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ABSTRACT

The prevalence of major depressive disorder
(MDD) has been increasing, and MDD is now a
leading cause of global disability. Depression
often coexists with anxiety, and the 5th edition
of the Diagnostic and Statistical Manual of
Mental Disorders (DSM-5) introduced the ‘anx-
ious distress’ specifier to identify those patients
within the MDD category who have anxiety as
well. The prevalence of anxious depression is
high, with studies suggesting that 50–75% of
patients with MDD meet the DSM-5 criteria for
anxious depression. However, it can be difficult
to discern whether a patient has MDD with
anxiety or an anxiety disorder that has triggered
an episode of depression. In fact, approximately
60–70% of patients with comorbid anxiety and
depression experience anxiety first, but it is
often depression that leads the patient to seek
treatment. Patients with MDD who also have

anxiety have significantly worse psychosocial
functioning and poorer quality of life compared
with patients with MDD without anxiety. In
addition, patients with MDD and anxiety take
significantly longer to achieve remission, and
are less likely to achieve remission, than
patients with MDD without anxiety. Therefore,
it is essential that physicians have a high index
of suspicion for comorbid anxiety in patients
with depression, and that anxiety symptoms in
patients with MDD are effectively treated. This
commentary is based on a virtual symposium
presented at the 33rd International College of
Neuropsychopharmacology (CINP) World
Congress, Taipei, Taiwan, in June 2022.
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Key Summary Points

Anxiety is a common comorbidity in
patients with depression, and contributes
to worse psychosocial function and
quality of life.

The 5th edition of the Diagnostic and
Statistical Manual of Mental Disorders
(DSM-5) introduced the ‘anxious distress’
specifier to identify patients with major
depressive disorder (MDD) and comorbid
anxiety.

It can sometimes be difficult to discern
whether anxiety triggers depression or
depression triggers anxiety.

Irrespective of which condition is
antecedent, it is important to identify and
treat both anxiety and depression because
patients with this combination of
comorbidities take significantly longer to
achieve remission, and are less likely to
achieve remission, than patients with
MDD without anxiety.

INTRODUCTION

The number of patients diagnosed with major
depressive disorder (MDD) has been steadily
increasing over the last two decades [1], and
MDD is now a leading cause of global disability
[2, 3]. The recent coronavirus disease 2019
(COVID-19) pandemic further increased the
prevalence of MDD and anxiety disorders in
2020 [4]. The growing burden of MDD should
be a stimulus for further research into this dis-
order, or spectrum of disorders, to improve the
efficacy of treatments for affected patients.

MDD is an extremely heterogeneous condi-
tion, and the 5th edition of the Diagnostic and
Statistical Manual of Mental Disorders (DSM-5)
introduced a number of specifiers for MDD in
order to subdivide this large and complex cate-
gory into a more nuanced diagnosis (Fig. 1).

This commentary briefly investigates the diag-
nostic criteria for anxiety in MDD, according to
DSM-5, as well as the prevalence of comorbid
anxiety and depression and their impact on
patients. The content is based on a sponsored
symposium presented at the 33rd International
College of Neuropsychopharmacology (CINP)
World Congress, Taipei, Taiwan, in June 2022.
Information on contemporary treatment
approaches in patients with depression and
anxiety symptoms can be found in the article
titled ‘Evidence-Based Pharmacotherapy of
Anxiety Symptoms in Patients with Major
Depressive Disorder: Focus on Agomelatine’ in
this supplement.

DIAGNOSIS OF COMORBID
ANXIETY AND DEPRESSION

The diagnostic criteria for anxiety and depres-
sion have fluctuated over time [5]. As described
above, DSM-5 introduced a number of specifiers
for MDD, including ‘anxious distress’ (Fig. 1).
The anxious distress specifier is defined by the
presence of typical symptoms of anxiety, such
as feeling tense or worried, difficulty concen-
trating, or a sense of loss of control (Table 1).
The DSM-5 offers a range of severities for this
specifier, based on the number of symptoms
present (Table 1) [6]. While the number of
symptoms is easily quantifiable, it could be
argued that the severity of anxious distress
should also be based on the intensity of the
symptoms and not simply their number. Zim-
merman et al. reported that anxious distress is
common in depressed patients, and that indi-
viduals with anxious distress had a higher fre-
quency of anxiety disorders, particularly panic
disorder and generalized anxiety disorder
(GAD), as well as higher scores on measures of
anxiety and depression [7]; such findings sup-
port the validity of the DSM-5 anxious distress
specifier.

The Patient Health Questionnaire-9 (PHQ-9)
and the GAD Questionnaire-7 (GAD-7) are short
screening instruments used for the detection of
depression and anxiety symptoms in various
settings, including general and mental health
care as well as the general population
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[8, 9]. While PHQ-9 and GAD-7 have sufficient
formal psychometric properties, their clinical
utility as diagnostic tools for the recognition of
depressive and anxiety disorders is limited in
some patient populations [10]; both scales are
only recommended as an initial screening tool
for the identification of individuals with an
increased risk of mental disorders, due to low
specificity and high false positive rates,
although any positive cases should subse-
quently be assessed using more comprehensive
tools.

The possibility of subthreshold anxiety dis-
order should also be considered, given that this
is reported to be prevalent in the general pop-
ulation, with follow-up studies showing persis-
tent symptoms or progression into an anxiety
disorder [11]. Risk indicators, such as reduced
functioning, may help physicians to identify
these individuals to allow preventative treat-
ment with the goal of reducing functional lim-
itations and disease burden. Of note, the
National Institute of Mental Health Research
Domain Criteria (RDoC) framework has
prompted the paradigm shift from established
diagnostic categories to considering multiple
levels of vulnerability to enable probabilistic

Fig. 1 Specifiers for major depressive disorder in the 5th edition of the Diagnostic and Statistical Manual of Mental
Disorders (DSM-5) [6]

Table 1 Definition of the ‘anxious distress’ specifier in the
5th edition of the Diagnostic and Statistical Manual of
Mental Disorders (DSM-5) [6]

‘Anxious distress’
definition

‘Anxious distress’ severity
classification

The specifier may be used

for patients with at least 2

of the following

symptoms during the

majority of days of a

Major Depressive Episode:

Severity is based on the

number of symptoms

displayed:

Feeling keyed up or tense 0 or 1 symptom = no

anxious distress,

Feeling unusually restless 2 symptoms = mild

anxious distress,

Difficulty concentrating due

to worry

3 symptoms = moderate

anxious distress, and

Fear that something awful

may happen

4–5 symptoms = moderate

to severe anxious distress

(psychomotor agitation

must be present)

Feeling loss of control of

himself or herself
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risk of mental disorder [12]; this framework
emphasizes the integration of basic behavioural
and neuroscience research.

PREVALENCE

Studies using the DSM-5 criteria for anxious
distress in MDD indicate that this condition is
highly prevalent. Zimmerman and colleagues
(2017) found that 78% of patients with MDD
who had been referred to a US hospital psychi-
atric department for assessment met the DSM-5
criteria for anxious distress [13]. Similarly,
Rosellini and colleagues (2018) reported that, in
a cohort of 237 US outpatients with unipolar
depression, the anxious distress specifier was
present in 66.2% [14]. The Netherlands Study of
Depression and Anxiety (NESDA), which sam-
pled patients from the community, primary
care and outpatient psychiatric services, repor-
ted that 54.2% of those with MDD had anxious
distress using DSM-5 definitions [15]. This study
also found that the DSM-5 specifier was a better
predictor of clinical outcomes in patients with
MDD compared with the DSM-IV diagnosis of
anxiety disorders.

In the Sequenced Treatment Alternatives to
Relieve Depression (STAR*D) population,
approximately 45% of patients with MDD had
anxious depression, based on having a Hamil-
ton Depression Rating Scale Anxiety-Somatiza-
tion score of at least 7 [16]. When compared
with patients with MDD who did not have
anxiety, these patients were significantly more
likely to be managed in a primary care than a
specialist setting [16]. While this may seem
counterintuitive (since it would be expected
that more complex patients with MDD would
be referred to a specialist), and will vary from
country to country, these data do suggest that a
significant proportion of patients with MDD
and anxiety are not seeing a specialist psychia-
trist. It should also be noted that patients with
anxious MDD in the STAR*D population inclu-
ded a higher proportion of women, and unem-
ployed, Hispanic and less educated individuals
than patients with MDD without anxiety [16],
so their predominance in the primary versus

specialist care setting may reflect issues related
to access or unconscious biases.

In the large National Epidemiologic Survey
on Alcohol and Related Conditions III
(NESARC-III), a population-based study in the
US, anxious distress was present in 74.6% of
individuals with a lifetime history of MDD [17].
Factors significantly associated with the pres-
ence of the anxious distress specifier were
younger age at the onset of MDD and at the first
treatment for MDD, higher number of lifetime
episodes of depression, longer duration of the
longest (or only) depressive episode and of the
time between the onset of depression and
receipt of first treatment, and an increased
number of anxiety symptoms [17].

DISTINGUISHING ANXIOUS
DEPRESSION FROM AN ANXIETY
DISORDER

A key clinical question is whether a patient has
MDD with anxiety or an anxiety disorder that
has triggered an episode of MDD, and many
patients will meet more than one definition of
anxiety disorders and/or depression [5]. Often
this distinction is based on asking the patient
whether they were experiencing anxiety before
they became depressed, but many patients with
MDD are not able to accurately answer this
question.

The World Health Organization (WHO)
World Mental Health Surveys found that 68% of
patients with lifetime comorbid anxiety and
depression developed anxiety before they
experienced depression, 13.5% developed
depression before anxiety and 18.5% developed
both conditions at the same time [18]. Simi-
larly, in NESDA, 57% of patients with comorbid
anxiety and depression experienced anxiety
first, 18% had depression first, and 25% had
simultaneous onset of anxiety and depression
[19].

No new diagnostic developments have pro-
vided guidance on how to distinguish MDD
with anxious distress from GAD with MDD or
from MDD with GAD. Usually, the issue of
diagnostic differentiation arises at the time of
patient presentation, which is most commonly
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triggered by MDD, and the focus on depression
may lead the physician to miss a diagnosis of
comorbid anxiety disorders.

Similar issues can arise in patients who have
bipolar depression with anxiety, since the DSM-
5 diagnosis for bipolar II disorder includes an
anxious distress specifier, just as the diagnosis
for MDD does [6]. In bipolar depression, the
difficulty can be in distinguishing anxious dis-
tress from mixed state. However, most psychi-
atrists are aware of the association between
bipolar disorder and anxiety, and should apply
the same diagnostic vigilance to identifying
anxiety in patients with MDD.

IMPACT

When compared with patients with MDD who
do not have anxious distress, those who meet

the criteria for the anxious specifier have sig-
nificantly worse psychosocial functioning
across a number of areas, including work per-
formance, marital and family relationships,
friendships and leisure (Fig. 2) [20]. In addition,
a recent study among Australian inpatients with
treatment-resistant depression found that
comorbid anxiety (which was present in 78% of
the cohort) was associated with significantly
worse quality of life [21]. Quality of life in this
study was assessed using the 8-dimension
Assessment of Quality of Life (A-QoL) instru-
ment, which includes three physical domains
(independent living, senses and pain) and five
psychosocial domains (mental health, happi-
ness, self-worth, coping and relationships) [22].
Similarly, in the NESARC III study in the US,
patients with MDD and anxious distress had
significantly worse quality of life measured
using version 2 of the 12-item Short Form

Fig. 2 Impact of the anxious distress specifier on
psychosocial functioning in outpatients with depression
[20]. Psychosocial functioning was assessed using the

Clinically Useful Depression Outcome Scale (CUDOS) –
Anxious Distress Specifier Subscale, in which higher scores
indicate a greater negative impact on functioning
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Health Survey [17]. This study also found that
patients with MDD and anxious distress were
significantly more likely to think about their
own death or suicide, or to attempt suicide,
than patients with MDD without anxious dis-
tress [17].

Anxiety may also affect response to treat-
ment. A number of studies have shown that
patients with MDD and anxiety take signifi-
cantly longer to achieve remission, and are less
likely to achieve remission, than patients with
MDD without anxiety [23, 24]. Moreover,
among elderly patients with MDD, those with
higher scores for anxiety are more likely to have
a recurrence of depression than those with no or
mild anxiety [24].

CONCLUSION

Anxiety symptoms are extremely common in
patients with MDD, although it is often difficult
to ascertain whether the anxiety disorder pre-
dated the MDD or vice versa, and therefore
whether the diagnosis is anxiety with depres-
sion or depression with anxiety. However, irre-
spective of problems with diagnostic
classification, the clinical significance of anxi-
ety symptoms is undisputed, with worse func-
tioning, quality of life and treatment outcomes.
Therefore, physicians need to have a high index
of suspicion for comorbid anxiety in all patients
with depression, because it is essential that
anxiety symptoms in patients with MDD are
effectively treated.
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