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Abstract

Objectives: The aim of this study was to assess the prevalence and the impact of subclinical
depressive symptoms (SDS) on the functional outcome of bipolar II (BD) outpatients in remis-
sion. Methods: Cross-sectional and prospective 16-week study of a cohort of 739 euthymic BD
patients included by 94 investigators in Spain. Clinical stability was assessed at baseline and
week 16 with the Clinical Global Impression scale for BD (CGI-BP-M), depressive symptoms
at baseline with the Hamilton Depression Rating Scale (HDRS), the Montgomery-Asberg Scale
(MADRS) and the self-applied Center for Epidemiologic Studies-Depression Scale (CES-D).
Functional status was evaluated with the Social and Occupational Functioning Assessment
Scale (SOFAS) and Social Adaptation Self-evaluation Scale (SASS). Results: The sample of
type II BD was composed by 202 patients. SDS were detected in 21.3% of patients (95% IC
=15.9 to 27.6) at baseline. In apparently symptom-free patients, the incidence of SDS after
16 weeks was 29% (MADRS >7). At baseline, SDS patients compared to non-SDS presented
poorer social-occupational performance (SOFAS mean difference -13.3, 95% CI from -17.1
to -9.5) and poorer social adjustment (SASS mean difference 4.3, 95% CI from -7.0 to -1.7).
Depressive symptoms were inversely related to functional status and social adjustment:
MADRS-SOFAS correlation coefficients r = -0.55 (p<0.0001) and MADRS-SASS correlation
coefficients r = -0.43 (p<0.0001). The self-applied questionnaire identified additional ca-
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ses with depressive symptoms at baseline,
showing a SDS-Total prevalence of 51%
identified by any method. A MADRS score 5
showed 0.75 sensitivity and 0.69 specificity
in the detection of cases with possible SDS
based on self-reported results as gold stan-
dard. Conclusions: Depressive symptoms in
apparently remitted type II BD outpatients
are common and as frequent as in other BD
subtypes. These subclinical symptoms result
in adverse occupational outcome and social
maladjustment. MADRS and self-applied
questionnaires during follow-up visits may
provide important information about type II
BD patients’ mood status and functionality.

Key words: Bipolar II, depressive symptoms,
subsyndromal.

Titulo: Sintomas depresivos subsintoma-
ticos en trastorno bipolar II: un estudio
de cohorte de servicios de salud comu-
nitarios

Resumen

Objetivos: Evaluar la prevalencia y el impac-
to de los sintomas depresivos subclinicos
(SDS) en el resultado funcional de pacientes
externos de bipolaridad II (TB) en remision.
Meétodos: Estudio transversal y prospectivo,
de 16 semanas de duracion, de una cohorte
de 739 pacientes eutimicos de TB incluidos
por 94 investigadores en Espana. La esta-
bilidad clinica se evalud, en la linea base y
en la semana 16, con la Escala Impresion
Global Clinica para TB (CGI-BP-M); los
sintomas depresivos, en la linea base, con
la Escala de Calificacion de la Depresion de
Hamilton (HDRS), la Escala Montgomery-
Asberg (MADRS) y la Escala Autoaplicada
para la Depresion del Centro de Estudios
Epidemiolégicos (CES-D). El estado funcio-
nal se evalu6 con la Escala de Evaluacion
del Funcionamiento Social y Ocupacional
(SOFAS), y la Escala de Autoevaluacion de
la Adaptacion Social (SASS). Resultados: La
muestra de TB tipo II estuvo compuesta de
202 pacientes. Se detectaron SDS en 21,3%
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de los pacientes (95% IC = 15,9 a 27,6) en la
linea base. En pacientes que aparentemente
no presentaban sintomas, la incidencia de
SDS después de 16 semanas era de un 29%
(MADRS>7). En la linea base, los pacientes
SDS, en comparacién con los no SDS, de-
mostraban un desempeno social-ocupacional
mas pobre (diferencia media SOFAS -13,3,
95% IC de -17,1 a -9,5) y un ajuste social
mas pobre (diferencia media SASS -4,3,
95% IC de 7,0 a —1,7). Los sintomas depre-
sivos estaban relacionados inversamente
con el estado funcional y el ajuste social:
coeficientes de correlacion MADRS-SOFAS

=-0,55 (p<0,0001) y coeficientes de corre-
lacion MADRS-SASS r = -0,43 (p<0,0001).
El cuestionario autoaplicado identificé casos
adicionales con sintomas depresivos en la
linea base, y mostré una prevalencia total de
SDS de 51% identificada por cualquier méto-
do. Un puntaje MADRS = 5 mostré una sen-
sibilidad de 0,75 y una especificidad de 0,69
en la deteccién de casos con posible SDS,
basandose en los resultados autoreportados
como el estandar de oro. Conclusiones: Los
sintomas depresivos en pacientes externos
de TB de tipo II aparentemente en remision
son comunes y son tan frecuentes como para
los demas subtipos de TB. Estos sintomas
subclinicos tienen resultados ocupacionales
adversos asi como inadaptacion social. La
MADRS y los cuestionarios autoaplicados
durante las visitas de seguimiento pueden
ofrecer informacion importante acerca del
estado de animo y la funcionalidad del pa-
ciente de TB tipo II.

Palabras clave: Transtorno bipolar, sinto-
mas depresivos.

Introduction

Bipolar disorder (BD) is a com-
mon, chronic, serious condition
affecting approximately 0.8% (type
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I BD) and 0.5% (type II BD) of the
adult population (1,2), although
higher prevalence rates have been
described in Europe (3.3%) (3). Se-
veral studies have documented the
persistence of substantial depressive
morbidity among patients diagnosed
with unipolar or bipolar depression
receiving pharmacological treatment.
Figures close to 44.9% have been
advanced in patients who suffe-
red bipolar depression and 43.3%
in unipolar depression (4,5). Many
patients diagnosed with BD, despite
receiving appropriate treatment and
follow-up, may spend up to a third
of the year suffering from depressive
symptoms (6).

This predominantly depressive
nature of BD is now accepted fo-
llowing results of important pros-
pective cohort studies (7-11). Pre-
sence of residual symptoms has
also been documented to be clearly
related to the natural course of the
condition: not only to the duration
of the disease course but also to the
number of recurrences, factors that
have important implications for the
prevention of relapses (12-15).

Besides this significant role in
relation to relapse prediction, the
association of residual symptoms
with adverse functional impact on
patient’s life has also been descri-
bed (16,17); patients with subclini-
cal depressive symptoms present 3
to 6 times more functional impair-
ment than those who do not have
these symptoms (i.e. in various
domains such as work, housework,
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relationships with relatives and
friends) (15).

Therefore, the importance of
identifying and appropriately trea-
ting these symptoms is widely ac-
knowledged, so that patients can
obtain complete disease remission
and thus their clinical outcomes in
the long-term is improved (14).

Type II BD is a serious recurrent
condition, with chronic depressive
features and course that are much
more serious than previously be-
lieved (18,19). Consequently, it is
important to describe the frequency
and outcome of such chronic subcli-
nical symptoms specifically related
to type II BD patients.

A wider study of which this pu-
blication represents a patient subset
was conducted in our setting with
the primary objective of obtaining
a cross-sectional estimation of the
subclinical depressive symptoms
(SDS) present among BD sympto-
matic stable patients cared for in
spanish community mental health
services (20). The present study aims
to report the prevalence and 16-week
incidence of depressive symptoms
in subsample of type II BD patients.

The present study (SIN DEPRES-
type II-BD) also aimed to ascertain
the most suitable methods for de-
tecting subsyndromal depressive
symptoms in type II BD patients,
that would be applicable in clinical
practice, thus enabling clinicians
to detect prevalent cases in order to
put in place appropriate therapeutic
strategies.
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Materials and Methods

This is a cross-sectional, pros-
pective, 16-week epidemiological
study of a cohort of outpatients with
clinically stable bipolar disorder. The
study was conducted in 88 Spanish
centers which enrolled a sample of
consecutive outpatients attending
Community-based Mental Health
Services and private clinics.

Subjects

Patients over 18 years of age
with a well-established diagnosis
of bipolar II disorder according to
DSM-IV-TR criteria (21,22), who had
remained clinically stable for at least
the last month were recruitet. Clini-
cal stability was defined as a score
of “normal” or “minimal” severity
in the evaluation of the depression
and mania ratings of the Modified
Clinical Global Impressions scale for
Bipolar Disorder (CGI-BP-M) (23,24).
Patients had to have suffered at
least one acute episode in the last
five years prior to inclusion in the
study. Patients were excluded if no
reliable information was available at
the centre, or if they presented with
acute depression, mania, hypomania
or mixed symptoms at inclusion, if
they suffered from some other serious
psychiatric condition, current drug
addiction, other conditions affecting
the central nervous system, organic
brain disease or had suffered any
cranio-cerebral trauma, dementia,
or an uncontrolled serious medical
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condition or illness which could
produce secondary depression (e.g.
hypothyroidism). We also excluded
patients who had suffered a single
acute episode of bipolar disorder
and those patients participating in
clinical trials. The present report
shows the results corresponding to
type II BD patients.

At each centre, healthy volunteer
subjects were also selected from
clinics other than the psychiatric
department to become a control
group (HS). These were no members
of a BD patient’s family or staff from
the psychiatric department. Patient
inclusion was consecutive at each
centre and the voluntary subjects
were the last recruited cohort. The
study was conducted from April 2006
to March 2007.

The study was approved by the
Independent Ethics Committee of one
of the participating centers, Hospital
Clinic de Barcelona (25,26). All par-
ticipants were informed about the
study and provided written informed
consent prior to inclusion.

Procedure

The study objective and proce-
dures were explained to all subjects.
After obtaining their written infor-
med consent, the study data were
obtained by means of a clinical in-
terview and psychiatric examination.
The interview obtained information
about sociodemographic and clinical
data (including history of psychia-
tric disorders in first degree relati-
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ves), treatments received and also
the degree of treatment compliance
and satisfaction with this. The pre-
sence of depressive symptoms, the
patient’s social-occupational status
and functional performance in di-
fferent aspects of his/her life were
also assessed.

Participants, except healthy con-
trol subjects, were re-assessed at a
second visit after 16 weeks (+ 4 weeks)
regarding the intensity of depres-
sive symptoms; clinical worsening
occurring during the study period,
important life events that occurred
and which could have affected the
patient’s mood and the use of health-
care resources were also recorded.

Clinical assessment

In order to determine the stabi-
lity of the condition at baseline visit,
all patients were evaluated with the
Modified Clinical Global Impression
Scale for Bipolar Disorder (CGI-BP-
M) (23,24) ; the 17-item Hamilton
Depression Rating Scale (HDRS-17)
(27,28)was also administered to re-
cord and score any present depres-
sive symptoms and their severity
at the time patients were included
in the study. Depressive symptoms
were both evaluated at enrollment
and end of the study using the Mont-
gomery-Asberg Depression Rating
Scale (MADRS)(29,30).

The patient group with depressi-
ve symptoms was defined according
to the baseline result in the HDRS-
17 scale (total score). Prevalence
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of depressive symptoms was thus
defined as the percentage of patients
who obtained a total score indicating
“mild depression” (score 7 to 17) on
the HDRS-17 scale. The subclinical
depression status of the patients,
divided into two groups (subclini-
cal depressive symptoms — SDS, or
non-SDS), was defined by the score
on this scale.

A description of the depressi-
ve symptoms referred by subjects
themselves was obtained as supple-
mentary information. The Centre for
Epidemiological Studies Depression
Scale (CES-D)(31,32), a widely used
instrument to detect cases of de-
pression in the general population
(33) was likewise administered. The
frequency, but not the intensity, of
depressive symptoms reported by
the subject in the week before the
visit was also evaluated.

Evaluation of functional status

In order to evaluate the impact
of the condition on the patient’s
social-occupational life, the Social
and Occupational Functioning As-
sessment (SOFAS) (21) was used.

The impact of the condition on
the patient’s social life was evaluated
by means of the Social Adaptation
Self-evaluation Scale (SASS) (34-37).
This is a self-applied scale used in
depression studies to measure social
behavior and motivation, revealing
the patient’s perception of his/her
functional status according to di-
fferent roles and functional areas.
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Data analysis

The sample size calculation was
described elsewhere (20) in order to
determine the prevalence of the SDS
among BD patients, reported to be
around 44,9% (4). Control group size
was calculated to detect differences
on the HDRS-17 scale total score
between healthy subjects and BD
subjects based on previous results
reported (38).

As a first step, type II BD patients
were compared to type I BD patients
with regards to socio-demographic
and clinical features to ascertain the
external validity of the study results.

An estimation of the prevalence
of SDS among type II BD patients and
the figure was also adjusted by the
population of the different Spanish
participating regions.

The mean total score on the
HDRS-17 scale for type II BD patients
was compared with the result obtai-
ned from the healthy control group
using a Student’s T-test, excluding
the item addressed to score the
awareness of the condition.

The prevalence result of SDS
among type II BD patients based on
the HDRS-17 scale, was combined
with the results obtained with the
self-applied CES-D questionnaire,
considering a score of over 15 as
a possible case of SDS. With this
information, the total prevalence
of baseline SDS in the sample (i.e.
total SDS) was defined; the SDS
rate detected by either one of the
two instruments was also recorded.
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The degree of consistency between
the two instruments, HDRS-17 and
CES-D was analyzed by a consistency
analysis using Kappa statistic.

In order to qualitatively charac-
terize the patients with a positive
result for SDS in only the self-applied
test (CES-D), these patients were
assessed with regards their socio-
demographic and clinical variables
and a comparison was made with
results from the CES-D and SASS
scales with patients who obtained a
positive result with both instruments
using a Chi-2 or Student’s T-test, as
appropriate.

We also analyzed whether pa-
tients with baseline SDS, according
to HDRS-17, presented a greater
risk of relapse during follow-up,
assessing the difference in the risk
of presenting a new episode among
patients according to their baseline
SDS status.

The relationship between sub-
clinical depressive symptoms and
social-occupational functioning was
studied by calculating correlation
coefficients.

The incidence of SDS was deter-
mined in type II BD patients appa-
rently in remission at baseline as-
sessment, who had no recurrences
during the follow-up period. The
incidence of SDS was assessed by
two methods: (i) the proportion of
patients presenting with clinically
significant increases on the MADRS
scale (an increase of at least 50% on
the score in this scale relative to the
baseline resulting in a final score of
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more than 7) and (ii) the proportion
of patients who obtained a score of
more than 7 on this scale at the end
of follow-up (39).

To identify the best clinical
method for detecting depressive
symptoms at follow up with any of
the two scales used (HDRS-17 versus
MADRS), which not only showed the
best correlation with the result on the
self-reported CES-D scale but also
best correlated with the result of the
self-reported SASS was selected. This
was achieved by calculating Pearson
and partial correlations (40). Once
the scale had been selected according
to these two criteria, the best cut-off
point by means of ROC curves was
determined, considering the result
of the self-applied depression ques-
tionnaire as the “gold standard” (or
external validation variable).

All the statistical tests were in-
terpreted considering a significance
level of 5%. No corrections were made
for multiple comparisons and all
differences were considered in order
to increase the possibility of finding
differences (41). A non parametric
approach was considered for the
analysis of parameters based on
time estimations, or for those mea-
surements with a non-normal distri-
bution. The SAS statistical package,
release 8.2 (SAS. Institute Inc., 2005),
was used for all statistical analyses.

Results

The study included a sample
of 761 BD [ and II patients , 739 of
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whom were included in the analy-
sis. Those excluded (n = 22) were
deviations from the protocol due to
failing to meet the stability criteria
(CGI-BP-M), having presented less
than one acute episode in the last
S years or presence of another me-
dical condition such as hypothyroi-
dism. The group of healthy volun-
teers comprised 91 subjects. Table
1 describes the sociodemographic
and clinical characteristics of all
the participants. The most common
type of bipolar disorder was type I
(n= 537, 72.7%), followed by type
II (n =202, 27.3%). At baseline,
type II patients were older than
type I BD patients, and within
this group, there was also a higher
proportion of women and people
living independently compared to
type I BD. With regards to clinical
variables, type II patients were also
older than type I patients at the
age of first episode and on average
suffered more episodes per year.
Furthermore, there was a higher
rate of these with a past history of
depressive episodes among BD type
II patients, and the last depressive
episode was also closer to baseline
visit, compared to type I BD pa-
tients (see Table 1 for results re-
garding all variables). As expected,
most type II BD patients suffered
at least one depressive episode in
the past (98%, n = 198), and this
was the desease polarity for the
most recent episode for the majo-
rity of patients in this subsample
(70.8%, n = 143).
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Subclinical or mild depression de-
tected by interview

Among type II BD patients, sub-
clinical depressive symptoms were
detected in 43 out of 202 cases,
21.3% (95% IC =15.9 to 27.6). Only
one patient obtained a score indi-
cating high desease severity (score
higher than 17 on HAMD-17), who
has been not included in the SDS
prevalence figure. The adjustment to
population of Spanish participating
regions did not provide additional
information, resulting in similar
percentages (21.3%; 95%IC=21.2%
to 21.3%). Table 2 shows the socio-
demographic and clinical charac-
teristics of the type II BD sample
according to SDS status (SDS or
non-SDS). Both groups, SDS and
non-SDS, were comparable regar-
ding sociodemographic and clinical
variables, with the exception of the
duration of clinical stability. For
this variable, the results sugges-
ted that SDS patients, at baseline
assessment, had spent less time
clinically stable in comparison with
non-SDS patients. For the whole BD
type I sample, clinical stability lasted
nearly one year; for SDS patients it
was less than one year and this re-
sulted in a mean difference of about
7.8 months of shorter stability period
(DE 28.9) compared to non-SDS
patients. No significant association
was observed between the polarity
of the most recent episode and the
presence of subclinical depression,
that is, SDS status.

Rev. Colomb. Psiquiat., vol. 40, Suplemento 2011

Figure 1 shows the mean se-
verity obtained for each item on
the HDRS-17 scale in type II BD
patients according to SDS status;
item severity was greater for SDS
than for non-SDS patients, the di-
fferences being particularly marked
for those items related to insomnia
and psychic anxiety depressed mood
and impact on work and activities.

Table 4 shows the results ob-
tained from clinical examination at
both study visits (Baseline and End
of study).

Validity of the measurement of
depressive symptoms

The difference found between
type II BD and control subjects (CS)
groups on the HDRS-17 scale score
showed a mean of 2.7 points (95%
CI = 1.9 to 3.4): type Il BD patients
obtained higher scores than healthy
control subjects (table 2); when speci-
ficitems were analyzed, patients with
type II BD obtained higher scores
than the healthy control subjects in
the majority of items except for the
following items where both groups
showed similar results: (item 4) in-
somnia early , (item 6) insomnia late,
(item 12) gastrointestinal symptoms,
(item 15) hypochondria and (item 17)
weight loss.

CS participants were comparable
to type II BD patients, exhibiting
similar sociodemographic variables
except that CS being slightly younger
(mean difference of 7 years, SD 12.4,
95% CI = 3.7 to 10.4, p<.0001) and
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Figure 1. HAMD-17 items for control group and for type Il BD
according to the presence of subclinical depression.

& &S
A AR A S
& & & & &
oF < « &

BD type Il patients

Non-SDS (n=158) wmSDS (n=44)

OHS (n=91)

* p=0.05
**p<0.001
*p<0.0001

-

Severity of Hamilton Depression Rating Scale (HDRS-17) items for Healthy Subjects and for
type II Bipolar Disorder Patients (N=202) during an outpatient follow up visit. Clinical profile
of depression symptoms is displayed according to the presence of subclinical depressive
symptoms at baseline assessment (SDS status as a score of 7 or above on HDRS-17). Results
obtained from the control group (HS) are also displayed. Significant differences were observed
for all items among BD patients according SDS groups, meaning that SDS patient showed
more severity in all items (statistical significances are included for each item within the figure).

having a higher level of education
(44.4% of the CS had university
degrees, versus 27.9% in the type
II BD group) (table 1). Therefore,
HDRS-17 resulted a valid measure
of depressive symptoms among as-
ymptomatic subjects, specifically for
type II BD patients.

Self-reported depressive symptoms
and prevalence of total SDS

The percentage of patients with
scores showing mild depression in

15

the CES-D scale was similar to the
percentage of patients detected by
clinical interview, 15.4% (31/202,
95% CI = 10.7 to 21.1). However,
and not coinciding with the results
obtained with the HAMD-17 scale,
an additional group composed of 59
patients were identified as having
moderate-severe depression in this
self-applied questionnaire (i.e. a sco-
re of 21 or more). Thus, and added
to the other group, a total of 45.5%
of subjects had depressive symptoms
(92 cases out of 202) according to

Rev. Colomb. Psiquiat., vol. 40, Suplemento 2011
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the self-applied questionnaire. The
two detecting methods (i.e. HDRS-
17 and CES-D) were concordant, in
relation to a positive SDS status, in
33 out of 202 type II BD patients;
59 new additional cases of possible
subclinical depression were identified
with the self-applied questionnaire,
being non-SDS according to clini-
cal interview. In this way, very few
patients obtained a normal score
on CES-D when being identified
as SDS patient by HAMD-17 (5%,
11 out 202). The resulting kappa
consistency coefficient was 0.27
(95% CI = 0.15 to 0.39, p<0.0001),
thus showing fair consistency (42).
Therefore, with the two assessment
tools, 51% (103 out 202) of the type
II BD patients studied presented
some degree of the depressive symp-
toms as identified by either method
(SDS-Total).

Table 3 shows the results obtai-
ned following the comparison bet-
ween patients who were only detected
by the self-reported questionnaire
(n=59, 57.2% of Total-SDS) with
those detected by both methods
(n=33, 32.0% of Total-SDS) regar-
ding self-reported measurements.
As regards sociodemographic and
clinical features, patients detected
only by self-reported methods were
slightly older than those detected
by both methods; patients showing
depressive symptoms by clinical in-
terview had a mean age of 43.2 years,
(SD 13.1), whereas patients detected
only by self-reported methods had
a mean age of 51 years (SD 12.6)

283

(mean difference among groups of
7.8 years, SD 12.8, 95% CI = 2.3-
13.3, p < 0.0064). Age at the first
episode was similar for both groups,
in their early early thirties (p= 0.34)
but patients detected only by the
self-reported method showed a longer
stability period; differences showed
statistical significance with a mean
of 22 months, (SD 49.7) (median of
8 months, 95% CI 9.1 to 34.9) in
patients detected only by self-applied
questionnaire versus a mean of 8.9
months, SD 9.7 (median 5, 95% IC
5.5 to 12.3) of stability in patients
detected by both methods; mean
difference between groups was near
13 months (95% CI -4.3 to 30.5,
Wilcoxon test, p= 0.0422). Results
of clinical scales at baseline showed
lower intensity of symptoms in those
patients detected only by self-applied
tests in comparison with those detec-
ted by both methods: a mean on the
HDRS-17 scale score of 3.8, (SD 1.7)
versus 9.5, (SD 2.6) (p<0.0001) res-
pectively and a mean on the MADRS
scale of 5.7, (SD 4.0) versus 12.1,
(SD 12.0) (p<0.0001) respectively. A
better socio-occupational functioning
indicated by a mean score on SOFAS
of 82.2, (SD 12.2) versus 73.1, (SD
4.5) (p=0.0002) was also shown.
When comparing CES-D and
SASS scales with its factors, patients
detected only by the self-applied
questionnaire showed a slightly lower
frequency of depressive symptoms by
self-applied scale than those detec-
ted by both methods, with a lesser
irritability component and hopeless

Rev. Colomb. Psiquiat., vol. 40, Suplemento 2011
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feelings, as they obtained a signifi-
cant lower score on factor 3 of CES-
D (34). Some differences were also
found regarding social adjustment,
i.e. patients detected only by the
self-applied questionnaire showed
a better social adjustment as mea-
sured by SASS scale; specifically, a
better functioning either in familiar
and external relationships and in
behavior strategies (factors 1 and 4
of SASS, respectively) as well. (43).

Detection of SDS in clinical practice
and methodological aspects

The correlation between the
self-applied test and the clinical
depression rating scales showed that
MADRS score, but not the HDRS-
17 score, best correlated with the
self-applied test. The correlation
coefficients with CES-D were 0.59
(p<0.0001) for MADRS (figure 2) and

0.52 for HDRS-17 (p<0.0001). Both
instruments were administered du-
ring the same interview and they were
highly correlated (r=0.80, p<0,0001);
nevertheless, the partial correlation
analysis identified the MADRS scale
as the instrument most congruent
with the self-applied questionnaire:
partial coefficients with CES-D were
r=0.33, p<0.0001 for MADRS and
r=0.10, p<0.172 for HDRS-17, res-
pectively. The discriminant capacity
of the MADRS scale to identify the
patients positive for depression on
the self-applied test (“gold standard”)
was subsequently analyzed, using
the diagnostic performance or ROC
curve (figure 3). The area under
the curve obtained was close to 1,
indicating a good discriminant ca-
pacity for MADRS to identify those
patients reporting a high frequency
of depressive symptoms in the period
close to the visit.

Figure 2. Relationship between clinical and self-applied evaluation of depression.
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Change in SDS status, evolution of
depressive symptoms and inciden-
ce of SDS during follow-up

The prospective 16-week study
consisted in a sample of 181 type II
BD patients (89.6% of the baseline
sample) who underwent follow-up
assessment within the established
time period. Results of the sample
of 202 patients that completed both
visits regardless time window for fi-
nal visit are also reported regarding
their clinical measurements (table 4).

The MADRS score corresponding
to the baseline cut-off point defined
in the HDRS-17 scale was 8.5, ob-
tained by regression analysis as it
has been described elsewhere (20).
According to this cut-off point, over
half of the patients with subclinical
depression at baseline (55%, 23 out
of 42) changed SDS status after 16
weeks, with depressive symptoms
remitting to normal, whereas for
the remaining patients this was not
the case. Few of the patients in the
SDS group suffered relapses during
this period (3/42, 7%). Mean global
reduction of symptoms in the SDS
group at the end of follow-up was
—2.3 points in the MADRS scale (95%
IC =-4.1 to -0.5).

As for the incidence of SDS,
20.7% of the non-SDS cases at
baseline (25 out of 121 non-SDS
without relapses) increased their
depressive component, thus meeting
the established criteria for clinically
significant desease, and 4.7% (6 out
127) reported new episodes during

328

the follow up period. As a summary
measure, 29% of type Il BD patients
with a status of non-SDS in the ba-
seline assessment obtained scores
corresponding to mild depression on
the MADRS scale at the end of the
study (37 out 127).

Patients who reported important
life events prior to the assessment
(n=36), showed higher intensity on
depressive symptoms, mean score
of 5.5, (SD 3.8) on HDRS-17 within
this group versus a mean score of
4.1, (SD 3.1) for the group not re-
porting serious life events (n=166);
the mean difference between both
groups was 1.4 points on this scale
(95% CI 0.2 to 2.6, p=0.021). An
increase in depressive symptoms,
in patients registering an important
life events during follow-up (25 out
of 196, 13%; with a mean increase
of 5.5 points, SD 10 on the MADRS
scale; 95% CI = 1.4 t0 9.7) was found,
at variance of those registering no
such events (171 out 196, 87%)
who showed little variation (mean
(SD) —-0.04 (4.9); 95% CI = -0.8 to
0.7). The mean difference observed
between both groups was 5.6 points
on MADRS (SD = 5.7; 95% CI = 3.1
to 8.0, p<0.0113).

Predictive value of depressive
symptoms regarding recurrence

Considering the entire sample
of type II BD patients, 11 patients
presented new episodes of any po-
larity related to bipolar disorder
during the study period (5.5%). A

Rev. Colomb. Psiquiat., vol. 40, Suplemento 2011
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Figure 3a. Discriminant capacity of MADRS scale at Sin-Depress study. Data from 202 pa-
tients with bipolar disorder type II.
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Figure 3b. Selection of a cut-off score for MADRS scale
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positive association between sub-
clinical depressive symptoms and a
greater risk of suffering a new episode
was investigated. The analysis first
performed considered the definition
of SDS status as per the HDRS-17
score, followed by a further analysis
of the total-SDS status (according
to HDRS-17 and/or CES-D). No
risk of recurrence was associated
with any of the different definitions
of SDS status. No significant diffe-
rences were found between groups
when analyzing recurrences in either
the SDS group (x2= 0.246, d.f= 1,
p = 0.7), or in the total-SDS group
(x*=0.149, g.1=1, p=0.365). In this
last case, the risk of suffering a new
episode in the 16-week period was
3.9% in the total-SDS group (4 out
of 103) versus 7.1% (7 out of 98) in
the non-total-SDS group.

Subclinical depression and social-
occupational impact

Social-occupational scores regis-
tered in type II BD patients showed
a slight decline that remained at
the follow-up visit (table 4). Greater
impairment in baseline functional
status was found in the SDS group,
involving more difficulties related to
social, occupational or school life. In
addition, there was a smaller propor-
tion of patients in paid employment
(table 2) within the SDS group.

With regards to social ad-
justment, the SDS group patients
also showed a worse baseline ad-
justment than for non-SDS patients

383

(p=0.007), although no significant
difference between groups was found
at the final evaluation (p=0.051).
Analyzing differences regarding fac-
tors described by the SASS scale, it
was found that both patient groups
differed at their baseline assessment
in all SASS scale factors, except tho-
se related to social and intellectual
interests for which patients obtained
similar results regardless of their
baseline SDS status. At the end of
the follow-up period, however, both
groups only differed in the factor
related to family relationships and
behavioral strategies (p=0.02), the
rest of results being comparable.

An inverse correlation between
the depression rating and social-
occupational performance scales
was observed (table 5), this sugges-
ting that depressive symptoms have
a negative impact on the patient’s
social-occupational performance
and social adjustment, although
this only explains part of the ob-
served variability. In this context, it
was also found that, although both
scales were significantly correlated,
they evaluate different aspects of
patients’ lives (figure 4). A good
correlation was found between the
self-applied depression question-
naire and the SASS factor regarding
to patient’s functioning on the job
and leisure.

Discussion

The results of the SIN-DEPRES-
Type II BD study are consistent with

Rev. Colomb. Psiquiat., vol. 40, Suplemento 2011
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Table 5. Relationship between depressive symptoms and socio
and occupational functioning®

Socio and Occupational Functioning Depression Scales
(N =198)

HDRS-17 MADRS CES-D"
SOFAS -0.51%** -0.55%** -0.40%**
SASSPc  Total score -0.37%** -0.43%** -0.50%**
Factors
Factor 1
Functioning on the external relation- -0.36%** -0.4 1%** -0.46%**
ships.
FaCtOI: 2 ) ) ) _0.37** _0.44%* _0.54%%*
Functioning on job and leisure
FaCtor 3 *kk kkk kkk
Social and intellectual interests -0.25 -0.32 -0.32
Factor 4
Familial relationships and behaviour -0.39%** -0.42%** -0.51%**
strategies

CES-D: Center for Epidemiologic Studies Depression Scale.

SOFAS: Social and Occupational Functioning Scale.

SASS: Social Adjustment Scale.

p: statistical significance.

**p<0.001

**% p<0.0001

@ The results indicates a significant inverted relationship between depressive symptoms and
social and occupational functioning. The highest correlation coefficients were obtained
between the results from the same rater, either the clinician or the own patient. MADRS
showed highest correlation coefficients than HDRS-17 to Social and Occupational Functio-
ning measurements. Depressive symptoms as expressed by the patient’s itself (CES-D)
showed a high correlation with patient’s functioning on external relationships and on job
and leisure factors.

b Self-applied scale.

¢ According factor structure reported in Bosch, 2000.
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Figure 4. Relationship between the performance and social adjustment
evaluations that have been used.
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Spanish validation study of SASS, Social Adjustment Scale (Bobes, 1999). The scale was
administered to a sample of patients with a diagnosis of unipolar depression and construct/
criteria validation was assessed using GAF scale. The study showed that the theoretical
construct assessed by SASS scale was different from what is measured by clinical ratings
(Pearson correlation was r=0, 38). The SOFAS, Social and Occupational Functioning Scale,
pulls out from the GAF the measures of social, occupational, and school functioning to be
rated separately, using the same anchors and rating scale. SASS is a scale of behavioural
and social motivation, where a score between 35 and 52 is considered normal, while scores
below 25 are considered as social maladjustment (35).

prior studies and confirm the presen-
ce of an important depressive compo-
nent in patients with clinically stable
type II BD. Although these patients
receive maintenance treatment, a sig-
nificant number of them continue to
have mild or subclinical symptoms of
depression which go unnoticed. They
represented 21.3% of the patients as
evaluated by clinical interview, and
even it went up to close to 51% when
the evaluation was completed with
specific self-applied tools.

40§
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The observed SDS rates were
similar in the type I and type II
BD subsamples, without significant
differences in prevalence rates, i.e.
SDS prevalence of 15.9% (CI = 12.8
to 19.0%) for type I BD (20) being
observed. In prior studies, the two
disorders showed similar features,
i.e. largely characterized by mode-
rate or subsyndromal depressive
syndromes during the course of
the condition (7-9), and also similar
periods of time that patients present

nto 2011
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with these symptoms (16). Therefore,
type II BD is not the mildest form of
bipolar disorder; it is also a serious
condition.

The sociodemographic and cli-
nical differences between BD I and
II patients, suggest that the sample
is representative of the BD II clinical
population. This is based on the fact
that differences observed between
type I and type II patients are consis-
tent with those commonly described
and expected (19). Among type II
BD, there was a higher proportion
of women and a higher proportion of
patients with an independent living
style. Regarding clinical aspects, type
II BD patients were older at the age
of first episode, on average suffered
more episodes per year, and the past
history of depressive episodes was
more common than in type I BD.
Therefore, our results, related to type
II BD patients could be considered
as holding an appropriate external
validity.

The characterization of type II
BD patients suffering SDS at the
baseline visit suggests that depres-
sive components identified during
the clinical interview could be, in
some patients, related to the re-
covery from a previous episode as
it was detected in our study: In
other words, depressive symptoms
would be more severe in patients
who suffered an episode shortly be-
fore the control visit. The performed
analysis, however, should be taken
with caution due to the dissimilar
sizes of the compared groups and

Rev. Colomb. Psiquiat., vol. 40, Suplemento 2011

the multiple comparisons perfor-
med. Our results should therefore
be confirmed by future studies with
comparable samples in relation to
group size and SDS status.
Furthermore, SDS patients were
clinically characterized by greater
intensity of all the symptoms evalua-
ted by the HDRS-17 scale, and even
more severity regarding symptoms
like insomnia, psychic anxiety and
interference of these symptoms on
patient’s job or main activity. These
findings suggest the relevance of the
impact of depression symptoms on
patients’lives. At the end of follow up
period, at least half of the patients
who presented SDS at the baseli-
ne assessment had reduced their
depressive symptoms to levels that
are considered to be normal. Factors
related to this normalization have not
been investigated and the end of the
follow-up program between study
visits was variable, depending on
the regular practice at each centre.
Depressive symptoms evaluated
by the HDRS-17 scale were specific
for type II BD patients; this group
of patients showed more intense de-
pressive symptoms when compared
with the results obtained in the CS
group. The estimated prevalence
of SDS was valid and specific for
the studied population and differs
from what would have been found
in non-clinical samples i.e. from
the general population. The inter-
pretation of these results should
consider the differences observed
in sociodemographic variables bet-
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ween the group of patients and the
healthy volunteers. Hence, the CS
group was younger than the group of
patients with type II BD. The impact
of this variable on the prevalence of
depression has been established in
epidemiological studies (44), showing
that younger people are exposed to
a greater risk of mental disorders
(such as mood, anxiety and alcohol
disorders). Although a psychiatric
diagnosis was cause for exclusion
from the CS group, we believe that
the effect of this variable on the
detection of depressive symptoms
was limited.

Although there is no consensus
in the definition of SDS used in the
literature, the results of this study
are in line with published prevalence
estimations for subsyndromal de-
pression. Bennazzi et al (4) found
residual depressive symptoms in
44.9% of the evaluated patients
with type II BD, and the Stanley
Foundation Bipolar Network study
found a prevalence of 38%, using the
Inventory of Depressive Symptoma-
tology Clinicians Rating (ICS-C) (15).
Comparisons are difficult because of
the heterogeneous definitions used
in the different studies (45).

The first prevalence rate derived
from the HDRS-17 scale provides a
figure based on a robust clinical tool
widely used in psychiatry. On the
other hand, the information about
emotional status provided by the
patient by self-assessment seems to
adequately complement the informa-
tion obtained from the interview, as

LA

mentioned by some authors (39). Itis
important to mention that specifically
for type II BD, a poorer awareness
of their illness than patients with
bipolar I (46) has been described and,
moreover, variations on this factor
can contribute to the difficulty of
clinical assessment during follow up
visits. In this way, the relationship
between the level of insight regarding
depression status and self-reporting
measures was also analyzed for type
II BD patients. Correlation results
showed no significant relationships
between level of insight (i.e. regarding
depression as measured by item 16
on HDRS-17) and CES-D total score
(=-0.08, p= 0.28) neither with SASS
total score (= -0.07, p= 0.28). This
means that, at least on clinicaly sta-
ble type Il BD patients, self-reported
information about depressive mood
and social adjustment seems not be
influenced by the current patient’s
level of insight.

This study shows that patients
suffering from depressive symp-
toms close to a routine visit that
only obtained high scores in the
self-applied questionnaire, not only
exhibited less prominent depressive
symptoms, thus obtaining normal
results in a clinical interview, but
were also better adjusted to their
social environment and presented
better social and occupational per-
formance compared with patients
that were detected by both methods.
In relation to the associated factors,
older patients presented a greater
variability in the duration of clinical

Rev. Colomb. Psiquiat., vol. 40, Suplemento 2011
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stability, with a mean difference of
nearly one year in maintaining cli-
nical stability, than those patients
detected by both methods.

These findings allow to hypothe-
size, on the one hand, that self-
referred depressive symptoms can
reflect the impact of the chronicity
of the disorder on the patient’s emo-
tional status and, on the other hand,
that, as they record the most cogni-
tive aspects involved in depression,
they could represent the emotional
status prior to the development of
more intense symptoms, thus pre-
ceding clinically manifest depressive
symptoms. This would mean that
self-referred symptoms could, among
other, represent a possible predic-
tive factor for subsequent relapses
throughout the clinical course of the
disease, however this relationship
needs to be addressed in future
studies. These findings open lines
of research about the factors related
to the natural course of type II BD.

The CES-D scale was selected in
our study because it best evaluates
the cognitive features of depression,
whereas previous studies used Life
Chart Methods (LCM). That mainly
evaluates subjective mood. The CES-
D scale represents a reliable alter-
native to LCM, since it is a detailed
measurement of mood at a time close
to the visit, not requiring significant
memory effort by the patient and,
therefore, being an alternative for
complementing mood evaluation.
The CES-D is therefore a tool to be
considered for evaluating type Il BD

Rev. Colomb. Psiquiat., vol. 40, Suplemento 2011

patients during follow-up visits. .
This scale was designed to be used in
epidemiological studies in the gene-
ral population, although it has also
been clinically validated in Spain in
patients diagnosed with, and treated
for, affective disorders (32).

As for the detection of subclinical
depressive symptoms, the results
of this study support the use of the
MADRS scale in type II BD before
the widely used HDRS-17 scale. The
MADRS scale provides results that
were not only more consistent with
the self-reported measures, but also
were better related to the patient’s
social-occupational performance and
social adjustment in his/her daily
life. Accordingly, we suggest the
convenience of using the MADRS
scale in the follow-up assessments
on type II BD patients, and as well
as proposing a cut-off point of 5,
instead of either 7 or 8, to detect
patients with subclinical symptoms.

In relation to the incidence of
SDS among type II BD patients in
a 16-week follow-up period (i.e.
medium term), around 20% of the
type II BD patients, who were free
from symptoms at baseline, suffered
significant increases of depressive
symptoms, and up to one third of
the sample developed mild or sub-
clinical symptoms at the end of the
study period (MADRS scores over
cut-off values for mild depression).
In addition, an increase in the score
of around 5 points was significantly
associated with the occurrence of
important life events.
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Subclinical symptoms and social-
occupational performance

The relationship between de-
pressive symptoms and social-oc-
cupational performance, showing an
expected inverse relationship, was
confirmed in our study. The grea-
ter the depressive component, the
worse the performance. Subsyndro-
mal depressive symptoms evaluated
by the HDRS-17 scale seem to be
associated with worse psychoso-
cial performance compared with
asymptomatic patients (15,17,47). As
such, fluctuations in the depressive
components result in variations of
the socio-occupational functioning
and social adjustment.

The SASS scale was specifically
developed to evaluate the efficacy of
new anti-depressive treatments, and
it was validated in the general popu-
lation and in patients with unipolar
depression. Clinical trials indicate
that the information provided by the
scale during remission is independent
from the evaluation performed with
depressive symptom intensity scales
(43). This construct independence,
for instance from the HDRS scale,
was confirmed in the Spanish vali-
dation study; it has also been found
that this scale discriminates between
patients with different degrees of
depression (34). Consistent with this
finding, the SDS patient group in the
SIN-DEPRES-type II BD study obtai-
ned lower scores than the non-SDS
patients, not reaching social malad-
justment. We believe that the scale

M

is sensitive to the change of status
in a patient, reflects his/her disease
perception and is therefore a useful
tool for evaluating the response to
treatment in this context.

The analysis of the course of social
adjustment during the follow-up period
showed that the differences found bet-
ween groups according to the presence
of SDS tended to disappear at the end
of the study. When performing the
same analysis considering the total-
SDS group variable (that is, including
SDS detection by any method), the
baseline differences remained at the
end of the study. The total SDS group
obtained a mean SASS score of 34.8
(SD 8.2,95% CI 33.2 to 36.5), less than
the non-SDS group scoring a mean
of 40.6 (SD 6.6. 95% CI 39.2 to 41.9)
(p<0.0014), and showing poorer social
adjustment. These differences remai-
ned at the final assessment (p=0.0269)
both with regards to total score and to
all the SASS factors analyzed. Once
again, this result suggests that the
information obtained from self-applied
tests acceptably complements the
information derived from the clinical
interview; so, a combination of the
two assessments provides results con-
cerning these symptoms’ impact on
social-occupational performance which
allows to differentiate both groups
(when defined using both tools).

Predicting recurrence
Different studies have shown

that SDS in BD are associated with
an increased risk of recurrence (15).

Rev. Colomb. Psiquiat., vol. 40, Suplemento 2011
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In type II BD, the association between
depressive symptoms and the risk of
suffering new episodes in our study
was not positive.

A considerably low rate of re-
currence was found in the present
study compared to other prospective
studies, which document a 24.3%
recurrence after 6 months (14), or
35.9% after one year in type I BD
(48) and 61.2% after two years (49).
The NIMH Collaborative Study of
Depression, with 152 cases of type
I BD, found recurrence rates of 48%
and 57% after 1 year (50). The low
recurrence rate in the Sin-Depres
study could be explained in addition
to a short follow-up period, by some
other factors which could have con-
tributed to our negative result, like
the easy access to health care by the
Spanish public health care system
and the fact that all the patients were
treated and prospectively followed-
up. A study with a longer follow-up
period would provide a more precise
determination or rule out the rela-
tionship between SDS and risk of
recurrence in ambulatory patients.
In the STEP-BD study, the mean time
to recurrence of any mood episode
was 44.9 weeks (95% CI = 37.6 to
53.1) (14). This information, which
had not been published when the
present study was planned, should
therefore guide the design of future
research.

The present study has some li-
mitations. Only ambulatory patients
were included and since no inpatient
population was studied, this group

Rev. Colomb. Psiquiat., vol. 40, Suplemento 2011

may not be representative of a non-
epidemiologically selected sample of
patients with BD. The selection of
our cohort probably introduced some
bias in the results, as it comprises a
large number of patients with good
adherence to follow-up programs, a
better one than it is usually found
in clinical practice; this could partly
explain the finding of a low recurren-
ce rate. Another limitation is that, in
the definition of adopted prevalence,
the time that symptoms have been
present is not considered. In order
to achieve an appropriate predictive
power, we believe that, in future
studies, clinical evaluations should
not only contemplate depressive
symptoms but also be supplemented
with evaluations of manic-hypomanic
polarity symptoms.

In conclusion, type II BD is a
chronic affective disorder largely
dominated by minor or subclinical
symptoms of depression (according
to the definition) as 7.3. in type I
BD. Despite possible limitations of
this study, the data highlights the
frequency with which subclinical
symptoms persist and wax and wane
in ambulatory patients in whom the
disorder is classified as clinically
stable.
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