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a b s t r a c t

Objective: Persistent cognitive deficits in bipolar disorder represent a major impediment to functional
adjustment, but their static or progressive nature remains to be ascertained. The aim of this study was to
synthesize findings from longitudinal research in order to examine the trajectory of cognitive impair-
ment in bipolar disorder.
Method: A literature search was conducted through online databases covering the period between
January 1990 and February 2014. Two approaches were undertaken. First, the results of longitudinal
studies including neuropsychological assessment of stable bipolar patients at baseline and after a follow-
up period of at least one year were meta-analyzed so as to obtain overall test–retest effect sizes for
neurocognitive domains. Second, meta-analysis was restricted to longitudinal studies of bipolar patients
including a control group. Patients’ and controls’ overall test–retest effect sizes were compared.
Results: Bipolar patients’ performance on 14 cognitive measures remained stable after a mean follow-up
period of 4.62 years. When meta-analysis was restricted to controlled studies, no patient-control
differences were found regarding longitudinal cognitive outcomes.
Limitations: Test–retest differences for medication variables and mood state could not be controlled.
Sufficient data were not available to investigate a wider array of neuropsychological domains.
Furthermore, most primary studies included relatively short test–restest intervals.
Conclusion: To date, the available evidence from longitudinal studies is not in accordance with the
hypothesis of a progressive nature of cognitive deficits in BD. The implications of this finding for further
research are discussed.

& 2014 Published by Elsevier B.V.

1. Introduction

Bipolar disorders (BDs) comprise a heterogeneous group of
chronic and recurrent affective illnesses associated with impair-
ments in different aspects of daily living (Gitlin et al., 1995; Huxley
and Baldessarini, 2007; Jansen et al., 2012). Several studies have
revealed that a considerable number of bipolar patients exhibit
persistent cognitive dysfunctions, with medium-to-large effect
sizes of impairment noted for attention/processing speed, verbal
memory, and executive domains (Robinson et al., 2006; Torres et
al., 2007; Mann-Wrobel et al., 2011). Flawed neuropsychological
performance has been shown to be a strong predictor of functional
maladjustment both in cross-sectional (Dickerson et al., 2004;
Martino et al., 2008; Fulford et al., 2014) and longitudinal studies

(Tabarés-Seisdedos et al., 2008; Martino et al., 2009; Bonnín et al.,
2010). These considerations are particularly relevant to BDs, given
that between one and two thirds of bipolar patients do not
accomplish functional recovery even when syndromal recovery is
evident (Tohen et al., 2000; Strejilevich et al., 2013b). Hence,
neurocognitive dysfunctions are increasingly acknowledged as
a target area for treatment and research on this group of disorders.

Despite the growing awareness of the critical importance of
neurocognitive functioning to BDs’ outcome, data on the long-
itudinal trajectory of cognitive deficits across the course of the
illness are scarce and inconsistent. Some studies found a negative
association between the number of episodes, particularly manic
ones, and neurocognitive functioning (Robinson and Ferrier, 2006;
López-Jaramillo et al., 2010; Hellvin et al., 2012). These findings led
authors to suggest that the experience of successive episodes
might be related to progressive neurocognitive decline. The
evidence supporting that cognitive impairments increase as a
function of the number of previous episodes in bipolar patients
is summarized in a recent review (Post et al., 2012). Moreover, this
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association is usually considered as further evidence for illness
progression in BDs (Robinson and Ferrier, 2006; Berk, 2009;
Kapczinski et al., 2009; Post et al., 2012). However, almost all of
these hypotheses are primarily based on cross-sectional studies,
and the direction of causality is ambiguous (Martino et al., 2013b).
As evident, the best approaches to understanding the trajectory of
these deficits are longitudinal studies with serial neurocognitive
assessments. To date, longitudinal studies have been scant and
yielded mixed results: while some of them showed stable cogni-
tive deficits over time (Balanzá-Martínez et al., 2005; Mur et al.,
2008a; 2008b; Schouws et al., 2012; Gildengers et al., 2013), others
revealed a pattern of progressive deterioration (Moorhead et al.,
2007; Gildengers et al., 2009). Furthermore, most of them had
high probabilities of type II error owing to small sample size.

Broadening our knowledge on the longitudinal course of
cognition in BD is an indispensable step towards having a
complete description of these disorders. It would contribute to
better understanding of the pathophysiological mechanisms sub-
serving BDs, to identify targets for treatment, to determine
possible subtypes of the disorder, and to develop better therapeu-
tic strategies. The aim of the current work was to pool the results
of studies including cognitive measures of bipolar patients at
different time points in order to overcome sample-size limitations
and gain some insight into the longitudinal course of cognition in
BDs.

2. Method

2.1. Search strategy

Articles were retrieved from the online databases Pubmed/
PsychInfo using combinations of the following keywords: bipolar
disorder, manic, cognition, neuropsychology, longitudinal/long
term, prospective, follow-up, progression, stability, intelligence,
IQ, attention, learning, memory, and executive. The reference lists
of the studies identified for inclusion were also reviewed for
additional relevant reports.

2.2. Primary study selection criteria

Reports were considered for the current meta-analysis if they
met the following criteria: (I) Were published in a peer-reviewed
English language journal between January 1990 and February
2014. (II) Included a patient group aged over 18 years, with the
diagnosis of BD according to standardized diagnostic criteria (RDC,
DSM-III, DSM-IV, ICD-10, etc.). (III) Involved longitudinal study
design with neuropsychological assessment at baseline and after
a follow-up period of at least one year. (IV) Patients were
described as euthymic, stable or mildly symptomatic both at
baseline and after the follow-up period. (V) Provided data to
estimate effect sizes for patients’ differences between test and
re-test cognitive scores. (VI) Subjects were not given any specific
treatment to enhance cognition. (VII) Included at least one
cognitive measure that was examined in a minimum of three
studies. (VIII) Included at least ten subjects at both time points.

Additionally, if there were studies with overlapping content
based on the same patient sample, we considered the data from
the study with the longest follow-up period. Two studies on the
same patient group were only included if they reported different
cognitive measures.

2.3. Meta-analytic procedure

Meta-analyses were performed using the Comprehensive
Meta-Analysis software version 2.0 (Borenstein et al., 2005). Given

that only a small number of studies provided data from healthy
controls, and in order not to overlook the body of evidence
provided by single group longitudinal studies, two different
meta-analytic approaches were conducted. First, we included all
longitudinal studies, regardless of whether or not they included
a healthy control group. Subjects’ test–retest effect sizes (d) for
each cognitive measure were calculated by subtracting the average
score after follow-up from the average score at baseline and
dividing the result by the pooled standard deviations of both data
sets. Given that correlations between pretest and posttest scores
were not available, we used this approach in order to avoid
overestimation of the magnitude of effect, as recommended by
Dunlap et al. (1996) for the estimation of effect sizes in meta-
analysis of repeated measures designs. When studies reported
neuropsychological performance at more than two different time
points, we only considered the scores reported at baseline and
after the longest follow-up period, except in one case in which the
subjects included after the longest period were less than ten
(Yucel et al., 2007). Effect sizes were weighted using the inverse
variance method. Whenever subjects performed better after the
follow-up period we reported test–retest differences by positive
effect sizes. Second, we performed meta-analyses based only on
studies including a healthy control group both at baseline and
after follow-up. Hence, we obtained overall test–retest effect sizes
for both patients and controls.

The Q-test for heterogeneity was used to test the homogeneity
of the resulting mean weighted effect size for each variable and to
compare patients’ and controls’ overall test–retest effect sizes. The
I2 index was calculated to describe the percentage of total varia-
tion across reports due to heterogeneity rather than chance.
I2 values of 25%, 50%, and 75% indicate low, moderate, and high
heterogeneity respectively. Based on the small sample size and the
presence of heterogeneity in some of the analyses, we chose a
random effects model. A significance level of po0.05 was set for
the random effects model and homogeneity analyses.

2.4. Cognitive variables

For the purposes of this study, the results of reports utilizing
the same test or tapping approximately the same neuropsycholo-
gical construct were combined into a single summary measure.
Fourteen overall neuropsychological measures were obtained.
Crystallized Intelligence was explored using the full-scale National
Adult Reading Test (Nelson, 1982) and the revised Wechsler Adult
Intelligence Scale –WAIS- vocabulary/information scores
(Wechsler, 1955; 1997). Two distinct attention summary measures
were calculated using results of the Trail Making Test part A –

TMTA – (Reitan, 1958) and variants of the Continuous Performance
Test – CPT- (Conners and Staff, 2000). The test parameters
considered were ‘seconds employed to conclude the task’ and
‘target detection’ respectively. Immediate verbal memory was
assessed by means of word list learning (trials 1–5) of the
California Verbal Learning Test – CVLT- (Delis et al., 1987) and
the Rey Auditory Verbal Learning Test – RAVLT- (Rey, 1964). The
results of these tests were combined into a list learning overall
score. Delayed list learning was assessed by combining free
delayed recall measures of the CVLT and RAVLT. Verbal fluency
was assessed by means of tasks requiring either the naming of
words corresponding to a common category (animals) or words
beginning with a certain letter (Benton et al., 1983). Meta-analyses
for categorical and phonemic scores were conducted separately.
Processing speed was assessed using latencies (ms) on reaction
time tests. Overall measures for digit span were obtained by
combining the results of studies utilizing the WAIS Digit Span
scores. Forward and backward digit spans were meta-analyzed
separately. A measure of cognitive flexibility was obtained by
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combining the results of studies including the Wisconsin Card
Sorting Test – WCST- (Heaton, 1981). The parameter used was the
number of perseverative errors. Two different measures of execu-
tive control were obtained using the results of the Stroop test
(Golden, 1978) and the Trail Making Test part B (Reitan, 1958). The
parameters considered were ‘interference score’ and ‘time
employed to conclude the task’. Finally, a global cognitive score
was also computed by either pooling all domain effect sizes within
a study assessing multiple neuropsychological domains or using
global cognition scores when studies reported them.

3. Results

Our search strategy identified 35 studies exploring cognitive
functioning in bipolar patients at different time points. Twenty-
one of them were excluded as they did not meet the inclusion
criteria. Finally, 14 reports met all the inclusion criteria required
for this meta-analysis (Balanzá-Martínez et al., 2005; Burdick
et al., 2006; Moorhead et al., 2007; Yucel et al., 2007; Depp et al.,
2008; Mur et al., 2008a; 2008b; Tabarés-Seisdedos et al., 2008;
Delaloye et al., 2011; Schouws et al., 2012; Torrent et al., 2012;
Braw et al., 2013; Gildengers et al., 2013; Mora et al., 2013). Two of
them were excluded as they were based on the same sample used
in other study (Mur et al., 2008a; 2008b). The studies by Tabarés-
Seisdedos et al. (2008) and Balanzá-Martínez et al. (2005) were
based on the same sample but reported some different neuropsy-
chological data and were therefore not meta-analyzed together.
Twelve reports comparing the neurocognitive performance of at
least 357 BD patients at baseline with that exhibited after a follow-
up period (weighted mean¼3.33 years) were included in the
current review (Fig. 1, Table 1). Meta-analyses were performed
for 14 cognitive variables including, on average, 152 patients
followed for a mean period of 4.62 years. Finally, six reports
(Depp et al., 2008; Tabarés-Seisdedos et al., 2008; Delaloye et al.,

2011; Schouws et al., 2012; Gildengers et al., 2013; Mora et al.,
2013) enabled to compare the longitudinal course of cognition of
233 patients (mean follow-up period¼2.20 years) with that of 165
healthy controls (mean follow-up period¼2.18 years).

3.1. Meta-analytic findings

Patients’ test–retest effect sizes for cognitive variables, together
with their confidence intervals, significance tests, and homogene-
ity statistics are reported in Table 2. No significant effect sizes were
observed for any of the variables analyzed. The distributions of
effect sizes were highly homogeneous (Q-test p40.05, I2o25%)
for ten variables, namely crystallized IQ, TMTA, phonemic fluency,
continuous performance test, list learning, delayed list recall,
forward digit span, backward digit span, Stroop interference score,
psychomotor speed, and global cognitive score. In the presence of
high homogeneity, the same result could be obtained using either
a fixed or a random effects model. The hypothesis of homogeneity
was not rejected in any of the analyses performed, though a trend
towards significance of the Q-test was observed in the category
fluency analysis.

When restricting meta-analysis only to those studies including
a healthy control group, four summary measures were obtained:
backward digit span, Stroop (interference score), phonemic flu-
ency, and global cognitive score. No patient-control differences
were found for age in any of the four analyses. Significant
differences favouring controls were found for years of education
in three analyses, namely phonemic fluency (d¼0.59, CI¼0.05 to
1.14, p¼0.03), Stroop (d¼0.70, CI¼0.28 to 1.12, po0.01), and
backward digit span (d¼0.59, CI¼0.05 to 1.14, p¼0.03). The
within-group effect sizes for cognitive variables, together with
their confidence intervals, significance tests, and homogeneity
statistics are reported in Table 3. No significant test–retest effect
sizes were observed neither for patients nor controls. The hypoth-
esis of homogeneity was not rejected in any of the analyses

Studies of stable adult BD  
patients’ cognitive performance 
with test-retest period ≥ 1 year

k=15

Patients were not stable at both  
time points/ information about 
mood state was not available 

k=11

Studies of adult BD patients’  
cognitive performance at two time 

points k=31

Studies of BD patients’ cognitive  
performance at two time points, 

published between January 1990 
and February 2014

k=35
Were based on pediatric patients

k=4

Studies of stable adult BD patients’  
cognitive performance at two time 

points k=20

Were based on the same patient   
sample k=2

Provided data only for tests used in 
fewer than three studies k=1

Studies included in the meta-
analysis k=12

Follow-up period < 1 year
k=5 

Fig. 1. Selection process for the primary reports included in the meta-analysis.
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Table 1
Studies included in the current meta-analysis.

Primary study Sample BD
(type)/HC

Mean age at
baseline (SD)

Follow-up
(years)

Mood state
(baseline)

Mood state
(follow-up)

Cognitive
variables

BDs' Test–
retest ES

HCs' Test–
retest ES

Balanzá-Martínez
et al. (2005)

15(I)/26 41.5 (11.1) 3 Stable Stable TMTA 0.47 NA
HDRS: 3.4 (2.9) TMTB 0.47
CARS-M factor1: 1.3
(1.8)

WCST (perseverative
errors)

0.14

Braw et al. (2013) 31(I–II)/31 41.10 (13.43) 2 Stable, minimally
symptomatic

Stable, minimally
symptomatic

Processing speed 0.3 NA

HDRS: 11.0 (4.4) HDRS: 11.1 (8.4) CPT (target detection) 0.01
YMRS: 2.5 (1.7) YMRS: 3.7 (3.0)

Burdick et al.
(2006)

16(?) 38.1 (5.7) 5 Euthymic (criteria NA) Euthymic (criteria NA) Crystallized IQ -0.22 NA
SADS(D): 2.5 (1.6) SADS(D): 2.6 (1.1) TMTA 0.33
SADS(P): 1.4 (0.7) SADS(P): 1.3 (0.6) TMTB -0.2

Phonemic fluency 0.52
List learning 0.53
Delayed list recall 0.52
WCST (perseverative
errors)

0.63

Global score 0.26
Delaloye et al.
(2011)

15(I–II)/15 67.93 (5.18) 2 Euthymic (GDSo5
YMRSo5)

Euthymic (GDSo5,
YMRSo5)

Processing speed �0.1 �0.2
Stroop (interference score) �0.09 �0.17

Depp et al. (2008) 35(I–II)/35 57.7 (10.0) 1.3 Stable, minimally
symptomatic

Stable Global score 0.16 0.26

Gildengers et al.
(2013)

47(I–II)/22 68.0 (9.3) 2 Euthymic (HDRSo10,
YMRSo10)

Euthymic Global score �0.3 �0.08
(HDRSo10,
YMRSo10)

Moorhead et al.
(2007)

20(I)/21 41.5 (8.9) 4.1 Euthymic (HDRSo6,
YMRSo6)

Euthymic Crystallized IQ �0.1 0.48
(HDRSo6,
YMRSo6)

Mora et al. (2013) 28(I–II)/26 41.71 (12.4) 6 Euthymic (HDRSo8,
YMRSo6)

Euthymic (HDRSo8,
YMRSo6)

Crystallized IQ 0.37 0.38

HDRS: 1.46 (1.7) HDRS: 2.11 (2.2) TMTA �0.09 0.11
YMRS: 1.64 (1.9) YMRS: 1 (1.3) TMTB �0.49 0.01

Phonemic Fluency �0.09 �0.04
Digit backwards �0.11 0.06
Digit span forward 0 �0.15
Delayed list recall 0.05 0.97
List learning �0.19 0.43
WCST (perseverative
errors)

0.27 0.55

Stroop (interference score) 0.25 0.48
CPT (target detection) �0.22 0.51
Psychomotor speed �0.2 �0.03
Global score �0.06 0.27

Schouws et al.
(2012)

65(I–II)/42 68.35 (6.5) 2 Euthymic Euthymic TMTA 0.05 �0.22
CES-D: 9.86 (7.5) CES-D: 12.51 (5.5) TMTB �0.06 �0.24
YMRS: 1.06 (1.7) YMRS: 1.06 (1.1) Digit span forward 0.17 0.02

Digit span backwards �0.16 �0.25
List learning 0.05 �0.4
Delayed list recall 0.02 �0.23
Category fluency �0.12 �0.07
Phonemic fluency 0.13 �0.21
Global score 0.06 0.06

Tabarés-Seisdedos
et al. (2008)

43(I)/25 41.2 (11.5) 1 Stable Stable Digit backwards 0.1 0.34
77% euthymic
(HDRSr8, CARS-M
factor 1r7).

63% euthymic
(HDRSr8, CARS-M
factor 1r7).

Category fluency 0.19 0.39

HDRS: 4.2 (4.1) HDRS: 4.7 (5.7) Phonemic fluency 0.25 0.35
CARS-M Factor 1: CARS-M Factor 1: 1.3

(2.3)
Stroop (interference score) 0.17 0.33

12.2 (4.2) CPT (target detection) 0.15 0.22
Global score 0.19 0.3

Torrent et al.
(2012)

45(I–II)/45 39.31 (12.04) 8.9 Euthymic (HDRSr8,
YMRSr6)

Euthymic (HDRSr8,
YMRr6)

Crystallized IQ 0.19 NA

HDRS: 2.81 (2.34) HDRS: 3.96 (3.06) TMTA �0.15
YMRS: 1.28 (1.65) YMRS: 1.89 (1.76) TMTB �0.44

Digits backwards �0.01
Digits forward 0.35
Category fluency �0.49
Phonemic fluency �0.27
List learning �0.19
Delayed list recall �0.09
WCST (perseverative
errors)

�0.32

Stroop (interference score) �0.15
Global score �0.11
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performed, and the effect size distributions for BD patients were
highly homogeneous. No between-group differences were observed
with respect to test–retest effect sizes for any of the four variables
(Fig. 2).

4. Discussion

The current study sought to quantify the magnitude of the
differences between bipolar patients’ cognitive performance at
baseline and after a follow-up period in order to explore the
longitudinal trajectory of neurocognitive functioning in BDs. To the
best of our knowledge, this is the first approach to studying
the longitudinal course of cognition in BDs by means of

meta-analytic methods. Pooled standardized test–retest differ-
ences, with a mean retest interval of 4.62 years, were calculated
for 14 cognitive variables, namely crystallized IQ, TMTA, TMTB,
continuous performance test, phonemic fluency, category fluency,
serial learning, delayed list recall, forward digit span, backward
digit span, Stroop (interference score), psychomotor speed, WCST
(perseverative errors), and global cognitive score. No significant
test–retest effect sizes were observed for any of these variables,
and the hypothesis of homogeneity was not rejected in any of the
analyses performed. In 10 out of the 14 analyses the effect size
distributions were highly homogeneous, which indicates that the
same results could be obtained using either a fixed or a random
effects model, thus supporting the robustness of our results.
Furthermore, BD patients’ test–retest effect sizes for four

Table 1 (continued )

Primary study Sample BD
(type)/HC

Mean age at
baseline (SD)

Follow-up
(years)

Mood state
(baseline)

Mood state
(follow-up)

Cognitive
variables

BDs' Test–
retest ES

HCs' Test–
retest ES

Yucel et al. (2007) 12(I–II) 28.4 (10.7) 2 Minimally
symptomatic

Euthymic List learning 0.23 NA

HDRS: 8.1 (6.3) HDRS: 4.3 (5.1)
YMRS: 2.4 (3.8) YMRS: 0.2 (0.6)

ES¼effect size; BD¼bipolar disorder; CARS-M¼clinician-administered rating scale for mania; CES-D¼center for epidemiologic studies depression scale; CPT¼continuous
performance test; GDS¼geriatric depression scale; HC¼healthy controls; HDRS¼Hamilton depression rating scale; SADS(D)¼schedule for affective disorders and
schizophrenia-depression; SADS(P)¼schedule for affective disorders and schizophrenia-psychosis; SD¼standard deviation; TMTA¼trail making test–part A; TMTB¼trail
making test–Part B; WCST¼Wisconsin card sorting test; YMRS¼Young mania rating scale; NA¼not available.

Table 2
Mean weighted effect sizes for BDs’ neurocognitive performance at two different time points.

Variable Studies (k) Subjects Follow-up ESa 95% CI Zb P Q-test (P)c I2

Crystallized IQ 4 109 6.70 0.13 �0.13 to 0.38 0.98 0.33 0.50 0.00
TMTA 5 169 4.87 0.04 �0.18 to 0.25 0.32 0.75 0.55 0.00
TMTB 5 169 4.87 �0.19 �0.47 to 0.10 �1.30 0.19 0.18 36.78
Category fluency 3 153 3.75 �0.14 �0.50 to 0.23 �0.74 0.46 0.08 60.60
Phonemic fluency 5 197 4.17 0.07 �0.17 to 0.30 0.55 0.58 0.26 24.44
CPT 3 102 2.68 0.01 �0.27 to 0.28 0.05 0.96 0.56 0.00
List learning 5 166 4.83 0.00 �0.21 to 0.22 0.03 0.98 0.43 0.00
Delayed list recall 4 154 5.06 0.04 �0.18 to 0.27 0.37 0.71 0.53 0.00
Backward digit span 4 181 4.10 �0.08 �0.28 to 0.11 �0.83 0.41 0.92 0.00
Forward digit span 3 138 5.06 0.22 0.00 to 0.44 1.94 0.05 0.52 0.00
Stroop (interference score) 4 131 4.90 0.01 �0.26 to 0.29 0.09 0.93 0.64 0.00
Psychomotor speed 3 74 3.51 0.03 �0.29 to 0.36 0.19 0.85 0.37 0.00
WCST (perseverative errors) 4 104 6.67 0.09 �0.22 to 0.41 0.60 0.55 0.17 37.33
Global Cognitive Score 7 279 3.44 0.00 �0.16 to 0.17 0.05 0.96 0.64 0.00

CPT¼Continuous performance test; TMT¼trail making test; WCST¼Wisconsin card sorting test.
a Effect size (d).
b Test of significance of effect size.
c Test of homogeneity, based on χ2 with k�1 degrees of freedom.

Table 3
Mean weighted effect sizes for patients’ and healthy controls’ neurocognitive performance at two different time points.

Variable Studies (k) Subjects Follow-up ESa 95% CI Zb P Q test (P)c I2

Phonemic fluency 3 93 HC 2.28 0.00 �0.33 to 0.32 �0.03 0.98 0.30 18.01
136 BD 0.12 �0.12 to 0.36 0.98 0.33 0.62 0.00

Backwards digit span 3 93 HC 2.28 0.01 �0.34 to 0.35 0.04 0.97 0.25 27.87
136 BD �0.07 �0.31 to 0.17 �0.56 0.58 0.64 0.00

Stroop (interference score) 3 66 HC 3.20 0.27 �0.08 to 0.62 1.52 0.13 0.36 2.35
86 BD 0.15 �0.15 to 0.45 0.98 0.33 0.75 0.00

Global cognitive score 5 150 HC 2.28 0.16 �0.06 to 0.39 1.41 0.16 0.84 0.00
218 BD 0.01 �0.18 to 0.20 0.09 0.93 0.48 0.00

a Effect size (d).
b Test of significance of effect size.
c Test of homogeneity, based on χ2 with k�1 degrees of freedom.
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neuropsychological variables –backward digit span, phonemic
fluency, Stroop interference score, and global cognition- were
compared with those of healthy controls. No significant patient-
control differences were found for any of these variables.

In spite of the former considerations, there are a number of
limitations that should be considered when interpreting the
results of this study. First, follow-up periods analyzed (2.18–4.62
years) were relatively short to assess the longitudinal trajectory of

cognitive deficits. For instance, the only study yielding significant
test–retest differences favoring performance at baseline for execu-
tive domains (Torrent et al., 2012) included patients with a much
longer follow-up period in comparison to other studies. Such
difference in neuropsychological test scores could be explained
by a possible worsening of cognition as a result of illness progres-
sion or could else be attributed to the normal decrease of fluid
abilities with age (Craik and Bialystok, 2006). Unfortunately, this

Fig. 2. Forest plots of individual and pooled patients’ and controls’ test–retest effect sizes for phonemic fluency, backward digit span, Stroop interference score, and global
cognition. The area of each square reflects weighting from random effects analysis.
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primary study did not include a healthy control group. Another
shortcoming consists in the fact that differences in medication
variables between assessment moments could not be controlled
and may have influenced the results of this review. Maintenance of
pharmacologic status over prolonged periods of time is difficult to
accomplish in BD patients and may impact on cognition. Indeed, it
has been proposed that prolonged exposure to lithium may have a
protective effect on the risk of cognitive deterioration (Chuang and
Manji, 2007; Nunes et al., 2007; Forlenza et al., 2011). Though this
agent has been associated with neurotrophic properties in BD and
in other neuropsychiatric disorders (Machado-Vieira et al., 2009),
long-term effects on cognitive function have yet to be confirmed in
a large controlled study of bipolar patients. By contrast, other
psychotropic drugs, such as antipsychotics or benzodiazepines,
might have deleterious effects on cognition (Donaldson et al.,
2003; Frangou et al., 2005).

Another important limitation of the current review involves the
fact that some of the reports reviewed did not provide mean
scores for mood rating scales both at baseline and after the follow-
up period. Therefore, we were not able to explore differences in
mood state between time points that could have influenced our
results. In addition, it is unclear whether the stability observed for
tests scores was due to a genuine stability of neuropsychological
functions in bipolar patients or better explained by the effect of
repeated testing. It could be hypothesized that there was a true
decline of cognitive functioning but it was masked by learning
effects. However, with the exception of the WCST, which relies on
a ‘novelty effect’, and the CVLT, practice effects are marginal after
a test–retest interval of one year. The phenomenon known as
‘Flynn effect’ (Flynn, 1987; Ron̈nlund and Nilsson, 2009) could also
be accounting for the stablity observed for test scores, particularly
crystallized IQ and verbal memory, in the presence of genuine
cognitive deterioration. Hence, data from adequately matched
healthy controls are needed to rule out the influence of these
artifacts in the interpretation of test–retest effect sizes for cogni-
tive functions in BDs. In our study, we were only able to estimate
controls’ test–retest effect sizes for four out of the 14 variables
explored and found no significant patient-control differences.
However, it is worth noting the presence of between-group
differences, both at single study and meta-analysis levels. For
instance, significant differences for years of education were found
favoring controls in three of the analyses performed. Meanwhile,
in the largest study meta-analyzed (Schouws et al., 2012), the
control group was significantly older than the patients group

Finally, the potential influence of attrition on the results of this
study should be considered. As evident, the number of missing
observations increases over time, with attrition rates ranging
between 5 and 45% in the studies reviewed, thus raising concerns
of drop-out bias. Nevertheless, some studies comparing patients
who completed the study protocol and those who dropped out
with respect to their baseline clinical, demographic, and cognitive
characteristics did not find any differences (Torrent et al., 2012;
Braw et al., 2013; Gildengers et al., 2013), except for one study that,
indeed, found that completers were more likely to be unemployed
(Braw et al., 2013). Hence, there is no evidence so far suggesting
that patients who dropped out were those who would display worse
cognitive outcome, though we cannot rule out this hypothesis.

Taking together these constraints, it is not possible to conclude
from our findings alone that cognitive deficits in BD are stable
across the course of the illness. Despite these limitations, which
are essentially those of the primary studies, this work contributes
to our knowledge on the longitudinal trajectory of cognitive
deficits as a synthesis of the evidence available to date. Moreover,
the results of this meta-analysis are in keeping with recent studies
of elderly bipolar subjects in which the absence of differences
with respect to young adult patients regarding neurocognitive

performance did not support the hypothesis of a progressive
decline of cognitive deficits (Samamé et al., 2013; Strejilevich
and Martino, 2013). Furthermore, our results could contribute to
future studies, for example, by providing a clue about the follow-
up time needed to evaluate a potential cognitive decline. Future
investigations should assess cognitive functions in larger samples
of euthymic subjects for longer test–retest periods by means of a
sensitive test battery and include healthy control groups in order
to overcome the practice effect artifact and normal effects of aging.
Likewise, other potential confounders such as medication status,
subclinical mood state, or attrition should ideally be controlled in
longitudinal studies. Beyond these methodological concerns,
forthcoming studies should be able to take into account a number
of theoretical issues. First, even in the presence of test–retest
stability in controlled studies of bipolar patients, neuropsycholo-
gical outcomes do not necessarily indicate that cognitive function-
ing is stable in BDs, given that a decline in cognitive functioning
may have happened at the time of mood symptoms onset or at a
pre-clinical stage and remain stable over the course of the illness.
In fact, at present it is not clear in which moment the cognitive
deficits reported in patients with BD develop. Therefore, some
longitudinal studies should be able to focus on high-risk popula-
tions or patients with first episodes. Second, there is preliminary
evidence suggesting that both the clinical course and cognitive
deficits may be heterogeneous among patients with BD (Martino
et al., 2008; Iverson et al., 2011; Baldessarini et al., 2012). If this
were the case, the longitudinal course of cognitive impairments
might be different in subgroups of patients (for example compar-
ing patients with and without increasing rate of cicling or clinically
significant cognitive impairment at baseline). Similarly, there is
also preliminary evidence suggesting that patients with late-onset
BD have more neurological comorbidity and cognitive deficits than
those with early-onset of the disorder (Depp and Jeste, 2004;
Schouws et al., 2009; Martino et al., 2013a). Then, future long-
itudinal studies should assess whether there are differences in the
longitudinal course of cognitive deficits in these subgroups
according to age at onset. Finally, It is worth noting that this
review included only traditional neurocognitive tests, which may
probably not capture subtle behavioral variations associated with
cognitive change. Social cognitive domains, which have also been
found to be impaired in euthymic bipolar subjects, such as
emotion processing and theory of mind (Samamé et al., 2012;
Samamé, 2013), have not been studied by means of longitudinal
study designs either.

In summary, the results of this review indicate that there is not
enough evidence so far for cognitive deficits being progressive in
bipolar disorder. These findings, however, should be interpreted
cautiously, considering the fact that there is still dearth of long-
itudinal studies of cognition in BDs and the methodological short-
comings that are common to research on this group of disorders.
Future research in this field is warranted.
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