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ABSTRACT

Background: Affective temperaments have been shown to impact on the clinical
manifestations and the course of bipolar disorder. We investigated their influence on
clinical features and functional outcome of manic episode. Method: In a naturalistic,
multicenter, national study, a sample of 194 BD I patients that initated or changed
pharmacological treatment for DSM-IV-TR manic episode underwent a comprehensive
evaluation including briefTEMPS-M, CTQ, YMRS, MADRS, FAST, and CGI-BP.
Factorial, correlation and comparative analyses were conducted on different
temperamental subtypes. Results: Depressive, cyclothymic, irritable and anxious
temperaments resulted significantly correlated with each other. On the contrary,
hyperthymic temperament scores were not correlated with the other temperamental
dimensions. The factorial analysis of the briefTEMPS-M sub-scales total scores allowed
the extraction of two factors: the Cyclothymic-Depressive-Anxious (Cyclo-Dep-Anx) and
the Hyperthymic. At final evaluation Dominant Cyclo-Dep-Anx patients reported higer
scores in MADRS and in CTQ emotional neglect and abuse subscale scores than
Dominant Hyperthymic patients. The latter showed a greater functional outcome than
Cyclo-Dep-Anx patients. Conclusions: Affective temperaments seem to influence the
course of mania. Childhood emotional abuse and neglect were related to the cyclothymic
disposition. Cyclothymic subjects showed more residual depressive symptoms and

Hyperthymic temperament is associated with a better short-term functional outcome.
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1. INTRODUCTION

In clinical setting, the course of bipolar disorder (BD) (El-Mallakh et al., 2008)
is characterized by a high number of relapses with frequent chronicity and consequent
impairment in psychosocial functioning and health-related quality of life (Rosa et al.,
2008; Sylvia et al., 2014; Tohen et al., 2009). As a consequence, the definition of
remission in BD comprises both symptomatic and functional recovery. Symptomatic
remission means the resolution of the symptoms of the disorder, which disappear or at
least decrease to a minimal level. Functional recovery means the ability to return to an
adequate level of functioning, including occupational status, familial and social
adjustment and personal weel-being (Harvey, 2006; Martinez-Aran et al., 2007; Tohen

et al., 2003).

Acute mania seems to present a favorable prognosis, although incomplete
symptomatic remission and persisting impairment of psychosocial functioning are not
uncommon. In fact, most patients achieve symptomatic remission but less than half
reach a functional recovery within 24 months after a manic/mixed episode (Haro et al.,
2011; Strejilevich et al., 2013; Swann et al., 2002; Tohen et al., 2003; van der Voort et
al., 2015). For this reason, there is a growing interest in the factors related to outcome
and remission of BD episodes (Haro et al., 2011; Kora et al., 2008; Treuer and Tohen,

2010).

Several studies explored the role of socio-demographic and clinical features in
predicting remission of mania (Haro et al., 2011; Kora et al., 2008; Sylvia et al., 2014;
Treuer and Tohen, 2010). Affective temperaments seem to impact on the clinical
features and the course of BD (Akiskal, 2000; Hantouche et al., 1998; lasevoli et al.,

2013; Perugi et al., 2012; Pompili et al., 2014). In particular, temperaments might play
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a predisposing or pathoplastic role in the state symptomatology and in several co-
morbid syndromes (Perugi and Akiskal, 2002). An Italian study on a national sample
of BD I patients in different phase of the illness prospectively explored the influence
of affective temperaments and psychopathological traits, such as separation anxiety
and interpersonal sensitivity, on the clinical features of BD (Perugi et al., 2012).
Interestingly, the cyclothymic-sensitive patients reported a higher number of suicide
attempts and a prevalently depressive course of the illness, while hyperthymic patients
showed higher number of severe manic episodes requiring hospitalization. Finally, the
two temperamental subtypes showed a different profile in term of lifetime
comorbidity.  Cyclothymic  patients presented more  frequently Panic
Disorder/Agoraphobia, Social Anxiety Disorder and Borderline Personality Disorder
in comparison with hyperthymics. On the contrary, Antisocial Personality Disorder
was more represented among hyperthymic than cyclothymic patients (Perugi et al.,

2012).

More recently, a relationship between temperamental subtype and
neurocognition has been reported. In particular, high ratings of cyclothymia and
irritability in BD patients have been associated with better processing speed, working
memory, reasoning and problem-solving (Russo et al., 2014). On the other hand, BD
patients with hyperthymic temperament showed greater cognitive deficits in set
shifting and verbal working memory than BD patients with non-predominant
temperaments (Xu et al., 2014). The role of affective temperaments in the prediction
of the illness severity and global functioning has been prospectively explored in
inpatients with major depressive disorder and BD (Pompili et al., 2013), suggesting a
long-term predictive power of the hyperthymic temperament with respect to better

health and social functioning.



Previous studies on the influence of affective temperaments on the clinical
features and the course of BD have been conducted mainly in patients evaluated
during depression. The aim of the present study is to investigate the influence of

affective temperaments on the clinical and functional outcome of manic episodes.



2. MATERIALS AND METHODS

2.1. Study design and sample

This was a multicentric, prospective, longitudinal, non-interventional study
conducted in in 34 recruiting Italian sites representative of the entire national territory.
The study population included in- or out-patients aged > 18 years with manic episode
in the context of a BD I, diagnosed according to DSM-IV-TR criteria (American
Psychiatric Association, 2000), and requiring the initiation or a change (but not a dose
change) of treatment for mania with an oral antipsychotic and/or mood stabilizer. The
assignment of the patients to a particular therapeutic strategy was independent of the
decision to include the patient in the study. Therapeutic choices were made, in a
naturalistic setting, by the treating psychiatrist according to his/her clinical experience
and guidelines. Patients not able to read or understand the informed consent, pregnant
or breast-feeding women, subjects participating in a separate study that had an
interventional design and the members of the site personnel or their immediate family

members were not eligible for participation.

The study duration was 3 months for each patient (5 visits): screening for
inclusion in the study and baseline assessment were concomitants; follow-up visits at
week 1, 3, 8 and 12 (£ 1 week). Participating psychiatrists recorded observational data
on a regular basis. However, these observations had to occur only during visits that
where part of the standard course of care. Although patient consent had to be achieved
as required by local laws and regulations, data collection did not require any patient

intervention beyond usual practice and did not alter the care provided.

Patients meeting all inclusion criteria were assessed by the Young Mania
Rating Scale (YMRS) and the Montgomery and Asberg Depression Rating Scale

(MADRS) for the evaluation of the severity of affective symptomatology
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(Montgomery and Asberg, 1979; Young et al., 1978). The global severity of manic
episode was evaluated by the Clinical Global Impression Scale-Bipolar Illness (CGI-
BP), which allowed determining the degree of change from the immediately preceding
phase and from the worst phase of illness (Spearing et al., 1997). The Functioning
Assessment Short Test (FAST) scale was used to assess the social, occupational,
psychological and cognitive functioning (Rosa et al., 2007). At each visit after
baseline (week 1, 3, 8 and 12, £ 1 week), psychiatrist used the same
psychopathological tools to assess symptoms evolution over time. At week 12,
patients were administered the Childhood Trauma Questionnaire (CTQ) to assess the
occurrence of childhood trauma (Bernstein et al., 2003). The Temperament Evaluation
of Memphis, Pisa, Paris and San Diego brief-version (briefTEMPS-M) was also
administered at week 12 to investigate temperamental characteristics (depressive,
cyclothymic, hyperthymic, irritable, anxious) (Erfurth et al., 2005a).

2.2. Ethics

All patients gave their written informed consent prior to any study-related
procedure was started. The study protocol was approved by the reference Ethic

Committee of each study site.

2.3. Diagnostic assessment

The diagnosis of manic episode in BD I patients was made by the treating
psychiatrist according to the DSM-IV-TR criteria (American Psychiatric Association,
2000). Manic symptoms were quantitatively and qualitatively assessed through the
YMRS (Young et al., 1978), an 11-items scale that carefully investigates the key
symptoms of mania, i.e. those that are generally present during all the course of mania.
The investigated areas pertained to mood, motor activity, thought disorders, judgment

ability, aggressiveness, libido, sleep and general behaviour. The YMRS was
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specifically created for the evaluation of manic symptoms and their evolution during

treatment.

Depressive symptomatology was investigated by the MADRS (Montgomery
and Asberg, 1979), which was expressly created to be sensitive to the evolution of
depressive symptoms over time. The assessment of depressive symptoms is thought to
be relevant also during manic phases, since the possible occurrence of dysphoria and
switching towards a mixed state. Its 10 items explore depressed mood, inner tension,
sleep and appetite disturbances, concentration difficulties, asthenia, inability to feel,

pessimistic and suicidal thoughts.

The global psychopathology was evaluated by the CGI-BP (Spearing et al.,
1997), a version of CGI that preserves the fundamental assets of the original global
rating instrument focusing on the specific components of BD. It allows determining a
global evaluation in three areas: the severity of the illness, the global improvement and
the efficacy index (comparison of the patient’s baseline condition to a ratio of current

therapeutic benefit and severity of side effects).

Impairment in different areas of functioning (e.g. cognitive and social
functioning) could be present in BD patients (Depp et al., 2010; Iverson et al., 2011).
In addiction to symptoms, the evaluation of various areas of psychosocial functioning
is relevant for understanding the clinical outcome and the recovery process. The
psychosocial functioning was investigated through the administration of the FAST
(Rosa et al., 2007). The FAST is organized in 6 clusters (autonomy, occupational
functioning, cognitive functioning, financial management, social functioning and
leisure time) whose items are evaluated from absence of difficulty to high difficulty.
The FAST shows strong psychometric properties and it is sensitive to different mood

states.



The assessment of temperamental characteristics was performed by the
briefTEMPS-M version (Erfurth et al., 2005a). The briefTEMPS-M allows
investigating 5 temperamental sub-scales: depressive, cyclothymic, hyperthymic,
irritable and anxious. All of the briefTEMPS-M temperaments correlate quite well

(Pearson r 0.49 - 0.72) with the original version of the longer TEMPS-M.

The validated brief version (28 items) of the CTQ (Bernstein et al., 2003) was
used to retrospectively assess the reported childhood abuse experiences among
adolescents and adults (from 12 years old up). The CTQ items are based on a review
of the child abuse literature and assess five types of negative childhood experiences:
emotional neglect, emotional abuse, physical neglect, physical abuse and sexual abuse.
These five types of experiences are each assessed by five items; three additional items
assess tendencies of respondents to minimize or deny abuse experiences. Respondents
rate the truth of each statement on a 1-5 scale, from Never true when they were

growing up to Very often true when they were growing up.

In order to minimize the influence of the acute manic-mixed symptomatology,

briefTEMPS-M and CTQ were collected at week 12.

2.4. Statistical analyses

A factorial analysis on the briefTEMPS-M item scores was performed in order
to detect the underline affective temperamental dimensions. The initial factors were
extracted by means of principal component analysis (type 2) and then rotated
according to varimax criteria in order to achieve a simple structure. This simplification
is equivalent to maximizing the variance of the squared loading in each column. The

criterion used to select the number of factors was an eigenvalue greater than 1. This



procedure made it possible to minimize the correlations between the factors, allowing
their optimization as classificatory tools for each subject.

In order to explore possible relationships among different temperamental
dimension, we utilized Pearson’s correlation coefficients. Subsequently, with the aim
of evaluating the way different temperamental dimensions were associated, another
factorial analysis was performed on the briefTEMPS-M sub-scales (depressive,
cyclothymic, hyperthymic, anxious and irritable) in order to detect possible composite
dimensions. The criterion used to select the number of factors was an eigenvalue
greater than 1.

Subsequently, in order to analyze the relationships among different
temperamental subtypes of BD and other clinical characteristics, we used the
following procedure: the factorial scores were standardized as z-scores to facilitate the
comparisons of scores among the factorial measures. All the subjects were then
grouped into different subtypes on the basis of the highest z-scores obtained for each
factor (dominant factor). This procedure gives the opportunity to classify groups of
subjects on the basis of the most statistically abnormal temperamental cluster. In this
way, it is possible to resolve the problem of identifying a cut-off for including patients
into the different identified clusters. In order to verify how distinct the subtypes are,
how much overlap exists between them and how many cases fell close to multiple
category, we analyzed the mean z-scores across the factors for each dominant group.
By doing so, it is possible to give meaningful interpretations of the differential
associations between different dominant subgroups and other variables.

Finally, we used t-test and Chi square respectively for comparison of
continuous or parametric variables (Mann—Whitney and Fisher exact test when

appropriated). In consideration of the exploratory nature of the study, we considered
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levels of significance of p<0.05, without operating any correction for multiple

comparisons. We utilized the statistical routines of the SPSS.20 for Mac.

3. Results

Overall, 245 patients were screened in 34 recruiting sites and 243 of them were
included in the study. Two patients were excluded from the evaluable population due to
not switching therapy for BD 1. One-hundred ninety-seven patients completed the 12-
week follow-up. Our analyses were performed on the 194 patients who completed the

brief TEMPS-M scale.

Affective temperamental dimensions: correlations and distribution

The principal component factorial analysis of the briefTEMPS-M item scores
yelded five main factors explaining the 61.45% of the variance (Table 1). The first
factor (13.23% of the variance) consisted of the items from 22 to 27 eploring irritable
temperament, the second factor (13.00% of the variance) comprised the depressive
temperament items from 1 to 7 and items 33 and 35 included in the anxious
temperament scale, the third factor (12.75% of the variance) the cyclothymic
temperament items from 8 to 14, the fourth (12.06% of the variance) the hyperthymic
items from 15 to 21 and the fifth (10.40% of the variance) anxious temperament items
fom 29 to 35.

The Pearson's correlations among the briefTEMPS-M temperamental sub-
scales and CTQ total score, depressive, cyclothymic, irritable and anxious
temperaments, as well as with CTQ total score resulted significantly correlated (Table

2). On the contrary, hyperthymic temperament scores were not correlated with CTQ
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total score as well as the other temperamental dimensions, with the exception of
irritable temperament.

In line with this finding, the factorial analysis of the mean scores of the
briefTEMPS-M sub-scales showed 2 main factors explaining 72.32% of the variance
(Table 3). The first factor (49.65% of the variance) consisted of cyclothymic,
depressive, irritable and anxious temperaments; the second factor (22.67% of the
variance) was represented by the hyperthymic and irritable temperaments as only
positive component, and by depressive and cyclothymic temperaments as negative

component.

Comparisons between temperamental subtypes

The comparisons of demographic, familial and clinical variables between
dominant Cyclothymic-depressive-anxious (Cyclo-Dep-Anx) patients (n=93) and
dominant Hyperthymic patients (n=101) are reported in Table 4. The two
temperamental subtypes were similar for gender, marital status, education,
occupational level and work absences due to BD. Furthermore, the two groups did not
show a statistically significant difference in the age at the date of informed consent, in
the age at first diagnosis of BD I and in the age at first episode. Dominant
Hyperthymic patients reported a higher family history for BD in comparison to
dominant Cyclo-Dep-Anx patients. The two groups showed similar rates of lifetime
comorbidity with anxiety disorders, eating disorders, borderline personality disorder
and substance use disorder. No differences between the two temperamental subtypes
were observed in clinical features such as inpatients status, rapid cycling before
baseline, dominant polarity and number of previous depressive, manic, mixed and

hypomanic episodes. In addition, dominant Cyclo-Dep-Anx patients and dominant
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Hyperthymic patients were similar for history and number of suicide attempts, history
of psychotic symptoms, number of hospitalization and forced treatments.

The comparisons between the two temperamental subtypes in YMRS, MADRS,
FAST and CTQ scores are reported in Table 5. We found no differences between the
two groups in YMRS total score at baseline and at final evaluation. Regarding
MADRS, the two temperamental subtypes showed similar total scores at baseline,
while dominant Cyclo-Dep-Anx patients reported a significantly higher total score at
final evaluation. Similarly, no differences between the two groups were observed at
baseline in all FAST sub-scales and total scores, while dominant Cyclo-Dep-Anx
patients reported significantly higher mean scores in all FAST sub-scales than
dominant Hyperthymic patients at final evaluation. Finally, we found statistically
significant differences between the two temperamental subtypes in CTQ total score
and in two CTQ sub-scales. In particular, dominant Cyclo-Dep-Anx patients showed
higher mean scores in childhood “emotional abuse” and “neglect experiences” scales

when compared with dominant Hyperthymic patients.

4. DISCUSSION

In our manic population, correlation analyses indicated that depressive,
cyclothymic, irritable and anxious temperaments are strongly related each other and
inversely related with hyperthymic temperament. This finding is consistent with
previous observations in Italian (Perugi et al., 2012), German (Brieger et al., 2003) and
Hungarian (Gonda et al., 2009) clinical samples, selected in different phases of the
illness, as well as in Lebanese general population (Karam et al., 2007). Considering a

psychometric perspective, the affective temperamental dispositions measured by
13



TEMPS-M are actually two: the first mainly characterized by emotional instability and
the second by emotional intensity. Temperamental irritability resulted to be associated
with both cyclothymic and hyperthymic subtypes, suggesting that irritability may be
interpreted as a mixed component in our manic patients, belonging to both hypertymic
and cyclothymic temperamental dimensions (Akiskal et al., 1998; Perugi et al., 2001;
Perugi et al., 2014).

In the present sample, there were no significant differences in the two
temperamental subtypes regarding gender distribution, marital status, education,
occupational level and work absences due to BD. These results are in line with a study
conducted in a sample of lithium-treated manic patients, in which similar TEMPS-A
scores for the five temperaments were reported in males and females (Rybakowski et
al., 2013). On the contrary, in BD I patients prospectively selected on the basis of
different index episodes, the comparison between dominant cyclothymic and dominant
hyperthymic patients revealed an overrepresentation of the female gender among
cyclothymics. This observation is consistent with previous reports in general
(Signoretta et al., 2005) and clinical (Akiskal et al., 1998; Erfurth et al., 2005b; Perugi
et al.,, 1990) populations. In fact, in a meta-analysis of six studies performed on
healthy populations, males attained significantly higher scores for hyperthymic
temperament than females, while the opposite happened for cyclothymic, depressive
and anxious temperaments (Vazquez et al., 2008). A research on Polish college

students showed a similar profile (Borkowska et al., 2010).

In our sample, the two temperamental subtypes did not differ in age, age at first
episode and age at first diagnosis of BD I. Cyclo-Dep-Anx and hyperthymic patients
also showed similar rates of lifetime comorbidity with anxiety, eating, borderline

personality disorder and substance use disorders. There were no differences between
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the two groups in clinical characteristics such as rapid cycling, dominant polarity and
number of previous depressive, manic, mixed and hypomanic episodes. In addition,
dominant Cyclo-Dep-Anx patients and dominant hyperthymic patients were similar
for history and number of suicide attempts, presence of psychotic symptoms, number
of hospitalization and number of forced treatments. In previous reports on patients
selected on the basis of an index depressive episode (Akiskal et al., 2003; Maina et al.,
2010; Nilsson et al.,, 2012; Perugi et al., 2012), cyclothymic patients reported a
prevalently depressive course, while hyperthymic patients showed more severe manic
episodes requiring hospitalization. Suicide attempts were more frequent in
cyclothymic than in hyperthymic patients, probably reflecting at least in part the
higher incidence of depressive episodes (Pompili et al., 2012). These discrepancies
with our results could be accounted by the different index episode of the selected
samples. In our manic patients, dominant hyperthymics reported more frequently a
positive first-degree family history for BD in comparison to dominant Cyclo-Dep-Anx
patients. On the contrary, a study on BD I patients selected in different phases of the
illness reported higher rates of first-degree family history for mood disorders in

cyclothymic than in hyperthymic patients (Perugi et al., 2012).

At baseline evaluation, the severity of manic and depressive symptomatology
was similar in the two temperamental subtypes. Conversely, Cyclo-Dep-Anx patients
showed higher severity of depressive symptoms at the final evaluation in comparison
to hyperthymic patients. These observations seem to confirm a patoplastic role of
affective temperament on state symptoms of BD (Perugi and Akiskal, 2002). Studies
conducted on BD I patients indicated that mixed episodes are more frequent in
subjects with inverse temperaments (Akiskal and Benazzi, 2003; Akiskal et al., 1998;

Rottig et al., 2007): patients with depressive temperament tend to present mixed mania
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and patients with hyperthymic temperament develop more frequently mixed
depression. The greater severity of depressive symptoms in our manic patients with
Cyclo-Dep-Anx temperaments in comparison with hyperthimic patients is consistent

with this hypothesis.

Few studies investigated the influence of affective temperaments on treatment
response and outcome (Goto et al., 2011; Rybakowski et al., 2013). In particular,
Ribakowski and colleagues (2013) explored the temperamental correlates of lithium
response, using a scale that retrospectively assessed the efficacy of the prophylactic
therapy (Grof et al., 2002). The Authors showed a significant correlation between
favourable long-term lithium response and hyperthymic temperament and concluded
that this temperament should be added to the clinical features associated with positive
lithium response. They also hypothesized that this finding may be related to the greater
lithium efficacy in acute euphoric mania in comparison to dysphoric manic episode
(Vieta, 2005). In the same study, lithium response was negatively associated with
cyclothymic, depressive and anxious temperaments, suggesting that these subtypes are

distinct from hyperthymic temperament (Vellante et al., 2011).

Interestingly, in our sample the two temperamental subtypes did not show
differences in terms of functional impairment at baseline evaluation, probably due to
the severity of the manic symptoms. On the contrary, at final evaluation dominant
Cyclo-Dep-Anx patients showed a greater impairment in social, occupational,
psychological and cognitive functioning in comparison with dominant hyperthymic
patients. The presence of residual depressive symptoms might be associated with a
worst functional outcome. However, the better functional recovery of hyperthimic
patients might be related to other clinical or biological variables. In a genome wide

association study, three SNP’s on chromosomes 12 and 22 were found significantly
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associated with hyperthymic temperament. They were located near the MDM1 and
FBLNI1 genes and one of them (fibulin 1 gene) is associated with neurotrophic
activities (Greenwood et al., 2012). This finding suggests the possible existence of

different neurotrophic activities in different temperamental subtypes.

Finally, in our sample, childhood traumatic experiences such as emotional
abuse and neglect experiences were related to the cyclothymic disposition, indicating a
possible temperamental matrix. According to previous reports, a history of childhood
abuse seems to act as a disease course modifier in patients with BD (Brown et al.,
2005; Perna et al., 2014) and it has been associated to early-onset of the illness (Post
and Leverich, 2006) and suicidality (Carballo et al., 2008; Leverich et al., 2002).
Recent studies pointed out how childhood trauma affects differently the BD patients
and the general population, both from a clinical (Janiri et al., 2015) and a
neurobiological (Janiri et al., 2017) point of view. In this perspective, our results seem
to support the view that childhood history of emotional and fisical neglect is related to
the presence of temperamental mood instability rather than temperamental intensity or
mood disorder in itself. A possible interpretation is that an underlying temperamental
mood instability could be the substrate for trauma hypersensitivity in patients with BD

(Perugi et al., 2011).

Several methodological issues should be taken into account in interpreting our

results. Limitations of our study include the small sample size and the fact that the

participating centers were not randomly selected, which may led to a bias through the

inclusion of psychiatrists with a particular interest in BD. Because this study was

conducted in routine clinical services, clinicians who evaluated these patients could not

be held entirely blind to the various measures administered. On the other hand,

investigators were psychiatrists who were sophisticated in clinical evaluation—rather
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than mere raters of psychopathology—thereby ensuring clinically valid data collection;
moreover, the use of systematic semi-structured instruments minimize the unintended
biases due to lack of blindness. Finally, the temperamental inventory, though standard in
the field from a reliability standpoint, taps constructs with uncertain validity. For this
reason, it is possible that several of the shared features between affective states, on one
side, and affective temperaments, on the other, may at least in part overlap.
Temperamental evaluation was conducted at the end of the osevational period when the
influence of the state symptomatology is minimized.

In conclusion, in our sample of BD I patients selected on the basis of an index
manic episode, dominant Cyclo-Dep-Anx and hyperthymic subjects reported
important differences in terms of residual depressive symptoms and functional
outcome. In fact, Cyclo-Dep-Anx patients showed more severe depressive symptoms
than hyperthymic patients. On the other side, dominant hyperthymic group reported a
less impairment in social, occupational, psychological and cognitive functioning.
Finally, a history of childhood emotional abuse and neglect resulted related to the

cyclothymic disposition, suggesting a possible temperamental matrix.

Our results support the view that different affective temperaments may
influence the clinical presentation and the outcome of the manic and depressive
episodes. In clinical practice, the pathoplastic effect on the acute symptomatology and
the influence on the course of the illness of different temperamental dispositions
should be considered for the choice of the treatment and the prognostic evaluation.
Further research in patients treated with different drugs is necessary in order to
investigate possible therapeutic implications of temperamental subtypes in short- and

long-term outcome of different BD episodes.
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Table 1 - Factorial analysis (PCA extraction, Varimax solution) of briefTEMPS-M in
194 BD I patients experiencing a manic episode.

Components
Irritable |Depressive| Ciclothy | Hyperthy | Anxious
mic mic
1. People tell me I am unable to see the
lighter side of things 0.34 0.40 0.20 -0.11 0.22
2.1 think things often turn out for the
worst 0.18 0.70 0.24 -0.15 0.07
3.1 have always blamed myself for
what others might consider no big deal 0.19 0.75 0.13 -0.05 0.08
4. I’m the kind of person who doubts
everything 0.14 0.68 0.19 -0.21 0.04
5.1 am told that I often get pessimistic
about thmgs, and forget previous 026 0.72 018 -0.08 026
happy times
6.1 have been a worrier for as long as I
can remember 0.08 0.77 0.19 0.03 0.17
7. Many people have told me not to
worry so much -0.05 0.70 0.20 -0.02 0.11
8.1 get sudden shifts in mood and
energy 0.30 0.22 0.71 -0.04 0.09
9.1 often start things and then lose
interest before finishing them 0.34 0.17 0.61 -0.12 0.20
10. My mood often changes for no
reason 0.28 0.20 0.76 -0.03 0.18
11. I constantly switch between being
lively and sluggish 0.23 0.19 0.78 -0.17 0.16
12.1 go back and forth between feeling
overconfident and feeling unsure of 0.10 031 0.75 2010 022
myself
13. The way I see things is sometimes
vivid, but at other times lifeless 0.16 0.29 0.74 -0.08 0.09
14.1 am the kind of person who can be 0.17 0.07 0.68 0.06 -0.03
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sad and happy at the same time

15. 1 have great confidence in myself

-0.10 -0.19 -0.01 0.70 -0.15
16. I often get many great ideas 0.08 011 20,02 0.82 0.05
17.1 can accomplish many tasks
without even getting tired 0.18 -0.07 -0.19 0.69 0.10
18.1 have a gift for speech, convincing
and inspiring to others 0.02 -0.05 0.05 0.78 0.05
19.1 love to tackle new projects, even if
risky 0.20 -0.05 -0.01 0.71 -0.05
20. Once I decide to accomplish
something, nothing can stop me 0.16 0.13 0.04 0.79 -0.02
21.1 have abilities and expertise in
many areas -0.03 -0.01 -0.20 0.71 -0.01
22. When I disagree with someone, |
can get into a heated argument 0.63 0.10 0.04 0.36 0.12
23.1 am a grouchy (irritable) person 0.74 018 0.22 0.00 015
24. When crossed, I could get into a
fight 0.78 0.21 0.12 0.11 0.13
25. When angry, I snap at people 0.81 0.20 0.19 0.14 0.09
26. My biting humor has gotten me into
trouble 0.75 0.10 0.24 0.04 0.08
27.1 can get so furious I could hurt
someone 0.7 0.10 0.26 0.09 0.08
28.1 am known to swear a lot 0.67 0.10 0.27 0.03 0.14
29.1 often have an upset stomach 022 015 0.27 0,03 0.72
30. When I'm nervous, I may have
diarrhea 0.11 0.07 0.02 -0.01 0.86
31. When I’'m nervous, I often feel
nauseous 0.15 0.21 0.02 -0.01 0.81
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32. When I’'m nervous, | have to go to

the bathroom more often 0.10 0.24 0.14 0.04 0.82

33. When someone is late coming

horr.le, I fear they may have had an 018 0.49 0.03 0.06 0.25

accident

34.1 easily get headaches when stressed 0.09 0.28 0.32 0.01 0.60

35. Sudden noises startle me easily 011 0.50 016 0.05 0.42

Eingenvalue 4.63 4.55 4.46 4.22 3.64

% of Variance 13.23 13.00 12.75 12.06 10.40
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Table 2 - Correlations among temperamental (briefTEMPS-M Depressive, Cyclothymic,
Hyperthymic, Irritable and Anxious sub-scale scores) subtypes and CTQ total score in

194 BD patients experiencing a manic episode.

Temperament
Depressive Cyclothymic | Hyperthymic Irritable Anxious

Depressive 1 0.52* -0.14 0.43* 0.56*
Cyclothymic 0.52* 1 -0.16 0.50%* 0.46*
Hyperthymic -0.14 -0.16 1 0.21* -0.01
Irritable 0.43* 0.50* 0.21* 1 0.42*
Anxious 0.56* 0.46* -0.01 0.42* 1
CTQ total score 0.30* 0.22%* 0.16 0.36* 0.26*
*p <0.01
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Table 3 - Factorial analysis (PCA extraction, Varimax solution) of

briefTEMPS-M Depressive, Cyclothymic, Hyperthymic, Irritable and Anxious
sub-scale scores in 194 BD I patients experiencing a manic episode.

Components
Cyclo-Dep-Anx Hyperthymic
Depressive 0.82 -0.18
Cyclothymic 0.82 -0.09
Hyperthymic -0.08 0.95
Irritable 0.73 0.43
Anxious 0.78 0.02
Eingenvalue 2.48 1.13
% of Variance 49.65 22.67
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Table 4 - Comparison of demographic, clinical and familial variables between dominant
cyclothymic-depressive-anxious and hyperthymic temperamental subtypes in 194 BD I
patients experiencing a manic episode.

tor
Hype_rthymic Cyclo—_Dep—Anx chi- :
(n=101) (n=93) square
Gender (males) n (%) 46 (45.5) 39 (41.9) 0.26 0.61
Education (<8 years) n (%) 9(8.9) 9(9.7) 0.37 0.70
Marital status (married) n (%) 44 (43.6) 32 (34.4) 1.22 0.21
Work: unemployed n (%) 24 (23.8) 20 (21.5) 0.20 0.51
?;:)ients with work absences due to BD n 19 (18.8) 15 (16.1) 024 0.62
Inpatients n (%) 60 (59.4) 46 (49.5) 1.93 0.17
Family history for BD n (%) 49 (48.5) 30 (32.3) 5.30 0.02
Anxiety disorders n (%) 33(32.7) 28 (30.1) 0.27 0.62
Borderline personality disorder n (%) 4 (4.0) 3(3.2) 0.34 0.49
Eating disorders n (%) 7 (6.9) 7(7.5) 0.12 0.81
Cannabis n (%) 15 (14.9) 16 (17.2) 0.29 0.64
Opiates n (%) 2(2.0) 5(5.4) 1.61 0.21
Cocaine n (%) 5(5.0) 6 (6.5) 0.12 0.81
Alcohol n (%) 24 (23.8) 20 (21.5) 0.31 0.71
Other substance use n (%) 9(8.9) 3(3.2) 2.85 0.13
Rapid cycling before baseline n (%) 2 (2.0) 7(7.5) 3.37 0.07
History of psychotic symptoms n (%) 61 (60.4) 60 (64.5) 0.35 0.55
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History of suicide attempts n (%) 17 (16.8) 10 (10.8) 1.49 0.22
Dominant polarity of previous disease n

(%):

Depressive 15 (14.9) 20 (21.5)

Manic 56 (55.4) 44 (47.3)

None 25 (24.8) 28 (30.1)

Not known 5(5.0) 1(1.1) 4.67 0.20
Age at the date of informed consent, mean | 48.90 (14.37) | 47.52 (12.85) 0.71 0.48
Age at first diagnosis of BD I, mean 35.84 (13.88) | 33.60(13.23) 1.15 0.25
Age at first episode, mean 33.97 (13.65) | 32.66 (11.99) 0.71 0.48
Total number of depressive episodes 3.19 (5.32) 3.33 (4.37) 021 0.84
mean

Total number of manic episodes (current 3.98 (5.40) 3.67 (3.75) 047 0.64
excluded), mean

Total number of mixed episodes, mean 0.97 (2.62) 1.30 (2.60) -0.88 0.38
Total number of hypomanic episodes 3.09 (11.29) 1.86 (3.43) 101 032
mean

Number of suicide attempts, mean 1.59 (0.80) 1.60 (0.70) -0.04 0.97
Number of hospitalizations over the last 12 1.06 (0.81) 1.16 (0.93) -0.50 0.62
months, mean

Number of forced treatments over the last 0.67 (0.49) 1.00 (0.82) 112 028

12 months, mean
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Table 5 - Comparison of MADRS, YMRS, FAST and CTQ scores between
dominant cyclothymic-depressive-anxious and hyperthymic temperamental subtypes
in 194 BD I patients experiencing a manic episode.

Mean
Hyperthymic Cycl-Dep-Anx t p
(n=101) (n=93)
MADRS Total Score
Baseline 12.91 (5.86) 12.87 (7.11) 1.44 0.97
Final 5.58 (6.26) 7.76 (7.78) 0.45 0.03
YMRS Total score
Baseline 28.97 (9.78) 26.99 (9.34) 1.44 0.15
Final 5.12 (6.24) 4.75 (4.92) 0.45 0.65
FAST Baseline
Total score 38.64 (17.13) 40.02 (15.40) -0.59 0.56
Autonomy 6.20 (3.71) 6.49 (3.39) -0.57 0.57
Occupation 8.97 (5.14) 9.44 (4.62) -0.64 0.52
Cognitive 7.94 (4.36) 8.21 (3.83) -0.45 0.65
Financial 3.67 (1.89) 3.49 (1.95) 0.67 0.51
Social 9.62 (4.85) 9.82 (4.52) -0.30 0.76
Leisure 3.15(1.94) 3.41 (2.08) -0.88 0.38
FAST Final
Total score 17.38 (13.96) 25.34 (15.92) -3.70 0.00
Autonomy 2.47 (2.84) 3.76 (3.23) -2.93 0.00
Occupation 5.11 (4.55) 7.41 (4.95) -3.19 0.00
Cognitive 2.92 (3.32) 4.57 (3.58) -3.33 0.00
Financial 1.27 (1.54) 1.83 (1.95) -2.21 0.03
Social 4.07 (3.68) 6.10 (4.09) -3.57 0.00
Leisure 1.79 (1.62) 2.57 (1.85) -3.1 0.00
CTQ
Total score 44.80 (10.74) 48.73 (13.33) -2.25 0.03
Emotional abuse 8.25 (3.69) 9.73 (4.44) -2.53 0.01
Physical abuse 6.61 (2.93) 7.41 (3.95) -1.60 0.11
Sexual abuse 6.09 (2.59) 6.41 (3.04) -0.79 0.43
Emotional neglect 12.00 (4.17) 13.26 (4.82) -1.94 0.05
Physical neglect 11.85 (2.07) 12.02 (2.37) -0.54 0.59
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