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Comorbid anxiety and depression: illumination of a controversy

LUCHEZAR G. HRANOV

Department of Psychiatry, Medical University of Sofia, Sofia, Bulgaria; Specialised University Hospital for Active Treatment

in Neurology and Psychiatry ‘‘St. Naum’’, Third Psychiatric Clinic

Abstract
Depression and anxiety frequently coexist in the same individual, either concurrently or at different times, and numerous
studies show that the presence of an anxiety disorder is the single strongest risk factor for development of depression. When
the two coexist simultaneously, either as diagnosed disorders or subsyndromal states, they may be viewed as mixed anxiety�
depression or as comorbid syndromes, i.e. separate disorders occurring concurrently. Controversy continues over the nature
of the relationship between depression and anxiety, some believing they are distinct, separate entities while others � now the
majority � view them as overlapping syndromes that present at different points on a phenomenological and/or chronological
continuum, and share a common neurobiology, the degree of overlap depending on whether each is described at the level of
symptoms, syndrome or diagnosis. Community data likely underestimate true prevalence, since affected individuals
frequently present in primary care with somatic, rather than psychological, complaints. Irrespective of the nature of the
relationship, patients with both disorders experience significant vocational and interpersonal impairment, and more
frequent recurrence, with greater likelihood of suicide, than individuals with single disorders. Various classes of
antidepressant drugs offer symptom relief for these patients, the most selective of the SRIs holding the greatest promise
for sustained clinical improvement. Yet, the crucial parameter of successful pharmacotherapy seems to be the length of
treatment, ensuring enhancement of the compromised neuroprotective and neuroplastic mechanisms. Further clarification
of the relationship is a prerequisite for offering effective treatment to the many patients who experience lifetime depression
and anxiety.
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The relationship between anxiety and

depression

A close relationship between anxiety and depression

has been acknowledged since ancient times (‘‘pa-

tients with fear . . ./ of long standing are subject to

melancholia’’ Hippocrates, Epidemics III). As early

as 1934, Sir Aubrey Lewis proposed a continuum

between symptoms of anxiety and depression, stres-

sing that anxiety was probably an integral aspect of

depression [1], while Slater and Roth stated that the

distinction between anxiety and depression ‘‘is

nevertheless a valid one, although the disorders

overlap in their clinical features’’ [2].

One school of contemporary thought defines

mixed anxiety�depression states as having a stable

core of subsyndromal symptoms that do not reach

the threshold for the diagnosis of generalized anxiety

disorder (GAD) or depression, but which, under

stress, will decompensate to an overt anxiety dis-

order or depression [3,4]. This concept shares

similarities with Peter Tyrer’s theory of a broad

affective diathesis, which he named a ‘‘general

neurotic syndrome’’ [5]. According to that hypoth-

esis, at least some patients present with co-existent

primary anxiety and depressive symptoms that: (1)

are more or less prominent at different times of life;

(2) are manifest in the absence of major life events;

(3) occur against a background of personality

disturbance in which dependent and/or inhibited

traits are prominent; and (4) are likely to be

associated with a positive family history of a similar

condition. Such patients may change diagnoses

frequently over time, while showing identical re-

sponses to various types of treatment. In the latest

development of his theory, Tyrer states that the

mixed anxiety�depression syndrome, which he

terms ‘‘cothymia’’, is the most common (and, in

fact, the core) affective disorder [6,7]. This view

stands sharply in contrast to the findings of the

DSM-IV field study, according to which mixed
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anxiety�depression can be differentiated phenom-

enologically from other mood and anxiety conditions

[8].

Other investigators view mixed anxiety�depres-

sion as being defined by recurrent depression, with a

tendency to experience residual anxiety symptoms

between full-blown episodes [9]. Such symptoms

may be indicators of a risk for relapse [10] and, in

this manner, such individuals may cycle in and out of

medical care, depending on life circumstances [11].

At a theoretical level, the common co-occurrence

of anxiety and depression may be explained in

several ways (Table I) [12�24], although none of

the proposed models capture in entirety their com-

plex relationship. Causal relationships may exist in

some cases, while in others a common [25,26] or

multifactorial [17] aetiology likely has a part to play.

Two major conceptual pathways can be applied to

address the question of whether anxiety and depres-

sion represent distinct clinical syndromes or different

aspects of a continuum [27]:

Hierarchical diagnoses. this classical approach

assumes that certain disorders include others

within their diagnostic category, and allows

only the primary diagnosis to be made,

leaving the concept of severity unspecified.

Comorbidity diagnoses. this approach allows

the application of algorithms based on all

existing symptoms, irrespective of how many

and what type of diagnostic criteria are

fulfilled. Additional complexity arises if co-

morbidity with ‘‘subthreshold conditions’’ is

allowed.

‘‘Splitter’’ and ‘‘lumper’’ theories

There are several theories that frame depression and

anxiety as phenomenologically distinct disorders,

and these are supported by empirical [28], experi-

mental [29] and psychometric data [30]. One well-

known ‘‘splitter’’ hypothesis holds that anxiety

symptoms cluster around mental and physical acti-

vation, whereas depressive symptoms centre around

exhaustion [31,32]. Another theory suggests that

both anxiety and depressive disorders have, as a

central theme, high negative affect; however, while

depression is characterized by anhedonia (and gen-

erally low positive affect), physiological hyperarousal

is the central focus in anxiety disorders [33].

‘‘Lumper’’ theories support the position that

anxiety, depression, and the comorbid condition lie

on a continuum and represent sequential stages of

the same disorder [34,35]. The unitary concept of

anxiety and depression can be supported by the

symptomatic overlap of the two syndromes, lack of

stability of clinical diagnosis, the tendency for

patients suffering from long-standing anxiety states

to develop depressive symptoms, the failure to find

separate dimensions of anxiety and depression in

both self-rated and observer-rated scales, and by the

lack of a specific response to drug treatment

[19,36,37].

One of the unitary hypotheses ascribes a pivotal

role to neuroticism � a stable personality trait

defined by emotional instability and vulnerability to

stress and anxiety [38,39]. Higher scores of neuroti-

cism significantly increase the risk for anxiety

disorders and depression. According to research

conducted by the proponents of this hypothesis,

the comorbidity (phenotypic correlation) between

major depressive disorder (MDD) and GAD was

0.41 and neuroticism accounted for 39% of the

observed correlation in both sexes [39].

The role of genetics

Genetic studies could give strong support to either

the ‘‘splitter’’ or the ‘‘lumper’’ concept. Most

authors agree that family history is the factor most

strongly correlated with comorbid anxiety�depres-

sion states [35,40,41], but findings remain equivo-

cal. The results from one group of studies argue

against the common diathesis hypothesis. Thus, the

families of probands with depression and anxiety

syndromes had the same rates of primary depres-

sion as did the families of probands with uncom-

plicated primary depression, and probands’ anxiety

Table I. Potential explanations for the common occurrence of comorbid anxiety and depression [12�21].

Reason for co-occurrence Potential explanation

Comorbidity The common co-occurrence is due to the randomly distributed incidence of two common, but distinct,

conditions

Interaction The presence of one distinct disorder increases the likelihood of the other, because the specific diathesis

for the first makes the subject vulnerable to the other

Continuum Anxiety and depression are different aspects of a single, gradually evolving, illness and emerge from a

common neurobiological predisposition, in which the preponderance of anxiety and depressive symptoms

varies over time; the diagnosis depends on the stage when the patient is evaluated

Unique syndrome The co-occurring symptoms of the two conditions are aspects of a single, more complex disorder

Non-etiological processes Anxiety and depression are similar adaptive responses to common childhood experiences, similar

personality profiles, precipitating life events, and/or psychological stressors. Alternatively, the only

commonalities are shared and overlapping definitions, common rating instruments and similar responses

to drug therapy
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syndromes did not necessarily conform to anxiety

disorders in the family [26]. Several groups found

that the relatives of patients with mixed anxiety�
depressive conditions were more likely to have a

history of unipolar depression or/and alcoholism,

but not of anxiety disorders, and therefore seemed

to resemble depressive, rather than anxiety, dis-

orders [42,43]. Patients with comorbid depression

and GAD had twice as many relatives with depres-

sion, compared with patients suffering from either

depression or GAD alone [44].

A second series of genetic studies found support

for a common, genetically driven, neurobiological

vulnerability to anxiety and depression. Several

family studies reported increased risk of anxiety

disorders among the relatives of probands with major

depression, and vice versa [45�49]. Increased rates

of anxiety and depression were found in the parents

of subjects who had anxiety only, depression only, or

anxiety and depression [50]. The children of de-

pressed patients on the one hand, and the children of

patients with anxiety disorders on the other, were at

high risk for both depression and anxiety [14,49].

Currently, there is only limited evidence of com-

mon genetic risk factors for depressive and anxiety

disorders, but one notable exception might be GAD

[51]. In a study of 1033 female twin pairs and 97

individual female twins, major depression and GAD

were found to share the same genetic factors, which

accounted for 30�40% of the variation in risk for

these disorders [47,52]. No evidence could be found

for genes that specifically affect symptoms of depres-

sion without also strongly influencing symptoms of

anxiety. By contrast, the environment seemed to

have specific effects: a substantial proportion of non-

familial environmental experiences were depressio-

genic, without being anxiogenic and vice versa [52].

In other words, these data suggested that in women,

depression and GAD resulted from the interplay of

identical genetic factors but different environments,

and that individual-specific environmental risk fac-

tors were solely responsible for the differentiation

between major depression and GAD [52,53].

The same group of investigators studied 608 male

twin pairs [47]. In this sample, the shared liability for

major depression and GAD was estimated to be

61%, and nearly three-quarters of individuals with a

history of GAD had also experienced a major

depressive episode. Among monozygotic pairs, the

correlation of major depression in one twin and

GAD in the co-twin was 34%, suggesting that the

co-twin of a monozygotic twin with a history of

major depression had an equal chance of developing

GAD or major depressive disorder. In contrast,

among dizygotic twins, major depression in one

twin had no correlation with GAD in the co-twin,

indicating that in males, the overlapping liability was

partially due to genetic factors, with no role for

environmental risk.

Thus, for both sexes, major depression and GAD

do not appear to be genetically distinct disorders,

but to rather have a common genetic predisposition

� perhaps a vulnerability to dysphoric mood, which

is shaped by individual experiences into symptoms of

anxiety, depression, or both [47].

Neurobiology of anxiety and depression: a brief

overview

Normal arousal is due to increased excitability and

firing of neurons in the noradrenergic and seroto-

nergic systems. Anxiety and depression are asso-

ciated with disturbances in central serotonin,

dopamine, noradrenaline, and g-aminobutyric acid

(GABA) neurotransmitter circuits, which act as a

broad functional network with complex interconnec-

tions and regulatory mechanisms [54,55]. Sustained

central arousal, as seen in anxiety states, may deplete

forebrain neurotransmitters over time, precipitating

the emotional and somatic symptoms of depression.

According to this hypothesis, inappropriate seroto-

nin neurotransmission may be the primary common

neurochemical disturbance [56�61].

Activity within the serotonergic dorsal raphe

nucleus creates anticipatory anxiety and drives

avoidance behaviour [62]; its projections innervate

dopaminergic structures, such as the corpus striatum

and frontal cortex. Mesolimbic dopaminergic neu-

rons in the ventral tegmental area are involved in

functions such as motivation and reward [63]. It

has been demonstrated that high-anxiety individuals

have more sensitive presynaptic D2 autoreceptors

and central a2-receptors, compared with low-anxiety

subjects, and that stimulation of dopaminergic

neurons may have anxiogenic effects in such indivi-

duals [64,65].

Overlapping findings in the neurobiology of both

anxiety and depression include blunted growth

hormone response after a clonidine challenge [66]

and there are also recent data that suggest a role for

estradiol in the modulation of both conditions [67].

Anxiety and depression share one major central

abnormality � corticotrophin releasing hormone

(CRH) hypersecretion and disruption of neuroster-

oid functions [68]. It is plausible that all neuroen-

docrine disturbances are secondary to hypothalamic

pituitary axis (HPA) dysfunction, which could be

the most important biological commonality be-

tween anxiety and depressive disorders, having

profound effects on neurodevelopment and neuro-

plasticity, hormonal secretion, response to stress,

and behaviour [68,69]. In the post-mortem hippo-

campal tissue of depressed individuals, there is a

reduction of neuronal size and increased neuronal

packing density [70]. The structural and functional

deficits in the hippocampus, together with the HPA

hyperarousal observed in depression, may be a
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vulnerability factor for greater emotional reactivity,

and a suitable target for treatment.

Nonetheless, there are sufficient neurochemical

differences between anxiety and depression to justify

their separation into two distinct conditions. Thus,

for example, increased production of CRF is re-

ported in both disorders, but patients with depres-

sion often display abnormal HPA axis parameters at

baseline, while GAD patients do not. Sleep archi-

tecture also distinguishes the two disorders: de-

pressed patients show decreased REM latency and

increased REM percentage of total sleep, while GAD

patients do not. When GAD patients are under

stress, their responses are slower and they require

longer recovery time than do subjects with depres-

sion.

After analysis of all the available data, leading

researchers remain divided in their opinion of

whether anxiety and depression share a common

neurobiology [71], or not [72].

Defining comorbidity

The term comorbidity has been coined to designate

the presence of ‘‘any distinct additional clinical

entity that has existed or may occur during the

clinical course of a patient who has the index disease

under study’’ [73]. A useful definition for clinical

practice is ‘‘the presence of more than one specific

disorder in a person in a defined period of time’’ [74].

As highlighted by the National Comorbidity Survey

(NCS), the vast majority of lifetime psychiatric

disorders (79%) are comorbid disorders [75];

59.2% of the depressed subjects in the NCS

Replication survey, which expanded on findings

from the baseline NCS, had at least one comorbid

anxiety disorder, and researchers using GAD as a

model have failed to discriminate cross-sectionally

between anxiety and depressive states [15,76�80]. A

meta-analysis of the literature concluded that a mean

67% of patients with depression had a current or

previous comorbid anxiety disorder, and in a mean

40% of patients with an anxiety disorder, depression

was also present [27]. A multitude of studies show

that the presence of an anxiety disorder is the single

most significant risk factor for the development of

depression, increasing that probability from twice to

14 times above the baseline rate [41,81,82]. Further-

more, frequent shifts between anxiety and depressive

syndromes are to be expected [83�86].

Classification and diagnostic challenges

The two major classification systems for mental

health disorders both include distinct categories for

depression of varying severity and features, and for

the spectrum of anxiety disorders. However, they

differ significantly in their treatment of the distinct

disorder of ‘‘Mixed Anxiety�depression’’. The Inter-

national Classification of Diseases , 10th edition (ICD-

10) reserves a specific category for this syndrome

(F41.2), defining it as a mix of equally prominent

anxiety and depressive symptoms, each of a severity

insufficient to warrant a diagnosis, and associated

with some autonomic symptoms such as tremor,

palpitations, and stomach churning. ICD-10 further

comments that the disorder is generally seen in

primary care settings and the general population

[3]. In contrast, the Diagnostic and Statistical Manual

of Mental Disorders � 4th edition (DSM-IV) includes

the syndrome in an appendix for states deserving

further research. According to DSM-IV, a person

with mixed anxiety�depressive disorder would pre-

sent with a persistent or recurrent dysphoric mood

lasting at least 4 weeks that should be accompanied

by at least four of the following symptoms:

. concentration or memory difficulties,

. sleep disturbance,

. fatigue or low energy,

. irritability,

. worry,

. being easily moved to tears,

. hypervigilance,

. anticipating the worst,

. hopelessness or pessimism about the future,

. low self-esteem or feelings of worthlessness.

Depending on whether anxiety and depression are

classified at the level of symptoms, syndrome or

diagnosis, their degree of relatedness varies markedly

(Figure 1). A number of symptoms (low energy,

difficulties with concentration and memory, irrit-

ability, disturbed sleep pattern, disturbances in

appetite) can be detected in both anxiety and

Figure 1. A model of the ways in which anxiety and depression,

and their inter-relationship, may be conceptualized. Reprinted

from [83] (Copyright (1989), with permission from Elsevier BV).
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depressive states. Negative affectivity, e.g., sadness,

low mood, loneliness, hostility and anxiety, feelings

of inferiority and rejection, oversensitivity to criti-

cism, self-consciousness, and social distress, is com-

mon to anxiety and depression and has no

discriminative validity. At the same time, positive

affectivity, e.g., energy, enthusiasm, self-determina-

tion and joy, can validly discriminate anxiety from

depression [33,87].

The study of Hiller et al. on a sample of 150

patients with anxiety and depressive disorders high-

lights how different methods of classification pro-

duce very different comorbidity prevalence statistics

[83]. If only one symptom in each syndrome was

considered sufficient for a definition of overlap, a

52% overlap was obtained. By contrast, when formal

diagnosis was used to distinguish the two conditions,

overlap (i.e., comorbidity) was seen in only 28.7% of

the sample (Table II).

Today, the boundary between anxiety and depres-

sive disorders is widely accepted, and seems to have

been validated by family, outpatient and inpatient

studies [88�94]. Nevertheless, due to extensive

overlap between the symptoms of each disorder;

the fact that virtually all psychiatric illnesses are

associated with an increased risk of developing major

depression [26]; and that anxiety symptoms are

extremely common in most mental disorders, many

clinicians and researchers support the use of dimen-

sional models, rather than categorical classification,

both in research and clinical practice [5�
7,86,90,95�97].

Neither simple clinical description, nor sophisti-

cated statistical approaches, allows an unequivocal

conclusion, and the nature of the relationship

remains controversial. Efforts to modify symptom

profiles in both classification systems continue, in

order that a better definition and more robust

validation of the mixed anxiety�depression syn-

drome can be achieved [27,98].

Epidemiology of anxiety and depression

Depression and anxiety disorders are under-diagnosed

and inadequately treated

One widespread and profound problem in mental

health is that at least one-third of primary care

patients with mental disorders escape early detection

[99,100]. Diagnostic difficulty is increased by the

fact that affected individuals frequently present with

somatic complaints; the symptoms of anxiety and

depression are typically intermingled with real-life

problems; and the patient may have limited insight

into underlying psychological issues [81].

The association between comorbid anxiety�de-

pression and functional somatic symptoms is parti-

cularly strong [101]. Such patients perceive their

health as poorer, and experience more pain and

poorer physical functioning than patients suffering

from other chronic medical conditions [102,103],

which may explain in part why physicians fail to

diagnose clinically significant anxiety or depression

in nearly 52% of such patients [61]. Sufferers are

often dismissed as being the ‘‘worried well’’ and even

when a diagnosis is made, treatment may not be

prescribed [60,61,104�107]. Too few such patients

are appropriately treated and most remain at risk for

more severe anxiety and depressive disorders

[11,17]; it seems readily apparent that they live in

a state of ongoing dysfunction, increasing the

potential for morbidity and suicidal acts. Further-

more, from a health economics perspective, these

patients continue to be frequent users of health

services, with implications for the cost-effectiveness

of medical care [108,109].

Burden of disease

Surveys consistently demonstrate that subjects with

combinations of anxiety and depression form the

largest group of patients in both community and

primary care, while relatively few of them are

referred to mental health professionals [110,111].

Community studies demonstrate that subsyndro-

mal mixed anxiety�depression occurs in 0.8�2.5%

of the general population [4,78], but the prevalence

of comorbid anxiety and depression in the commu-

nity could be as high as 10�20% [11,112�114]. The

one-year prevalence of mixed anxiety�depression in

a sample of 2956 individuals in the general popula-

tion was found to be 2.9%, with 11.3% of subjects

affected by comorbid anxiety and depressive disor-

ders [115]. In another large study, comorbid an-

xiety�depression was found in 6% of 60,869

individuals from a general population sample, more

commonly in women [116]. The NCS demonstrated

that 39.5% of subjects with a lifetime diagnosis of

GAD also had major depression [100]. Of persons

suffering from a mood disorder in community

samples, 43% had at least one comorbid lifetime

anxiety disorder diagnosis, while 25% of patients

with an anxiety disorder had at least one lifetime

mood disorder diagnosis [106]. Other studies have

reported lifetime comorbidity rates of 31�62%.

In an important study of long-term comorbidity,

Angst et al. found significant comorbidity between

anxiety and depression during follow-up of a

Table II. Comorbidity of anxiety and depression at different levels

of clinical description. Reprinted with permission from [83]

(Copyright (1989), Elsevier).

Level of

description

Probability of overlap

when depressed

Probability of overlap

when anxious

Diagnosis 0.35 0.61

Syndrome 0.32�0.58 0.75�0.83

Symptom 0.58 0.83
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community sample of 591 subjects from age 20 to

age 35 (Table III) [50].

In reviewing the available literature, one can

conclude that results pertaining to the prevalence

of lifetime comorbidity depend largely on the diag-

nostic subtypes studied, the severity of symptoms

and the methodology applied in different community

studies and surveys (Table IV) [17].

All the above data suggest that anxiety, depression,

and the combination are highly prevalent in the

general population and present a major challenge for

community healthcare systems. Such individuals

have substantial impairments in their social and

vocational roles, tend to present with a variety of

medically unexplained somatic symptoms, and may

make extensive use of non-psychiatric medical care.

They also represent a population-at-risk for the more

severe major affective and anxiety disorders when

exposed to significant life stressors [11,117].

Special populations

Comorbid anxiety and depression are well-recog-

nized at both ends of the age spectrum, and among

pregnant women. Research findings from several

groups suggest that approximately 30% of children

and adolescent outpatients with anxiety disorders

have diagnosable depression, while up to 41% of

those suffering from major depression had a lifetime

anxiety disorder that preceded the depression [118�
121]. In a separate population sample of 3056

individuals aged 55�85 years, 47.5% of the subjects

with MDD had a concurrent anxiety disorder, while

26.1% of those with anxiety disorders also met

criteria for MDD [40]. 5.1% of 333 nursing home

patients, aged approximately 79 years, were found to

have comorbid anxiety�depression [122], and 85%

of 361 patients with a late-life major depressive

episode suffered from at least one comorbid mental

disorder which, in 74%, was GAD [123].

A meta-analysis of five studies carried out between

1968 and 1985 found that dimensional anxiety

during pregnancy was a strong predictor of post-

partum depression [124]. More recent data suggest

that women presenting with one anxiety disorder

during pregnancy are four times more likely to also

present with MDD, and carry an independent risk of

developing postpartum depression [125].

It is worth noting that the general practitioner’s

attention is often diverted to other medical problems

in these subpopulations, leaving the pressing need

for treatment of existing psychopathology largely

unmet.

Patients in psychiatric specialist settings

Concurrent anxiety and depression is the most

common presentation of comorbid psychiatric symp-

toms in primary care [126], but the DSM-IV field

trial indicated that the incidence of subsyndromal

anxiety/depressive conditions was even higher in

psychiatric outpatient clinics (12%) than in primary

care (6.5%) [127]. According to a review presented

in 1999, 21�91% of patients with panic disorder,

agoraphobia, or GAD also met criteria for major

depression [82]. Also, from the alternative perspec-

tive, a study of 200 patients diagnosed with major

depression found that 72% exhibited moderate

worry, 62% displayed moderate psychic anxiety,

42% had moderate somatic anxiety, 29% had a

history of panic attacks, and 19% experienced

moderately severe phobic symptoms [90]. Comorbid

Table III. Long-term comorbidity rates (%) between different levels of anxiety and depression in the general population. Reprinted with

permission from [50] (copyright (1990), the American Psychiatric Association).

Depressive disorder Subthreshold depression No depression Total

Anxiety disorder 10.0 5.4 2.2 17.6

Subthreshold anxiety 11.5 8.1 5.4 25.0

No anxiety 10.2 11.8 35.4 57.4

Total 31.7 25.3 43.0 100

Table IV. Prevalence of mixed anxiety�depression in the general population. Reprinted with permission from [17] (Copyright (1999),

Elsevier BV & the European College of Neuropsychopharmacology).

Study Centre N Duration (years) Prevalence (%)

Angst et al. 1984 Zurich 395 4 4.2

457 7 9.4

Murphy et al. 1986 Stirling County 618 17 2.2�2.5

Brown et al. 1987 Islington 345 1 2

Blazer et al. 1988 ECA (NC) 2993 1 9.9

Eaton and Ritter 1988 ECA (Baltimore) 2768 1 13

Lepine et al. 1993 France 1746 1 males: 5.3

females: 14.1

Wittchen and Von Zerssen 1998 Munich 1366 7�14 1
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anxiety disorders appear to be even more frequent in

patients with bipolar than in those with unipolar

depressive illness [128].

Implications of diagnosing psychiatric

comorbidity

The co-existence of more than one psychiatric

diagnosis has major practical implications for patient

care and healthcare delivery, and the way in which

patients are diagnosed bears heavily upon both

treatment and prognosis. The consequences of

comorbid anxiety and depression can be viewed

from various perspectives [129]:

. forms of presentation in primary care,

. detection, diagnosis and health service utiliza-

tion,

. impairments and disabilities,

. course and prognosis.

Presentation, detection, diagnosis and health service

utilization

Depressive disorders are more likely to co-occur with

anxiety symptoms or syndromes than with any other

form of mental disorder [126]. Nearly two-thirds of

depressed patients have concomitant symptoms of

anxiety, e.g., agitation, obsessive-compulsive symp-

toms, non-specific gastrointestinal complaints, hy-

pochondriasis, and feelings of depersonalization

[130].

A review of general practice demonstrated that

some type of anxiety/depression combination occurs

in one third of general practice patients [131]

(Figure 2). Mixed anxiety�depression has been

estimated to be the third most common ambulatory

diagnosis in primary care practice [132], and in one

primary care prevalence study, the majority of

patients had mixed anxiety�depressive syndrome

(42.3%) or depression with comorbid anxiety

(19.2%) [133]. Other studies in several primary

care centres estimated the point prevalence of mixed

anxiety�depression to be between 4.1% and 8%

[8,134].

The WHO Study on Psychological Problems in

General Health Care [126], which included 5438

patients in 14 countries, found an odds ratio of 9.3

for current depression occurring with one or more

anxiety disorders, and 3.9 for current depression

with subthreshold anxiety [126] (Figure 3).

The same study determined current prevalence

rates of 1.3% for mixed anxiety�depressive disorder

and 1.4% for subsyndromal depression (defined as

at least two depressive symptoms present for at least

2 weeks). A total of 41% of the individuals in the

former group were moderately or severely disabled

by their symptoms [126]. In the 12-month follow-up

of that study, 54.5% of comorbid cases continued to

fulfil criteria for one or the other disorder, compared

with only 32.9% of patients who had pure anxiety

and 36.5% with pure depression.

At present, there is a general consensus that most

cases of mixed anxiety�depression represent comor-

bidity, while a small proportion may represent a

distinct mixed anxiety�depression disorder [135].

Indeed, data from cluster analyses suggested the

existence of a separate anxiety�depressive syndrome

[88,136]. Yet, it is quite possible that subthreshold

and mixed anxiety�depressive states may in fact be

either mild forms of a more severe anxiety or mood

disorder, or their prodromal/residual phases [8,83].

Some experts consider that the acceptance of a

distinct mixed anxiety�depression disorder trivia-

lizes symptoms of anxiety and depression in primary

care, discourages diagnostic precision, and prevents

the recognition of target patient groups who have

symptoms of sufficient intensity to justify treatment

[137].

Figure 2. Distribution of depressive and anxiety states in primary

care attendees. Reprinted with permission from [131] (Copyright

(1995), Elsevier).

Figure 3. Comorbidity of current depression and anxiety. Rep-

rinted with permission from [126] (Copyright of the Royal

College of Psychiatrists).
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As explained above, factors that influence diag-

nostic classification also have an impact on health

service utilization. In a large community study, 39%

of individuals with comorbid anxiety�depression

had sought help for mental problems at some time,

compared with 25% of the individuals with a pure

anxiety disorder, 13% of subjects with depression

and 6.7% of persons with no current anxiety or

depressive disorder [116]. In the NCS, the major

burden of psychiatric illness was concentrated in the

14% of individuals who had a history of three or

more comorbid conditions, reflecting the degree to

which individuals with comorbid mental health

diagnoses require psychological care and interven-

tion, and therefore make use of a country’s health-

care system, with the inherent implication of

additional healthcare costs. Providing further sup-

port that comorbidity is associated with greater

health service utilization, the Munich follow-up

study demonstrated that the proportion of patients

utilizing mental health services was significantly

higher in patients with comorbid anxiety and depres-

sion (51%) than in patients with a pure anxiety

disorder (14%) or depression (35%) [4].

Furthermore, the profound burden of comorbid

psychological distress may hasten the patient’s

search for treatment. For example, it has been

suggested that comorbid anxiety may be the impetus

for seeking treatment in depression [138].

The diagnostic challenge of subthreshold symptoms

Over 95% of patients with depressive disorders have

at least one symptom of anxiety, and 20�65% of

patients with anxiety also experience low mood

[37,132,139]. Data from community surveys, pri-

mary care, and psychiatric populations suggest

strongly that there is a subgroup of persons with

mixed anxious�depressive symptoms who have in-

sufficient symptoms of either disorder alone to meet

diagnostic thresholds (Figure 4) [3,37]. Patients

presenting with subthreshold affective symptoms

appear to be at least as common as patients with

several of the classifiable anxiety and depressive

disorders. Subthreshold depression or/and anxiety

are particularly common among the elderly and

among the patients with concomitant medical dis-

orders [1,110,138,140].

Experience in primary care settings suggests that

the less severe forms of anxiety and depression may

show greater symptom overlap and be more difficult

to distinguish cross-sectionally [11]. The modal

presentation among those patients is a non-specific

pattern of anxiety and depressive symptoms. Com-

pared with individuals with major depression, a

relative absence of pervasive anhedonia and low

interest/motivation is apparent, while compared

with patients with GAD, there is a relative absence

of pervasive, excessive worry and tension. A further

distinguishing factor is that patients with subthres-

hold anxiety�depression rarely report experiencing

symptoms ‘‘nearly every day’’ or ‘‘more days than

not’’ [8].

Impairments and disabilities

While anxiety disorders appear to have a worse long-

term prognosis than depression, patients with mixed

anxiety�depression fare even less well, with a remis-

sion rate of less than 25% after several years of

follow-up [35,141�144]. Studies demonstrate that

comorbidity is associated with a poorer prognosis for

each index disorder in terms of chronicity, recur-

rence, and duration of suffering, work impairment,

need for treatment and risk of attempted suicide. All

the available data [11,15,19,34,35,42,76,129,138,

145�166] point to the fact that when compared with

patients with a single disorder, those with comorbid

anxiety and depression tend to exhibit:

. earlier age of onset,

. greater symptom severity,

. a more chronic course with multiple episodes,

. greater impairment in everyday functioning,

. poorer overall quality of life,

. greater physical and mental disability,

. medically unexplained somatic symptoms,

. substantially increased (30�60%) utilization of

healthcare services,

. greater likelihood of suicide,

. increased composite rates of mortality,

. higher rates of negative placebo response,

. exaggerated sensitivity to most common medi-

cation side-effects,

. delayed and reduced treatment response to

pharmacotherapy and psychosocial interven-

tions in comparison with matched non-anxious

uni- and bipolar depressive patients.

Compared with patients with ‘‘pure’’ GAD, the

proportion of patients with comorbid diagnoses inFigure 4. Anxiety�depression comorbidity spectrum [3,37].
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the NCS who reported symptoms that interfered

with their lives, had sought professional help, and

who were using medication for symptom control was

approximately 80, 40 and 90% higher, respectively

[167]. Mixed anxiety�depression is associated with

greater impairment of overall functioning than either

disorder alone, especially as regards loss of produc-

tivity and intimate relationships [82]. Thus, a total of

60% of patients with comorbid anxiety and depres-

sion had marked impairment in social functioning,

compared with 48% of patients with pure depression

and 19% of those with anxiety [17]. A comparison of

clinical and epidemiological data [168] found that

subjects with lifetime anxiety and depression comor-

bidity had lower psychosocial functioning scores, as

measured by the Global Assessment Scale (GAS),

lower remission rates, and achieved a favourable

long-term course and outcome considerably less

frequently than those with pure depressive disorders.

Both the mean duration and number of depressive

episodes were significantly increased in the comorbid

patients. In another sample of 327 depressed

patients, those with high anxiety scores took a

median of 26 weeks to recovery, compared with 13

weeks for those with low anxiety levels [42]. This

effect extends to subjects at the older end of the age

spectrum. The Groningen Longitudinal Aging Study

[169,170], which evaluated 5,279 people in late

middle age and older, demonstrated that comorbid

depression significantly impaired physical and social

functioning, activities of daily living, and life satis-

faction.

It is not necessary for the comorbid condition to

meet full diagnostic criteria in order to produce

significant vocational impairments, increased need

for disability and welfare benefits, and increased use

of healthcare resources (consultation time and treat-

ment) [4,11,17,19,159,171�176] (Table V).

Course and prognosis

Longitudinal course has been considered to be

among the most important characteristics in classify-

ing and distinguishing mental disorders since Krae-

pelin.

A community survey of 3021 individuals demon-

strated that anxiety disorders occur primarily in

childhood and early adolescence, long before the

development of depressive disorders [41]. The 2003

National Comorbidity Survey Replication study

found that 85% of cases of MDD were preceded

by anxiety disorders [177]. Medium-term follow up

of patients with anxiety disorders demonstrates that

after four to five years the majority of individuals

have developed depression, whereas it is highly

unlikely for individuals with depression or with

mixed anxiety�depression to have developed GAD

or panic disorder at this stage of follow-up. This

suggests that the temporal pattern of onset is fairly

predictable [35,41,178], and many researchers be-

lieve that one-way transitions on the stress�anxiety�
depression axis can alone explain the relationship

between the two disorders [179]. There are compel-

ling data to suggest that the most common lifetime

pattern of comorbidity is GAD followed by MDD;

simultaneous onset and offset is the exception [153].

Kendell studied the stability of clinical diagnosis

over a period of 5 years in 2000 patients and found

that there was a change in diagnosis from anxiety to

depressive disorder for 24% of the sample, while in

only 2% did the transition occur in the opposite

direction [11,84]. Reviewing the large Zurich popu-

lation sample followed for 15 years, Merikangas

et al. found that comorbid anxiety�depression was

much more stable than both the non-comorbid

conditions [180]. Subjects with pure anxiety had

moderate probability of developing depression in the

course of their lives, whereas only isolated cases of

pure depression developed pure anxiety. However,

both non-comorbid conditions had a substantial

propensity to evolve to the comorbid state, with

21% of subjects with depression and 24% of those

with anxiety undergoing that transition [180].

The mixed anxiety�depression disorder may fol-

low a more malignant course than that of either

depression or anxiety alone. The mixed disorder

often begins insidiously in the early 20s, developing

into a chronic condition with a low remission rate,

greater risk of relapse, more pronounced therapeutic

resistance, significant impairments in the patient’s

everyday life, and an altogether worse outcome

[19,145,181�185]. Patients with bipolar depression

and a comorbid anxiety disorder had a significantly

greater number of prior affective episodes and

Table V. Impairment in overall and social functioning in anxiety and depressive disorders. Adapted with permission from [4] (Copyright

Physicians Postgraduate Press Inc.).

Diagnostic categories (%) Subthreshold disorders (%)

Indices

A (%)

n�/42

D (%)

n�/45

A�/D (%)

n�/5

a (%)

n�/101

d (%)

n�/12

a�/d (%)

n�/11 Controls (%)

Marked impairment in social function 19 47 60 9 42 54 12

Contacts with mental healthcare system 14 35 51 4 17 36 1

Number of physician visits in the past year 17 15 19 11 10 14 9

Remission rates in past 6 months 26 67 28 41 79 6 �
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hospitalizations, greater severity of depressive and

manic symptoms, spent a significantly greater per-

centage of time symptomatic post-treatment, and

had poorer response to treatment of their depression

than ‘‘pure’’ bipolar patients [128].

Mortality

Both anxiety and depression are being increasingly

recognized as risk factors for cardiovascular events;

additionally, these disorders accelerate the rate of

death once a cardiovascular event has occurred.

When associated with depression, severe anxiety is

a major risk factor for suicide [107,150,186,187];

suicidal ideation is more than twice as common in

depressed patients with a comorbid anxiety disorder

[188] than without. A collaborative study of depres-

sion that followed 955 depressed patients for more

than 10 years demonstrated that a high level of

anxiety was an accurate predictor of suicide within

one year of assessment [189]. A recent history of

panic attacks in patients with major depression also

appeared to be an important predictor of suicide. In

another study, 15.3% of the mixed anxiety�depres-

sion group and 10.9% of the comorbid group had

attempted suicide versus only 8.4% of the group with

pure major depressive disorder [115].

Treatment of comorbid depression and anxiety

General principles

Effective treatment of the patient with comorbid/

mixed anxiety�depression depends on early recogni-

tion, diagnostic accuracy, and awareness of subthres-

hold states, bearing in mind that subsyndromal does

not equate with subclinical. There is ample empirical

evidence that subsyndromal symptoms can precipi-

tate relapse and recurrence, worsening the long-term

prognosis; the fact that these patients do not meet

diagnostic criteria does not mean that they do not

have a disorder that can, and should, be treated.

When explaining to a patient in primary care that

their symptoms suggest a psychiatric disorder, it is

helpful to frame their experience as a common and

highly treatable medical illness characterized by

certain symptoms and signs, and associated with a

biochemical disturbance in the CNS. Appropriate

medical workup is indicated based on the physician’s

weighting of the probable differential diagnoses; in

all cases, the potential risk of harm from diagnostic

procedures, particularly those that are invasive, and

the need to initiate psychological or pharmacological

therapy while the diagnostic workup proceeds,

should be balanced against the need for such testing

[109].

After the disorder has been thoroughly evaluated

and identified, the physician can choose among

various pharmacological or psychotherapeutic inter-

ventions of relatively equal efficacy. The selection of

a particular drug for a specific patient should be

guided by at least the following considerations [61]:

. typical short- and long-term side-effects of each

medication,

. patient’s previous positive or negative response

to medication,

. history of first-degree relatives response to a

particular drug,

. present comorbid medical illnesses that could

affect the drug’s safety and toxicity,

. concomitant use of other medications that can

alter the drug’s metabolism or increase its side-

effects,

. cost of the medication,

. physician’s own experience with the medica-

tion.

Patients with anxiety and depression can be difficult

to treat pharmacologically because they are often

hypervigilant (and may be hypersensitive) to minor

side-effects. Consequently, patient preference

should serve as an important additional criterion in

selecting a particular treatment.

Throughout the course of therapy, the clinician

should keep in mind the immediate and long-term

goals, and assess symptomatic response by asking

about intensity, frequency, impact upon functioning

and quality of life (QoL), giving consideration to the

potential to modify the environment with regard to

situational stressors and dynamics [190,191].

Typical limitations of acute phase and follow-up care

Data from several surveys point to the fact that the

quality of acute-phase pharmacotherapy often fails

to reflect the severity of illness or clinical need.

Conventional treatment is generally based on the

‘‘best-fit’’ diagnosis and targeted to the most promi-

nent symptoms, while secondary symptoms are

expected to resolve spontaneously as the primary

disorder improves [192]. This is not always the case

in comorbid anxiety�depressive conditions. Many

anxious-depressed patients are started on anxiolytic

drugs for their clinical symptoms of ‘‘anxiety’’, and

when their symptoms do not improve or deteriorate,

it is very likely that the dose of anxiolytic will be

increased [193]. This approach to treatment ex-

plains why benzodiazepines are favoured by so many,

since the daily dose can be altered quickly, they can

be given on an ‘‘as needed’’ basis, and such treat-

ment may acutely aid antidepressant efficacy by

dampening early activation symptoms and thus

enhancing compliance. Unfortunately, medium- to

long-term benzodiazepine monotherapy can prove

not only useless but deleterious [194]. Some studies

suggest that treatment of even subsyndromal anxi-

ety/depression with benzodiazepine monotherapy

shows no superiority over a modest amount of
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supportive counselling [195], and might have long-

lasting harmful consequences for the patients, even

causing depressive symptoms [196].

Due to the overwhelming body of empirical data

showing robust efficacy in this clinical population,

pharmacotherapy is now typically initiated with an

antidepressant that treats both the anxiety and the

depressive disorders. A low dose is necessary when

starting, in order to minimize exacerbation of

anxiety, but gradual upward titration to optimal

doses is crucial. In contrast to the limitations of

benzodiazepine monotherapy, using benzodiaze-

pines in combination with antidepressants can

provide the following benefits: rapid anxiolysis

during antidepressant lag, decrease of the early

activation associated with initiation of an antide-

pressant, treatment of residual anxiety after success-

ful treatment of depression, and even prevention of

full-blown depression [197,198]. Unfortunately,

however, these benefits are not reliable, and this

combination of agents tends to be associated with

significant negative effects, including drug�drug

interactions, attention/memory and motor impair-

ment, and withdrawal reactions, among others.

Furthermore, even in combination with antidepres-

sants, benzodiazepines rarely help patients achieve

complete remission and restored function.

A very common clinical situation is the persistence

of anxiety symptoms after depression resolves fol-

lowing treatment with antidepressants [10,199�201]

and there is considerable agreement across studies

that residual symptoms contribute to relapse vulner-

ability. The clinician’s first responsibility then should

be to evaluate existing residual symptoms and try to

determine if they are an integral part of the primary

disorder, an adverse effect of treatment, or an

independent comorbidity [202]. It is often the case

that after treatment to remission, residual symptoms

in patients with MDD or GAD are similar to those

observed before treatment, suggesting that residual

symptoms are a natural part of the course of these

disorders, similar to prodromal symptoms [203].

It has become evident that follow-up is often

erratic, and that treatment frequently falls short of

recommended standards for duration and intensity.

The need to monitor the course of treatment, and of

improvement, carefully and regularly cannot be

overemphasized. Resolution of disturbing individual

symptoms and signs can cause the patient � and the

uninformed physician � to assume that the entire

syndrome has improved, and to discontinue therapy

[109]. Treatment should be continued for at least

several months after full recovery and should include

frequent evaluation for changes in symptoms that

may demand a change in treatment. The psychiatrist

should differentiate responders from remitters, com-

bine not drugs but pharmacological mechanisms,

and try augmentation strategies, including psy-

chotherapy.

Specific approaches to treatment

Unfortunately, since patients with comorbidity are

often excluded from clinical trials of antidepressant

and anti-anxiety drugs, there is a paucity of evidence

on treatment responses in this population. Still,

antidepressants remain the treatment of choice for

anxiety and/or depression for the time being. The

question remains, therefore, if an antidepressant has

demonstrated efficacy in each separate disorder, is

that sufficient to ensure efficacy in comorbid occur-

rence of these disorders? Clinical wisdom tells us

that it is not always true, and the reasons for the

frequent therapeutic failures under ‘‘standard con-

ditions’’ remain unclear. Irrespective of which anti-

depressant is selected, reliable symptomatic relief

takes more time and requires higher doses for

comorbid psychopathology [204].

Tricyclic antidepressants appear to be effective in

treating both depression and anxiety [205�207], but

it is well recognized that SSRIs have a superior safety

and tolerability profile. The findings of numerous

clinical trials of tricyclics and SSRIs have been

widely disseminated and do not need further com-

prehensive review. All SSRIs, given at optimal dose

and for the recommended duration, work for both

types of symptoms [208]. Fluoxetine, fluvoxamine,

paroxetine, and citalopram have a long history of

efficacy in the treatment of depressed patients with

significant anxiety symptoms or psychomotor agita-

tion [209]. A meta-analysis of the worldwide parox-

etine clinical trials’ database including 4169 patients,

confirmed its efficacy in patients with depression and

anxiety [210]. In an analysis of 22 double-blind,

randomized controlled trials in major depression,

including 3800 patients, Montgomery et al. [211]

demonstrated that fluoxetine relieves the symptoms

of anxiety and of depression, showing comparable

efficacy with TCAs, independent of a patient’s

baseline anxiety status, and concluded that the

choice of antidepressant should not be influenced

by the presence or absence of anxiety. A triple head-

to-head comparison of fluoxetine, sertraline, and

paroxetine did not demonstrate any consistent dif-

ferences in efficacy, onset of action or tolerability in

depressed patients with high levels of anxiety [208].

Of clinical interest, a very comprehensive clinical

development programme has demonstrated that

escitalopram shows faster onset of action and super-

ior efficacy in reducing anxiety symptoms in depres-

sion than citalopram (Table VI) [212].

In a large group of patients escitalopram showed

robust efficacy in improving both depressive and

anxiety symptoms in major depression irrespective of

the baseline severity of anxiety and of the presence,

absence, or nature of a comorbid anxiety disorder

[213]. Very recent data confirm escitalopram’s sig-

nificantly superior efficacy over paroxetine in a large

sample of severely depressed patients with a high
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level of comorbid anxiety throughout the 24-week

study period [214].

Another set of recent data seem to support the

existing notion that antidepressants have impact

mainly on psychic, and not on somatic anxiety

[215]. Thus, the reduction in HAM-A scores during

treatment of patients with mixed anxiety�depression

with fluvoxamine was highly correlated with the

reduction in HAM-D scores, while the reduction in

HAM-D scores correlated with the reduction of

psychic, but not of somatic anxiety [216]. In this

context, it is encouraging to learn that escitalopram

significantly improves somatic symptoms of depres-

sion in the majority of treated patients [217].

Slow onset of efficacy is typical for the SSRIs.

Treatment with an SSRI diminishes the exaggerated

reactivity of the amygdala, the pivotal brain structure

subserving stress, fear and anxiety [218], thus

alleviating the intensity of emotional turmoil and

allowing for a greater choice in cognitive responses.

The necessity of higher doses in comorbid patients

could suggest that higher initial levels of 5-HT

transport inhibition may be needed to treat anxiety

[216]. As for the longer time needed to achieve a

meaningful clinical response, it is possible that

different extracellular concentrations of 5-HT affect

unique populations of 5-HT receptors, as receptor

sensitivities change across time [216,219].

Many different classes of antidepressant drugs

have shown efficacy in treating anxiety symptoms

in depression: nefazodone, a 5-HT2 antagonist

[220,221], mirtazapine, a presynaptic antagonist at

a2, 5-HT2 and 5-HT3 receptors [222], venlafaxine,

a serotonin and noradrenaline reuptake inhibitor

[223], bupropion, a noradrenaline and dopamine

reuptake inhibitor [224], and moclobemide, a re-

versible inhibitor of monoamine oxidase A [225]. Yet

the need for symptom-specific treatment is sup-

ported by preclinical data showing that in humans

there is central noradrenergic dysfunction that is

found specifically in anxiety, not depression

[68,226].

Antidepressants as modulators of neuronal plasticity

Antidepressant therapy may directly or indirectly up-

regulate glucocorticoid receptor (GR) activity, nor-

malizing HPA axis function, particularly its down-

regulation with the termination of stress [227].

Tricyclic antidepressants seem to have prominent

effects on GR2 expression, while serotonergic anti-

depressants may have a more potent effect on GR1

expression [228]. The change in the setpoint of

monoamine transmission induced by the intake of

SSRIs/SNRIs appears much faster than the plastic

changes in the hippocampus, amygdala and cortex:

cessation of hippocampal atrophy and of stress-

induced dendritic shrinkage, and increase in hippo-

campal neurogenesis, which might prove to be

essential for the therapeutic effects in depression

and anxiety [229]. Chronic treatment with TCA,

SSRI, SNRI and other antidepressants enhances

neurogenesis in the hippocampus through the sus-

tained activation of the intracellular cAMP signal

transduction pathway and increased synthesis and

expression of neurotrophic factors such as brain-

derived neurotrophic factor (BDNF) that ultimately

influence synaptic plasticity [230]. BDNF can ac-

tively re-induce the formation of new synaptic

elements, which is probably the final common goal

of both anti-anxiety and antidepressant treatments

[231].

Supplementary pharmacological and psychologi-

cal interventions are often necessary to achieve a

satisfactory clinical response. Bearing in mind that

the key neurotransmitters in the fear/anxiety re-

sponse are fast-acting GABA and glutamate, and

that their activity is strongly affected and modulated

by serotonin and noradrenaline, one could search for

still other modulatory influences. Thus, pregabalin

binds to the a2-d subunit of voltage-gated calcium

channels, reducing the presynaptic release of nora-

drenaline, glutamate and substance P, enhancing the

presynaptic influx of GABA, and attenuating the

postsynaptic influx of Ca2�. It has an early anxio-

lytic effect and might add to the neuroprotective/

neurotrophic effects of antidepressants. Another

putative therapeutic category of anxiolytics/antide-

pressants may be substance P antagonists, acting

directly upon the brain structures involved in the

neurocircuitry of human emotions, especially fear

and dysphoria.

Cognitive behavioral therapy (CBT) is a well-

established treatment for MDD, panic disorder,

Table VI. Improvement of depression and anxiety symptoms: pooled analysis of three 8-week clinical trials in depressed outpatients [212].

Placebo Escitalopram Citalopram

Depression measures

HAM-D �/8.6 �/10.8 (P B/0.001 vs . placebo) �/10.6 (P�/0.008 vs. placebo)

MADRS �/11.2 �/13.8 (P B/0.001 vs. placebo) �/13.1 (P�/0.002 vs . placebo)

Anxiety measures

HAM-D anxiety subscale �/1.9 �/2.2 (P�/0.011 vs. placebo) �/2.3 (P�/0.048 vs. placebo)

HAM-A �/4.6 �/6.1 (P�/0.002 vs. placebo) �/6.5 (P�/0.002 vs . placebo)

MADRS inner tension �/0.93 �/1.34 (P B/0.001 vs. placebo) �/1.32 (P B/0.001 vs. placebo)

HAM-A, Hamilton Anxiety Scale; HAM-D, Hamilton Depression Rating Scale; MADRS, Montgomery�Asberg Depression Rating Scale.
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GAD, and social anxiety disorder. Although specific

techniques are developed for each disorder, all of

them include psychoeducation, cognitive restructur-

ing, exposure, and relaxation [232]. CBT can target

both depressive and anxiety symptoms by motiva-

tional interventions, focusing on cognitive distor-

tions, etc. [233�235], and may have an especially

beneficial impact on outcome in patients exhibit-

ing subsyndromal residual symptoms [236,237].

Changes in cognitive schemata, improvements in

self-regulation, and social skills training are also

helpful in depressive, as well as anxiety disorders

[37]. When examined as a whole, the data from well-

controlled clinical studies show that psychological

treatments in patients with anxiety and/or depressive

symptoms can result in a 50% reduction in the

severity of somatic symptoms and a 25% reduction

in measures of trait-anxiety, with approximately 50%

of patients attaining normal functioning at the end of

therapy [238].

Conclusions

Individuals suffering from comorbid depression and

anxiety have an earlier age at onset, greater illness

severity at onset of treatment, greater illness chroni-

city and recurrence, and poorer response to treat-

ment than those with depression or with an anxiety

disorder alone and present a major challenge to the

health services worldwide. There is a pressing need

to study the clinical presentation, course, neurobiol-

ogy and potentially different treatment responses of

individuals with anxiety, depression and the asso-

ciated comorbid conditions. Modern treatment with

potent antidepressants, with or without CBT, can

help most patients with anxiety/depression manage

their symptoms and gain satisfactory functioning

and quality of life, but questions remain as to the

difference between treatments with respect to long-

term tolerability, the risk/benefit ratio of ongoing

treatment, optimal maintenance doses, optimal

duration of treatment after recovery, and even

whether long-term maintenance treatment alters

the natural course of the comorbid disorder [192].

Through further research, and greater understand-

ing of the neurobiology of depression and anxiety,

data can be used to develop classification systems

that encompass all modes of presentation of these

common mental disorders, screen techniques can be

improved, and appropriate treatment instituted

sooner so that the unmet needs of the large popula-

tion of sufferers may be better served.

Key points

. Depression and anxiety are common, and fre-

quently coexist in the same individual, either as

diagnosed disorders or subsyndromal states

. Coexistent, simultaneous depression and anxi-

ety may be viewed as mixed anxiety�depression

or as comorbid syndromes, i.e. separate dis-

orders occurring concurrently.

. Controversy remains over the extent to which

the two disorders intersect aetiologically and

phenomenologically.

. Irrespective of their relationship, coexisting

depression and anxiety cause significant voca-

tional and interpersonal impairment to the

individual, and place a heavy burden on society

in terms of workplace and healthcare costs.

. Several different classes of antidepressant drugs

offer symptom relief for individuals with coex-

isting anxiety/depression, although the highly

selective SRIs hold the greatest promise for

sustained clinical improvement.

. The ultimate goal of any antidepressant and/or

anxiolytic therapy is to enhance compromised

neuroprotective, neurotrophic, and neurogenic

mechanisms.

Statement of interest

The authors have no conflict of interest with any

commercial or other associations in connection with

the submitted article.

References

[1] Angst J. Depression and anxiety: implications for nosology,

course, and treatment. J Clin Psychiatry 1997;/58(Suppl 8):/

3�5.

[2] Zajecka JM, Ross JS. Management of comorbid anxiety and

depression. J Clin Psychiatry 1995;/56(Suppl 2):/10�3.

[3] Boulenger J-P, Lavallee Y-J. Mixed anxiety and depression:

diagnostic issues. J Clin Psychiatry 1993;/54(Suppl 1):/3�8.

[4] Wittchen H-U, Essau CA. Comorbidity and mixed an-

xiety�depressive disorders: is there epidemiologic evidence?

J Clin Psychiatry 1993;/54(Suppl 1):/9�15.

[5] Tyrer P. General neurotic syndrome and mixed anxiety�
depressive disorders. In: Tyrer P, editor. Classification of

neurosis. New York: Wiley; 1989. p 132�64.

[6] Shorter E, Tyrer P. Separation of anxiety and depressive

disorders: blind alley in psychopharmacology and classifica-

tion of disease. Br Med J 2003;327(7407):158�160.

[Comment Br Med J 2003;/327(7419):/869�70].

[7] Tyrer P. The case for cothymia: mixed anxiety and

depression as a single diagnosis (Editorial). Br J Psychiatry

2001;/179:/191�3.

[8] Zinbarg RE, Barlow DH, Liebowitz M, et al. The DSM-IV

field trial for mixed anxiety�depression. Am J Psychiatry

1994;/151:/1153�62.

[9] Hoehn-Saric R, McLeod DR, Zimmerli WD. Differential

effects of alprazolam amd imipramine in generalized anxiety

disorder: somatic versus psychic symptoms. J Clin Psychia-

try 1988;/49:/293�301.

[10] Fava GA, Grandi S, Zielezny M, Canestrari R, Morphy

MA. Cognitive behavioral treatment of residual symptoms

in primary major depressive disorder. Am J Psychiatry

1994;/151:/1295�9.

[11] Katon W, Roy-Byrne PP. Mixed anxiety and depression. J

Abnorm Psychol 1991;/100:/337�45.

[12] Cloninger CR. Comorbidity of anxiety and depression. J

Clin Psychopharmacol 1990;/10(Suppl 3):/43�6C.

Comorbid anxiety and depression 183



[13] Fowles DC, Gersh FS. Neurotic depression: the endogen-

ous-neurotic distinction. In: Depue RA, editor. The psy-

chobiology of the depressive disorders: implications for the

effects of stress. New York: Academic Press; 1979.

[14] Frances A, Manning D, Marin D, et al. Relationship of

anxiety and depression. Psychopharmacology (Berlin)

1992;/106(Suppl):/S82�6.

[15] Gersh FS, Fowles DC. Neurotic depression: the concept of

anxious depression. In: Depue RA, editor. The psychobiol-

ogy of the depressive disorders: implications for the effects

of stress. New York: Academic Press; 1979.

[16] Katon W, Von Korff M, Lin E, et al. Population-based care

of depression: effective disease management strategies to

decrease prevalence. Gen Hosp Psychiatry 1997;/19:/169�
78.

[17] Rouillon F. Anxiety with depression: a treatment need. Eur

Neuropsychopharm 1999;/9(Suppl 3):/S87�92.

[18] Simon G, Ormel J, Von Korff, Barlow W. Health care costs

associated with depressive and anxiety disorders in primary

care. Am J Psychiatry 1995;/152:/352�7.

[19] Stavrakaki C, Vargo B. The relationship of anxiety and

depression: a review of the literature. Br J Psychiatry 1986;/

149:/7�16.

[20] Tollefson GD, Holman SL, Sayler ME, Potvin JH. Fluox-

etine, placebo, and tricyclic antidepressants in major

depression with and without anxious features. J Clin

Psychiatry 1994;/55:/50�9.

[21] Tollefson GD, Souetre E, Thomander L, Potvin JH.

Comorbid anxious signs and symptoms in major depres-

sion: impact on functional work capacity and comparative

treatment outcomes. Int Clin Psychopharmacol 1993;/8:/

281�93.

[22] Breier A, Charney DS, Heninger GR. Major depression in

patients with agoraphobia and panic disorder. Arch Gen

Psychiatry 1984;/41:/1129�35.

[23] Kendler KS, Eaves LJ. Models for the joint effect of

genotype and environment on liability to psychiatric illness.

Am J Psychiatry 1986;/143:/279�89.

[24] Leckman JF, Merikangas KR, Pauls DL, Prusoff BA,

Weissman MM. Anxiety disorders and depression: contra-

dictions between family study data and DSM-III conven-

tions. Am J Psychiatry 1983;/140:/880�2.

[25] Breier A, Charney DS, Heninger GR. The diagnostic

validity of anxiety disorders and their relationship to

depressive illness. Am J Psychiatry 1985;/142:/787�97.

[26] Coryell W, Endicott J, Winokur G. Anxiety syndromes as

epiphenomena of primary major depression: outcome and

familial psychopathology. Am J Psychiatry 1992;/149:/100�
7.

[27] Van Praag HM. Depression, anxiety, aggression: attempts

to unravel the Gordian knot. Medicographia 1998;/20:/107�
14.

[28] Brown TA, Chorpita BF, Barlow DH. Structural relation-

ships among dimensions of DSM-IV anxiety and mood

disorders and dimensions of negative affect, positive affect

and autonomic arousal. J Abnorm Psychol 1998;/107:/179�
92.

[29] Barlow DH, Campbell LA. Mixed anxiety�depression and

its implications for models of mood and anxiety disorders.

Compr Psychiatry 2000;/41(Suppl 1):/55�60.

[30] Bystritsky A, Waikar SV, Vapnik T. Four-dimensional

anxiety and depression scale: a preliminary psychometric

report. Anxiety 1996;/2:/47�50.

[31] Mullaney JA. The relationship between anxiety and depres-

sion � a review of some principal component analytic

studies. J Affect Disord 1984;/7:/139�48.

[32] Widlocher D, Lecrubier Y, LeGoc Y. The place of anxiety

in depressive symptomatology. Br J Clin Pharmacol 1983;/

15(Suppl 2):/172�9.

[33] Clark LA, Watson D. Tripartite model of anxiety and

depression: psychometric evidence and taxonomic implica-

tions. J Abnorm Psychol 1991;/100:/316�36.

[34] Liebowitz MR, Hollander E, Schneier F, et al. Anxiety and

depression: discrete diagnostic entities? J Clin Psychophar-

macol 1990;/10(Suppl 3):/61�6.

[35] Schoevers RA, Deeg JDH, van Tilburg W, Beekman ATF.

Depression and generalized anxiety disorder. Co-occur-

rence and longitudinal patterns in elderly patients. Am J

Geriatr Psychiatry 2005;/13:/31�9.

[36] Berk M. Selective serotonin reuptake inhibitors in mixed

anxiety�depression. Int J Clin Pharmacol 2000;/15(Suppl

2):/S41�5.

[37] Linden M. The clinical interrelation between anxiety and

mood disorder. Presented at the 11th ECNP Congress, 31

October�4 November 1998. Paris, France.

[38] Bienvenu OJ, Brown C, Samuels JF, et al. Normal

personality traits and comorbidity among phobic, panic

and major depressive disorders. Psychiatry Res 2001;/102:/

73�85.

[39] Khan AA, Jacobson KC, Gardner CO, Prescott CA,

Kendler KS. Personality and comorbidity of common

psychiatric disorders. Br J Psychiatry 2005;/186:/190�6.

[40] Beekman ATF, De Beurs E, Van Balkom AJLM, et al.

Anxiety and depression in later life: co-occurrence and

communality of risk factors. Am J Psychiatry 2000;/157:/89�
95.

[41] Wittchen H-U, Kessler RC, Pfister H, Lieb M. Why do

people with anxiety disorders become depressed? A pro-

spective-longitudinal community study. Acta Psychiatr

Scand 2000;/102(Suppl 406):/14�23.

[42] Clayton PJ, Grove WM, Coryell W, et al. Follow-up and

family study of anxious depression. Am J Psychiatry 1991;/

148:/1512�7.

[43] Joyce PR, Romans SE, Ellis PM, Silverstone TS, editors.

Affective disorders. Christchurch: Christchurch School of

Medicine; 1995.

[44] Piccinelli M. Comorbidity of depression and generalized

anxiety: is there any distinct boundary? Curr Opin Psy-

chiarty 1998;/11:/57�60.

[45] Merikangas KR. Comorbidity for anxiety and depression:

review of family and genetic studies. In: Maser JD,

Cloninger CR, editors. Comorbidity of mood and anxiety

disorders. Washington, DC: American Psychiatric Press;

1990. p 331�48.

[46] Merikangas K, Gelernter CS. Comorbidity of alcoholism

and depression. Psychiatr Clin N Am 1990;/13:/613�33.

[47] Prescott CA, Kendler KS. Do anxious and depressive states

share common genetic factors? Presented at the 11th

ECNP Congress, 31 October�4 November. Paris, France;

1998.

[48] Torgersen S. A twin-study perspective of the comorbidity of

anxiety and depression. In: Maser JD, Cloninger CR,

editors. Comorbidity of mood and anxiety disorders.

Washington, DC: American Psychiatric Press; 1990. p

367�78.

[49] Weissman MM, Gershon ES, Kidd KK, et al. Psychiatric

disorders in the relatives of probands with affective dis-

orders: the Yale University � NIMH Collaborative Study.

Arch Gen Psychiatry 1984;/41:/13�21.

[50] Angst J, Vollrath M, Merikangas K, et al. Comorbidity of

anxiety and depression in the Zurich Cohort Study of

Young Adults. In: Maser JD, Cloninger CR, editors.

Comorbidity of mood and anxiety disorders. Washington,

DC: American Psychiatric Press; 1990. p 123�37.

[51] Wittchen H-U. Common risk factors in anxiety and

depressive disorders. Presented at the 11th ECNP Con-

gress, 31 October�4 November 1998. Paris, France.

[52] Kendler KS, Neale MC, Kessler RC, Heath AC, Eaves LJ.

Major depression and GAD. Same genes, (partly) different

environments � revisited. Arch Gen Psychiatry 1992;/49:/

716�22.

[53] Kendler KS. Major depression and GAD. Same genes,

(partly) different environments � revisited? Br J Psychiatry

1996;/168(Suppl 30):/68�75.

184 L. G. Hranov



[54] Mombereau C, Kaupmann K, Gassmann M, Bettler B, van

der Putten H, Cryan JF. Altered anxiety and depression-

related behaviour in mice lacking GABAB(2) receptor

subunits. NeuroReport 2005;/16:/307�10.

[55] Rickels K. A new concept in the treatment of anxiety.

Presented at the XXth CINP Congress, 23�27 June 1996.

Melbourne, Australia.

[56] Deakin JFW. 5HT receptor subtypes in depression. In:

Bevan P, Cools AR, Archer T, editors. Behavioral pharma-

cology of 5HT. Hillsdale, NJ: Lawrence Erlbaum Associ-

ates; 1989. p 179�204.

[57] Deakin JFW, Strickland PL, Dixon J, et al. Social stress,

steroid levels, 5HT and depression. J Psychopharmacology

1997;/11(Suppl 3):/A93.

[58] Eison MS. Serotonin: a common neurobiologic substrate in

anxiety and depression. J Clin Psychopharmacol 1990;/10:/

26�30S.

[59] Johnson J, Weissman MM, Klerman GL. Panic disorder,

comorbidity and suicide attempts. Arch Gen Psychiatry

1990;/47:/805�8.

[60] Nutt D, Argyropoulos S, Forshall S. Generalized anxiety

disorder: diagnosis, treatment and its relationship to other

anxiety disorders. London: Martin Dunitz Ltd; 1998.

[61] Schulberg HC, Katon WJ, Shear MK. Management of

mood and anxiety disorders in primary care. In: Rush AJ,

editor. Mood and anxiety disorders. Philadelphia, PA:

Current Science Inc; 1998.

[62] Deakin JFW. Roles of serotonergic systems in escape,

avoidance and other behaviors. In: Cooper SJ, editor.

Theory in psychopharmacology, vol. 2. New York: Aca-

demic Press; 1983. p 149�93.

[63] Fibiger HC. Neuropathology of depression: focus on

dopamine. In: Gessa G, Fratta W, Pani L, et al, editors.

Depression and mania: from neurobiology to treatment.

New York: Raven Press; 1995. p 1�17.

[64] Aoki T, Suetsugi M, Mizuki Y, et al. Differential effects of

noradrenergic drugs on anxiety and arousal in healthy

volunteers with high and low anxiety. Presented at the

XXIst CINP Congress, 12�16 July 1998. Glasgow, UK.

[65] Suetsugi M, Mizuki Y, Aoki T, et al. Differential effects of

dopaminergic drugs on anxiety and arousal in healthy

volunteers with high and low anxiety. Presented at the

XXIst CINP Congress, 12�16 July 1998. Glasgow, UK.

[66] Nutt DJ. Depression and generalized anxiety disorder:

separation evidence. Presented at the 12th ECNP Con-

gress, 21�25 September 1999. London, UK.

[67] Walf AA, Frye CA. Antianxiety and antidepressive behavior

produced by physiological estradiol regimen may be modu-

lated by hypothalamic-pituitary-adrenal axis activity. Neu-

ropsychopharmacology 2005;/30:/1�14.

[68] Boyer P. Do anxiety and depression have a common

pathophysiological mechanism? Acta Psychiatr Scand

2000;/102(Suppl 406):/24�9.

[69] Roy-Byrne PP, Uhde TW, Post RM, Gallucci W, Chrousos

GP, Gold PW. The corticotropin-releasing hormone stimu-

lation test in patients with panic disorder. Am J Psychiatry

1986;/143:/896�9.

[70] Rajkowska J. Depression: what we can learn from post-

mortem studies. Neuroscientist 2003;/9:/273�84.

[71] Westenberg H. Understanding the links across the spec-

trum of depression and anxiety disorders: a common

neurobiology? Presented at the 13th ECNP Congress, 9�
13 September 2000. Munich, Germany.

[72] Nutt D. Neurobiology of depression and anxiety � is there a

common thread? Presented at the XXIInd CINP Congress,

9�13 July 2000. Brussels, Belgium.

[73] Feinstein AR. The pretherapeutic classification of comor-

bidity in chronic disease. J Chron Dis 1970;/23:/455�68.

[74] Burke JD, Wittchen H-U, Regier DA, et al. Extracting

information from diagnostic interviews on co-occurrence of

symptoms of anxiety and depression. In: Maser JD,

Colinger CR, editors. Co-morbidity and anxiety disorders.

Washington, DC: APA; 1990. p 649�67.

[75] Kessler RC, McGonagle KA, Zhao S, et al. Lifetime and

12-month prevalence of DSM-III-R psychiatric disorders in

the United States: results of the National Comorbidity

Survey. Arch Gen Psychiatry 1994;/51:/8�19.

[76] Angst J, Dobler-Mikola A. The Zurich Study VI: a

continuum from depression to anxiety disorders? Eur

Arch Psychiatr Clin Neurosci 1985;/235:/179�86.

[77] Derogatis LR, Lipman RS, Covi L, Rickels K. Factorial

invariance of symptom dimensions in anxious and depres-

sive neuroses. Arch Gen Psychiatry 1972;/27:/659�65.

[78] Goldberg D. A dimensional model for common mental

disorders. Br J Psychiatry 1996;/168(Suppl 30):/44�9.

[79] Judd LL, Kessler RC, Paulus MP, et al. Comorbidity as a

fundamental feature of generalized anxiety disorders: re-

sults from the National Comorbidity Study (NCS). Acta

Psychiatr Scand 1998;/98(Suppl 393):/6�11.

[80] Prusoff B, Klerman GL. Differentiating depressed from

anxious neurotic outpatients: use of discriminant function

analysis for separation of neurotic affective states. Arch Gen

Psychiatry 1974;/30:/302�9.

[81] Hirschfeld RMA. The comorbidity of major depression and

anxiety disorders: recognition and management in primary

care. Primary Care Companion. J Clin Psychiatry 2001;/2:/

244�54.

[82] Wittchen H-U. The burden and patterns of comorbidity of

generalized anxiety disorder. Presented at the 12th ECNP

Congress, 21�25 September 1999. London, UK.

[83] Hiller W, Zaudig M, van Bose M. The overlap between

depression and anxiety on different levels of psychopathol-

ogy. J Affect Disord 1989;/16:/223�31.

[84] Kendell RE. The stability of psychiatric diagnoses. Br J

Psychiatry 1974;/124:/352�6.

[85] Shapira K, Roth M, Kerr T, et al. The prognosis of affective

disorders: the differentiation of anxiety states and depres-

sive illness. Br J Psychiatry 1972;/121:/175�81.

[86] Tyrer P, Alexander J, Remington M, Riley P. Relationship

between neurotic symptoms and neurotic diagnosis: a

longitudinal study. J Affect Disord 1987;/13:/13�21.

[87] Kraan H, Meertens H, Peters F. Positive affectivity or

energy arousal: a dimension discriminating between depres-

sion and anxiety. Presented at the 2nd International

Conference on New Directions in Affective Disorders, 3�
8 September 1995. Jerusalem, Israel.

[88] Claghorn J. The anxiety�depression syndrome. Psychoso-

matics 1970;/11:/438�41.

[89] Downing RW, Rickels K. Mixed anxiety�depression: fact or

myth? Arch Gen Psychiatry 1974;/30:/312�7.

[90] Fawcett J, Kravitz HM. Anxiety syndromes and their

relationship to depressive illness. J Clin Psychiatry 1983;/

44:/8�11.

[91] Fleiss JL, Lawlor W, Platman S, et al. Of the use of inverted

factor analysis for generating typologies. J Abnorm Psychol

1971;/77:/127�32.

[92] Kolvin I, Berney TR, Bhate SR. Classification and diag-

nosis of depression in school phobia. Br J Psychiatry 1984;/

145:/347�57.

[93] Roth M, Gurney C, Garsdide RF, Kerr TA. Studies in the

classification of affective disorders: the relationship between

anxiety states and depressive illnesses, I and II. Br J

Psychiatry 1972;/121:/147�66.

[94] VanValkenburg C, Winokur G, Lowry M, Behar D,

VanValkenburg D. Depression occurring in chronically

anxious persons. Compr Psychiatry 1983;/24:/285�9.

[95] Bowen RC, Kohout J. The relationship between agorapho-

bia and primary affective disorders. Can J Psychiatry 1979;/

24:/317�22.

[96] Rouillon F, Chignon JM. Psychiatric comorbidity of anxiety

disorders. In: Costa E, Silva JA, editors. Anxiety disorders

in the year 2000: controversies and perspectives. Chester:

Adis Int’l Ltd; 1992. p 26�33.

Comorbid anxiety and depression 185



[97] Schoevers RA, Beekman ATF, Deeg JDH, Jonker C, van

Tilburg W. Comorbidity and risk patterns of depression,

generalised anxiety disorder and mixed anxiety�depression

in later life: results from the AMSTEL study. Int J Geriatr

Psychiatry 2003;/18:/994�1001.

[98] Starcevic V, Bogojevic G. The symptom structure of

generalized anxiety disorder revisited. Presented at the 9th

AEP Congress, 20�24 September 1998. Copenhagen,

Denmark.

[99] Goldberg DP, Babigian HM, Locke BA, Rosen BM. Role

of non-psychiatrist physicians in the delivery of mental

health services: implications from three studies. Pub Health

Rep 1978;/92:/240�5.

[100] Jameson J, Schuman LJ, Young WW. The effects of

outpatient psychiatric utilization on the cost of providing

third party coverage. Med Care 1978;/16:/383�99.

[101] Haug TT, Mykletun A, Dahl AA. The association between

anxiety, depression, and somatic symptoms in a large

population: the HUNT-II study. Psychosom Med 2004;/

66:/845�51.

[102] Stewart A, Sherbourne C, Wells K, et al. Do depressed

patients in different treatment settings have different levels

of well-being and functioning? J Consult Clin Psychol

1993;/61:/849�57.

[103] Wells K, Rogers W, Burnam A, Greenfield S, Ware JE Jr.

How the medical comorbidity of depressed patients differs

across health care settings: results from the Medical Out-

comes Study. Am J Psychiatry 1991;/148:/1688�96.

[104] Bebbington P, Marsden L, Brewin CR. The need for

psychiatric treatment in the general population: the Cam-

berwell Needs for Care Survey. Psychol Med 1997;/27:/

821�34.

[105] Jones RL, Badger LW, Ficken RP, Leeper JD, Anderson

RL. Inside the hidden mental health network. Gen Hosp

Psychiatry 1987;/9:/287�93.

[106] McCombs JS, Nichol MB, Stimmel GL, et al. The cost of

antidepressant drug therapy failure: a study of antidepres-

sant use patterns in a medicaid population. J Clin Psychia-

try 1990;/51(Suppl 6):/60�9.

[107] Zajecka JM, Ross JS. A systematized approach to the

management of the depressed and anxious patient. Int J

Clin Pract 1998;/2:/27�30.

[108] Shapiro S, Skinner EA, Kessler LG, et al. Utilization of

health and mental health services: three Epidemiologic

Catchment Area sites. Arch Gen Psychiatry 1984;/41:/971�
8.

[109] Stokes PE. A primary care perspective on management of

acute and long-term depression. J Clin Psychiatry 1993;/

54(Suppl 8):/74�84.

[110] Goldberg D. The management of anxious depression in

primary care. J Clin Psychiatry 1999;/60(Suppl 7):/39�42.

[111] Goldberg DP, Huxley PJ. Common mental disorders: a

biosocial model. London: Routledge; 1992.

[112] Blazer D, Swartz M, Woodbury M, et al. Depressive

symptoms and depressive diagnoses in a community

population: use of a new procedure for analysis of

psychiatric comorbidity. Arch Gen Psychiatry 1988;/45:/

1078�84.

[113] Johnson MR, Lydiard RB, Ballenger JC. Panic disorder:

pathophysiology and drug treatment. Drugs 1995;/49:/328�
44.

[114] Lepine JP, Wittchen H-U, Essau CA, et al. Lifetime and

current comorbidity of anxiety and depressive disorders:

results from the international WHO/ADAMHA CIDI field

trials. Int J Methods Psychiatr Res 1993;/3:/67�77.

[115] Agoston G, Szadoczky E. The prevalence of mixed

anxiety�depression in a sample of the Hungarian popula-

tion. Presented at the 12th ECNP Congress, 21�25

September 1999. London, UK.

[116] Ronnes A, Mykletun A, Dahl AA. Help-seeking behaviour

in patients with anxiety disorder and depression. Acta

Psychiatr Scand 2005;/111:/51�8.

[117] Murphy JM, Sobol AM, Olivier DC, et al. Prodromes of

depression and anxiety: the Stirling county study. Br J

Psychiatry 1989;/155:/490�5.

[118] Strauss CC, Last CG, Hersen M, Kazdin AE. Association

between anxiety and depression in children and adolescents

with anxiety disorders. J Abnorm Child Psychol 1988;/16:/

57�68.

[119] Kovacs M, Gatsonis C, Paulauskas SL, Richards C.

Depressive disorders in childhood. Arch Gen Psychiatry

1989;/46:/776�82.

[120] Brady EU, Kendall PC. Comorbidity of anxiety and

depression in children and adolescents. Psychol Bull

1992;/111:/244�55.

[121] Zahn-Waxler C, Klimes-Dougan B, Slattery MJ. Interna-

lizing problems of childhood and adolescence: prospects,

pitfalls, and progress in understanding the development of

anxiety and depression. Dev Psychopathol 2000;/12:/443�
66.

[122] Smalbrugge M, Jongenelis L, Pot AM, et al. Comorbidity

of depression and anxiety in nursing home patients. Int J

Geriatr Psychiatry 2005;/20:/218�26.

[123] Medvedev A, Belova M, Kolesnitshenko A, et al. Cross-

sectional comorbid mental pathology in the late life major

depression. Presented at the 12th ECNP Congress, 21�25

September 1999. London, UK.

[124] O’Hara M, Swain A. Rates and risk of postpartum

depression � a meta-analysis. Int Rev Psychiatry 1996;/8:/

37�54.

[125] Sutter-Dallay AL, Giaconne-Marcesche V, Glatigny-Dallay

E, Verdoux H. Women with anxiety disorders during

pregnancy are at increased risk of intense postnatal

depressive symptoms: a prospective survey of the MAT-

QUID cohort. Eur Psychiatry 2004;/19:/459�63.

[126] Sartorius N, Ustun TB, Lecrubier Y, Wittchen HU.

Depression comorbid with anxiety: results from the WHO

study on psychological disorders in primary health care. Br

J Psychiatry 1996;/168(Suppl 30):/38�43.

[127] Boulenger J-P, Fournier M, Rosales D, Lavallee YJ. Mixed

anxiety and depression: from theory to practice. J Clin

Psychiatry 1997;/58(Suppl 8):/27�34.

[128] Gaudiano BA, Miller IW. Anxiety disorder comorbidity in

bipolar I disorder: relationship to depression severity and

treatment outcome. Depress Anxiety 2005;/21:/71�7.

[129] Wittchen H-U, Lieb R, Wunderlich U, Schuster P. Co-

morbidity in primary care: presentation and consequences.

J Clin Psychiatry 1999;60(Suppl 7):29�36. [Discussion

87�8; Review.]

[130] Clancy J, Noyes R Jr, Hoenk PR, Slymen DJ. Secondary

depression in anxiety neurosis. J Nerv Ment Dis 1978;/166:/

846�50.

[131] Stein MB, Kirk P, Prabhu V, Grott M, Terepa M. Mixed

anxiety�depression in a primary care clinic. J Affect Disord

1995;/34:/79�84.

[132] Rosenblatt RA, Cherkin DC, Schneeweiss R, Hart LG.

The content of ambulatory care medicine in the United

States: an interspeciality comparison. New Engl J Med

1983;/309:/892�7.

[133] Robins LN, Regier DA, editors. Psychiatric disorders in

America. The Epidemiologic Catchment Area Study. New

York: The Free Press; 1991.

[134] Barrett JE, Barrett JA, Oxman TE, Gerber PD. The

prevalence of psychiatric disorders in a primary care

practice. Arch Gen Psychiatry 1988;/45:/1100�6.

[135] Kessler RC, Wittchen H-U. Anxiety, mood, and substance

abuse disorders: patterns and correlates of comorbidity.

Presented at the 12th ECNP Congress, 21�25 September

1999. London, UK.

[136] Paykel ES, Henderson AJ. Application of cluster analysis in

the classification of depression: a replication study. Neu-

ropsychobiology 1977;/3:/111�9.

[137] Stahl SM. Mixed anxiety and depression: clinical implica-

tions. J Clin Psychiatry 1993;/54(Suppl 1):/33�8.

186 L. G. Hranov



[138] Fava M. Depression-anxiety comorbidity. Presented at the

11th ECNP Congress, 31 October�3 November 1998.

Paris, France.

[139] Hamilton M. Distinguishing between anxiety and depres-

sive disorders. In: Last CA, Hersen M, editors. Handbook

of anxiety disorders. New York: Pergamon Press; 1988. p

143�55.

[140] Salzman C. Practical considerations in the pharmacological

treatment of depression and anxiety in the elderly. J Clin

Psychiatry 1990;/51(Suppl 1):/40�3.

[141] Lenze EJ, Mulsant BH, Shear MK, et al. Comorbid anxiety

disorders in depressed elderly patients. Am J Psychiatry

2000;/157:/722�8.

[142] Steffens DC, McQuoid DR. Impact of symptoms of

generalized anxiety disorder on the course of late-life

depression. Am J Geriatr Psychiatry 2005;/13:/40�7.

[143] Keller MB, Lavori PW, Mueller TI, et al. Time to recovery,

chronicity, and levels of psychopathology in major depres-

sion. A 5-year prospective follow-up of 431 subjects. Arch

Gen Psychiatry 1992;/49:/809�16.

[144] Mueller TI, Keller MB, Leon AC, et al. Recovery after 5

years of unremitting major depressive disorder. Arch Gen

Psychiatry 1996;/53:/794�9.

[145] Alnaes R, Torgersen S. DSM-III personality disorders

among patients with major depression, anxiety disorders,

and mixed conditions. J Nerv Ment Dis 1990;/178:/693�8.

[146] Bakish D. The patient with comorbid depression and

anxiety: the unmet need. J Clin Psychiatry 1999;/60(Suppl

6):/20�4.

[147] Bijl RV, Ravelli A. Current and residual functional disability

associated with psychopathology: findings from The Neth-

erlands Mental Health Survey and Incidence Study (NEM-

ESIS). Psychol Med 2000;/30:/657�68.

[148] De Beurs E, Beekman ATF, Van Balkom AJLM, et al.

Consequences of anxiety in older persons: its effect on

disability, well-being and use of health services. Psychol

Med 1999;/29:/583�93.

[149] Emmanuel J, Simmonds S, Tyrer P. Systematic review of

the outcome of anxiety and depressive disorders. Br J

Psychiatry 1998;/173:/35�41.

[150] Fawcett J. Predictors of early suicide: identification and

appropriate intervention. J Clin Psychiatry 1988;/49(Suppl

10):/7�8.

[151] Feske U, Frank E, Kupfer DJ, Shear MK, Weaver E.

Anxiety as a predictor of response to interpersonal psy-

chotherapy for recurrent major depression. Depress Anxi-

ety 1998;/8:/135�41.

[152] Judd L. Comorbidity and health costs. Int Med News

1994;/92:/4�5.

[153] Lenze EJ, Mulsant BH, Mohlman J, et al. Generalized

anxiety disorder in late life. Lifetime course and comorbid-

ity with major depressive disorder. Am J Geriatr Psychiatry

2005;/13:/77�80.

[154] Liebowitz MR. Depression with anxiety and atypical

depression. J Clin Psychiatry 1993;/54(Suppl 2):/10�4.

[155] Liebowitz MR. Mixed anxiety and depression: should it be

included in DSM-IV? J Clin Psychiatry 1993;/54(Suppl 5):/

4�7.

[156] Murphy JM. Depression in the community: findings from

the Stirling county study. Can J Psychiatry 1990;/35:/390�6.

[157] Rovner BW. Depression and increased risk of mortality in

the nursing home patient. Am J Med 1993;/94:/19S�22S.

[158] Rush AJ, Zimmerman M, Wisniewski SR, et al. Comorbid

psychiatric disorders in depressed outpatients: demo-

graphic and clinical features. J Affect Disord 2005;/87(1):/

43�55.

[159] Schatzberg AF. Fluoxetine in the treatment of comorbid

anxiety and depression. J Clin Psychiatry Monogr 1995;/13:/

2�12.

[160] Schoevers RA, Beekman ATF, Deeg JDH, et al. The

natural history of late-life depression: results from the

Amsterdam Study of the Elderly (AMSTEL). J Affect

Disord 2002;/76:/5�14.

[161] Stordal E, Bjelland I, Dahl AA, Mykletun A. Anxiety and

depression in individuals with somatic health problems.

The Nord-Trøndelag Health Study (HUNT). Scand J Prim

Health Care 2003;/21:/136�41.

[162] VanValkenburg C, Akiskal HS, Puzantian V, Rosenthal T.

Anxious depressions: clinical, family history, and naturalis-

tic outcome � comparisons with panic and major depres-

sive disorders. J Affect Disord 1984;/6:/67�82.

[163] Gaynes BN, Magruder KM, Burns BJ, et al. Does a

coexisting anxiety disorder predict persistence of depressive

illness in primary care patients with major depression? Gen

Hosp Psychiatry 1999;/21:/158�67.

[164] Loebel AD, Hyde TS, Dunner DL. Early placebo response

in anxious and depressed patients. J Clin Psychiatry 1986;/

47:/230�3.

[165] Bruce SE, Yonkers KA, Otto MW, et al. Influence of

psychiatric comorbidity on recovery and recurrence in

generalized anxiety disorder, social phobia, and panic

disorder: a 12-year prospective study. Am J Psychiatry

2005;/162:/1179�87.

[166] Trivedi MH. Managing residual anxiety in patients with

depression. Presented at the XXVth Collegium Internatio-

nale Neuro-Psychopharmacorum (CINP) Congress, 9�13

July 2006. Chicago, IL, USA.

[167] Wittchen H-U, Zhao S, Kessler RC, Eaton WW. DSM-III-

R generalized anxiety disorder in the National Comorbidity

Survey. Arch Gen Psychiatry 1994;/51:/355�64.

[168] Wittchen H-U, Essau CA, Krieg JC. Anxiety disorders:

similarities and differences in comorbidity in treated and

untreated groups. Br J Psychiatry 1991;/159(Suppl 12):/23�
33.

[169] Ormel J, Kempen GI, Deeg DJ, et al. Functioning, well-

being and health perception in late middle-aged and older

people: comparing the effects of depressive symptoms and

chronic medical conditions. J Am Geriatr Soc 1998;/46:/39�
48.

[170] Ormel J, Kempen GI, Penninx BW, et al. Chronic mental

conditions and mental health in older people: disability and

psychosocial resources mediate specific mental health

effects. Psychol Med 1997;/27:/1065�77.

[171] Bronisch T, Hecht H. Major depression with and without a

coexisting anxiety disorder: social dysfunction, social in-

tegration, and personality features. J Affect Disord 1990;/

20:/151�7.

[172] Brown CW, Bifulco A, Harris TO, Bridge L. Life stress,

chronic subclinical symptoms and vulnerability to clinical

depression. J Affect Disord 1986;/11:/1�19.

[173] Clayton PJ. The comorbidity factor: establishing the

primary diagnosis in patients with mixed symptoms of

anxiety and depression. J Clin Psychiatry 1990;/51(Suppl

11):/35�9.

[174] Ormel J, Oldehinkel T, Brilman E, vanden Brink W.

Outcome of depression and anxiety in primary care. Arch

Gen Psychiatry 1993;/50:/759�66.

[175] Preisig M, Merikangas KR, Angst J. The impact of

comorbidity on the course of depression and anxiety.

Presented at the 9th AEP Congress, 20�24 September

1998. Copenhagen, Denmark.

[176] Wetzler S, Katz MM. Problems with the differentiation of

anxiety and depression. J Psychiatr Res 1989;/23:/1�12.

[177] Kessler RC, Berglund P, Demler O, et al. The epidemiol-

ogy of major depressive disorder: results from the National

Comorbidity Survey Replication (NCS-R). J Am Med

Assoc 2003;/289:/3095�101.

[178] Hranov LG. Panic disorder. A comprehensive study of a

clinical sample. Sofia, Medical University (in Bulgarian);

1995.

[179] Lesses S. The relationship of anxiety to depression. Am J

Psychother 1982;/36:/332�48.

Comorbid anxiety and depression 187



[180] Merikangas KR, Zhang H, Avenevoli S, et al. Zurich

Cohort Study. Longitudinal trajectories of depression and

anxiety in a prospective community study. Arch Gen

Psychiatry 2003;/60:/993�1000.

[181] Angst J, Vollrath M. The natural history of anxiety

disorders. Acta Psychiatr Scand 1991;/84:/446�52.

[182] Coryell W, Endicott J, Andreasen NC, et al. Depression

and panic attacks: the significance of overlap as reflected in

follow-up and family study data. Am J Psychiatry 1988;/

145:/293�300.

[183] Grunhaus L, Rabin D, Greden JF. Simultaneous panic and

depressive disorder: response to antidepressant treatments.

J Clin Psychiatry 1986;/47:/4�7.

[184] Schweizer E, Rickels K. The long-term management of

generalized anxiety in primary care settings: practical

concepts of classification and management. J Clin Psychia-

try 1996;/58(Suppl 11):/4�10.

[185] Yonkers KA, Warshaw MG, Massion AO, Keller MB.

Phenomenology and course of generalized anxiety disorder.

Br J Psychiatry 1996;/168:/308�13.

[186] Fawcett J. The detection and consequences of anxiety in

clinical depression. J Clin Psychiatry 1997;/58(Suppl 8):/

35�40.

[187] Fawcett J, Scheftner WA, Fogg L, et al. Time-related

predictors of suicide in major affective disorder. Am J

Psychiatry 1990;/147:/1189�94.

[188] Wunderlich U, Bronisch T, Wittchen H-U. Comorbidity

patterns in adolescents and young adults with suicide

attempts. Eur Arch Psychiatry Clin Neurosci 1998;/248:/

87�95.

[189] McGlynn TJ, Metcalf HL, editors. Diagnosis and treat-

ment of anxiety disorders: a physician’s handbook. Wa-

shington, DC: American Psychiatric Press. 1989; p 8�11,

49.

[190] Lepine J-P. The challenge and impact of comorbid anxiety

in patients with major depressive disorders Presented at the

CINP XXVth Congress, 9�13 July 2006. Chicago, IL,

USA.

[191] Pollack MH. The problem of concomitant depression in

patients with anxiety disorders. Presented at the CINP

XXVth Biennal Congress, 9�13 July 2006. Chicago, IL,

USA.

[192] Schweizer E. Generalized anxiety disorder: longitudinal

course and pharmacologic treatment. Psychiatr Clin North

Am 1995;/18:/843�57.

[193] Zung WWK, Magruder-Habib K, Velez R, Alling W. The

comorbidity of anxiety and depression in general medical

patients: a longitudinal study. J Clin Psychiatry

1990;51(Suppl 6):77�80. [Discussion 91.]

[194] Rickels K, Downing R, Schweizer E, Hassman H. Anti-

depressants for the treatment of generalized anxiety dis-

order. A placebo-controlled comparison of imipramine,

trazodone, and diazepam. Arch Gen Psychiatry 1993;/50:/

884�95.

[195] Catalan J, Gath D, Edmonds G, Ennis J. The effects of

non-prescribing of anxiolytics in general practice. I. Con-

trolled evaluation of psychiatric and social outcome. Br J

Psychiatry 1984;/144:/593�602.

[196] Smith BD, Salzman C. Do benzodiazepines cause depres-

sion? Hosp Community Psychiatry 1991;/42:/1101�2.

[197] van Meter SA, Doraiswamy PM. Anxiety disorders. In:

Rakel RE, Bope ET, editors. Conns Current Therapy 2001.

Philadelphia, PA: WB Saunders Co; 2001. p 1137�42.

[198] Zamorski MA, Albucher RC. What to do when SSRIs fail:

eight strategies for optimizing treatment of panic disorder.

Fam Physician 2002;/66:/1477�84.

[199] Judd FK, Burrows GD. Anxiety disorders and their

relationship to depression. In: Paykel ES, editor. Handbook

of affective disorders. New York: Guilford Press; 1992. p

77�87.

[200] Paykel ES. Remission and residual symptomatology in

major depression. Psychopathology 1998;/31:/5�14.

[201] Nelson JC, Portera L, Leon AC. Residual symptoms in

depressed patients after treatment with fluoxetine or

reboxetine. J Clin Psychiatry 2005;/66:/1409�14.

[202] Menza M, Marin H, Opper RS. Residual symptoms in

depression: can treatment be symptom-specific? J Clin

Psychiatry 2003;/64:/516�23.

[203] Lecrubier Y, Weiller E, Andersen H. Qualitative changes in

symptomatology before and after treatment to remission in

GAD and major depression. Presented at the CINP XXVth

Congress, 9�13 July 2006. Chicago, IL, USA.

[204] Silverstone PH, Salinas E. Efficacy of venlafaxine extended

release in patients with major depressive disorder and

comorbid generalized anxiety disorder. J Clin Psychiatry

2001;/62:/523�9.

[205] Tyrer P, Seivewright N, Murphy S, et al. The Nottingham

study of neurotic disorder: comparison of drug and

psychological treatments. Lancet 1988;/39:/235�40.

[206] Lipman RD, Covi L, Rickels K, et al. Imipramine and

chlordiazepoxide in depressive and anxiety disorders. I.

Efficacy in depressed outpatients. Arch Gen Psychiatry

1986;/43:/68�77.

[207] Rickels K, Schweizer E. The treatment of generalized

anxiety disorder in patients with depressive symptomatol-

ogy. J Clin Psychiatry 1993;/54(Suppl 1):/20�3.

[208] Fava M, Rosenbaum J, Hoog SL, et al. Fluoxetine versus

sertraline and paroxetine in major depression: tolerability

and efficacy in anxious depression. J Affect Disord 2000;/59:/

119�26.

[209] Kasper S. Neurobiology and new psychopharmacological

strategies for treatment of anxiety disorders. In: Racagni G,

Brunelli N, editors. Current therapeutical approaches on

panic and other anxiety disorders. Basel: Karger; 1995.

[210] Dunbar GC, Fuell DL. The anti-anxiety and anti-agitation

effects of paroxetine in depressed patients. Int Clin

Psychopharmacol 1992;/6(Suppl 4):/81�90.

[211] Montgomery S, Porto L, Plewes T, et al. Does comorbid

anxiety predict antidepressant success or failure? A meta-

analysis of 3800 clinical trial patients. Eur Neuropsycho-

pharmacol 1998;/8(Suppl 2):/S153.

[212] Lydiard RB. Effects of escitalopram on anxiety symptoms

in depression. Poster presented at the 154th APA Annual

Meeting, 5�10 May. New Orleans, LA, USA; 2001.

[213] Galinowski A, Tonnoir B, Florea I, Olie J-P. The efficacy of

escitalopram in depressed patients with comorbid anxiety.

Presented at the 158th annual meeting of the APA, 21�26

May 2005. Atlanta, GA, USA.

[214] Boulenger J-PP, Huusom AKT, Florea I, Baekdal T,

Sarchiapone M. A comparative study of the efficacy of

long-term treatment with escitalopram and paroxetine in

severely depressed patients. Curr Med Res Opin 2006;/22:/

1331�41.

[215] Laws D, Ashford JJ, Anstee JA. A multicentre double-blind

comparative trial of fluvoxamine versus lorazepam in mixed

anxiety and depression treated in general practice. Acta

Psychiatr Scand 1990;/81:/185�9.

[216] Rausch JL, Hobby H, Shendarkar N, Johnson ME, Li J.

Fluvoxamine treatment of mixed anxiety and depression:

evidence for serotonergically mediated anxiolysis. J Clin

Psychopharmacol 2001;/21:/139�42.

[217] Rapaport MH, Jonas J, Bose A, et al. Escitalopram

improves somatic symptoms of depression. Presented at

the XXIVth Collegium Internationale Neuro-Psychophar-

macorum (CINP) Congress, 20�24 June 2004. Paris,

France.

[218] Sheline YI, Barch DM, Donnelly JM, et al. Increased

amygdale response to masked emotional faces in depressed

subjects resolves with antidepressant treatment: an fMRI

study. Biol Psychiatry 2001;/50:/651�8.

[219] Rausch JL. A hypothesis of initial conditions: receptor-

effector systems as determinants of psychopharmacologic

drug response. Int J Neuropsychopharmacol 1998;/1:/137�
51.

188 L. G. Hranov



[220] Fontaine R, Ontiveros A, Elie R, et al. A double-

blind comparison of nefazodone, imipramine, and placebo

in major depression. J Clin Psychiatry 1994;/55:/234�
41.

[221] Fawcett J, Marcus RN, Anton SF, O’Brien K, Schwiderski

U. Response of anxiety and agitation symptoms during

nefazodone treatment of major depression. J Clin Psychia-

try 1995;/56(Suppl 6):/37�42.

[222] Bremmer JD. A double-blind comparison of Org 3770,

amitriptyline, and placebo in major depression. J Clin

Psychiatry 1995;/56:/519�26.

[223] Feighner JP, Entsuah AR, McPherson MK. Efficacy of

once-daily venlafaxine extended release (XR) for symptoms

of anxiety in depressed outpatients. J Affect Disord 1998;/

47:/55�62.

[224] Trivedi MH, Rush AJ, Carmody TJ, Donahue RM,

Bolden-Watson C, et al. Do bupropion SR and sertraline

differ in their effects on anxiety in depressed patients? J Clin

Psychiatry 2001;/62:/776�81.

[225] Pini S, Amador XF, Dell’Osso L, et al. Treatment of

depression with comorbid anxiety disorders: differential

efficacy of paroxetine versus moclobemide. Int Clin Psy-

chopharmacol 2003;/18:/15�21.

[226] Cameron OG, Abelson JL, Young EA. Anxious and

depressive disorders and their comorbidity: effect on central

nervous system noradrenergic function. Biol Psychiatry

2004;/56:/875�83.

[227] Pariante CM, Miller AH. Glucocorticoid receptors in

major depression: relevance to pathophysiology and treat-

ment. Biol Psychiatry 2001;/49:/391�404.

[228] Ninan PT, Feigon SA, Knight B. Neurobiology and

mechanisms of antidepressant treatment response in anxi-

ety. Psychopharm Bull 2002;/36(Suppl 3):/67�78.

[229] Hen R. Genetic modules of depression and anxiety.

Presented at the 158th annual meeting of the APA, 21�
26 May 2005. Atlanta, GA, USA.

[230] Nibuya M, Morinobu S, Duman RS. Regulation of BDNF

and trkB mRNA in rat brain by chronic electroconvulsive

and antidepressant drug treatments. J Neurosci 1995;/15:/

7539�47.

[231] Duman RS. The neurochemistry of mood disorders:

preclinical studies. In: Charney DS, editor. The neurobiol-

ogy of mental illness. New York: Oxford University Press;

1999. p 333�64.

[232] Chambless DL, Sanderson WC, Shoham V, et al. An

update on empirically validated therapies. Clin Psychol

1996;/49:/5�18.

[233] Freeston MH, Ladoceur R, Gagnon F, et al. Cognitive-

behavioral treatment of obsessive thoughts: a controlled

study. J Consult Clin Psychology 1997;/65:/405�13.

[234] Tsao JC, Lewin MR, Craske MG. The effects of cognitive-

behavior therapy for panic disorder on comorbid condi-

tions. J Anxiety Disord 1998;/12:/357�71.

[235] Woody S, McLean PD, Taylor S, Koch WJ. Treatment of

major depression in the context of panic disorder. J Affect

Disord 1999;/53:/163�74.

[236] Paykel ES, Scott J, Teasdale JD, et al. Prevention of relapse

in residual depression by cognitive therapy. Arch Gen

Psychiatry 1999;/56:/829�35.

[237] Fava GA, Rafanelli C, Grandi S, Canestrari R, Morphy A.

Six-year outcome for cognitive behavioral treatment of

residual symptoms in major depression. Am J Psychiatry

1998;/155:/1443�5.

[238] Durham RC, Allan T. Psychological treatment of general-

ized anxiety disorder: a review of the clinical significance of

results in outcome studies since 1980. Br J Psychiatry 1993;/

163:/19�26.

Comorbid anxiety and depression 189




