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ResUMo

objetivo: Estudar a evolução de longo prazo do transtorno bipolar (TB). Método: Onze pa-
cientes com TB do tipo I foram acompanhados de forma naturalística em um ambulatório uni-
versitário por cinco anos. Foram utilizadas a Escala de Impressão Clínica Global (versão TB), para 
a avaliação dos episódios afetivos, e a Escala de Evolução Strauss-Carpenter, para a avaliação do 
funcionamento sócio-ocupacional. Resultados: A maioria dos pacientes esteve sintomática a 
maior parte do tempo, apresentando predominantemente quadros depressivos. Em média, os 
pacientes ficaram em eutimia durante 47,7% do tempo. Apesar do baixo índice de hospitaliza-
ção, a maioria dos pacientes apresentou funcionamento deficiente quanto às atividades sociais e 
ocupacionais. Pior evolução quanto à vida ocupacional foi associada a menor número de meses 
em eutimia e a maior duração dos episódios depressivos. O número total de meses em eutimia 
se correlacionou negativamente com a idade e a duração da doença. Conclusão: Apesar do 
tamanho reduzido da amostra, nossos resultados parecem corroborar os da literatura. A maioria 
dos pacientes apresentou evolução desfavorável, com longos períodos sintomáticos, especial-
mente com episódios depressivos, e importante comprometimento sócio-ocupacional. 

aBstRaCt

Objective: To study the long-term follow-up of patients with bipolar disorder (BPD). Method: Ele-
ven outpatients with BPD type I were followed up naturalistically for five years at a university tea-
ching hospital. The Clinical Global Impression Scale (BPD version) was used to evaluate the occurren-
ce of affective episodes, and the Strauss-Carpenter Outcome Scale was used to evaluate social and 
occupational functioning. Results: The majority of patients were symptomatic most of the time, 
with predominantly depressive episodes. Overall, patients remained euthymic a mean of 47.7% of 
the time. Despite a low rate of hospitalization, social and occupational functioning was poor in the 
majority of patients. A poor disease course with respect to work-related functioning was associated 
with fewer months of euthymia with a longer duration of depressive episodes. The total number of 
months of euthymia negatively correlated with the patient’s age and disease duration. Conclusion: 
Despite the small sample size, the present findings appear to corroborate previous studies on the 
evolution of BPD. Most of the patients had a poor disease course, with long symptomatic periods, 
particularly depressive episodes, and significantly impaired social and occupational functioning.
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intRoDUCtion

The first descriptions of what is now referred to as bipolar 
disorder (BPD) emphasized the more benign nature of the 
disease compared with schizophrenia. Falret highlighted the 
existence of an “interval of lucidity” within circular madness 
(i.e., the return of a normal affective state between the states 
of mania and melancholy)1. Kraepelin claimed that manic-
depressive insanity differed from dementia praecox because 
of the absence of a progressive course of deterioration1. In 
fact, the diagnosis of BPD disorder implies a more favorable 
prognosis than schizophrenia2. However, several recent stu-
dies have shown that BPD prognosis is not as favorable as it 
was believed some decades ago3-5.

The present study described the first five years of follow-
up of 11 patients with a BPD type I diagnosis treated as  
outpatients at a university teaching hospital in Rio de Janeiro, 
Brazil. Scales for the evaluation of symptoms and psychoso-
cial function were regularly applied to analyze the long-term 
course of the disease in these patients.

MetHoDs

Sample

The study was conducted in the outpatient center for bipolar 
disorder research at the Institute of Psychiatry, Federal Uni-
versity of Rio de Janeiro, Brazil. To be included in the study, 
patients had to be at least 18 years of age and to meet the 
criteria defined by the Diagnostic and Statistical Manual of 
Mental Disorders (DSM-IV)6 for the diagnosis of BPD type I 
evaluated using the Structured Clinical Interview for DSM-IV 
Disorders (SCID)7. Individuals were excluded only if they did 
have no attend consultations at least once per month for a 
period of five years. All participants gave written informed 
consent before enrolling in the study, which was approved 
by the local ethics committee.

This report refers to the first 11 patients to reach the es-
tablished five year duration of follow-up with the regularity 
required by the research protocol. Of these, nine patients 
were female, and two were male. Ages ranged from 29 to 
70 years at the beginning of treatment, with a mean age of 
41.5 years (SD = 12.3 years). The mean age at onset of the 
disease was 28.0 years (SD = 8.6 years; range, 15 to 43 years). 
The duration of the disease ranged from 1 month to 40 years, 
with a mean of 13.7 years (SD = 6.1 years). Seven of the ele-
ven had prior psychotic episodes, five of these with mood-
incongruent delusions or hallucinations. There was also a 
case of prior postpartum depression. The mean number of 
previous psychiatric hospitalizations was 2.1 (SD = 1.7), with 
only two patients never hospitalized and one admitted to a 
hospital five times. Two of the patients had a previous history 
of suicide attempts. Four patients had comorbid psychiatric 

disorders. One presented agoraphobia without panic disor-
der, and three had obsessive-compulsive disorder. One of 
these three also had a specific phobia.

Clinical evaluation

The patients were followed up naturalistically using the Cli-
nical Global Impressions – Bipolar Disorder version (CGI-BP)8 
as an evaluation instrument at each visit. Only the first item 
of this scale was used. Scores on this scale ranged from 1 
(normal) to 7 (very severely ill). The criterion used to define 
euthymia was a score < 3 (mildly ill), both for mania and de-
pression. A cut-off score ≥ 3 was used to indicate the presen-
ce or absence of manic and depressive syndrome. The cri-
terion used to define episodes was score ≥ 3 for depression 
and < 3 for mania, to define depressive episode; score < 3 for 
depression and ≥ 3 for mania, to define manic episode, and 
score ≥ 3 for both, to define mixed episode.

Additionally, the first three items of the Strauss-Carpenter 
Outcome Scale (SCOS)9 were employed annually to evaluate 
patients over the previous 12 months. For each of these three 
items, which estimate non-hospitalization (item 1), social 
activity (item 2), and employment (item 3), a score ranging 
from 0 to 4 was assigned, with higher scores corresponding 
to better evolution. All patients were evaluated by the same 
psychiatrist (EC) throughout the five year study. The fourth 
item was not used because it deals with the assessment of 
symptoms over the last month, best assessed by using the 
CGI-BP.

ResUlts

Only two patients remained euthymic at least 75% of the 
time. Other three were symptomatic for no more than 25 
days. Six of the 11 patients remained symptomatic more 
than 50% of the time. Two patients were euthymic for a ma-
ximum of six months in the five year period. Overall, the pa-
tients were euthymic an average of 47.7% of the time.

Eight patients spent more time in a depressive state than 
in a manic state, whereas three patients spent more time in a 
manic state than in a depressive state. Depression accounted 
for 24.4% of the time, whereas mania accounted for 15.5% of 
the time, and a mixed state accounted for 12.3% of the time. 
Overall, when patients were symptomatic, depressive epi-
sodes were longer than manic episodes. Then, on average, 
each patient had 5.5 manic episodes, 5.0 depressive episo-
des, and 3.5 mixed episodes. 

All of the patients had psychotic symptoms at some point 
during the five year follow-up period. Four patients were ad-
mitted to a hospital. Of these, one was admitted once, two 
were admitted twice, and one was admitted three times. 
Despite this, there were no cases of suicide attempts during 
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this time. Two of the nine women in the study became preg-
nant during the five year period. Of these two, one became 
pregnant twice during the follow-up period. For this reason, 
these two women were the only participants who disconti-
nued their medication for a period of time.   

Patients spent most of the time taking two (on average 
22.73 months) to three (on average 21.09 months) medica-
tions. While in use of mood-stabilizing drug (e.g., lithium, car-
bamazepine, valproate, or lamotrigine), in 30.2% of time was 
necessary to associate one second mood-stabilizing drug, 
to improve the treatment. Moreover, even were associa-
ted, others medications. Benzodiazepines, on average, were 
used by 29 of the 60 months, antipsychotics by 21.37 mon-
ths and antidepressants by 5.91 months. Only one of the six 
who used antidepressant had mood switches within a 24 h 
period. This occurred spontaneously in another six patients. 
Eight also switched from mania to depression or vice-versa.

Regarding the results of SCOS, seven patients presen-
ted the maximum score on item 1 (non-hospitalization), i.e. 
they were not admitted to a hospital at any time during the 
follow-up period. In all 11 patients, mean scores were ≥ 3, 
corresponding to a period of hospitalization of less than 3 
months in the previous 12 months. No patient received the 
maximum or minimum scores on item 2, which refers to so-
cial functioning. Six patients had mean scores < 3. This score 
corresponds to meeting with friends at most, two or three 
times per month. Three of these had mean scores lower than 
the corresponding monthly meetings (score 2). With respect 
to item 3 (employment), although two patients had satisfac-
tory scores (each with the maximum score during the five 
year period), all of the remaining patients had mean scores < 3. 
This score indicates that the patient was employed most of 
the time in the previous year. Of these, five had mean sco-
res lower than the corresponding working more than half of 
the past year, but not continuously (score 3); and one had an 
mean score < 1, which corresponds to work less than half the 
time in the previous year.

A positive correlation was found between the total num-
ber of months of euthymia and the mean scores on item 3 
of the SCOS (r = 0.613, p = 0.045). A negative correlation was 
found between the total number of months of depression 
and the mean scores on item 3 of the SCOS (r = -0.84, p = 
0.001). Finally, negative correlations were found between the 
total number of months of euthymia and age (r = -0.755, p = 
0.007) and between the number of months of euthymia and 
the duration of the disorder (r = -0.744, p = 0.009).

DisCUssion

The present study followed-up 11 patients with BPD type I 
for a period of five years. The sample consisted of severely 
ill patients, with a mean disease duration of more than 10 

years. Moreover, almost all of the patients had a previous 
history of hospitalization, and two had attempted suicide at 
some point during their disease, although none had attemp-
ted suicide during the five year follow-up period.

The present results indicate that, despite the low rate of 
hospitalization over the five year follow-up period, patient 
evolution was generally poor. The majority of patients were 
symptomatic most of the time, with predominantly depres-
sive states. These findings are consistent with previous re-
ports3-5,10. All of the patients had psychotic symptoms, and 
seven had experienced both manic and depressive episodes 
within the same day. Additionally, the majority of patients 
had poor social and occupational functioning, which is also 
consistent with previous reports3,10-13. 

The present study was conducted in an outpatient de-
partment at a university teaching hospital, which is connec-
ted to an infirmary for short-term hospitalization. A health-
care unit with these characteristics often receives referrals 
of severely ill patients, which may explain the unsatisfactory 
disease course found in the majority of patients in this sam-
ple. Notably, however, these patients received appropriate, 
uninterrupted treatment throughout the study period. Con-
versely, a large proportion of individuals who suffer from BPD 
presents low treatment compliance14. In such cases, disease 
progression may be even worse. This might have been the 
case for several patients who began but interrupted their 
treatment and thus failed to meet the inclusion criteria for 
this study.

The present findings also suggest an inverse relationship 
between occupational functioning and symptom duration, 
especially periods of depression, a result that was reported in 
other studies3,12,13. Moreover, BPD prognosis tended to be less 
satisfactory in older patients. This latter finding corroborates 
the observation that the affective episodes in BPD become 
more chronic and less responsive to treatment over time15.

In this preliminary study, the disease course of BPD pa-
tients was evaluated over a relatively long period of time, 
and symptomatology assessment was performed monthly. 
Nevertheless, the main limitation of the study was the small 
sample size. Therefore, these findings must be interpreted 
with caution. Further studies with larger sample sizes should 
be performed to obtain a more accurate view of the evolu-
tion of this mental disorder

ConClUsion

Despite the small sample size, the present findings appear to 
corroborate previous studies on the evolution of BPD. Most 
of the patients had a poor disease course, with long symp-
tomatic periods, particularly depressive episodes, and signifi-
cantly impaired social and occupational functioning.

Follow-up of bipolar disorder
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