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ABSTRACT

Symptoms of anxiety and depression often
coexist, and evidence suggests that this has a
genetic basis, among other possible causes.
However, the current classification of comorbid
generalised anxiety disorder (GAD) and depres-
sion (anxious depression) in the Diagnostic and
Statistical Manual of Mental Disorders (Fifth Edi-
tion; DSM-5) does not fully reflect the high
prevalence of anxiety symptoms in people with
depression and the International Classification of
Diseases (10th and 11th revisions) has tended to
identify anxious depression with minor disor-
ders seen in primary care. As a result, few dedi-
cated therapeutic trials have been conducted in
patients with anxious depression, and specific
treatment guidelines and recommendations are
lacking. Fortunately, there is considerable ther-
apeutic overlap between anxiety and depres-
sion, such that many agents with
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antidepressant efficacy are also effective for
symptoms of GAD. The initial treatment of a
patient with depression and symptoms of anx-
iety should be with an agent that is approved
for both major depressive disorder and GAD,
such as a selective serotonin reuptake inhibitor.
There is an obvious need for greater recognition
of anxious depression in order to boost the
volume of high-quality clinical data, which
should translate over time into better, more
specific treatment recommendations and
improved outcomes.
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Key Summary Points

Why carry out this review?

Comorbid generalised anxiety disorder
(GAD) and major depressive disorder is
not yet universally recognised as a distinct
disorder (i.e. as anxious depression),
consequently therapeutic research and
recommendations for this specific
condition are lacking.

What was learned from the review?

Many antidepressant agents are also
effective for symptoms of GAD, including
selective serotonin reuptake inhibitors
(SSRIs).

Likewise, drug classes used to treat GAD
are also effective in the treatment of
depression with anxious symptoms (e.g.
SSRIs, serotonin—noradrenaline reuptake
inhibitors, tricyclic antidepressants and
agomelatine).

Greater recognition of anxious depression
and further clinical research in this
specific patient population are required.

INTRODUCTION

Among psychiatric disorders, generalised anxi-
ety disorder (GAD) and major depressive disor-
der (MDD) are the leading contributors to
global disability and, indeed, both are among
the top ten causes of disability-adjusted life-
years worldwide [1].

Symptoms of anxiety and depression often
coexist [2, 3]. Moreover, the presence of both
GAD and MDD is strongly associated with a
poor prognosis, an increase in severe symptoms,
poorer quality of life, greater MDD recurrence,
and a higher suicide risk than either disorder
alone [4-6].

This article is based on previously conducted
studies and does not contain any new studies

with human participants or animals performed
by any of the authors.

WHAT IS ANXIOUS DEPRESSION?

Despite an increasing body of evidence describ-
ing the relationship between anxiety and
depression [5-7], comorbid anxiety and depres-
sion does not have adequate recognition as a
distinct clinical entity in the current Diagnostic
and Statistical Manual of Mental Disorders (DSM-
5). Thus, a diagnosis of MDD does not require
the presence of any symptoms of anxiety. DSM-
5 includes anxious depression only as one
among many subtypes of a major depressive
episode, described by the specifier of anxious
distress [8]. The two most recent versions of the
International Classification of Diseases (ICD-10
and ICD-11) include a rather different concept
of ‘mixed anxiety and depressive disorder’. In
ICD-10, it is defined as a condition (F41.2)
where depression and anxiety are both present
but neither to an extent that would justify a
diagnosis of MDD or GAD separately. It was
designed to capture minor disorders seen in
primary care. One of the key differences
between the criteria for a full syndrome of
anxiety or depression is the time element. GAD
requires 6 months of symptoms, MDD just
2 weeks. ICD-11 has introduced a clearer set of
criteria, namely the presence of symptoms of
both anxiety and depression on more days than
not over at least 2 weeks [9, 10]. In primary care,
anxious depression is much the commonest
presentation amongst those seeking treatment.
Despite its inclusion in ICD-10, a lack of ran-
domised controlled trials means that guidelines
cannot, at the present time, recommend evi-
dence-based treatment options for patients with
comorbid anxiety and depression [11].

RELATIONSHIP BETWEEN ANXIETY
AND DEPRESSION

The relative contributions of genetic and envi-
ronmental factors to the development of anxi-
ety and depression have been studied in pairs of
monozygotic and dizygotic twins [7]. In these
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studies, MDD was found to be strongly genetic
in origin, with very little contribution from the
shared environment of the twin pairs; in con-
trast, GAD was more weakly associated with
genetic factors, but more strongly correlated
with the shared environment. The contribution
of the non-shared (unique) environment was
significant for both disorders, with ‘loss’ events
promoting the development of MDD, and
‘threat’ events promoting the development of
GAD.

In a recent study of the general UK popula-
tion (N > 150,000), GAD and depression were
found to have a strong genetic overlap but were
partially distinct from fear-related disorders,
such as phobias [2]. Phenotypically, GAD was
strongly correlated with both depression and
fear-related disorders, but there was a much
weaker correlation between fear and depression.
These findings imply a shared biology between
GAD and depression, and suggest a close clinical
relationship that is likely to have implications
for treatment.

TREATMENT OPTIONS
FOR PATIENTS WITH ANXIOUS
DEPRESSION

Treatments for anxiety and depression include
psychological interventions, pharmacological
interventions, or a combination of both (Table 1)
[12-16]. Psychological treatments, such as cogni-
tive behavioural therapy, interpersonal therapy,
behavioural activation, and mindfulness-based
cognitive therapy, are indicated in the manage-
ment of MDD [14, 16]. However, although they
are well tolerated [12], they may not be available
or affordable, and tend to be time-consuming.
In a recent large network meta-analysis of 21
pharmacotherapies for depression, all of the
agents studied were more efficacious than pla-
cebo (in terms of response rate), with odds
ratios for response ranging from 1.37 with
reboxetine to 2.13 with amitriptyline (Fig. 1)
[13]. In terms of acceptability, defined as the
inverse of all-cause treatment discontinuation,

Table 1 Summary of first- and second-line treatment options for major depressive disorder (MDD) and generalised anxiety

disorder (GAD) [12-16]

Treatment

MDD GAD

Pharmacological strategies
Selective serotonin reuptake inhibitors
Serotonin-noradrenaline reuptake inhibitors
Tricyclic antidepressants
Benzodiazepines
Agomelatine
Vortioxetine
Bupropion
Pregabalin

Psychological strategies
Cognitive behavioural therapy
Interpersonal therapy
Behavioural activation

Mindfulness-based cognitive therapy

AN
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! Recommendation is for off-label use in GAD
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—&- Significantly in favour of active drug
—=— Non-significant result

(a) —&- Significantly in favour of placebo OR (95% Crl) (b) OR (95% Crl)
Efficacy (response rate) Acceptability (dropout rate)
Amitriptyline ——  213(1.89-241) Agomelatine —— 0-84 (0:72-0-97)
Mirtazapine —— 1.89 (1.64-2-20) Fluoxetine .- 0-88 (0-80-0-96)
Duloxetine = 1-85 (1-66-2-07) Escitalopram —— 0-90 (0-80-1-02)
Venlafaxine -.— 178 (1-61-1.96) Nefazodone _—t 0-93 (0-72-1-19)
Paroxetine . 175 (1-61-1-90) Citalopram e 0-94 (0-80-1-09)
Milnacipran —_— 174 (137-2:23) Amitriptyline —— 0-95 (0-83-1-08)
Fluvoxamine —_— 169 (1-41-202) Paroxetine e 0-95 (0-87-1.03)
Escitalopram —.— 168 (1-50-1-87) Milnacipran N FEE— 0-95 (0-73-1-26)
Nefazodone —_— 167 (132-2-12) Sertraline —== 0-96 (0-85-1.08)
Sertraline —-.— 167 (1-49-1-87) Bupropion 096 (0-81-1-14)
Vortioxetine —=— 166 (1-45-1.92) Mirtazapine _— 0-99 (0-85-1-15)
Agomelatine = 165 (1-44-1-88) Vortioxetine —_— 101 (0-86-1-19)
Vilazodone —— 1-60 (1-28-2-00) Venlafaxine — 1-04 (0-93-1-15)
Levomilnacipran —_— 1.59 (1.24-2-05) Desvenlafaxine _— 1-08 (0-88-1-33)
Bupropion —— 1.58 (1-35-1-86) Duloxetine —_— 109 (0-96-1-23)
Fluoxetine . 152 (1-40-1-66) Fluvoxamine —_ 1-10 (0-91-1-33)
Citalopram —.— 1.52(1-33-1.74) Vilazodone RS 114 (0-88-1-47)
Trazodone —_— 151 (1-25-1-83) Trazodone —_— 115 (0-93-1-42)
Clomipramine _— 149 (1-21-1.85) Reboxetine —_— 1-16 (0-96-1-40)
Desvenlafaxine —_— 149 (1-24-1.79) Levomilnacipran — 1-19 (0-93-1:53)
Reboxetine S a— 137 (1-16-1-63) Clomipramine =~ ——@&— 130 (1-01-1-68)
0~[5 1.0 2:5 2!5 1.0 0‘-5
<+— —> <+— —>
Favours placebo Favours active drug Favours placebo Favours active drug
(c) Reference: Placebo
Treatment Effect Mean with 95%ClI
NDRI _— -1.84 (-3.05,-0.62)
NaSSA — -0.91 (-1.62,-0.20)
MRA —— -0.68 (-1.15,-0.21)
SSRI —— -0.66 (-0.90,-0.43)
Azapirone —— -0.58 (-0.98,-0.17)
ACV —— -0.56 (-0.85,-0.28)
SNRI —.— -0.54 (-0.79,-0.30)
Mindful —_— -0.40 (-1.36,0.56)
BZD —— -0.40 (-0.65,-0.15)
ICBT —l— -0.35 (-1.24,0.53)
Other —_— -0.35 (-1.29,0.59)
PsyPlacebo —lt— -0.25 (-1.29,0.78)
SModulator —t -0.23 (-0.53,0.06)
AppliedRelax —_— -0.21 (-1.04,0.62)
SGA — -0.06 (-0.62,0.51)
GCBT —e— -0.06 (-1.03,0.91)
SHWS —_— -0.05 (-0.94,0.84)
Analysis —_—— 0.37 (-0.64,1.37)
Waitlist — 0.76 (-0.11,1.63)
SHCG A g 1.32 (-0.11,2.75)
T T T T
-5 -2.5 0 2.5 5
« e

Favours active drug

Favours placebo
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«Fig. 1 Forest plots from network meta-analyses showing
a cfficacy and b acceptability of various antidepressants
when compared with placebo in patients with major
depressive disorder [odds ratios (ORs) and 95% credible
intervals (CrI)]; and ¢ efficacy of pharmacological and
psychological interventions for generalised anxiety disorder
[standardised mean differences and 95% confidence inter-
vals (CI)]. Panels a and b reprinted from The Lancet, Vol.
391, Cipriani A, Furukawa TA, Salanti G, et al. Compar-
ative efficacy and acceptability of 21 antidepressant drugs
for the acute treatment of adults with major depressive
disorder: a systematic review and network meta-analysis,
pages 1357-66, Copyright (2018) [13], under the Creative
Commons Attribution 4.0 International License (hteps://
creativecommons.org/licenses/by/4.0/). Panel ¢ was rep-
rinted from the Journal of Psychiatric Research, Vol 118,
Chen TR, Huang HC, Hsu JH, Ouyang WC, Lin KC.
Pharmacological and psychological interventions for gen-
eralized anxiety disorder in adults: a network meta-analysis,
pages 73-83, Copyright (2019) [12], with permission from
Elsevier. ACV anticonvulsant, Analysis analysis-based
psychotherapy, AppliedRelax applied relaxation, BZD
benzodiazepine, Crl credible interval, GCBT group cog-
nitive behavioural therapy, ICBT individual cognitive
behavioural therapy, Mindful mindfulness-based psy-
chotherapy, MRA melatonin receptor agonist, NaSSA
noradrenaline and specific serotonin antidepressant, NDRI
noradrenaline-dopamine reuptake inhibitor, OR odds
ratio, Other other psychological intervention, PsyPlacebo
psychological placebo, SGA second-generation antipsy-
chotic, SHCG self-help control group, SHWS self-help
with support, SModulator serotonin modulator, SNRI
serotonin—noradrenaline reuptake inhibitor, SSRI selective
serotonin reuptake inhibitor

only agomelatine and fluoxetine were superior
to placebo. Many drug classes used in the
treatment of GAD are also effective in the
treatment of depression with anxious symp-
toms (e.g. selective serotonin reuptake inhibi-
tors [SSRIs], serotonin-noradrenaline reuptake
inhibitors, tricyclic antidepressants and agome-
latine), with the exception of benzodiazepines
and anticonvulsants, such as pregabalin. How-
ever, benzodiazepines do have a place as
adjuncts in the treatment of MDD associated
with insomnia or other symptoms of anxiety,
and there is evidence to support the addition of
a benzodiazepine to antidepressant treatment
in the short term (1-4 weeks) [17].

As there are only a few randomised con-
trolled therapeutic trials specifically conducted
in patients with comorbid anxiety and depres-
sion, evidence-based recommendations are
lacking [11]. In guidelines issued by the British
Association for Psychopharmacology in 2015
[14], antidepressants were described as being
generally effective for the treatment of comor-
bid anxiety, but few specific recommendations
were made. The authors noted that, although
SSRIs were the most studied agents in this set-
ting, there was little evidence that one class was
superior to another [14]. The 2016 Canadian
Network for Mood and Anxiety Treatments
clinical guidelines on the pharmacological
treatment of MDD are more detailed, but still
contain few specific recommendations on the
treatment of anxious depression, including the
use of an antidepressant that has proven effi-
cacy in GAD [15].

Encouraging recent data do, however, come
from the PREDICT study [18] and the PANDA
trial [19]. PREDICT is a recent analysis of anxi-
ety and depression symptoms in 900 patients
who received treatment for MDD (mainly SSRIs)
in primary care [18]. Scores on the General
Anxiety Disorder-7 and Quick Inventory of
Depressive Symptomatology-16 scales showed a
high degree of correlation at both baseline and
after 8 weeks’ treatment, indicating that treat-
ment that was effective for depression was also
effective for anxiety symptoms [18]. In the
pragmatic PANDA trial [19], sertraline was
found to improve anxiety symptoms compared
with placebo in patients with depression
(n = 655).

Some agents with a novel mechanism of
action may be useful in patients with anxious
depression. The serotonin modulator vortiox-
etine is a serotonin 5-HT; antagonist and
5-HT;4 agonist. It is approved for MDD and has
been investigated in patients with GAD, but did
not show sufficient therapeutic efficacy in this
indication required to pursue regulatory
approval in the USA [20]. However, there is
evidence from a meta-analysis of randomised
placebo-controlled trials that it is effective in
treating anxiety symptoms in patients with
MDD who also have high levels of anxiety [21].
Buproprion has broad pharmacological action—
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being a noradrenaline and dopamine reuptake
inhibitor—and is approved for the treatment of
patients with MDD, but is used off-label in
GAD [20]. A meta-analysis of placebo-controlled
randomised studies reported that bupropion
improved symptoms of anxiety and depression
in patients with anxious depression, albeit to a
slightly smaller degree than SSRIs [22].

At present, the most appropriate recom-
mendation that can be made for patients who
have symptoms of both anxiety and depression
is to use an evidence-based antidepressant that
has efficacy in the treatment of anxiety symp-
toms. Moving forward, there is a need for
greater awareness and recognition of anxious
depression by both the clinical and research
communities; physicians should routinely
screen for symptoms of anxiety in their patients
with depression, and modify their approach to
treatment and monitoring accordingly. In the
research setting, dedicated trials in patients
with comorbid anxiety and depression are nee-
ded, as is the more widespread inclusion of
anxiety symptoms as an endpoint in studies of
MDD.

CONCLUSION

Depression and GAD are closely related and
often coexist, suggesting a common biological
basis for both disorders. Under-recognition of
anxious depression as a clinical entity has hin-
dered the availability of clinical data, such that
there are few specific treatment guidelines or
recommendations for people with symptoms of
both disorders. Antidepressants with proven
efficacy against anxiety symptoms should be
the first choice of treatment, with the short-
term addition of a benzodiazepine being con-
sidered when additional control of specific
anxiety symptoms is needed.
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