacientes
com caracteristicas de doenca mais severa. Além disso, enquanto o uso de olanzapina foi
associado com mais hospitalizagdes ao longo do tempo, o uso da clozapina ndo foi. Seguranca
e tolerabilidade ndo foram avaliadas, e ¢ evidente que os resultados desse trabalho precisem
ser confirmados em ensaio clinico randomizado. Entretanto, os achados indicam que a

clozapina pode ter um papel importante para pacientes com transtorno bipolar refratario.

Palavras-chave: clozapina, olanzapina, transtorno bipolar, estudo longitudinal,

hospitaliza¢do, STEP-BD.



ABSTRACT

Introduction: Bipolar disorder is a common condition, with an estimated lifetime prevalence
of all subtypes of 2,4%. Its course can be considerably heterogeneous, and perhaps for up to
50% of patients, the illness may present progressing disability that can ultimately lead to
continuous episodes and severe deterioration and dysfunction and treatment resistance.
Staging models try to explain the course of the disorder and help to find treatment strategies
according to the stage of the disease. However, evidence of treatment for refractory bipolar
disorder as well as guidance on how to select interventions at advanced stages of the disease
are still scarce. Complex interventions are typically needed for those patients, and polytherapy
is the norm, often with suboptimal results. The utility of clozapine in severe bipolar disorder
is suggested by its efficacy in refractory schizophrenia, but this evidence is limited.
Objective: In this study, data from the Systematic Treatment Enhancement Program for
Bipolar Disorder were utilized to analyze clinical impact of clozapine for bipolar disorder.
patients prescribed clozapine during the follow-up were identified and compared to patients
prescribed olanzapine, an active comparator, and patients that received none of these
medications during the trial, but could be using any other treatments. Affective symptoms
subscales, hospitalizations and death during the trial were analyzed as main outcomes. To
longitudinal data, linear mixed models and generalized estimating equations were used to
make comparisons between groups. Results: the main findings were: 1.1% (n=43) of the
patients used clozapine at any time during the study. Those on clozapine had significantly
fewer manic and depressive symptoms during follow-up as compared with those on neither
clozapine or olanzapine, while those on olanzapine had more symptoms. The use of clozapine

was not associated with an increased risk of hospitalization. No deaths were recorded for



clozapine group during the trial. Conclusion: With data from this large study, the
investigations of a relevant sample of patients with bipolar disorder was possible, and its
design, in which patients were treated naturalistically, represents daily clinical practice.
Clozapine was prescribed to only a few dozen patients. Still, its clinical impact when
compared to group prescribed olanzapine and to group prescribed neither olanzapine nor
clozapine was substantial, with fewer symptoms in patients presenting markers of a more
severe disorder. Besides, while olanzapine was associated with more hospitalizations during
the study, clozapine was not. Safety and tolerability were not analyzed, and these results need
to be confirmed in randomized clinical trial. Even though, these findings indicate that

clozapine could have an important room in patients with refractory bipolar disorder.

Keywords: clozapine, olanzapine, bipolar disorder, longitudinal study, hospitalization, STEP-

BD
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1 INTRODUCAO

1.1 TRANSTORNO BIPOLAR: ESTADIAMENTO E TRATAMENTO

O Transtorno Bipolar (TB) ¢ uma doenga comum e incapacitante, com morbidade e
mortalidade significativas. A sua prevaléncia estimada durante a vida ¢ de aproximadamente
2,4% entre os tipos I, II e o tipo sem outra especificagdo (SOE) (1-3). O TB ¢ caracterizado
por uma tendéncia a recorréncia dos episodios de humor, com aumento na frequéncia desses
ao longo do tempo. O curso da doenca pode ser consideravelmente heterogéneo. Alguns
pacientes se recuperam bem mesmo apoOs varios episodios, enquanto outros evoluem com
prognoéstico ruim, com diminui¢ao dos niveis de funcionamento cognitivo e psicossocial (4,5).
Estima-se que para até 50% dos pacientes a doenga tenha um curso progressivamente

deteriorante (6,7).

Os fatores previamente associados a um pior prognostico como perda de apoio social,
inicio precoce da doenca, atraso para inicio de tratamento, comorbidade com abuso de
substancias e ansiedade, ciclagem rapida e a ocorréncia de mais de 20 episdédios de humor
parecem ser preditores de um curso de doenca deteriorante (6). Ainda assim, sistemas
diagnosticos atuais baseiam-se apenas em sintomatologia, de forma transversal e categorica,

desconsiderando o contexto, fatores de risco e a histdria natural da doenca (8).

Modelos de estadiamento vem sendo propostos e tentam explicar casos refratarios a
tratamento e se o TB possui um curso progressivo ou nao. Os dois modelos principais sdo
baseados no aumento da recorréncia dos episddios e na diminui¢do do funcionamento entre os
episodios (8,9). Ambos os modelos assumem o processo fisiopatoldégico da neuroprogressao,

associado com mudangas neuroanatomicas, perda de resiliéncia celular e declinio cognitivo,
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que pode, em ultima instancia, levar em estagios avangados a episodios continuos e

deterioragdo e disfuncdo severas, (9) e culminando em resisténcia ao tratamento (10).

Quadro 1 — Comparacio dos modelos complementares de estadiamento do transtorno

bipolar conforme dados de Berk e colaboradores (2007) com énfase na recorréncia de

episodios, e de Kapczinski e colaboradores (2009), com énfase no funcionamento

interepisodico; 0 momento e a numeracao dos estagios nao correspondem totalmente

devido a enfoques diferentes.

Estagio Berk e colaboradores

Estagio Kapczinski e colaboradores

0

la

1b

3a

3b

3c

Risco aumentado de transtorno | Latente | Risco aumentado de transtorno

bipolar
Sintomas leves ou nao
especificos do transtorno de

humor

Caracteristicas prodromicas:

risco ultraclevado

Primeiro episddio de humor
acima do limiar
Recorréncia de sintomas de
humor abaixo do limiar

Primeira recaida limiar

Recaidas multiplas

bipolar
Sintomas de humor ou de ansiedade
sem critérios que ultrapassem o limiar

do transtorno bipolar.

1 Periodos definidos de eutimia sem

sintomas psiquidtricos manifestos

2 Sintomas em periodos interepisodios
relacionados a comorbidades

3 Prejuizo acentuado na cognicdo e no
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funcionamento
4 Doenga persistente sem 4 Incapacidade de viver de forma
remissao auténoma devido a prejuizo cognitivo

e funcional

Fonte: Traducao livre de Kapczinski, 2015 (9).

A propria defini¢do de resisténcia ao tratamento ¢ um conceito que varia entre os
investigadores, tornando comparagdes entre as intervengdes mais dificeis. Uma defini¢ao
aceita para a pratica ¢ a de resposta clinica considerada insatisfatoria seguida de dois
tratamentos distintos, com doses e duracao adequadas, dentro de uma fase da doenca (7).
Ademais, a literatura que avalia razdes para falha do tratamento ¢ escarsa, mas aponta para o
nimero de episddios prévios, comorbidades, idade de inicio precoce e caracteristicas

psicoticas proeminentes como preditores de falta de resposta ao tratamento (11).

Um tratamento que leve em consideracdo o curso e o estagio da doenca poderia levar a
resultados melhores. Existe, por exemplo, alguma evidéncia de a resposta ao litio ser maior
em fases iniciais da doenga (12). E que a resposta o litio, mas ndo ao divalproato, reduza em
pacientes com maior nimero de episodios (13). Por essa razdo, os modelos de estadiamento
precisam ser construidos em paralelo com algoritmos de tratamento, ja que diferentes estagios

parecem requerer estratégias de tratamentos diferentes.

Na préatica clinica, em guidelines de tratamento, ¢ em ensaios clinicos, hd uma
tendéncia a negligenciar essa heterogeneidade e agrupar os pacientes sob os diagndsticos
compartilhados, sendo diferenciados em grandes categorias, como tipos I e II e o subtipo sem
outra especificacdo. Independentemente da confirmagdo dos modelos de estadiamento, ha

uma lacuna de tratamento significativa para aqueles pacientes que sao mais refratarios e
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incapacitados, com pouca orientagdo sobre como selecionar intervengdes apropriadas (9).
Muitas das intervengdes tendem a ser menos efetivas para esses pacientes. Intervengdes
complexas sdo necessarias e a polifarmdcia ¢ a regra, frequentemente com resultados pouco

satisfatorios (7,14).

Isso aponta para a necessidade de validacao de intervengdes para pacientes mais
gravemente acometidos. Recentemente, os antipsicéticos atipicos se tornaram pilares do
tratamento do transtorno bipolar. Guidelines de tratamento recomendam seu uso em todas as
fases da doenga, tanto em monoterapia quanto em combinagdao com litio, estabilizadores de
humor e anticonvulsivantes (15-22). Os antipsicoticos atipicos sdo frequentemente prescritos
para pacientes mais incapacitados (14), mas a evidéncia desses agentes para o TB refratario ao
tratamento ¢ escassa. A maioria dos estudos ¢ altamente varidvel na qualidade de seus

desenhos e tem resultados inconclusivos (2).

1.2 CLOZAPINA E O TRANSTORNO BIPOLAR

A clozapina ¢ tinica entre os antipsicéticos atipicos na sua eficacia para o tratamento
da esquizofrenia refrataria, sendo tratamento de escolha para esses casos (23). Ela reduz taxas
de hospitalizagdo e sua duracdo, porém com resultados mistos no seu efeito na cronicidade e
resisténcia prévia ao tratamento (24-26). Enquanto alguns estudos encontraram eficacia em
tratamento a longo prazo (27), uma meta-analise recente mostrou que ela parece ser superior a
outros antipsicoticos em reduzir sintomas psicoticos a curto e longo prazo, mas nao superior
em reduzir sintomas negativos a longo prazo (28). Clozapina tem sido associada com redugdo
de taxas de suicidio na esquizofrenia em muitos estudos observacionais de pacientes com

doenca refratdria e pode ser opc¢do para pacientes com pensamentos suicidas recorrentes
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(23,29).

A eficacia da clozapina para a esquizofrenia refrataria levou a consideragao do seu
potencial para o TB refratario. Estudos observacionais com seguimento longo mostram que a
clozapina parece ser uma escolha apropriada para TB resistente, reduzindo hospitalizagdes
por episodios de humor (30), sintomas maniacos (31), visitas a emergéncia por autoagressao e
internagdes psiquidtricas sem aumentar tratamentos médicos (32,33). Estudo prospectivo de
mania refrataria mostrou melhora de sintomas apos troca para clozapina em monoterapia, mas

com amostra pequena e inclusdo de pacientes com transtorno esquizoafetivo (34).

Existem trés ensaios clinicos randomizados com clozapina: um comparando clozapina
a clorpromazina mostrando melhora mais répida de sintomas maniacos (35), outro
comparando-a com tratamento usual e mostrou superioridade nos primeiros 6 meses de
seguimento, mas com amostra pequena e desfecho de pouca aplicabilidade clinica (36) e um
recente de clozapina comparada com quetiapina como tratamento adjuvante ao litio para
mania, ndo mostrando diferenca em amostra de mulheres chinesas (37). Em revisao
sistematica recente com inclusdo de 1044 pacientes de clozapina para tratamento de
transtorno bipolar refratdrio mostrou-se que clozapina em monoterapia ou em combinagao
pode ser segura e efetiva para pacientes com doenga refrataria. Entretanto, houve grande
heterogeneidade entre os estudos, sendo a maioria ensaios abertos, com somente dois
randomizados, os dois primeiros citados acima (38). Nenhum ensaio clinico randomizado com
cegamento foi realizado até hoje, provavelmente por conta do perfil de efeitos adversos da
clozapina, que dificulta o cegamento, como também por conta da auséncia de interesse da

industria em financiar estudos com a medicacao.

Nas guidelines, a clozapina ¢ recomendada atualmente em monoterapia ou como

adjuvante para mania aguda (16,20), para mania aguda refrataria (18,20), e para estados
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mistos (22) como tratamento de terceira linha — dada a evidéncia baseada predominantemente
em ensaios ndo controlados e tamanhos amostrais pequenos. Existe recomendagdo da
clozapina como tratamento adjuvante também de terceira linha no tratamento de manutenc¢ao
no Canadian Network for Mood and Anxiety Treatments (CANMAT) (16), ndo sendo,
contudo, um consenso. Outras guidelines, devido a auséncia de dados, ndo a recomendam
para tratamento de manutengdo (19), e nem para qualquer outra fase da doenga (15,17). No

tratamento da depressdo bipolar, ndo ha recomendagao de clozapina (15-22).

Assim, ha cautela em recomendar a clozapina como uma op¢ao para o transtorno
refratario (16,18,20), principalmente devido as limitacdes metodoldgicas dos estudos e a
tolerabilidade e a seguranca, que envolvem ganho de peso, sindrome metabdlica, efeitos
cardiacos e hematologicos (16,20). Levando em consideracdo as limitagdes dos ensaios
clinicos atuais e a necessidade de evidéncia da eficacia da clozapina para o TB, esse estudo
foi realizado utilizando dados do Systematic Treatment Enhancement Program for Bipolar

Disorder (STEP-BD).

1.3 O SYSTEMATIC TREATMENT ENHANCEMENT PROGRAM FOR BIPOLAR

DISORDER (STEP-BD)

O STEP-BD foi um estudo longitudinal multicéntrico para transtorno bipolar, que
recrutou pacientes de 2001 a 2007. Foi realizado em resposta a uma iniciativa do National
Institute of Mental Health (NIMH) de busca de um modelo de interven¢ao em saude publica
que pudesse gerar respostas para questdes de eficacia relacionadas ao tratamento do
transtorno bipolar. STEP-BD nao foi um tunico estudo, mas sim uma plataforma projetada

para realizar uma variedade de ensaios clinicos e outros estudos que requerem uma coorte de
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individuos bipolares bem caracterizados, incluindo o espectro completo de pacientes bipolares
que se apresentam para cuidados clinicos. Para lidar com os desafios técnicos de um estudo
naturalistico de efetividade, o STEP-BD contou um desenho hibrido para coletar dados
longitudinais, enquanto pacientes poderiam transitar do estudo naturalistico para os ensaios

clinicos randomizados (39).

O STEP-BD possuia entdo dois bragos de tratamento: o brago de tratamento padrao
(Standard Care Pathway - SCP) e o brago de tratamento randomizado (Randomized Care
Pathway - RCP). Um total de 4360 pacientes de 22 locais dos EUA foram arrolados. Os
pacientes incluidos no Standard Care Pathways do STEP-BD foram tratados
naturalisticamente e de acordo com guidelines, proporcionando para essa analise uma amostra

representativa de pacientes com o transtorno e tratados em condigdes da pratica clinica diaria.
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2 OBJETIVOS

Utilizando dados desse amplo e extensivamente relatado estudo, os objetivos desse
trabalho foram investigar fatores relacionados ao uso da clozapina e examinar seu impacto
clinico em relagdo a sintomas afetivos, hospitalizagdes e morte. Para isso, foram utilizados
como comparadores grupos que receberam olanzapina e nenhuma das duas medicagdes

durante o seguimento do estudo.

3 METODOLOGIA

3.1 DELINEAMENTO

O STEP-BD possuia dois bragos de tratamento: o brago de tratamento padrao (Standard
Care Patthway - SCP) e o brago de tratamento randomizado (Randomized Care Pathway -
RCP) (38). O SCP era aberto para todos os pacientes com diagnostico de transtorno bipolar
em tratamento nas clinicas participantes, com intuito de representar pacientes tratados para o
transtorno nos Estados Unidos naquele momento. Todos os pacientes recebiam as mesmas
avaliagdes de tratamento e informagdo sobre os desfechos. Portanto, a entrada no estudo era
limitada ao desejo do paciente de participar, consentindo em ser avaliado pelo clinico do
STEP-DB e em ser submetido as escalas de auto avaliagdo e entrevistas independentes do

estudo.
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3.2 PARTICIPANTES

As clinicas/centros participantes ofereciam possibilidade de inclusdo aos pacientes com
diagnostico, podendo ser novos ou ndo, em tratamento ambulatorial. O estudo incluiu
pacientes maiores de 15 anos, de todos os subtipos do transtorno bipolar (tipo I e II, transtorno
bipolar sem outra especificagdo e ciclotimia) e em todas as fases da doenga. O diagndstico era
determinado durante o screening/triagem nas avaliagdes da linha de base utilizando o MINI
(Mini International Neuropsychiatric Interview) e a ADE (Standardized Affective Disorder
Evaluation) (40). No total, 4360 pacientes de 22 locais dos EUA foram arrolados. Entre 3073
e 4123 pacientes com diagnostico de TB do STEP-BD estavam disponiveis para as analises

desse estudo.

3.3 INTERVENCOES

O procedimento para pratica da farmacoterapia foi baseado em diretrizes de consensos de
especialista (41) e em diretrizes de tratamento publicadas (42,43). Portanto, o tratamento no
SCP era baseado em orientacdo, enquanto no RCP o tratamento farmacologico era orientado

por protocolo.

Para investigar o uso de clozapina durante o STEP-BD no SCP, os participantes foram
separados em grupos. Numa tentativa de minimizar a seleg¢do inerente pelo viés de indicagao
presente em estudos naturalisticos, os pacientes que fizeram uso de olanzapina durante o

STEP-BD foram identificados como um grupo de comparagdo ativo. Foram criados grupos
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baseados nos participantes terem usado clozapina, olanzapina ou nenhuma dessas duas
medicagdes durante o seguimento, sendo diferenciados pelo uso das medicagdes ou pelo uso
de nenhuma, pois todos os participantes poderiam estar em uso de qualquer outro

psicofarmaco, incluindo outros antipsicoticos.

Para a andlise longitudinal, grupos serdo baseados no fato de o paciente ter usado a
medicacdo em qualquer momento no tempo, ou seja, os grupos podem variar se o paciente
iniciou, suspendeu ou trocou uma medicagdo pela outra durante o estudo. Os participantes
poderiam estar usando qualquer uma das medicagdes no inicio das avaliagdes ou ter iniciado
alguma delas no decorrer do estudo. Por exemplo, se um paciente iniciou com olanzapina e
depois essa foi substituida por clozapina, ele fornecera dados para a analise primeiramente
para o grupo olanzapina e apos para o grupo da clozapina. Os pacientes ainda poderiam estar

usando qualquer outra medicacdo em associagdo durante o seguimento.

3.4. SEGUIMENTO E AVALIACAO DOS DESFECHOS

A avaliagdo padronizada de transtornos afetivos (ADE) era administrada no inicio do
estudo, determinando o diagndstico e curso da doenga. A ADE inclui uma versao modificada
dos médulos de humor e psicose da Structured Clinical Interview for DSM (SCID), destinado
a uso rotineiro pelos clinicos. A ADE também identificava dados especificos como idade ao
diagnostico, numero estimado de episddios prévios, comorbidades psiquiatricas atuais ou
passadas, comorbidades clinicas, uso de substancia psicoativa atual ou prévio, medicagdes em
uso e caracteristicas demograficas, sendo utilizados no presente estudo para as analises de

caracteristicas clinicas e demograficas associadas ao uso de clozapina.
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Pacientes elegiveis e que consentiam em participar, recebiam atendimento pelo clinico
do STEP-BD e todas as visitas eram registradas utilizando o Clinical Monitoring Form
(CMF), ferramenta desenvolvida pelo investigador principal do STEP-BD (44) (Anexo 1).
Essas visitas eram agendadas com o psiquiatra assistente conforme necessidade clinica do
paciente. Assim, pacientes apresentavam numero de visitas diferentes durante o estudo. Ao
mesmo tempo, um avaliador independente administrava avaliagdes auto aplicadas a cada trés

meses no primeiro ano e depois a cada seis meses.

Os dados coletados com o CMF foram utilizados para o rastreio dos desfechos. Entre
eles estdo: designagdo do estado atual do humor — que poderia ser avaliada pelo clinico
como: depressdo, mania, hipomania, misto/ciclando, piorando, sintomas continuados, em
recuperagdo, sintomas subsindromicos, recuperado e outro. o score para sintomas depressivos
e de elevacdo do humor. Esses scores foram avaliados com escalas continuas de sintomas para
a depressdo (SUM-D) e mania (SUM-M). Antes do inicio do STEP-BD, as escalas do CMF
para depressdo e elevacdo do humor tiveram seus escores altamente correlacionados com
escalas padrao de uso para avaliagdo do humor. A escala de depressio do CMF com a
Hamilton Depression Rating Scale (r .79) e com a Montgomery-Asberg Depression Rating
Scale (r .88). E a escala para elevacdo do humor (SUM-D) com a Young Mania Rating Scale
and the Schedule for Affective Disorders and Schizophrenia—Change Mania Rating Scale
(40). Scores para depressao na SUM-D variam de 0 a 22, com scores mais altos indicando
sintomas mais severos. A escala de sintomas para elevacdo do humor varia de 0 a 16.
Impressdo clinica global (CGI) e Escala para Avaliagdo Global de Funcionamento (GAF)

também eram parte do CMF.

As hospitalizagdes no STEP-BD foram registradas de duas maneiras. O Formulério de
Hospitalizagdes era aplicado nas avaliagdes independentes, com inicio no terceiro més do

estudo e continuava trimestralmente no primeiro ano e semestralmente no segundo ano. Era
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preenchida se o paciente apresentasse alguma hospitaliza¢do desde a sua ultima avaliagdo do
estudo. A data da internagdo, motivo e sua duracdo eram registrados. Alternativamente,
hospitalizagdes poderiam ser registradas como parte do formulario de Eventos Adversos

Graves. As duas contribuiram para as analises apresentadas nesse estudo.

3.5. ANALISE ESTATISTICA

Para um conjunto da andlise dos dados, pacientes foram agrupados de acordo com
prescri¢des de clozapina ou olanzapina (ou nenhuma) durante o estudo. Sao relatados fatores
associados aos pacientes terem recebido cada uma das medicagdes. Estatisticas descritivas
foram empregadas para analisar as diferengas simples entre os grupos e regressdo logistica
para os dados multivaridveis, com género, etnia, estado civil, incapacidade, desemprego,
baixa escolaridade, tipo do transtorno bipolar, ciclagem rapida, inicio muito recente (idade
menor que 13 anos), transtornos de ansiedade ou por uso de substincias durante a vida,
psicose durante a vida, comorbidades clinicas e uso de medica¢des no inicio do estudo como
preditores do uso de clozapina. Também foi relatado o desfecho morte durante o estudo de

acordo com os grupos, e o teste de McNemar foi utilizado para relatar significancias.

Para as andlises longitudinais, as avaliagdes repetidas de cada paciente foram usadas
para todos os desfechos. Para as escalas de sintomas, modelos lineares mistos com
interceptacdo e inclinagdo aleatorias foram utilizados para fazer comparacdes entre pacientes
que usaram clozapina, olanzapina ou nenhuma durante o estudo. Esses modelos sdo Uteis para
estudos naturalisticos onde o desenho ¢ desequilibrado e os pacientes podem mudar de grupos
durante o seguimento. Dessa forma, os resultados dos modelos mistos representam o efeito de
estar usando aquela droga e seu impacto clinico num ponto no tempo. Todos os modelos

relatados nessa analise foram ajustados pela presenga de confundidores maiores na baseline:
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incapacidade, estar em episodio depressivo no inicio do estudo, uso de litio, histéria de
psicose ou ter uma comorbidade clinica cronica. Além disso, também foram feitos ajustes de
acordo com o tempo e com o nimero de visitas durante o estudo. Todos os modelos usaram
como efeitos aleatérios a interceptagdo, o tempo e o grupo de medicagdo (clozapina,
olanzapina ou nenhuma) e matrizes de covaridncia ndo estruturadas. Interacdes tempo vs
grupo também foram testadas. Por fim, o efeito de estar em uso de cada uma das medicagdes e
ser hospitalizado também foi empregado modelo de equacdes de estimativas generalizadas,

com o grupo (clozapina, olanzapina e nenhuma) e o tempo como preditores.
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ABSTRACT

Objective: The potential of clozapine in severe bipolar disorder is suggested by its efficacy in
refractory schizophrenia, but the evidence is limited thus far. This report utilizes data from the
standard care pathway of the Systematic Treatment Enhancement Program to examine the
clinical impact of clozapine in bipolar disorder, comparing it to two groups, one that received
olanzapine, and an additional group that received neither of these drugs. Method: 4032
outpatients were available for this analysis. Groups for longitudinal analyses are based on the
medication used at each visit. Outcomes assessed were clinical status, symptoms subscales,
hospitalizations, and death. We utilized mixed models and generalized estimating equations to
adjust for baseline differences and investigate longitudinal differences in symptoms, clinical
status, and hospitalization rates between groups. Results: 1.1% (n=43) of the patients used
clozapine at any time during the study. Those on clozapine had significantly fewer manic and
depressive symptoms during follow-up as compared with those on neither clozapine or
olanzapine, while those on olanzapine had more symptoms. The use of clozapine was not
associated with an increased risk of hospitalization. No deaths were recorded for clozapine
group during the trial. Conclusions: Even though prescribed to very few patients, the impact
of clozapine was notable, with fewer symptoms in patients who had more severe illnesses at
baseline. Clozapine could prove to be as successful an intervention for late stage bipolar

disorder as it has been in schizophrenia.

Keywords: clozapine, olanzapine, bipolar disorder, longitudinal study, hospitalization, STEP-

BD
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Introduction

Bipolar disorder is a persistent, episodic and debilitating condition with an estimated
lifetime prevalence of over 2.0% (3). Its course can be considerably heterogeneous—while
some patients recover well even after several episodes, others have increasing illness severity
from the first onset of symptoms (4). For many patients, perhaps up to 50%, the illness has a
progressively deteriorating course (7,10). Treatment guidelines are now consolidated, with
lithium, anticonvulsants, and mood stabilizers all recommended as first line pharmacological

treatment, often in combination (15-22,45).

Different models have been put forth in an attempt to conceptualize refractory cases of
bipolar disorder (8). In a neuroprogression framework, there is a continuum of progressing
disability that can lead in late stages to chronic symptomatology, treatment resistance,
cognitive deterioration, and functional impairment (10). Irrespective of the ultimate
confirmation of this thesis, there is a significant treatment gap for those patients who are most
refractory and disabled, with little evidence or guidance on how to select appropriate
interventions (9). In fact, most interventions tend to be less effective in highly recurrent
illness, where complex interventions are typically needed, and polytherapy is the norm, often
with suboptimal outcomes (7,14). This clearly points to the need of validating interventions
for the most severely affected patients. Atypical antipsychotics have become a cornerstone of
the treatment of bipolar disorder, used in all phases of the illness, both as adjunctive
treatments and monotherapy (15-22). They are often prescribed for the most disabled patients
(14), but the specific evidence-base for treatment-resistant bipolar disorder is scarce. Most

studies are highly variable in the quality of their designs, and are largely inconclusive (2).
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Clozapine is unique among the atypical antipsychotics in its efficacy for treatment-
resistant schizophrenia. This effect has been shown in both randomized studies and
observational real-world data, in a variety of measures (23). The use of clozapine reduces
hospitalization rates and duration (25). When compared to olanzapine, clozapine has been
associated with reduced suicide rates and suicidality (46). This suggests room for the use of
clozapine in the treatment of bipolar disorder. The current evidence-base in this condition for
the use of clozapine, however, is largely based on small randomized trials, uncontrolled
naturalistic trials and retrospective studies (32-38). For this reason, treatment guidelines using
both study methodology and tolerability in their weighting tend to be cautious in

recommending clozapine as an option for refractory bipolar disorder (16,18,20).

Taking into account the limitations of current clinical trials and the need for a greater
body of evidence of the efficacy of clozapine, in this report, we utilized data from Systematic
Treatment Enhancement Program for Bipolar Disorder (STEP-BD). Observational studies can
be an important source of information for relevant decisions when no other data are available,
in treatment of severe and refractory illness and funding for large randomized trials is
unlikely. Several outcomes of clinical relevance were measured, and we investigated
correlates of clozapine use, affective symptoms, hospitalizations and death. Although we
anticipated that few people would have been prescribed clozapine, this large dataset offered

the opportunity to examine the clinical impact of clozapine.

Methods
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The STEP-BD was a nationwide multi-center long-term study for bipolar disorder
funded by the National Institute of Mental Health (NIMH), recruiting patients from 2001-
2007. STEP-BD had different pathways: standard care pathway (SCP) and randomized care
pathway (RCP) (39) . The SCP was open to all participants with a diagnosis of bipolar
disorder and is felt to represent patients treated for bipolar disorder in the United States at that
moment in time. All patients received the same ongoing assessments of treatment and

outcome information.

Participants

Participating treatment centers offered STEP-BD enrollment to patients seeking
outpatient treatment. The STEP-BD registry included patients older than 15 years, diagnosed
with bipolar I disorder, bipolar II disorder, bipolar disorder not otherwise specified or
cyclothymia, in any phase of illness. The diagnosis was determined during the screening and
baseline assessments with the Mini International Neuropsychiatric Interview (MINI) and a
standardized affective disorder evaluation (ADE) (39). In total, 4360 patients from 22 sites in

the United States were enrolled.

Interventions

The model practice procedures for pharmacotherapy were based on published
treatment guidelines. To investigate clozapine use during STEP-BD in the Standard Care

Pathways, we separated participants into three groups. In an attempt to minimize the inherent
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selection by indication bias present in naturalistic studies, we identified all patients prescribed
olanzapine during STEP-BD as an active comparison group and created groups based on the
participant ever using clozapine (n= 43, 1.1%), olanzapine (n= 851, 21.1%), or neither (n=
3138, 77.8%). The group on neither clozapine or olanzapine could be on any prescribed

interventions, including other atypical antipsychotics.

For all the longitudinal analysis, groups were based on patients using these
medications at any given time point, that is, groups could vary if patients were started, taken
out of or moved from one drug to the other. Patients could be on any of the medications at
entry of the study or had initiated any of them throughout it. For instance, if a patient began
the study on olanzapine and was later taken out of it and prescribed clozapine, she would
provide data to the analysis firstly on olanzapine and later on clozapine. They could also be

using any other pharmacotherapy.

Follow-up and Assessment of outcomes

The standardized affective disorder evaluation (ADE) was administered at study entry.
The ADE includes a modified version of the mood and psychosis modules from the SCID,
intended for routine use by practicing clinicians. The ADE also collects specific data on age
of onset, estimate of number of prior episodes, current or past comorbid psychiatric disorders,
medical conditions, current or past psychoactive substance use, medications and demographic

features.

Eligible and consenting patients received clinical care from a STEP-BD clinician, and

all visits were recorded using the Clinical Monitoring Form (CMF) (44). Visits were
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scheduled with the treating psychiatrist, as clinically indicated. As such, patients have a
diverse number of clinical visits during the study, ranging from 1 to 106, with a median of 12.
The last recorded observation occurred at 63 months, but 75% of data points were recorded up
to 19 months. In the meantime, an independent evaluator administered formal assessments

and self-rated scales quarterly in the first and semiannually thereafter.

The data for the analyses came from both CMF and scales fulfilled at independent
evaluations. From the CMF, current clinical state was assessed by the treating physician as
depression, mania, hypomania, mixed/cycling, roughening, continued symptoms, recovering,
recovered, and other diagnosis. Summary scores for depressive and mood elevation symptoms
were also assessed with the continuous symptoms subscales for depression (SUM-D) and
mania (SUM-M). Scores for depression (SUM-D) range from 0 to 22, with higher scores
indicating more severe symptoms. Symptom subscale for mood elevation (SUM-M) scores
range from 0 to 16. Current clinical status was also rated longitudinally by clinicians as
“depression”, “hypomania”, “mania”, “mixed”, “continued sx”, “recovering”, “recovered”, or
“roughening” (defined as symptoms at a subsyndromal level after recovery). Clinical Global

Impression Severity Scale and Global Assessment of Functioning Scale were also part of the

CMF.

Hospitalizations in STEP-BD could be recorded in two ways. The Hospitalization
Form was applied at independent evaluations, with start in the third month of the study and
continued quarterly in the first year and semiannual in the second year. Hospitalization
criteria were fulfilled if the patient had any psychiatric hospitalization since his last STEP-BD
evaluation. The date of hospitalization, reason and number of days in the hospital were
registered in the form. Alternatively, hospitalizations could be recorded as part of the Serious
Adverse Experience Form. Both contribute to the hospitalization analysis below. Mortality

was also recorded for the first two years of study.
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Statistical Analysis

4032 outpatients with bipolar disorder from the STEP-BD were available for the
analysis presented here. Because of missing data for several sets of variables, sample sizes for
the different analyses vary between 3073 and 4123, and this is indicated in the results section.
For one set of data analyses, patients were grouped according to having any recorded
prescriptions of clozapine or olanzapine (or neither) during the trial. From this set, we report
factors associated with the patient ever being prescribed clozapine or olanzapine. We used
descriptive statistics to analyze simple group differences. We employed logistic regression for
the multivariable data, with gender, ethnicity, marital status, being on disability,
unemployment, low education, bipolar type, rapid cycling, very early onset (before age 13),
lifetime anxiety and substance use disorders, lifetime psychosis, medical comorbidity and
baseline medications — usual predictors of outcome (47) — as predictors of use of clozapine.
We also reported death during the trial according to these medication groups and used Mc

Nemar’s test to report significances.

For the longitudinal analyses, within-patient repeated observations are used for all
outcomes. For rating scales, we used random intercept and random slope linear mixed models
to make comparisons between patients using clozapine, olanzapine or neither throughout the
trial. Such models are useful in this naturalistic design situation where the design is
unbalanced and patients are allowed to change groups during the study (48). In this way,
results of the mixed model represent the effect of either being on the drug and the clinical

impact at that point in time.

All models reported in this analysis are adjusted for the baseline presence of some

major baseline confounders: being on disability benefits, being in a depressive episode at
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intake, being on lithium, having a history of psychosis, or of a chronic medical comorbidity.
In addition, we adjusted for the effect of both time and the number of visits recorded during
STEP. All models used as random effects the intercept, time and medication group (clozapine,
olanzapine or neither) and unstructured covariance matrixes (48). Because of potential
differential effects according to staging, we also tested models with treatment interactions
with both number of episodes and being on disability benefits. All models were

nonsignificant. Residuals from the final models were inspected for normality.

Effects of being on clozapine or olanzapine on psychiatric hospitalization and having a
clinical status of mania or depression were also reported. To use all longitudinal data,
including repeated hospitalizations, we employed generalized estimating equations models
(49), with the group (clozapine, olanzapine or neither) and time as predictors, adjusted for all

the variables mentioned for the linear mixed models above.

Role of Funding

The STEP BD has been funded in whole or in part with Federal funds from the
National Institute of Mental Health (NIMH), National Institutes of Health, under Contract
NOIMHS80001. Any opinions, findings, and conclusions expressed in this publication are
those of the authors and do not reflect the views of the NIMH. The funder of the study had no
role in this study design, data analysis, data interpretation, or writing of the report. The
corresponding author had full access to all data in the study and had the final responsibility

for the decision to submit for publication.
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Results

Clozapine use was recorded on at least one visit by 43 (1.1%) of the 4032 patients
included in the SCP pathway. Of these, 15 were using clozapine at intake and a further 28

started clozapine during the trial. The median maximum dose was 200mg (IQR 75 — 350mg).

Of the 43 patients, 29 used clozapine until they left the trial. A higher maximum dose
of clozapine was associated with the patient completing the trial on clozapine (300 vs. 129
mg, F=9.02, p=0.005). For the 28 patients who started clozapine during the trial, clinical
status was variable upon initiation: 12% were depressed, 15% manic or mixed and 50% had
either continued symptoms or recovering status, while 23% were recovered; median GAF was
60. There was a prior recorded use of olanzapine for 12. In a before-and-after analysis of
these patients, initiation of clozapine was associated with fewer depressive and manic

symptoms (Figure 1).

Olanzapine was used at any point during the trial by 851 (21.1%) patients. Kaplan-
Meier statistics indicated a median time using clozapine of 233.43 (SE 119.93) weeks as
compared to 74.00 (SE 4.51) weeks for those on olanzapine (chi2(1) =22.80, p=0<001). This
significance was maintained when adjusted for baseline use of the drug. Those on clozapine
also stayed longer on the drug while in the trial than those on olanzapine (B=3.89, 95% CI
2.13 —9.09, p<0.001). Significantly more patients on clozapine finished the trial on the drug
than those on olanzapine (74.4% vs. 49.2%, chi2(1) =10.34, p=0.001). A maximum dose of
clozapine over 200mg was associated with a greater likelihood of the patient staying on
clozapine while in the trial the longest (Chi2(1) =9.98, p=0.026). Those on clozapine had a
higher number of visits while in the study (a median of 31 vs. 20 for those on olanzapine and

10 for those on neither at any point, p<0.001).
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Several patient variables were associated with the use of clozapine at any point of the
study (see table 1 for bivariate and multivariate associations). Among the factors investigated,
being on disability, meeting DSM IV criteria for bipolar I disorder, a lifetime history of
psychosis or of benzodiazepine use were significantly associated with clozapine use in the
bivariate analysis. Age of onset under 13 years old and presence of medical comorbidity were
associated with a significantly less frequent use of clozapine. In a multivariable model, only
lifetime psychosis (OR=4.16, 95% CI 1.62 — 10.69) and being on disability (OR=2.48, 95%
CI 1.03 — 5.96) predicted the use of clozapine. When compared with those ever-prescribed
olanzapine, those ever-prescribed clozapine were more likely to be on disability (p=0.048)
and to have a lifetime psychotic episode (p=0.007), but less likely to have had a very early

onset (p=0.045) or a chronic medical comorbidity (p=0.046).

Clinical status recorded prospectively was significantly different in those using
clozapine. When corrected for multiple comparisons, patients on clozapine were less likely to
be classified as having as status “continued symptoms”, “recovering” or hypomania, while
they were more likely to be classified as recovered or roughening. When compared to those
using olanzapine, they were less likely to have a depression, continued symptoms or
recovering status, while they were again more likely to have a recovered or roughening status.
Longitudinally, a status of depression was recorded in 19.7% of visits, a status of mania in 5%
of visits and a recovery status in 27.2% of visits. The use of clozapine was associated with
fewer ratings of depression in the multivariable model (n=3069, OR=0.25; 95% CI 0.11 —
0.59, p=0.002), while the effect of olanzapine was not significant (OR=1.09; 95%CI 0.91 —
1.30, p=0.364). There was an interaction between the use of clozapine and time (p=0.002).

Ratings of mania were not associated either with use of clozapine (OR=0.49, 95%CI 0.13 —

1.82, p=0.284) or olanzapine (OR=1.02, 95%CI1 0.77 — 1.35, p=0.875).
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The mixed models investigating longitudinal symptom score (in the SUMD and
SUMM) differences between groups revealed different patterns for those using clozapine,
olanzapine or neither (n=3052). Those on clozapine had significantly fewer affective
symptoms during the trial as compared with those on neither clozapine or olanzapine, both
depressive (diff=-0.64, df (32.61), 95%CI -1.22 — -0.06, p=0.030) and manic symptoms
(diff=-0.39, df (26.68), 95%CI -0.64 — -0.14, p=0.004). Those on olanzapine had more
depressive (diff=0.35, df (737.51), 95%CI 0.20 — 0.50, p<0.001) and manic symptoms
(diff=0.13, df (593.41), 95%CI 0.05 — 0.21, p=0.002) as compared with those on neither

(Figure 2).

For 781 patients (of 3308), there was at least one recorded hospitalization. Those who
used clozapine at any point during the trial were more likely to have any hospitalizations
during the trial (55.8%) than those using olanzapine (31.0%) or those using neither (15.6%;
p<0.05 for all comparisons). When analyzed longitudinally and according to the medication
the patient was using at the moment of hospitalization, however, in the adjusted model only
olanzapine was associated with greater risk of hospitalization (OR =1.53, 95% CI 1.18 —

1.98), while clozapine was not (OR = 0.80, 95% CI 0.29 — 2.21).

Finally, there were 25 recorded deaths during the follow-up — six due to suicide. No
deaths were recorded for the patients who were prescribed clozapine at any point during the

trial (p=0.038 for the difference).

Sensitivity analyses
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The sensitivity analyses excluding the 15 patients (and corresponding 457
observations) that started the study on clozapine, i.e., with only new clozapine users, did not
alter significantly the results of the effect of clozapine on depression, mania or
hospitalizations. Clozapine was no longer significantly different on depressive symptoms

(p=0.17), but the effect on manic symptoms was maintained (p=0.004).

Discussion

Perhaps unsurprisingly, only a very small percentage of patients in STEP-BD were
prescribed clozapine. In all likelihood, this can be partially ascribed to the dearth of evidence
supporting its use, perceived tolerability issues, as well as the lack of regulatory approval.
Clozapine was used by patients with markers of a more severe disorder, such as living on
disability and lifetime psychosis. When such severity is taken into account, the impact of
clozapine was substantial. The use of clozapine was associated with fewer affective symptoms
during the trial; the use of olanzapine, the relevant active comparator, was associated with
more symptoms. Unlike those on olanzapine, those on clozapine were no more likely than
those on neither drug to be hospitalized during the trial. Finally, no deaths were recorded for

those using clozapine at any point of the study.

Prescription rates of clozapine for bipolar disorder are still very low, and it is the least
prescribed antipsychotic for bipolar disorder (50,51). This is all congruent with the data

reported here for STEP-BD, which likely reflects a currently common pattern. There is indeed
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very limited randomized evidence of the impact of clozapine in bipolar disorder (51). A recent
systematic review of all previous extant data suggested clozapine may be an effective therapy,
although the evidence base was severely limited in terms of number of patients and study
quality (38). The prospective trials that have been published — in only a few dozen patients —
suggest improvement of symptoms is sustained for 12 months, and that it may be efficacious
in refractory mania (34). Interesting observational data also suggest that the differential
impact of clozapine in bipolar disorder may be akin — or even greater — to its impact in

schizophrenia (53). As noted, these are all tentative notions.

A few reasons for the enhanced efficacy of clozapine have been put forth and may
well apply when it is used in bipolar disorder. Clinically, clozapine treatment is associated
with reduced hostility and violence independently of its effects on psychosis, and positive
symptoms, and of its non-specific sedative effects (54,55). An interesting finding was that no
deaths were found in patients that were prescribed clozapine. While chance and the very small
sample have definitely played a role in this finding, it raises curious questions. There are
studies that do suggest that clozapine is associated with a reduced overall mortality in relation
to other antipsychotics (56,57), perhaps related the effect of improved efficacy on self-care

and the requirement for greater clinical monitoring (58).

The strengths of this multi-center naturalistic study include its description of real-life
practice and the initial coverage of more than 4,000 patients with bipolar disorder. Exclusion
criteria were kept to a minimum to increase external validity. Nevertheless, the total number
of patients prescribed clozapine was low. This poses problems both in terms of the
representativeness of the sample and study power for certain comparisons. Treatment was also
not blinded, and the patients were not randomly assigned to medication. There is, however, no
reason to suspect that clozapine would be overprescribed to those with a better prognosis, and

that would be responsible for the differential impact. We also focused only on limited
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effectiveness outcomes, not on tolerability and safety, which can be an issue for those on
clozapine. Nevertheless, the fact that those participants on clozapine tended to use it for a
longer period than those on the comparators indicates tolerability in this population. One
further point is to what extent outcomes for those using clozapine in general are a result of
enhanced contact with health care professionals due to mandatory monitoring, although we

adjusted the final models for the greater number of office visits these participants had.

We selected olanzapine as an active comparator with the expectation that it would
have the closest prescription pattern to that of clozapine. The comparison with a relevant
active compound within the same class or prescribed in similar circumstances has been
recommended as a way to attenuate differences in baseline characteristics, reducing
unmeasured confounding (59). We selected olanzapine for this role for a few reasons. It has
been the comparison drug used to validate the superior effectiveness of clozapine in several
key resistant-schizophrenia studies (60). At least for a time, olanzapine was perceived to be
potentially as effective as clozapine, and considered a viable alternative for intolerant patients
(45). In bipolar disorder, studies on olanzapine have indeed shown earlier onset of response

and reductions of hospitalization rates (2,7).

While STEP-BD was not designed to test the efficacy of clozapine for bipolar
disorder, its prospective design with several measures of clinical interest permitted the
exploration of a few specific hypotheses. Even if prescribed at low rates, the impact of
clozapine was notable, with fewer symptoms in patients with more severe illnesses. Although
there are worries about clozapine safety, those on clozapine were no more likely to be
hospitalized and — quite surprisingly — none was recorded deceased for any reason during the
study. Clearly, these effects need to be confirmed in a randomized trial with relevant active

comparators. Preferably, this would be conducted in those with the most recalcitrant illnesses,
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for whom the availability of clozapine could have the most significant impact, perhaps as

great as it has had for those with refractory schizophrenia.
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Tabela e figuras

Tabela 1 — Caracteristicas dos participantes do STEP-BD (n=4032) na linha de base e de
acordo com prescricio de clozapina em qualquer momento do estudo. Odds ratios
relatados referem-se a comparacao entre aqueles que receberam clozapina em algum

momento e aqueles que nunca receberam clozapina ao longo do seguimento.

All Clozapine OR (IC95%) P

Female Gender 57.2% 51.2% 0.80(0.43 —1.48) 0.295
White 90.0% 86.0% 1.24 (0.48 - 3.19) 0.394
Low Income 60.0% 69.2% 1.50 (0.76 — 2.98) 0.154
Married or living with partner 33.8% 34.9% 0.96 (0.51 —1.80) 0.511
On disability 17.1% 35.0% 2.64 (1.37-5.09) 0.005
Unemployed 24.9% 22.5% 0.87(0.41 — 1.84) 0.445
Some college or higher 81.4% 85.0% 0.77 (0.32 - 1.84) 0.366
Clinical

Bipolar Type I 65.3% 81.6% 243 (1.07-5.53) 0.039
Current manic episode 4.9% 5.3% 1.04 (0.25-4.37) 0.579
Current depressive episode 37.7% 44.7% 1.42 (0.75 -2.67) 0.177
Rapid cycling 35.3% 23.8% 0.62 (0.31-1.24) 0.114
Very early onset (Age <13) 28.9% 11.9% 0.47 (0.21 — 1.06) 0.015
Any lifetime anxiety disorder 54.7% 47.4% 0.70 (0.37 - 1.33) 0.179
Any lifetime substance use disorder 50.4% 43.6% 0.80 (0.44 - 1.49) 0.296
Current smoking 32.8% 32.6% 1.06 (0.56 — 1.98) 0.482
Medical comorbidity 58.9% 41.0% 0.51 (0.27 - 0.96) 0.032
More than 10 previous episodes 52.4% 45.0% 0.78 (0.42 — 1.45) 0.267

Lifetime psychosis 38.1% 69.0% 3.06 (1.63 —5.76) <0.001
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Medications

Antidepressants 45.5% 39.5% 0.91 (0.50 - 1.67) 0.452
Benzodiazepines 23.9% 39.5% 2.25(1.22 -4.12) 0.008
Lithium 30.7% 34.9% 1.31 (0.70 —2.43) 0.240

Figura 1 — Analise das escalas de sintomas para depressao (SUM-D) e mania (SUM-M)
antes e depois do inicio da clozapina para pacientes que iniciaram clozapina durante o

STEP-BD.
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Figura 2 — Diferencas nos escores de sintomas para depressio (SUM-D) e mania (SUM-
M) entre os grupos que receberam clozapina, olanzapina ou nenhuma das duas

medicacoes.

4,00 =

3,00

Adjusted score
S

— e
TR e

0,00 T T T T T T T T T

Months

=== Clozapine
-=== None
— Olanzapine



53

5 CONSIDERACOES FINAIS

A falta de evidéncia da clozapina no transtorno bipolar e a qualidade metodolégica dos
estudos existentes fazem sua recomendacdo em guidelines ser cautelosa. Ainda, a falta de
evidéncia de tratamento para o transtorno bipolar refratario, que considere o padrdo
heterogéneo do curso da doencga, e necessidade de embasamento para prescricdo da clozapina
nessa fase da doenga motivaram a realizagcdo desse estudo. Ele teve o objetivo de investigar o
uso de clozapina no transtorno bipolar utilizando dados do STEP-BD, no qual uma grande

amostra de pacientes com a doenga estava disponivel para anélise.

Um namero pequeno de pacientes recebeu clozapina durante o estudo. Mesmo assim,
foi possivel identificar marcadores de doenga mais grave e incapacitante, tais como psicose
durante a vida e estar em incapacidade como preditores do uso de clozapina, bem como a ndo
associacao do seu uso com comorbidades clinicas. Os dados também tornaram possivel
demonstrar o impacto clinico da clozapina em reduzir sintomas e hospitalizagdes em
pacientes que apresentaram significativamente maior chance de ter apresentado psicose ao
longo da vida e estar em incapacidade quando comparada com a olanzapina. E nenhuma

morte ocorreu naqueles que utilizaram clozapina ao longo do estudo.

A forga desse estudo foi a inclusdo de uma propor¢do substancial de pacientes com
transtorno bipolar tratados sob condi¢des de pratica clinica didria, tornando seus resultados
altamente generalizaveis. Mesmo que poucos pacientes tenham utilizado clozapina durante o
estudo — o que compromete a representatividade da amostra e o poder do estudo — ¢
improvavel que a clozapina tenha sido prescrita para aqueles com melhor progndstico e de
forma que pudesse interferir nos resultados. Entretanto, o fato de ndo haver cegamento e de o

tratamento ndo ter sido randomizado s3o limitagdes importantes desse desenho. Além disso,
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tolerabilidade e seguranca nao foram analisadas e nem o papel que o contato com servicos de

saude aumentado demandado pelo uso da clozapina interfere nos desfechos.

E evidente a necessidade de confirmagdo dos achados do presente estudo em ensaio
clinico randomizado, conduzido preferencialmente em pacientes com doenga refrataria, bem
como estudos que analisem padrdes de seguranca e tolerabilidade. Ainda assim, mesmo
levando em consideracdo as limitagdes discutidas, foi possivel com os resultados desse
trabalho, corroborar e incrementar a evidéncia existente da clozapina para o tratamento do
transtorno bipolar em pacientes com caracteristicas de doenga grave. Dada a auséncia de
outros dados disponiveis, esses resultados podem ser uteis na tomada de decisdo no
tratamento de pacientes com doenga refrataria, ja que apontam para o potencial da clozapina

em melhorar desfechos em doenga resistente.
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7. ANEXOS

7.1 CLINICAL MONITORING FORM (CMF)
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