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Introduction
Anxiety and depression are among the most common psychiatric illnesses 

encountered in primary care.1 Patients do not necessarily present with textbook
symptoms of these disorders, and therefore they may be difficult to diagnose. The
presenting symptoms will often be vague somatic problems, such as headaches or
fatigue, and many patients have multiple comorbid disorders which further com-

Unraveling the Diagnostic Clues of
Depression and GAD: The Primary

Care Challenge
By Johan A. den Boer, MD, Dwight L. Evans, MD,
Sing Lee, MD, PhD, and Rafael Salin-Pascual, MD

Dr. den Boer is professor of biological psychiatry in the Department of Psychiatry at the University
Hospital Groningen in the Netherlands. Dr. Evans is professor of psychiatry and chair of the
Department of Psychiatry at the University of Pennsylvania Health System in Philadelphia. Dr. Lee is
director of the Hong Kong Mood Disorders Center at the Chinese University of Hong Kong. 
Dr. Salin-Pascual is coordinator of psychiatric services at the National Nutrition Institute Salvador
Zubiran in Mexico City.
To whom correspondence should be addressed: Johan A. den Boer, MD, Department of Psychiatry,
University Hospital Groningen, PO Box 30001, 9700 RB Groningen, Netherlands; Tel: 31-50-361-3761;
Fax: 31-50-361-1699; E-mail: j.a.den.boer@med.rug.nl

ABSTRACT ~ Anxiety and depression are commonly encountered in primary care, with a 
prevalence ranging from 5% to 10%. These disorders are associated with significant and per-
sistent impairment in  functioning, risk of suicide, and substantial economic cost. Comorbidity
of depression and anxiety is frequent and intensifies the burden of illness. However, patients
with anxiety and depression often present to primary care physicians (PCPs) with ill-defined
somatic symptoms, and both disorders are under-recognized and under-treated. PCPs should
be aware that the typical presentation of anxiety and depression may not be with classical 
psychological symptoms, but rather with vague somatic symptoms that are often hard to treat
and result in frequent repeat visits. Once anxiety and depression are accurately recognized,
most patients can successfully be managed in primary care. A wide range of effective drugs is
available, allowing selection of an optimal treatment for each patient. Antidepressants are
effective as monotherapy in comorbid patients, and newer agents such as selective serotonin
reuptake inhibitors or serotonin and norepinephrine reuptake inhibitors have been shown to be
effective in the treatment of anxiety and depression. Adherence to medication can be improved
if drug treatment is integrated into a package of patient education and support. PCPs have a
vital role to play in identifying anxiety and depression amongst their patients, and building a
therapeutic partnership to achieve successful treatment. Psychopharmacology Bulletin.
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plicate the diagnostic process for the primary care physician (PCP).2-4 As
a result, underrecognition and undertreatment of depression and anxiety
disorders are widespread in primary care.5 This has many adverse conse-
quences for both PCPs and patients: PCPs receive frequent visits from
the patient and use significant healthcare resources trying to identify the
medical cause of the somatic symptoms4; patients encounter significant
impairment in social and family relationships, and their condition often
affects their ability to work effectively.2,3 For some patients, the condition
ultimately leads to suicide. In addition, undertreatment of depression
and anxiety can have an economic impact on society.6,7 In a large cross-
sectional study in 14 countries, it was found that 38% of patients 
suffering from generalized anxiety disorder (GAD) had moderate to
severe occupational dysfunction, whereas 59% reported physical disabil-
ity. These numbers were 48% and 58%, respectively, for major 
depression.8 These findings indicate that there is a high degree of social
and physical impairment across a wide range of cultural settings.

There are numerous effective treatments available for both anxiety and
depression; the challenge facing PCPs is optimizing their use to achieve
maximum patient benefit. Recognizing the disorders among a tangle of
vague symptoms is a crucial first step toward the treatment and manage-
ment of patients with depression and anxiety disorders. This article 
discusses the burden of depression and anxiety, the key role of PCPs in
improving treatment, the challenges of recognition, and some 
considerations in selecting an effective treatment program.

The Burden of Depression and Anxiety
The prevalence of depression and anxiety is high. An international

study1 of 25,900 patients attending 15 primary care centers found that
10.4% of patients had depression, and 7.9% had GAD. In the US
National Comorbidity Survey, 5.1% of the United States population
15–45 years of age were affected by GAD.2 Both GAD and depression
are chronic disorders that tend to persist or recur if not treated.9,10

Anxiety and depressive disorders frequently occur together. Studies 
consistently find that the majority of patients with GAD also have depres-
sion,2,3 and this applies both to patients with definitive diagnoses as well as
to those with subthreshold symptoms.1 Anxiety and depression are also 
frequently associated with medical conditions, such as stroke,11 chronic
medical illness, and chronic pain. In such cases, they appear to be 
independent disorders in their own right, and not merely a natural 
psychological response to illness.11

Both depression and anxiety severely impair the ability of patients to
function in normal roles, such as at work and in social relationships with
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friends and family. Patients with either GAD or depression experience
worse impairment than patients with chronic medical disorders such as
heart disease.4,12 Chronic depression beginning early in life (before age 22
years) has been shown to have adverse effects on educational attainment
and lifetime earnings, especially in women.13 GAD is as likely as major
depression to cause significant impairment, and when the two disorders
occur together, the burden on the patient is further intensified.3 Over one
fifth of patients with both depression and GAD were impaired in their abil-
ity to work for 6 or more days in the month preceding the survey, and over
one fourth were classified as severely impaired in social relationships 
(Table 1).3 In another study,2 28% of patients with GAD alone reported
that their condition interfered with their lives; 48% had sought 
professional help; and 24% had taken medication for the disorder. For
patients with GAD comorbid with another disorder, these percentages
increased further, to 51%, 68%, and 46%, respectively.

Depression is the primary diagnosis in 40% to 70% of completed 
suicides, making it the most lethal psychiatric disorder.14 Comorbid 
anxiety and depression may be a particularly powerful risk factor for sui-
cide. In a study of female adolescents, 95% of those with anxiety disorders
who attempted suicide also had major depression.15 The lifetime rate of
suicide attempts is about 8% in patients with major depression alone, but
increases substantially to 19.5% in patients with comorbid depression and
anxiety disorders.16 Such a high frequency of impairment and suicide rep-
resents a heavy burden for patients and their families. Not surprisingly, the
economic burden to society as a whole is also substantial. Using data gen-
erated from 1990, it was estimated that anxiety disorders cost the US

TABLE 1

Impairment Associated With GAD and Major Depression 
in the US National Comorbidity Survey

Patients With Patients With
Patients With Major Depression Comorbid GAD and

Impairment GAD Only (%) Only (%) Major Depression (%)
Work 11.3 10.0 21.9
impairment for
6 or more days
in previous
month

Severe social
impairment 24.0 22.5 26.5

GAD=generalized anxiety disorder.
Adapted from: Kessler RC, Dupont RL, Berglund P, Wittchen HU. Impairment in pure and comorbid
generalized anxiety disorder and major depression at 12 months in two national surveys. Am J Psychiatry.
1999;156:1915-1923.
den Boer JA, Evans DL, Lee S, Salin-Pascual R. Psychopharmacology Bulletin. Vol 36. Suppl 2. 2002.
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economy $42.3 billion per annum, or $1,542 per sufferer.6 The cost of
depression was calculated at $43.7 billion per annum.7

Anxiety and Depression in Primary Care
PCPs have a vital role to play in improving the treatment of anxiety and

depression, as they are usually the first point of contact for most patients
with these disorders. Many patients are reluctant to consult a psychiatrist
because of the social stigma associated with mental illness, and prefer to
seek treatment in primary care.4,10

Most PCPs have a group of patients who occupy a disproportionate
amount of their practice’s time and resources, sometimes called the “high
utilizers.”4 These patients request frequent consultations for a myriad of 
ill-defined somatic symptoms, undergo large numbers of diagnostic tests
attempting to identify the problem(s), never seem to get better, and can be
a significant source of frustration to their physicians.4 Although they may
not mention psychological symptoms spontaneously, many of these
patients are in fact likely to be suffering from anxiety and/or depression. In
one practice survey, 40% of high utilizers had a lifetime history of GAD.4

Many patients with depression and/or anxiety disorders have been ill for
some time before consulting a physician, and have often accepted their
mood disorder as a fact of life. Some may also feel ashamed of their psy-
chological problems and feel more comfortable discussing physical 
symptoms. Consequently, they may focus on somatic symptoms instead.4,5

The typical patient with anxiety or depression in primary care is more 
likely to complain of vague aches and pains, difficulty sleeping, or chronic
fatigue, than of persistent low mood or persistent anxiety.4 In a study of
500 patients, 84% of those with anxiety and/or depression presented with
somatic complaints.17

Unfortunately, although perhaps not surprisingly, PCPs find it more 
difficult to recognize anxiety and depression in patients who present with
somatic symptoms than in those who present with psychological 
symptoms. A correct psychiatric diagnosis was reached in 94% of patients
who presented with psychological complaints, but in only 50% of those
who presented with somatic complaints.17 Yet, it is important to 
remember that many patients who initially present with somatic symp-
toms also admit to psychological symptoms when the PCP asks the 
correct questions.18

The tendency of patients to present with somatic complaints may
explain the observation that anxiety and depression are underrecognized
and undertreated in primary care.5 In an international primary care study,
approximately half the patients with anxiety and/or depression were rec-
ognized by their physicians as having such, and only roughly half of those
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who were recognized were offered drug treatment (Table 2).1 This 
represents a missed opportunity. Both depression and anxiety can success-
fully be managed in primary care,10 and early initiation of appropriate
treatment can reduce the risk of relapse and improve the prognosis of
affective disorders (Keller, pages 36–48).

The high prevalence of anxiety and depressive disorders in the general
population, coupled with the consistently observed tendency of patients with
these disorders to present with somatic symptoms, indicates that PCPs
should be alert for the possibility of an underlying psychological disorder in
patients with multiple vague somatic symptoms. Successful treatment of the
underlying disorder often resolves the somatic symptoms as well.4

Successfully Treating Depression 
and Anxiety in Primary Care

A wide range of treatments is now available for the management of
mood disorders. Treatments for depression that have demonstrated effica-
cy include psychotherapy, electroconvulsive therapy, pharmacotherapy, and
combinations of medication and psychotherapy.

Psychotherapy has been used effectively in the treatment of depression,
either alone or in conjunction with antidepressants,19,20 and is most effec-
tive in patients with mild to moderate major depression. Psychotherapy
is particularly useful in dealing with the social and interpersonal triggers
of recurrent depression, and provides an alternative at times when phar-
macotherapy is not suitable (eg, in pregnant, pre- or postoperative, or
elderly patients).20

Electroconvulsive therapy (ECT) is a first-line treatment option for
patients with severe or psychotic forms of major depressive disorder,
particularly when a rapid response is required. ECT is also useful in
patients who have not responded to other therapies or those with condi-
tions that preclude the use of pharmacotherapy.10
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TABLE 2

Underrecognition and Undertreatment of Anxiety 
and Depressive Disorders in the WHO Primary Care Survey 

Prevalence Recognized Offered Drug
(%) (%) Treatment (%)

Depressive disorders 11.7 6.4 3.5
Anxiety disorders 10.2 5.1 3.0

WHO=World Health Organization.
Adapted from: Sartorius N, Üstün 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.
den Boer JA, Evans DL, Lee S, Salin-Pascual R. Psychopharmacology Bulletin. Vol 36. Suppl 2. 2002.
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Antidepressant drugs include tricyclic antidepressants, monoamine oxi-
dase inhibitors, selective serotonin reuptake inhibitors (SSRIs), selective
serotonin and norepinephrine reuptake inhibitors (SNRIs), nefazodone,
mirtazapine, and buspirone.21,22 Acute anxiety may be treated with 
benzodiazepines or buspirone,4 although these agents are only approved
for the short-term treatment of anxiety.

Many antidepressants are effective in both anxiety and depression, and
can be used as monotherapy in patients with comorbid conditions.15

However, the same is not true of benzodiazepines, which are ineffective in
depression and may exacerbate symptoms.16,21 The exact choice of drug
depends on the individual patient, as response and tolerability varies
between different agents and different individuals.9 Antidepressant
therapies have shown efficacy in anxiety disorders, but the use of tri-
cyclic antidepressantsis often limited by adverse events and they are also
toxic in overdose, complicating their use in patients with suicidal ten-
dencies. Consequently, newer agents such as SSRIs and SNRIs are
more likely to be the firstline choice of treatment in both depression
and anxiety disorders. These newer agents have similar efficacy to tri-
cyclic antidepressants in terms of response, but have fewer adverse
events and a reduced overdose risk.

In addition to their indication for depression, several SSRIs are indi-
cated for anxiety disorders. For example, sertraline and paroxetine are
indicated for panic disorders, while sertraline, paroxetine, and fluoxetine
are indicated for obsessive-compulsive disorder. Paroxetine is the only
SSRI currently indicated for the short-term treatment (8 weeks) of
GAD. A recent 8-week study in 324 patients with GAD showed that
treatment with paroxetine significantly improved GAD compared with
placebo, and this effect was observed after only 8 weeks of treatment.23

Venlafaxine extended release is the only agent that is indicated for both
depression and the long-term treatment (up to 6 months) of GAD
(Allgulander, pages 79–92).

Medication treatment should always be part of a program of good clin-
ical management, providing the patient with education, information, and
support about their illness and its treatment.10 Long-term antidepressant
therapy is recommended to achieve full resolution of depressive symptoms
and prevent recurrence,10 but this may be difficult to maintain since 35%
of patients in primary care discontinue antidepressant therapy within the
first month of treatment.24

Patient education about the clinical cause of their disorder is therefore
important. A randomized, controlled, collaborative management study
with primary care and psychiatry showed that a patient-education program
supported by follow-up visits (visits 1 and 3 with a PCP, visits 2 and 4 with
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a psychiatrist) led to improved patient compliance with treatment.25 The
percentage of patients with major depression who remained on treatment
at 90 days increased from 50% to 75% (P<.05) following the 
educational intervention.25 In addition, the patients who received the 
education package were significantly more likely than the usual care group
to rate the quality of their care as good to excellent, and to consider antide-
pressant medications helpful.25 This study highlights the benefits of PCPs
and psychiatrists working together in the care of patients with depression.

In general, there is relatively little evidence to indicate that educational
initiatives improve outcomes of depressive and anxiety disorders. Most
studies addressing educational interventions consist of small, nonrandom-
ized studies conducted in discrete physician groups. A recent study26

illustrated the impact of physician education on outcome of mood and
anxiety disorders. The educational approach led to a decrease in hospital
referrals, absence due to sickness, and suicides. Furthermore, an increase in
antidepressant prescribing was observed, which lasted 4 years.26 However,
more recently, the Hampshire Depression Project—a randomized, con-
trolled study—failed to show significant improvements in recognition
and/or recovery from depression following an in-practice educational pro-
gram.27 Despite this negative outcome, 80% of PCPs in the study thought
the educational program would enable them to improve their management
of patients with depression.

Currently, there is controversy over the role of education in improving
clinical outcome for patients with anxiety and depressive disorders.
Further research is required to provide conclusive evidence of the role of
physician and patient educational initiatives.

Conclusion
Anxiety and depression are underrecognized and undertreated in 

primary care, and are associated with substantial human and economic
costs. Improving the recognition of these disorders in primary care is a vital
first step to improving their treatment. Many patients with anxiety and
depression can successfully be managed in primary care, especially if opti-
mum choice of drug treatment is integrated into a package of patient 
education and support intended to develop a strong therapeutic partner-
ship between the physician and the patient. Compared with psychiatric
settings, primary care has the added advantage of being relatively 
stigma-free. The ultimate aim of treatment for the physician and the
patient is the return to normal and complete functioning. ✤

Acknowledgment
This work was supported by an educational grant from Wyeth.

PSYCHOPHARMACOLOGY BULLETIN: Summer 2002 — Vol. 36 · Suppl. 2

Diagnostic Clues of Depression and Anxiety

156
den Boer, Evans, Lee,

and Salin-Pascual

150-157_PBSumSuppl_den Boer  10/2/02  10:24 AM  Page 156



References
1. Sartorius N, Üstün 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.
2. Wittchen HU, Zhao S, Kessler RC, Eaton WW. DSM-III-R generalized anxiety disorder in the

National Comorbidity Survey. Arch Gen Psychiatry. 1994;51:355-364.
3. Kessler RC, Dupont RL, Berglund P, Wittchen HU. Impairment in pure and comorbid generalized anxiety

disorder and major depression at 12 months in two national surveys. Am J Psychiatry. 1999;156:1915-1923.
4. Hales RE, Hilty DA, Wise MG. A treatment algorithm for the management of anxiety in primary care

practice. J Clin Psychiatry. 1997;58(suppl 3):76-80.
5. Staab JP, Datto CJ, Weinrieb RM, Gariti P, Rynn M, Evans DL. Detection and diagnosis of psychiatric

disorders in primary medical care settings. Med Clin North Am. 2001;85:579-596.
6. Greenberg PE, Sisitsky T, Kessler RC, et al. The economic burden of anxiety disorders in the 1990s.

J Clin Psychiatry. 1999;60:427-435.
7. Greenberg PE, Stiglin LE, Finkelstein SN, Berndt ER. The economic burden of depression in 1990.

J Clin Psychiatry. 1993;54:405-418.
8. Ormel J, VonKorff M, Ustun B, et al. Common mental disorders and disability across cultures. Results from the

WHO Collaborative Study on Psychological Problems in General Health Care. JAMA. 1994;272:1741-1748.
9. Rickels K, Schweizer E. The clinical course and long-term management of generalized anxiety disorder.

J Clin Psychopharmacol. 1990;10(suppl 3):101S-110S.
10. Clinical Practice Guideline Number 5: Depression in Primary Care, 2: Treatment of Major Depression.

Rockville. Md: US Department of Health and Human Services, Agency for Health Care Policy and
Research; 1993. AHCPR Publication 93-0551.

11. Castillo CS, Starkstein SE, Fedoroff JP, Price TR, Robinson RG. Generalized anxiety disorder after
stroke. J Nerv Ment Dis. 1993;181:100-106.

12. Wells KB, Stewart A, Hays RD, et al. The functioning and well-being of depressed patients. Results
from the Medical Outcomes Study. JAMA. 1989;262:914-919.

13. Berndt ER, Koran LM, Finkelstein SN, et al. Lost human capital from early-onset chronic depression.
Am J Psychiatry. 2000;157:940-947.

14. Wolfersdorf M, Niehus EM. Depressive inpatients and suicidal behavior: a comparison of suicidal and
non-suicidal depressives. Schweiz Arch Neurol Psychiatry. 1993;144:575-583.

15. Pawlak C, Pascual-Sanchez T, Raë P, Fischer W, Ladame F. Anxiety disorders, comorbidity, and suicide
attempts in adolescence: a preliminary investigation. Eur Psychiatry. 1999;14:132-136.

16. Kuzel RJ. Treating comorbid depression and anxiety. J Fam Pract. 1996;43(suppl 6):S45-S53.
17. Bridges KW, Goldberg DP. Somatic presentation of DSM III psychiatric disorders in primary care.

J Psychosom Res. 1985;29:563-569.
18. Lee S, Yun H, Wing Y, et al. Psychiatric morbidity and illness experience of primary care patients with

chronic fatigue in Hong Kong. Am J Psychiatry. 2000;157:380-384.
19. Balslev Jorgensen M, Dam H, Bolwig TG. The efficacy of psychotherapy in non-bipolar depression:

a review. Acta Psychiatr Scand. 1998;98:1-13.
20. Weissman MM. Psychotherapy in the maintenance treatment of depression. Br J Psychiatry.

1994(suppl):42-50.
21. Pollack MH, Marzol PC. Pharmacotherapeutic options in the treatment of comorbid depression and

anxiety. CNS Spectrums. 2000;5:23-30.
22. Reimherr FW, Cunningham LA, Batey SR, Johnston JA, Ascher JA. A multicentre evaluation of the

efficacy and safety of 150 and 300 mg/d sustained-release bupropion tablets versus placebo in depressed
outpatients. Clin Ther. 1998;20:505-516.

23. Pollack MH, Zaninelli R, Goddard A, et al. Paroxetine in the treatment of generalized anxiety disorder:
results of a placebo-controlled, flexible-dosage trial. J Clin Psychiatry. 2001;62:350-357.

24. Simon GE, VonKorff M, Wagner EH, Barlow W. Patterns of antidepressant use in community practice.
Gen Hosp Psychiatry. 1993;15:399-408.

25. Katon W, Von Korff M, Lin E, et al. Collaborative management to achieve treatment guidelines.
Impact on depression in primary care. JAMA. 1995;273:1026-1031.

26. Rutz W, Walinder J, Eberhard G, et al. An educational program for depressive disorders for general
practitioners on Gotland: background and evaluation. Acta Psychiatr Scand. 1989;79:19-26.

27. Thompson C, Kinmonth AL, Stevens L, et al. Effects of a clinical-practice guideline and practice-based
education on detection and outcome of depression in primary care: Hampshire Depression Project 
randomized controlled trial. Lancet. 2000;355:185-191.

PSYCHOPHARMACOLOGY BULLETIN: Summer 2002 — Vol. 36 · Suppl. 2  

Diagnostic Clues of Depression and Anxiety

157
den Boer, Evans, Lee,
and Salin-Pascual

150-157_PBSumSuppl_den Boer  10/2/02  10:24 AM  Page 157


