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Comorbidity is awell-established phenomenon in depressive disorders, and it is widely agreed that
the majority of depressive disorders examined in both primary care and the general population are not
“pure.” This article reviews comorbidity findings in general population and primary care surveys. The
implications of comorbid depressive disorders are discussed in terms of their presentation and recogni-
tion in primary care, patterns of course and outcome, and associated impairments and disabilities. Data
from a World Health Organization study, conducted in primary health clinicsin 15 countries, demon-
strate that 62% of all depressive cases also suffer from at least one other current mental disorder and
that the primary reasonfor patient visitsisrarely of a psychological nature, with the majority of attend-
ees complaining primarily of somatic symptoms (41%), pains (37%), and fatigue and sleep problems
(12%). Similar results are presented from 2 recent large representative population surveys, the National
Comorbidity Survey and the Early Developmental Stages of Psychopathology Study. The implications
of such comorbidity are viewed from various perspectives: the form of depressive presentationsin pri-
mary care, the recognition of depression in health care, and health services utilization, impairments and

disabilities, and course and outcome.

Comorbidity, defined as “the presence of morethan 1
specific disorder in a person in a defined period. of
time,” 2" js awell-established phenomenon in depressive
disorders. Despite some variations due to the definition of
comorbidity in terms of conceptual differences, coverage
of diagnoses, time windows (lifetime versus current), as-
sessment methods, and design and analyses, there is con-
siderable agreement that the majority of depressive disor-
ders examined in clinical samples (in both primary care
and the general population) are not “pure.”?3 Furthermore,
there is some evidence across studies using diagnostic in-
terviews according to operationalized classification sys-
tems (DSM-111* to DSM-1V®) that the frequency of comor-
bidity is most pronounced in specialized mental health
services and dightly less frequent in general population
samples.® There is presently no uniformly accepted, com-
prehensive, and coherent theoretical framework for co-
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morbidity that allows integration of the many comorbidity
findings. However, it has become evident that comorbidity
in depressive disorders is not merely a random phenom-
enon or an artifact of the assessment strategy.”® There
isiincreasing evidence from a number of well-controlled
studies that the concept of comorbidity is a useful ap-
proach, not only in the study of etiologic and pathogenic
factors (vulnerability and risk factors), but aso in its
implications for course and outcome, seeking help and
treatment, and associated patterns of impairments and
disabilities.

This article reviews comorbidity findings in general
population and primary care surveys. The implications
of comorbid depressive disorders are discussed in their
presentation and recognition in primary care, patterns
of course and outcome, and associated impairments and
disabilities.

FREQUENCY AND TYPES OF COMORBIDITY
IN DEPRESSIVE DISORDERS

Common Comorbidities
With Regard to Mental Disorders

Prevalence. Prevalence data have been collected from
primary health clinicsin 15 countries around the world as
part of the World Health Organization (WHO) Collabora-
tive Study “Psychological Problems in General Health
Care.” These data demonstrate that across participating
centers and countries, 11.7% of all primary care attendees
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Table 1. Odds Ratios of Current Depression With Other
Frequent Disorders®

Odds Ratio  95% Confidence

Comorbid Condition (OR) Interval (ClI)
Physical disorder 11 09to1.3
Alcohol dependence® 21 1.6t02.8
Subthreshold anxiety 39 3.1t049
Anxiety disorders’® 9.3 76t011.4
Other psychological disorder® 10.6 8.61013.0

®Adapted from reference 8, with permission. For physical disorder,

N = 5315; for remaining categories, N = 5447. Diagnoses given per
ICD-10 criteria.

PHarmful use of alcohol (F10.1) or alcohol dependence (F10.2).
“Current generalized anxiety disorder (F41.1), panic (F41.0), or
agoraphobia (F40.0).

Neurasthenia (F46.0), somatization disorder (F45.0), hypochondriasis
(F45.2), or dysthymia (F34).

Table 2. Comorbidity of Current 12-Months
(DSM-III-R/DSM-IV) Major Depressive Disorder With Other
Mental Disorders in the National Comorbidity Survey (NCS)
and the Early Developmental Stages of Psychopathology
Study (EDSP)?

NCS EDSP
Other Diagnoses % OR 95%Cl % OR. 95%ClI
Any anxiety disorder 51.2 42 34t086 486 33 24t04.1
Panic disorder 86 50 31t080 50 4.2 21to85
Generalized anxiety
disorder 154 8.2 5.0t0135 17.0 8.2. 3.5t010.3
Agoraphobia 126 44 28t069 7.6 3.2 19to54
Social anxiety disorder 20.0 3.3 24to45 17.3 3.1 22t0o45
Simple phobia 237 3.7 28t048 30.0 26 2.0t03.5
Posttraumatic stress
disorder 152 60 41to86 49 6.2 28t013.6
Obsessive-compulsive
disorder 20 26 18t07.8
Separation anxiety
disorder 15 26 0.8t07.8
Any substance use
disorder 185 19 14to28 234 13 1.0t01l8
Alcohol dependence 13.0 2.0 1.3t03.0 8.0 12 0.7t02.0
Alcohol abuse 14 11 06tol9 159 1.1 0.7to15
Drug abuse/dependence 7.5 3.1 20to46 7.8 23 14t03.8
Any somatoform disorder ... 235 25 18t0o34
Any eating disorder 69 28 16to5.1
Other disorders’ 40 52 24t0112 46 4.8 22t09.6

®Age range covered by NCS, 15-55 years; age range covered by EDSP,
14-24 years. Symbol: ... = not assessed.
°Other disorders include conduct disorder and dysthymia.

suffer from threshold 1CD-10 depressive disorders at the
time of contact.” Using the primary care version of the
Composite International Diagnostic Interview,? 62% of all
depressive cases were found to also suffer from at least
one other current mental disorder. M ost frequent co-occur-
ring mental disorders (Table 1) were any anxiety disorders
(generalized anxiety disorder, panic disorder, agorapho-
bia; odds ratio [OR] =9.3), neurasthenia (OR =6.2),
hypochondriasis (OR =6.1), somatization disorder
(OR =5.9), dysthymia (OR =8.2), and alcohol depen-
dence (OR =2.1).

The finding that major depressive disorders rarely
present in their pure form is consistent with results from
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Table 3. Percentages of Lifetime Pure, Primary, and
Secondary Major Depressive Disorders Among All Meeting
Criteria in the NCS and the EDSP*

NCS (Retrospective) EDSP (Prospective)
Subjects Pure Primary Secondary Pure Primary Secondary
Total 260 122 61.8 348 155 49.7
Women 301 122 57.7 315 135 55.1
Men 186 121 69.3 406 19.0 40.6

“Respondents with dysthymia and major depressive disorder were
counted having as pure disorders. The EDSP uses a stricter temporal
priority criterion, thus cases counted as secondary in the NCS would be
counted as same year or primary in the NCS.

recent large representative population surveys. The Na-
tional Comorbidity Survey (NCS)™** and, with more com-
plete coverage of diagnoses, the Early Developmental
Stages of Psychopathology Study (EDSP)*2*® found quite
similar patterns and associations. In the NCS, only 26% of
all depressive disorders occurred in their pureform, and in
the EDSP this figure was 34.8%. Significant odds ratios
were found for most specific anxiety and somatoform dis-
orders and for substance abuse and dependence and eating
disorders (Table 2).

Temporal relationship. Another consistent finding in
both retrospective (NCS) and prospective (EDSP) longitu-
dinal studies' is that the vast majority of comorbid de-
pressive disorders occur secondary to another mental dis-
order (Table 3). Even though to date only a very limited
range of disorders has been covered, commonly, comorbid
major depression is temporally preceded by anxiety and
somatoform disorders as well as substance abuse and eat-
ing disorders. It is aso noteworthy that the temporal rela-
tionship seems to be stable in both retrospective (NCS)
and prospective (EDSP) studies. The consistent temporal-
ity patterns have stimulated considerable research into the
pathogenic role of primary anxiety and somatoform disor-
ders as risk factors for both the onset and persistence of
major depression. In thisrespect, findings by Kessler et
al.™ are particularly noteworthy. They demonstrated, using
discrete-time survival modeling, remarkable diagnostic
differences in patterns of temporality. Whereas primary
phobia disorders usually precede onset of depression by
many years, others, such as panic disorder, are associated
with afairly rapid onset of secondary depression. General-
ized anxiety disorders were found to occur relatively fre-
quently within the same year as depression.

Common Comorbidities
With Regard to Somatic Disorders

Although a close association between specific somatic
illnesses and depressive symptomatology has long been
suggested, such an association with regard to full-blown
major depression as a strictly defined diagnosis is a more
recent finding. However, unlike mental disorder comor-
bidity, the meaning and the implications of such comor-
bidity patterns with somatic disorders are less well stud-

J Clin Psychiatry 1999;60 (suppl 7)



ied. Furthermore, few epidemiologic studies and limited
data are available from primary care settings.

Endocrine disorders. Of the various hypothalamic-
pituitary end organ axes, the thyroid and adrenal systems
have been implicated most often in affective disorders.
Patients with primary thyroid disease have high rates of
depression, and patients with Addison disease or Cushing
syndrome haverelatively high rates of depressive and anx-
iety symptoms. Support for the link between endocrine
axes and depression comes from many studies in which
alterations in components of the thyroid and adrenal axes
have been documented. All observed adrena axis alter-
ations in depression studies thus far are state-dependent,
whereas the thyroid axis alterations may be partialy trait
and partially state markers.”® Consistent with these asso-
ciations, Sonino and Fava'® conclude in a recent review
that endocrine disorders are commonly associated with
depressive disorders; however, to date, no clear conclu-
sions can be drawn with regard to causality.

Acquired immunodeficiency syndrome. Significant as-
sociations between the infection produced by the human
immunodeficiency virus (HIV) and major depression have
been reported from a WHO multicenter study®’ and are
consistent with several other studies.'®

Cancer. Findings suggest, with some consistency, that
certain types of cancer are associated with an-increased
risk of depression. Estimates range from 11% to 50%,
and risks were found to be especially frequent in pancre-
atic, breast, and cervical cancer. The psychological and
neurobiological mechanisms behind this association are
still open to debate; one particularly critical question isto
what degree the observed increased comorbidity is due to
the associated pain symptomatology and/or secondary
side effects of pharmacologic treatments. Nevertheless,
there are a number of findings that indicate depression co-
morbidity in cancer illnesses influences course and out-
come.®

Cardiac diseases. A link between cardiac diseases and
depression has recently received attention. Thereis slowly
accumulating evidence that depression might pre dispose
an individual toward cardiovascular and cerebrovascular
diseases. Furthermore, patients experiencing depression
following a myocardia infarction seem to have higher
mortality than nondepressed patients.?

Epidemiologic studies. Epidemiologic studies report-
ing prevalence estimates of depression in the somatically
ill (using standardized assessment instruments for mental
disorders) are dtill sparse. Aside from the “landmark”
Medical Outcomes Study® and limited information pro-
vided by the WHO study on primary care,® both docu-
menting an increased risk of major depressive disorder for
the chronically medicaly ill, few large-scale population-
based studies are available. In this respect, the Groningen
Longitudinal Aging Study®® is noteworthy. The study
population of 8723 persons aged 57 and over were enlisted
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with 27 general practitioners and rated for a wide range of
specific chronic and acute medical conditions. Depression
was assessed using the Hospital Anxiety and Depression
Scale; the response rate was 62% (N = 5279).

In that study, Ormel and colleagues demonstrated that
among those with medical conditions, 21.0% (768/3655)
fulfilled criteria for depression, whereas only 9.3%
(151/1624) of those without medical conditions were
found to be depressed. Thus, irrespective of the type of
medical disorder, thereis at least a 2-fold increase in de-
pression among the medically ill. However, the strength of
this association seems to be largely dependent on the type
of disorder. A pilot study of the German National Morbid-
ity Survey (NMS)** based on standardized diagnostic as-
sessments of both somatic illnesses and mental disorders
of arepresentative population sample aged 18 to 65 years,
confirmed by and large the overall increased risk of medi-
cally ill patients to suffer from major depression. In accor-
dance with the study by Ormel et al.,” the risk for depres-
sive disorders was highest in chronic conditions aswell as
those associated with enduring pain.

Pain. The key role of pain in mediating a considerable
proportion of the observed comorbidity between physical
and depressive illnesses has recently been comprehen-
sively explored by Von Korff and Simon,” who reviewed
data from primary care attendees and other population-
based studies. They summarize (1) that painisstrongly re-
lated to both anxiety and depression, (2) that characteris-
tics that are most strongly associated with depression are
the diffuseness of pain and the extent to which it interferes
with activities, and (3) that when chronic pain precedesthe
onset of major depression, it is likely that the depression
will follow. @ chronic course. The authors conclude that
“pain constitutes-a significant physical and psychological
stressor that ' may induce or exacerbate psychological dis-
tress. Thus, pain and psychological illness (‘depression’)
should be viewed as having reciprocal psychological
and behavioral effects involving both processes of illness
expression and adaptation,” as well as pain having
specific effects on the emotional state and behavioral
function.” 251

IMPLICATIONS OF COMORBIDITY

Implications of comorbidity can be viewed from vari-
ous perspectives: (1) the form of depressive presentations
in primary care, (2) the recognition of depression in health
care, and health services utilization, (3) impairments and
disabilities, and (4) course and outcome.

Presentation of Depressive Disorders in Primary Care
Taking into account the significant association of de-
pressive disorders with physical conditions, it is not sur-
prising to see that the vast majority of depressed patients
visiting primary care physicians do not openly present

31



Wittchen et al.

Table 4. Utilization of Mental Health Services by Sector and Country*

generally, illness behavior. However,

Sector

preliminary data analyses of the above-

% of Subjects With General Medical

Mental Health

mentioned NMS?* suggest that the ef-

a12-Month Major United

United

fects of such comorbid patterns differ

Depressive Episode States Canada Germany States Canada Germany considerably by the type of somaticill-
Usersin total sample® 98 258 30.5 208 289 28.8 ness and its duration.
Users with appropriate treatment® 195 210 16.3 26.0 329 28.8
Population with appropriate treatment 1.9 5.4 1.8 54 9.5 11.3 R iti Treat t
®Data from reference 27 and H.-U.W., unpublished data. ecogni .lon’ . ‘f’a n?en ’
bAdjusted for age, gender, and education. and Service Utilization
‘Defined as antidepressants and 4 or more visitsin past 12 months. Deprve disorders have consis-
tently been found to be poorly recog-
nized and treated across all studies. In
Table 5. Commonly Prescribed Psychiatric Treatment for ICD-10 Current terms of population studies, Katz et
Depression in Different Centers® al.”" recently conducted a reanalysis of
% Recognized the health services utilization data re-
Among ICD-10 % % ; ; ; ;
Current % % Prescribed Prescribed |§1I ng to the diagnosis %f maor depr&_sr
Depression  Prescribed an  Prescribed Any Other  Any Nondrug son from the NCS™ and Ontario
Center Cases® Antidepressant  a Sedative Drug Treatment Health Survey.® These 2 studies use
Ankara 28.2 194 290 320 45.2 similar assessment strategies as do the
Athens 324 9.1 45.5 27.2 45.5 12
Bangalore 46.2 217 21.7 133 15.0 recent EDSP data from Germany.™ A
Berlin 56.5 11.4 5.7 34.3 80.0 comparison of thefindingsis presented
Groningen 63.2 15.2 16,5 15.2 74.7 in Table 4.
Ibadan 63.0 0.0 353 235 94.1 : :
Mainz 59.4 105 237 36.8 842 _ Of p_atl ents W|t_h acurrent _12—month
Manchester 64.3 386 12.9 1838 85.1 diagnosis of major depression, only
Eagamkl ég-g gg-g ‘218-2 ‘212-2 ‘28-2 9.8% of the U.S. population contacted
aris . . ) . . . .
RiodeJaneiro  48.4 5.1 339 136 74.6 any general medical sector SeIvice,
Santiago 72.6 18.8 40.0 223 61.2 compared with 25.8% in Canada?’ and
ShSGattli _ gi-é 48-3 1‘71-2 2%-913 Gg-g 30.5% in Germany (H.-U.W., unpub-
anghai . . . . . . AR
Verona 237 250 643 143 60.7 Ilshed_ data). Close_r S|m|lar|_t|&s wgre
All centers 39.1 222 27.6 232 61.8 noted in the proportion of subjectswith

2Data from reference 26.
PRecognized by physician as psychological case.

a major depressive episode who con-
tacted specialized mental health ser-

with psychological problems. Thus, the recognition of de-
pressive disorders may often be a considerable challenge
to the treating physician.

Inthe WHO primary care study,” the majority of attend-
ees complained primarily of some somatic symptoms
(41%), 37% about pains, and 12% about fatigue and sleep
problems. Additionally, the high comorbidity rates with
somatoform and anxiety disorders, frequently dominated
by somatic symptoms and complaints, may contribute con-
siderably to the masking of depression, resulting in poor
recognition and diagnosis of depressive disorders. From a
health system perspective it is important to consider that
there are noteworthy variations between sites and coun-
tries. For example, the northern European sitesinvolved in
this study (Paris, Groningen, Manchester, Verona, Mainz,
and Berlin) al revealed higher than average findings con-
cerning psychological, fatigue, and sleep problems com-
pared with those of the United States and other sites.

Unfortunately, to date, no studies have systematically
examined the effect of specific somatic illnesses comorbid
with depression on the form of presentation and, more

32

vices (20.8% for the United States to

28.9% for Canada). However, in all
countries studied, no more than one third of patients in
contact with either type of sector received what the authors
define broadly as appropriate treatment (more than 4 visits
as well as a prescription for antidepressants), resulting in
extremely poor overall treatment rates of |ess than 10% of
patients affected in all 3 countries. Katz et al.?” also con-
cluded that the overall lower probability of the U.S. popu-
lation to receive appropriate treatment is possibly linked to
health care insurance characteristics.

The WHO primary care study® (Table 5) impressively
confirms these unfavorable data. Across centers, only
39.1% of primary care attendees with an ICD-10 diagnosis
of a depressive episode were recognized as being a case
with a“psychological disorder,” and considerably fewer as
specifically with a depressive disorder.

Of those recognized, approximately one fifth (22.2%)
of patients across all centers received any antidepressants,
with more patients receiving sedatives (27.6%) or other
drug treatments (23.2%). The most frequently recorded
singleintervention was “ unspecific counseling” (61.8%).%°
The authors conclude that there is little relation between

J Clin Psychiatry 1999;60 (suppl 7)



Figure 1. Which Type of Drug Treatment Was Prescribed? A
Similar Picture (European Countries, DEPRES 1997)*

Others 27.4

Antidepressants 12.7
and sedatives '

AntidepressantsP 24.9

Treatment

Sedatives® 35.0

Any drug

treatment 410

I T T T T T T T T 1
0.0 5.0 10.0.15.0 20.0 25.0 30.0 35.0 40.0 45.0
% of Recognized Cases of Depression

*Data from reference 29 and data on file, SmithKline Beecham.
Abbreviation: DEPRES = Depression Researchin European Society
study.

®64% of all antidepressants were tricyclic antidepressants.
Sedatives are strongly related to anxiety complaints.

drug selection and any particular diagnosis. Antidepres-
sants were prescribed with similar frequency for major
depression as for any other diagnosis, and both the large
proportion of sedative prescription rates for depression
cases as well as the low antidepressant prescription rates
were a concern. This interpretation basically holds true
for all centersinvolved, despite the considerable variation
between centers with regard to correct recognition rates
and the proportions with drug prescriptions. Sartorius et
al.® demonstrated in a further analysis of this dataset that
comorbidity is amajor factor in the frequent prescription
of sedatives and other drugs, including multidrug treat-
ment, in depressive disorders. Similar findings were re-
cently reported in the Depression Research in European
Society (DEPRES) study (Figure 1).% Almost identical
low prescription rates of antidepressants (24.9%) and
high rates for sedatives, both alone and in combination
with antidepressants, were highlighted. Secondary analy-
ses further confirmed that sedative prescription rates were
strongly related to the presence of anxiety syndromes.

Burden of Comorbid Depression:
Impairment and Disability

There is considerable evidence that comorbidity with
depression has a remarkable effect on associated impair-
ments and disabilities. Ormel et al.”** demonstrated in
the Groningen Longitudinal Aging Study (GLAS) study
that comorbid depression significantly affects the degree
of physical functioning, impairmentsin activities of daily
living, socia role functioning, numbers of inactivity
hours, and life satisfaction (Table 6). The authors con-
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clude that (1) comorbid depression in medical illness is
strongly associated with poor functioning in both chronic
and nonchronic medical conditions; (2) behavioral out-
comes were strongly related to depression (and not pri-
marily to the medical condition), particularly with persis-
tent back (and other) pains, neurologic conditions (stroke,
Parkinson's disease, multiple sclerosis), and joint condi-
tions (arthritis); and (3) none of the medical conditions ac-
counted for more variance in behavioral outcomes than
did depression.

The dramatic effect of comorbidity on depression-
specific impairments and disabilities has not only been
demonstrated repeatedly in several general population sur-
veys,™2 but also in primary care. Ormel et al.* used data
based on the Brief Disability Schedule and the Social Dis-
ability Schedule from the WHO primary care study® to
demonstrate that, of all “pure” depressive disordersin pri-
mary care, 39% revealed severe occupational disabilities
and 46%, physical disabilities. The mean number of dis-
ability days was 6.1 during the past month for subjects
with pure depressive disorders, but increased to 7.7 days
for subjects with comorbid depression. The odds ratio of
having occupational dysfunction/disability or physical
dysfunction/disability increased with the number of co-
morbid mental disorders such that patients with 2 or more
disorders saw an increase in disability measures 3.5 to 8.2
times that of a reference group. Similar increases in dis-
abilities were demonstrated for depressive disorders co-
morbid with severe physical illnesses and were more pro-
nounced for chronic diseases (Figure 2).

These findings clearly emphasize that the type and de-
gree of comorbidity have considerable consequences not
only for-the'social functioning of the individual, but also
for society as awhole.

Course and Outcome

There is considerable evidence from various clinica
and epidemiol ogic studies that comorbidity influences the
course and outcome of depressive disorders. Wittchen et
al.® found, in a comparison of clinical and epidemiologic
data, that subjects with a lifetime comorbidity of anxiety
and depression had lower psychosocial functioning scores
(Global Assessment Scale), lower remission scores and
considerably less frequently a favorable long-term course
and outcome over 7 years compared with those with pure
depressive disorders (Table 7). In a more elaborate analy-
sis, this group also demonstrated that both the average
length and the number of depressive episodes are signifi-
cantly increased in comorbid depression.

Kesser et a., " using data from the NCS, also con-
firmed that nonremission of depression is significantly
more likely in subjects with a prior history of anxiety dis-
orders. Furthermore, comorbid depression is more likely
to result in hospitalization aswell asin an increased risk of
suicide attempts (Figure 3).
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Table 6. Adjusted Mean Functioning and Well-Being by Medical Condition Status and Depressive Symptoms?®

A B C D
No Medical No Medical Medical Medical
Conditionand  Condition but Condition but Condition and
Outcome by Age Group No Depression Depression p Value No Depression Depression p Value
Agegroup, N
57 y and older 1473 151 2887 768
57-64y 649 61 950 171
65-74y 573 52 1149 306
75y or older 248 38 784 289
Mean score by age group
MOS physical function’ 81.7 (0.7)° 715 (2.0)° .001 65.6 (0.5)° 48.6 (0.9)° .001
5764y 89.5 80.5 .001 74.0 57.7 .001
65-74y 84.6 68.5 .001 66.2 48.0 .001
75y or older 715 65.1 144 51.6 36.5 .001
GARS (I)ADL® 20.5(0.2) 21.9(0.6) .001 23.1(0.1) 27.7 (0.3) .001
5764y 18.7 20.4 .001 20.7 239 .001
65-74y 19.5 21.1 .010 22.2 27.2 .001
75y or older 22.2 24.2 .067 27.4 32.2 .001
MOS role functioning’ 91.4 (1.0 78.6 (3.2) .001 70.9 (0.7) 49.3 (1.4) .001
5764y 94.7 86.5 .006 76.2 57.6 .001
65-74y 95.1 77.6 .001 74.6 49.8 .001
75y or older 86.6 71.4 .015 56.5 375 .001
SFL role functioning® 1.1(0.1) 1.7 (0.2 .001 23(0.1) 4.0(0.2) .001
5764y 17 . .002 29 4.8 .001
65-74y 0.9 15 .021 1.9 3.6 .001
75y or older 1.1 0.6 167 2.0 3.6 .001
Subjective well-being” 34.2(0.1) 31.2(0.3) .001 325(0.1) 29.2(0.1) .001
5764y 344 321 .001 331 29.7 .001
65-74y 345 30.7 .001 324 28.9 .001
75y or older 336 31.7 .013 31.9 28.9 .001

*Data from reference 23. Abbreviations: GARS (I)ADL = Groningen Activity Restriction Scale (Instrumental) Activation of
Daily Living, MOS = Medical Outcomes Study, SFL = Social. Functioning Limitation. Means are adjusted for gender, age, and

socioeconomic status per pair of groups (A and B; C and D).
PHigher score indicates better functioning and well-being.
‘Higher score indicates poorer functioning and well-being.
“Standard error within parentheses.

Although these findings concur with reports from clini-
cal samples of comorbid cases with somatic illnesses
(such as cancer'®? and cardiovascular diseases?) showing
an increased mortality in comorbid depression, present
findings in primary care are less consistent. Poorer course
and outcome have been reported®>* with inconsistent or
negative findings.*>" It seems that this variability in find-
ings may be due to study design and other methodol ogical
considerations.

CONCLUSIONS

Major depression is an episodic and sometimes chronic
disorder, associated in its active phases with a consider-
able degree of impairment and disability. Major depres-
sionisalso frequently comorbid with awide range of other
mental and physical disorders. Such overlap has been im-
pressively documented to have significant effects on the
presentation of mental disordersin primary care, their rec-
ognition by doctors, symptom severity, and the resulting
disability. The overall burden of comorbid depression in
the general population, and particularly in primary care,
has been shown to be substantially greater than that of
pure disorders. This relates to both the patient in subjec-
tive suffering, resulting disabilities, and the course and
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Figure 2. Disability (moderate or severe occupational role
dysfunction) by Current Pure and Comorbid Mental Disorder®
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aData from reference 31.

outcome of illness and the health care system in use of ser-
vices and financial burden.

Considering comorbidity with mental disorders, it is
particularly noteworthy that anxiety disorders and
somatoform disorders are almost always temporally pri-
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Table 7. Seven-Year Course and Outcome Characteristics in
Pure and Comorbid Anxiety Disorders: A Comparison of
Epidemiologic and Clinical Cases®

Comorbid Anxiety
Pure Anxiety Pure Depression  and Depression
Epide- Epide- Epide-

miologic Clinical miologic Clinica miologic Clinical
Variable (N=42) (N=19) (N=40) (N=19) (N=35) (N=59)
7-year outcome
Global assessment
of functioning
(GAS), mean
score 79.1 66.4 70.8 743 65.9 67.0
Remitted past 6
months, % 38.1 15.8 40.0 26.3 28.6 119
Pattern of
course, %
Favorable 54.2 50.0 741 36.8 294 288
Intermediate  30.8 11.1 18.7 36.8 52.5 27.1
Unfavorable 9.0 389 7.2 26.3 18.0 44.2
Missing 6.0 . . .
*Adapted from reference 6, with permission. Abbreviation:
GAS = Global Assessment Scale.

Figure 3. The Effects of Primary Comorbidity on Persistence
and Severity of Major Depressive Disorder®
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®Data from reference 11.

mary disorders. Both conditions are highly prevalent in
primary care settings across the world—however rarely
recognized and poorly treated—and the frequency of their
diagnostic overlap calls for routine assessments of depres-
sive disorders in patients with signs of anxiety, as well as
vice versa. This double routine screening might lead to
improved overall recognition rates in primary care and
might also give rise to more frequent adequate treatment
strategies. However, the “mixed” nature of presenting
complaints of comorbid depression in primary care will
continue to be a challenge for primary care physicians,
calling for further research and the development of more
satisfactory diagnostic tools.

Thereisastill aconsiderable deficit in studies examin-
ing and evaluating the pattern of comorbidity between de-
pressive disorders and somatic illnesses. Although studies
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in aged (65 years and older) populations suggest that for
all subjective outcome measures examined, depression
seems to outrank the relevance of somatic disorders in
terms of unique and shared risk contribution, these find-
ings need to be replicated with general population samples
and for disease-specific pathways.
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