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Abstract

Objective. Most people with major depressive episodes meet the criteria for the anxious distress
(AD) specifier defined by DSM-5 as the presence of symptoms such as feelings of tension,
restlessness, difficulty concentrating, and fear that something awful may happen. This cross-
sectional study was aimed at identifying clinical correlates of AD in people with unipolar or
bipolar depression.

Methods. Inpatients with a current major depressive episode were included. Data on socio-
demographic and clinical variables were collected. The SCID-5 was used to diagnose depressive
episodes and relevant specifiers. The Montgomery—Asberg Depression Rating Scale (MADRS)
and Young Mania Rating Scale (YMRS) were used to assess the severity of depressive and manic
(mixed) symptoms, respectively. Multiple logistic regression analyses were carried out to
identify clinical correlates of AD.

Results. We included 206 people (mean age: 48.4 + 18.6 yrs.; males: 38.8%) admitted for a major
depressive episode (155 with major depressive disorder and 51 with bipolar disorder). Around
two-thirds of the sample (N = 137; 66.5%) had AD. Multiple logistic regression models showed
that AD was associated with mixed features, higher YMRS scores, psychotic features, and a
diagnosis of major depressive disorder (p < 0.05).

Conclusion. Despite some limitations, including the cross-sectional design and the inpatient
setting, our study shows that AD is likely to be associated with mixed and psychotic features, as
well as with unipolar depression. The identification of these clinical domains may help clinicians
to better contextualize AD in the context of major depressive episodes.

Introduction

The combination of depression and anxiety, impacting individual outcomes and response to
treatments of people with major depressive episodes, has been extensively explored.'” Aiming at
a more consistent definition of anxious depression,” the Diagnostic and Statistical Manual of
Mental Disorders, Fifth Edition (DSM-5), introduced the “anxious distress” (AD) specifier that
can be applied to any depressive episodes in the context of both unipolar and bipolar disorders.”
AD is defined by the presence of symptoms including feelings of tension, restlessness, difficulty
concentrating, and fear that something awful may happen or to lose control. AD should be
further evaluated according to its severity, based on the number of criteria.” The inclusion of AD
as a specifier of mood episodes has stimulated research in this field over the last few years.”” Data
from the National Epidemiologic Survey on Alcohol and Related Conditions III highlighted that
AD occurred in around 75% of people suffering from depression.” The AD specifier in unipolar
and bipolar depression may be linked to peculiar clinical outcomes.”'’ Longitudinal data showed
that the AD specifier may significantly outperform anxiety disorders in predicting chronicity,
time to remission, and functional disability of major depressive disorders.'' Moreover, AD has
been associated with an increased severity of depressive symptoms.'”'* The clinical manage-
ment of AD may be made more complex by its interconnection with mixed features, especially in
people with bipolar disorder.'>'® As a whole, the available literature seems to highlight that AD
may identify a group of patients with a specific clinical profile.'>'*'” Nonetheless, considering
that studies in this field are sparse and influenced by a high degree of variability in terms of
methodology and target populations, additional research is needed to identify key clinical
variables associated with this condition. This study may be helpful to provide additional insight
into the AD specifier in the context of unipolar and bipolar depression. We performed a cross-
sectional study aimed at identifying clinical correlates of AD in people with major depressive
episodes. We hypothesized that they would have higher clinical severity than those without AD,
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in terms of both depressive and manic (mixed) symptoms, as well
as for the occurrence of mixed features specifier.

Methods

This cross-sectional study was designed and reported in accor-
dance with the “Strengthening the Reporting of Observational
studies in Epidemiology (STROBE)” statement.'® It was approved
by the local Ethics Committee as a part of the broader Northern
Milan Area Cohort (NOMIAC) project.w

Setting and eligibility criteria

We included individuals consecutively admitted for inpatient treat-
ment from May 2020 to December 2022 to the psychiatric intensive
care units (accounting for a total of 27 beds) of the local Nord
Milano Mental Health Care Trust. This institution provides mental
health care for about 270 000 inhabitants of the northern area of the
Metropolitan City of Milan, from both deprived and affluent,
highly urbanized districts. Subjects suffered from major depressive
or bipolar disorders and were admitted for a major depressive
episode as defined by the DSM-5 criteria. For study participants
with multiple admissions, we used data from the first hospitaliza-
tion. We excluded people i) younger than 16; ii) with intellectual
disability; iii) with cognitive impairment or dementia; iv) with very
brief hospital stays (<2 days).

Data collection

We collected information on socio-demographic characteristics,
including age, gender, education, marital status, and employment.
Data on clinical characteristics, including diagnosis, comorbid
personality disorders, alcohol and substance use disorders, previ-
ous suicide attempts, physical diseases (diabetes, dyslipidemia, and
hypertension), and psychopharmacological treatments at admis-
sion, were retrieved from clinical records and chart review. Trained
assessors (“NOMIAC Investigators”) used the Structured Clinical
Interview for DSM-5 (SCID-5)" to identify individuals with a
current major depressive episode, and related specifiers, including
AD, mixed features, and psychotic features.

According to DSM-5, AD was defined by the presence of at least
two of the following symptoms during the majority of days of the
current depressive episode:

Feeling keyed up or tense.

Feeling unusually restless.

Difficulty concentrating because of worry.

Fear that something awful may happen.

Feeling that the individual might lose control of himself or
herself.

Vi R

The severity of AD was differentiated, according to the number of
criteria met: mild (two criteria), moderate (three criteria), moder-
ate-severe (four criteria), or severe (five criteria).” Depressive
symptom severity was measured by the Montgomery—Asberg
Depression Rating Scale (MADRS). A MADRS item-10 score > 2
was used to rate the presence of current suicidal ideation.”*” The
Young Mania Rating Scale (YMRS) was used to assess symptoms of
the opposite polarity (manic symptoms). Data were collected and
recorded anonymously using a standardized extraction template.
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Data analysis

Standard statistics were computed for descriptive purposes. To
estimate the potential differences between individuals with and
without AD, we firstly carried out relevant univariate analyses.
We used the Pearson’s Chi-square and Fisher’s exact tests (accord-
ing to the number of cases) for categorical variables, as well as
Student’s T or Mann—Whitney U tests (according to the data
distribution) for continuous variables. Multiple logistic regression
models were performed to assess the association between AD and
candidate explanatory variables. These included age, gender, and
diagnosis (major depressive versus bipolar disorder), as a priori
characteristics, and those variables for which a p-value <0.1 was
estimated at univariate analyses, consistently with the statistical
approach used in previous studies.””** Regression coefficients with
related 95% Confidence Interval (95%CI) were used to estimate the
effects of explanatory variables. Statistical significance was set at
p < 0.05. Analyses were performed using the Stata statistical soft-
ware package, release 17.

Results
Characteristics of study participants

Among 779 people admitted to the inpatient units during the study
period, 206 participants reported a depressive episode and were
included in this study (mean age + SD: 48.4 + 18.6 years; proportion
of men: 38.8%). Among them, 155 individuals suffered from major
depressive disorder and 51 from bipolar disorder (12 type-I,
18 type-II, and 21 unspecified bipolar disorder), respectively.
Two-thirds of the sample (N = 137; 66.5%) showed AD (41 indi-
viduals mild, 72 moderate, 18 moderate—severe, and six severe AD).
The sample characteristics are reported in Table 1.

Correlates of anxious distress: univariate analyses

Univariate analyses estimated that the AD specifier was associated
with manic symptoms as measured by YMRS score (p = 0.004),
though not with depressive symptom severity (p = 0.35). In addi-
tion, individuals with psychotic features were more likely to show
AD (p = 0.001). No other variables, including the mixed features
specifier (p = 0.06) and the occurrence of substance use disorders
(p = 0.09), were associated with AD. Results are shown in Table 1.

Correlates of anxious distress: multiple logistic regression
analyses

Considering the clinical overlap between manic symptoms as
measured by YMRS and the mixed features specifier, we run two
independent multiple logistic regression models, sequentially
including these explanatory variables. The first (Model 1) showed
that AD was associated with higher YMRS scores (p = 0.004),
psychotic features (p = 0.017), and a diagnosis of major depressive
disorder (p = 0.001). Similar findings emerged from the second
model (Model 2), corroborating the association of AD with mixed
(p = 0.049) and psychotic features (p = 0.004), and with a diagnosis
of major depressive disorder (p = 0.004). Results are shown in
Table 2.
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Table 1. Sample characteristics and differences between individuals with and without Anxious Distress
Overall sample With anxious distress Without anxious distress
Variables (N =206) (N =137) (N =69) Test statistic p-value
Socio-demographic characteristics
Age (years), mean + SD 48.4 +18.6 48.7 + 18.0 47.8 +19.9 z=-0.188 ns®
Male gender, N (%) 80 (38.8) 56 (40.9) 24 (34.8) ¥’ =0.717 ns”
Education (years), mean + SD° 11.3+33 11.2+32 11.5+34 z=0.891 ns®
Clinical characteristics
Major depressive disorder, N (%) 155 (75.2) 108 (78.8) 47 (68.1) x’=2.829 ns®
MADRS, mean + SD 28.8+7.9 29.1+£7.9 28.0+7.8 t=-0.937 ns®
YMRS, mean = SD 3.7+£5.2 45+59 2.0+29 z=-2.893 0.004%
Mixed features, N (%) 17 (8.3) 15 (10.9) 2(2.9) - ns®
Psychotic features, N (%) 32 (15.5) 29 (21.2) 3(4.3) - 0.001°
Suicidal ideation, N (%) 128 (62.1) 81 (59.1) 47 (68.1) ¥ = 1.577 ns®
Personality disorder, N (%) 98 (47.6) 66 (48.2) 32 (46.4) ¥’ = 0.059 ns”
Alcohol use disorder, N (%) 33 (16.0) 26 (19.0) 7(10.1) ¥’ =2.661 ns”
Substance use disorder, N (%) 30 (14.6) 24 (17.5) 6 (8.7) ¥’ =2.871 ns”
Psychopharmacological treatment
Antidepressants, N (%) 129 (62.6) 84 (61.3) 45 (65.2) ¥’ =0.299 ns”
Lithium, N (%) 25 (12.1) 14 (10.2) 11 (15.9) ¥’ = 1.409 ns”
Anticonvulsants, N (%) 30 (14.6) 18 (13.1) 12 (17.4) ¥ = 0.667 ns”
First-generation antipsychotics, N (%) 20 (9.7) 13 (9.5) 7(10.1) ¥’ =0.022 ns’
Second-generation antipsychotics, N (%) 93 (45.1) 62 (45.3) 31 (44.9) ¥ =0.002 ns”
Cardiovascular risk factors
Diabetes, N (%) 16 (7.8) 11 (8.0) 5(7.2) ¥’ =0.039 ns”
Dyslipidemia, N (%) 29 (14.1) 19 (13.9) 10 (14.5) x> =0.015 ns®
Hypertension, N (%) 46 (22.3) 31 (22.6) 15 (21.7) xz =0.021 ns”

Abbreviations: MADRS, Montgomery-Asberg depression rating scale; N, number of subjects; ns, not significant; SD, standard deviation; YMRS, Young Mania rating scale.

Mann-Whitney test.

bPearson’s Chi-square test.

“Missing data: N = 8 (4 with anxious distress, 4 without anxious distress).
dStudent’s T test.

Fisher’s exact test.

Discussion

The aim of this study was to investigate the clinical correlates of AD
among people with unipolar and bipolar depression consecutively
admitted for inpatient care. Benefitting from standardized assess-
ments and rigorous sampling procedures, we hypothesized that
people with AD would have higher clinical severity than those
without AD in terms of both depressive and manic (mixed) symp-
toms, as well as for the occurrence of mixed features specifier.

We found that AD occurs in two out of three people with
unipolar or bipolar depression. Although prevalence rates are
slightly lower than those estimated in previous studies, based on
different geographical areas and clinical settings,”' " several find-
ings characterizing AD in people with unipolar or bipolar depres-
sion emerged from our study.

First, people with AD had more symptoms of the opposite
polarity (mixed features specifier and manic symptoms as mea-
sured by YMRS) than those without AD, regardless of age, gender,
and diagnosis. This is not surprising and seems consistent with
evidence emerging from previous studies.'** Indeed, the so-called
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mixed depression seems more likely to occur in people suffering
from a major depressive episode with AD.” It has been shown that
the interplay between anxiety and manic symptoms in the context
of depression represents an important clinical domain, influencing
treatment response and disease course.”””” Nonetheless, the partial
overlap between anxious and manic symptoms remains a matter of
debate, making the differentiation of these clinical domains com-
plex.'” Clinical features, such as racing thoughts and pressured
speech, may be common in both AD and manic symptoms."” In
addition, the combination of anxiety and mixed features in depres-
sion may be the possible expression of a painful inner tension or, on
the other side, a disinhibited goal-directed behavior and thought.””

Secondly, we uncovered a strong link between AD and psychotic
features. To our knowledge, this is the first study ascertaining this
association. This finding is particularly relevant considering the
impact of anxiety on treatment outcomes of psychotic depression.””
It should be noted that, although psychotic-like experiences are
usually associated with psychotic disorders, these symptoms are
frequent among individuals with either depression or anxiety.” Even
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Table 2. Factors associated with Anxious Distress in people with Major
Depressive Episodes: Multiple Logistic Regression Models

Model 1 Model 2
Variables coeff. [95%Cl] coeff. [95%Cl]
Age® —0.003 [—0.020 to 0.015] 0.001 [—0.016 to 0.018]

z=-0.31,p=0.757 z=0.12, p=0.902

0.225 [—0.424 to 0.873]
z=0.68, p = 0.497

0.225 [—0.413 to 0.864]
z=0.69, p = 0.489

Male gender”

1.302 [0.501 to 2.104]
z=3.19, p=0.001

1.147 [0.377 to 1.916]
2=2.92, p = 0.004

Major depressive
disorder®

YMRS® 0.138 [0.045 to 0.230] -

z=2.92,p =0.004

1.629 [0.004 to 3.254]
2=1.96, p = 0.049

Mixed features® -

1.614 [0.295 to 2.934]
z=2.40,p =0.017

1.902 [0.608 to 3.196]
z=12.88, p =0.004

Psychotic
features®

0.587 [—0.426 to 1.601]
z=1.14, p = 0.256

Substance use
disorder"

0.578 [—0.454 to 1.610]
z=1.10,p = 0.272

Abbreviations: Cl, confidence interval; coeff., regression coefficient; YMRS, Young Mania
rating scale.

for a 1-unit change.

bys. female gender.

“vs. bipolar disorder.

vs. without mixed features.

vs. without psychotic features.

vs. without substance use disorder.

d,
f,
though the mechanisms underlying psychotic features and anxiety
remain unknown,’” it can be hypothesized that anxiety may repre-
sentan individual response to the feeling of unreality and dissociative
experiences’~ that may precede delusions and hallucinations emerg-
ing from a depressive state. Clearly, the cross-sectional design of our
study did not allow us to analyze the temporal sequence of these
clinical domains. Nonetheless, the co-occurrence of psychosis and
anxiety in depression strengthens the concept that specific networks
of symptoms from different psychopathological dimensions may
mutually influence each other.”

Moreover, from our study, AD seems to be associated with a
diagnosis of major depressive disorder, when controlling for puta-
tive variables (age, gender, mixed and psychotic features). Thus,
our findings seem to support the hypothesis that AD may be a
peculiar specifier of unipolar depression,”® instead of a potential
bipolarity index of major depressive episodes,'’ which was an
alternative hypothesis from previous conflicting evidence.

Finally, our study showed that AD might be unrelated to other
clinical variables. In particular, it is worth mentioning that no
association between depressive symptom severity and AD was
estimated. This is not consistent with findings from relevant pre-
vious studies.'*'® Nonetheless, it should be considered that indi-
viduals included in our study were enrolled from inpatient units,
where only people with a severe clinical condition are admitted,
thus making it difficult to find possible differences in inevitably
high symptom severity.

Some limitations should be acknowledged when interpreting
our findings. First, the cross-sectional design of our study did not
allow us to make any inference on the causal relationship between
AD and the explored clinical domains of major depressive episodes.
Second, since our study was based on a relatively limited sample
without any size estimation, we should not rule out further asso-
ciations between putative variables and AD, possibly not detected
by our analyses. This may also explain the lack of precision for
some explanatory variables (eg, mixed and psychotic features).
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Third, the study recruitment from an inpatient setting makes it
likely to oversample individuals with increased care needs and
poorer global functioning. These subjects may not be representa-
tive of the overall clinical population with depression. In addition,
we did not assess affective temperaments despite their potential
influence on mood disorder course and severity.”* Similarly, we did
not report information on lifetime history of suicidal attempts, due
to the high risk of recall bias. Finally, our study assumed just a
categorical perspective for AD as well as for covariates, such as
substance use and personality disorders, since the relatively small
sample size did not allow us to consider their severity. Additional
studies are needed to analyze whether putative clinical variables
correlate with AD severity. These should also clarify whether the
intolerance of uncertainty might further add to a more fine-grained
pattern of AD.””

Conclusion

Our study provides additional insight into the clinical profile of
individuals with AD in the context of depression. It seems associ-
ated with major depressive disorder and clinical domains, includ-
ing mixed and psychotic features, though not with depressive
symptom severity. Additional studies are needed to explore the
generalizability of our findings and to better contextualize AD in
the context of major depressive episodes.
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