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Depressed patien ts o ften present to  their family physicians 

with physical com p la in ts  tha t m im ic other medical dis

eases rather than the  class ic  sym ptom s of sadness, hope

lessness, or loss o f pleasure in usual activities. These 

somatic presenta tions o f depression can include gastroin

testinal d isturbances, com p la in ts  o f chronic pain, fatigue, 

and/or an extensive h istory o f unexplained medical illness. 

Depression and o ther psych ia tric  disorders occuring in the 

somatic patient can often be identified through the use of 

a routine and noninvasive questionnaire administered at 

the initial physician encounter. Regardless of its presenta

tion, however, m ajor depression should be treated vigor

ously, with full therapeutic doses of antidepressants 

administered for at least 6 weeks to determ ine response, 

and followed by at least 6 months to ensure full remission 

utilizing antidepressants whose side-effect profile may 

help ameliorate the patient’s somatic com plaints while 

avoiding those that might exacerbate them. Effectively 

diagnosing and treating the somatic patient’s depression 

will improve his or her quality of life and may reduce their 

current excessive use of healthcare resources.
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T
he majority o f all psychiatric care begins 
not with a psychiatrist but with the prima
ry care physician. For this reason, the 
practice o f primary care medicine has 
been described as America’s hidden men
tal health network.1 Depression and anxiety are 

among the most common psychiatric disorders seen 
by primary care physicians21 but recognizing psychi
atric illness in a busy clinical practice remains a chal
lenge.5’6

One factor that plays a significant role in the diag
nosis o f depression is somatization. Patients often 
experience, conceptualize, and communicate mental 
states and personal distress as bodily complaints 
and medical symptoms.57 Depression is especially 
prevalent among patients with unexplained physical 
symptoms.5 These patients can be extraordinarily 
difficult to diagnose and treat, typically are high 
users o f healthcare resources,7’9,lu and have signifi
cant functional impairment comparable to patients 

with major chronic illness.11
The stigma o f  psychiatric illness among both 

patients and physicians sets the stage for somatiza
tion. Patients may be unwilling to discuss emotional
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distress with their family physician or they may feel 
that physical symptoms are the only legitimate com
plaints. In addition, some patients may not accept a 
psychiatric diagnosis. They view their emotional dis
tress as a consequence rather than a cause o f the 
physical symptoms.12 Finally, some physicians may 
deliberately misdiagnose depression in order to 
avoid stigmatizing a patient or to ensure full reim
bursement from third-party payers.1 ‘

DEFINITION

Primary care physicians should become familiar 
with the concept o f somatization and be able to iden
tify this trait.1415 Physicians should generally be able 
to differentiate it from full-blown somatizat ion disor
der, which has its own unique diagnostic criteria as 
described in the Diagnostic and Sta tistical Manual 
of Mental Disorders, 4th edition (DSM-IV)."1

Depressed individuals often present with com
mon somatic complaints typically involving 
headache, gastrointestinal (G I) disturbances, or 
unexplained pain. These symptoms usually appear 
only during the depressive episode and have no 
known medical cause. In contrast, persons with 
somatization disorder have significant physical com
plaints throughout their lives regardless o f their
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_ TABLE 1 ---------------------------------------------------------------------

Comparison of Psychiatric Disorders in a General Adult 
Population and in High Utilizers of Medical Care

Psychiatric
Diagnosis

Prevalence of Psychiatric Diagnoses 

Over an Individual’s Lifetime (%)

General Population* High Utilizer^

Major depression 17.1 68.1

Dysthymia 6.4 31.9
Panic disorder 3.5 21.8
Generalized anxiety 5.1 40.3

disorder 
Alcohol abuse 9.4 24.3

'Based on data from Zung WW:l; Kessler, McGonagle, Zhao, et al.2" 
fH igh utilizers are outpatients in the top I0% of the number of outpa
tient visits to a primary care physician. Based on data from Katon 
et al,'

m ood state. Their symptoms usually begin before 
age 30 and cause substantial social and functional 
impairment. By definition, patients with somatiza
tion disorder have a com plex o f  pseudoneurological 
symptoms, sexual symptoms, at least tw o GI symp
toms, and four pain symptoms.16

EPIDEMIOLOGY

The practice o f  primary care is the clearinghouse for 
psychiatric disorders. It has been estimated that 77% 
o f all mental health visits in the United States occur 
in a primary care physician’s o ffice.1 Unfortunately, a 
majority o f patients who eventually receive a psychi
atric diagnosis present with somatic complaints. In 
contrast, less than 20% o f these patients complain o f 
psychological symptoms or distress.17

The prevalence o f major depression among prima
ry care patients has been estimated at 5% to 10% but 
at least two to three times more patients have depres
sive symptoms that do not satisfy DSM-IV diagnostic 
criteria.218 Thus, the true prevalence o f depression in 
primary care is likely much higher than previously 
thought. Data gathered by Zung and associates de
monstrate that depressed and anxious patients pre
sent to primary care doctors at a high frequency.19-21 
Therefore, family physicians are not only in an excel
lent position to screen for depressive disorders, they 
are the only physicians in a position to do so.

Depression and other m ood disorders account for 
$43.7 billion in direct (ie, treatment costs) and indi

rect (ie, lost productivity, absenteeism, suicides) 
costs.22 In addition, depression is associated with 
excessive use o f  healthcare resources. The annual 
healthcare costs fo r depressed primary care patients 
($4,246, P<.001) are nearly double those for nonde- 
pressed controls C$2,371).23 When compared with a 
general adult population, high utilizers o f primary 
care services had markedly higher prevalence rates 
o f depression, panic disorder, and generalized anxi
ety disorder (G A D ) over the course o f an entire life
time (Table l ) .7,24 O f these, major depression was the 
most prevalent psychiatric disorder reported in high- 
utilizer patients.

COMMON SOMATIC PRESENTATIONS

In the somatic primary care patient, depression can be 
difficult to recognize because it can present as a num
ber o f different physical complaints (Table 2).bm 
hr patients whose condition is ultimately diagnosed 
as a m ood disorder, the number o f symptoms rather 
than the specific type o f  symptom may be associated 
with an increased likelihood o f psychiatric disor
der.27 Anxiety features also are common in patients 
with functional somatic symptoms and are sugges
tive o f  a diagnosis o f  depression in primary care 
patients.26 Depression should be considered in

TABLE 2

Depression Presents with a Number of Different 
Physical Complaints

Consider screening patients with the following 
symptoms:

• Fatigue (including chronic fatigue)
• Dizziness
• Headache
• Sleep complaints
• Shortness of breath
• Chronic pain (fibromyalgia, back pain, etc)
• Weight and appetite disturbances
• Atypical neurologic symptoms (ie, dizziness, 

numbness)
• Fibromyalgia
• Palpitations
• Abdominal complaints (pain, cramping, heartburn, 

diarrhea, bloating)
• Any somatic complaint that defies diagnosis
• Toxic megachart (new patient with a history of multiple 

negative workups/patient with multiple chronic 
diseases)

• Menstrual complaints (ie, cycle irregularity, PMS)
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TABLE 3

Potential Consequences of Unrecognized Depression in Somatic Patients

• Unnecessary diagnostic workups for somatic complaints
• Frustration and anger toward physician and healthcare system
• Expensive and often chronic drug regimens for somatic complaints without 

proven medical basis
• Increased nonpsychiatric hospitalization and surgical procedures
• Decreased social and occupational functioning and quality of life
• Delayed diagnosis of psychiatric disorders possibly resulting in increased 

need for intensive and prolonged therapy

patients who present with one or more med
ically unexplainable symptoms listed in 

Table 2.
In one retrospective chart review in a 

solo physician, family practice setting, the 
prevalence and tim e course o f somatic 
symptoms in 101 depressed patients were 
compared with 101 age- and sex-matched 
controls.26 Am ong depressed patients, the 
number o f o ffice visits, unexplained pain 
(eg, headache, backache, and pelvic pain) or 
functional complaints (eg, dizziness, flatulence, and 
fatigue), symptoms o f  anxiety, and hospitalization 
rates (largely fo r GI, radiologic, and myographic 
studies) significantly exceeded those o f controls 
from 18 months before to 6 months after depression 
was diagnosed. However, rates o f reported pain, 
functional complaints, anxiety, and hospitalization 
declined upon diagnosis o f  depression and 
approached control levels 12 to 18 months later. 
These findings illustrate the high prevalence o f 
somatic symptoms and healthcare utilization in 
depressed patients and the subsequent decline upon 
diagnosis and treatment o f depression.

CONSEQUENCES OF UNRECOGNIZED 
DEPRESSION

There is no question that primary care physicians 
underdiagnose depression. Although earlier data 
suggested that underrecognized depression was a 
major public health issue,6 newer research suggests 
that unrecognized depression in primary care 
patients probably is m ilder (ie, lower Hamilton 
Anxiety and Depression Scales scores), less likely to 
be associated with comorbidity, and more likely to 
be associated with a higher degree o f functioning.2' 
Evolving research also suggests that intervention for 
depressed patients may not always change outcome. 
In one study o f  distressed high users o f medical care, 
psychiatric consultation increased antidepressant 
drug use and enhanced patient compliance but did 
not improve functional state or reduce hospital 
admissions.®1 This is a controversial area and one 
that requires further study.

Nevertheless, through careful evaluation and 
diagnosis, primary care physicians can stop the cycle 
of unnecessary testing, reduce the patient’s psycho
logical distress and frustration, reduce or eliminate 
the costs o f  long-term drug treatment for somatic 
complaints and surgery, and have a positive effect on

the patient’s quality o f life by relieving somatic com
plaints (Table 3). We also know that the chances o f 
recovery from major depressive illness decline the 
longer that a patient is ill and untreated." There is a 
strong clinical impression held by many physicians 
that early diagnosis and aggressive treatment o f 
depression results in better outcomes, although clin
ical data to support this conviction are lacking. This 
author believes that an aggressive approach to the 
diagnosis and treatment o f psychiatric illness in pri
mary care patients will have significant positive 
impact on patient outcome and cost-effective health
care delivery.

Somatic patients consume a large proportion o f 
medical resources, including unnecessary diagnostic 
workups, drug therapy, hospitalization, and rehabili
tation for substance abuse. This relationship was 
demonstrated in a survey o f two large primary care 
clinics.7 Of 767 patients surveyed who were identi
fied as high utilizers o f health care, 51% were defined 
as distressed by depression/anxiety rating scales or 
by physician judgment. Over the course o f 1 year, 
each patient in the distressed group made, on aver
age, 15 phone calls to the clinic, 15 medical visits, 
and reported 1 self-initiated request for a specialty 
referral. Patients were screened with the SCL-90-R 
anxiety, depression, and somatization scales. Among 
those who met the study criteria and completed the 
study, 127 served as controls and 119 received psy
chiatric intervention. Diagnostic testing o f the psy
chiatric intervention group demonstrated that. 40% 
had either mayor depression or dysthyniia, 22% had 
GAD, and 20% had somatization disorder. In addi
tion, 68% and 32% had histories o f major depression 
or dysthymia, respectively, at one time in their lives.

The economic consequences o f somatization are 
illustrated by the extent o f healthcare resources uti
lized by patients with abdominal complaints. 
Between 13% and 52% o f all referrals to gastroen
terologists come from primary care patients with
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medically unexplained GI symptoms.32 As many as 
50% to 70% o f referrals to  gastroenterologists reveal 
no significant pathology.33

Irritable bow el syndrome (IB S ) is one o f  the most 
comm on presentations in family practice, account
ing for 40% to 70% o f referrals to a gastroenterolo
gist.31 In a general population survey o f  18,571 adults, 
patients with IBS w ere significantly (P c .0001) more 
likely than those without IBS to have had irayor 
depression (13.4% vs 3.8%), agoraphobia (17.8% vs 
5.1%), or panic disorder (5.2% vs 1.0%) over the 
course o f  their lifetime.32 The estimated annual cost 
for hospitalization and physician care fo r IBS is 
approximately $1 billion.35 Psychiatric disorders, 
including depression and anxiety, are also common 
among patients with esophageal complaints (84% )36 
and nonulcer dyspepsia (87%).37

DIAGNOSIS

There is a com plex relationship between chronicity 
o f  symptoms, intensity o f  somatic complaints, 
depressive features, and underlying medical condi
tions.38 Therefore, underlying causes o f  both physical 
and depressive symptoms reported by the somatic 
patient should be evaluated because treatment may 
relieve some or all o f  the somatic complaints.311 
Diseases affecting the organ system (s) implicated by 
the patient’s symptoms must be ruled out or treated 
(eg, gastric pain caused by peptic ulcer disease). 
Many medical conditions (eg, endocrine disease, car
diovascular disorders, neurological disease, cancer, 
pain, chronic infection, inflammatory bow el disease, 
connective tissue disease, and nutritional disorders) 
can cause depressive symptoms in combination with 
various somatic symptoms. Drugs such as antihyper
tensive agents, antiparkinsonism agents, alcohol, 
cocaine, and sedatives and neuroleptics have been 
associated with depression.39 Nonprescription, over- 
the-counter medications, and health food  products 
also should be identified. Conducting a thorough 
case history is the most important diagnostic tool for 
identifying iatrogenic sources o f  depression.

It is worthwhile to w ork up somatic complaints. 
The cost o f  diagnostic tests can be justified i f  they 
are not repeated unnecessarily and are fo llow ed 
through until the underlying source is found. A  sim
ple procedure that avoids unnecessary and costly 
duplication o f tests is to examine the patient’s previ
ous medical records. One sign common to somatiz- 
ers is a thick chart— a “toxic megachart”— that

results from  numerous workups. Such workups 
often w ill address the current symptoms as well as 
past complaints that implicate one or more organ 
systems. This finding not on ly allows for cost reduc
tion through workup m odification but also can be 
v iew ed as a diagnostic clue fo r  somatization.

Follow-up by phone should be avoided when 
diagnostic testing has been Initiated. When patients 
are telephoned that “the tests are normal,” they fear 
that their doctor w ill conclude “It ’s all in my head” 
and often decide not to return. I f  the patient suffers 
long enough, he or she may seek  care from another 
doctor or, i f  the symptoms resolve, return later with 
symptoms involving yet another organ system, trig
gering another fruitless workup. To avoid this nega
tive, cost-inefficient cycle, test results should be 
reviewed at scheduled follow-up visits. This will also 
decrease the tendency for a prolonged misdiagnosis 
to occur and minimize the associated negative health 
and financial consequences. Follow-up alerts the pri
mary care physician to a potential connection be
tween somatic complaints and depression (Figure 1)* 
or other psychiatric illness and prompts the physi
cian to look beyond the som atic complaints and 
focus on the psychiatric ro o t o f the problem. If 
appropriate, patients should b e  told at the outset of 
a diagnostic evaluation that a psychiatric disorder 
may be the cause o f  their- symptoms. Such an 
approach w ill validate their symptoms and, hopeful
ly, make an eventual psychiatric diagnosis more 
acceptable. Throughout the diagnostic evaluation, 
clinicians must continually fissure the patient that 
their relationship will continue until all symptoms 
are resolved.

Patients who present w ith comm on somatic fea
tures (Table 2), multiple risk factors for depression 
(eg, family history o f depression, significant life 
stresses), or w ith symptoms o f  m ood disturbance 
should be considered candidates for psychiatric 
screening. A  number o f  tools are available and 
should be selected based on accuracy, sensitivity, and 
specificity for psychiatric disorders (Table 4).17,4151 
The instrument should be easy and quick to use and 
not overly intrusive to the doctor-patient relation
ship. Selection o f  a diagnostic tool may be influ
enced by the resources required to administer it. 
Most are physician- or staff-administered whereas 
the Zung scales or the PRIME-MD (P Q ) can be self- 
administered by the patient.49,50 It is advantageous to 
evaluate both anxiety and depression when testing 
patients fo r psychiatric illness because most patients
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will have a mixture o f  both. This is especially true in 
primary care, w here as many as 90% o f patients have 
mixed symptomatology.5- Most instruments empha
size sensitivity (eg, Zung, Beck, and Hamilton scales) 
and therefore only assist in detecting the presence 
(and severity) o f  anxiety or depression rather than 
making a specific diagnosis. In contrast, others, such 
as the Prime MD Diagnostic Kit, may be preferred by 
clinicians because they not only determine the pres
ence o f such disorders but lead the physician to a 
specific diagnosis.46 Although some do not consider 
these tools to be as time efficient as self-adminis
tered tests (eg, Zung scales), some physicians prefer 
them because they assess comorbidity and attempt 
to provide a specific diagnosis.

Most o f the above tools can be obtained from var
ious sources at little to no cost. For example, the 
Zung anxiety and depressive scales can be obtained 
from Bristol-Myers Squibb Pharmaceuticals and 
Dista Pharmaceuticals. The Prime MD Diagnostic Kit 
is provided by P fizer Pharmaceuticals. The 
Inventory for Depressive Symptomatology (IDS) can 
be obtained at no cost from  the author. Some physi
cians are now using personal computers to diagnose 
patients’ conditions and are including computers in

Time-Efficient Psychiatric Testing Instruments

• Hamilton Anxiety (HAMA) and Depression (HAMD) Scales
• Beck Depression Inventory (BDI)
• Zung Anxiety and Depressive Self-Assessment Scales
• Prime MD Diagnostic Kit
• Goldberg Screen for Anxiety and Depressive Disorders
• Symptom Driven Diagnostic System (SDDS-PC)
• Geriatric Depressive Scale
• Inventory for Depressive Symptomatology (IDS)

Table based on data from: Goldberg et al';:Goldberg and Bridges*': 
Hamilton"; Hamilton"; Olfson et al44; Rush et a l«; Spitzer et al*; 
Zimmerman and Lish"; Zimmerman and Lish4*; Zung4®; and Zung”

the exam room. One example o f a computer-based 
tool is the Symptom Driven Diagnostic System for 
Primary Care (SDDS-PC).53 Because depression is 
known to be a chronic recurring disease,54 more 
emphasis will be placed on using tools with longitu
dinal tracking capabilities (eg, the ability to detect 
relapse and recurrence).

Primary care physicians should become familiar 
with the tools and instruments that are available 
(although not entirely interchangeable) and select 
those that best suit their practice needs. These tools

FIGURE

Presenting physical complaints in primary care patients who were found to be depressed or not depressed. Positive predictive 
value defined as percentage of patients with depression. Based on data from Gerber, Barrett, Barrett, et al.41

] Nondepressed patients (N=794) 

i f l  Depressed patients (N=248)

9.7 9-7
■  57 M 5.8Hfl.ia.ei.. a 11

cipan Fatioue >3 Nonspecific Back Pain Shortness of Chest Pain Gl Complaints
Disturbance Complaints Musculo- Breath

skeletal
Positive Complaints
Predictive 
Value (%) 61 60 56 43 39 39 35 34
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should be part o f  the initial workup o f  the somatic 
patient, w ith the results from  all diagnostic tests 
review ed  at a scheduled follow-up visit. However, 
when a patient is in acute distress or w here there is 
a strong suspicion o f  a psychiatric illness w ith a sui
cidal com ponent (eg, major depressive disorder 
and panic disorder), testing should be adminis
tered, interpreted, and acted on at the tim e o f  the 
initial visit.

Once depression has been detected, the next step 
is to arrive at a specific psychiatric diagnosis. The 
size and seemingly com plex lists o f criteria in the 
DSM-IV"' have been the most intimidating aspect o f 
psychiatry fo r  many primary care physicians. 
However, diagnosing depression is easier than diag
nosing other medical disorders because the list o f 
possible diagnoses for a given set o f  symptoms is 
mercifully short. This rule holds true for somatic 
patients with underlying psychiatric disease. It is like
ly that m ore than 95% o f the anxiety and depressive 
illnesses presenting in the primary care setting arise 
from  one or m ore o f  the following: major depressive 
disorder, panic disorder, obsessive-compulsive disor
der, adjustment disorder with depressed or anxious 
mood, bipolar disorder, GAD, and subsyndroma! 
depression. Therefore, psychiatric diagnostic profi
ciency in a primary care setting is dependent on a 
working knowledge o f  half a dozen common syn
dromes. Any primary care physician should feel com
fortable in mastering these diagnoses, while the more 
complicated cases can be referred to a psychiatrist. 
And, as newer psychotropic agents are proving to be 
extremely safe and efficacious across the spectrum 
o f common mood disorders, it can be argued that the 
practice o f psychiatry at the primary care level has 
never been m ore realistically achievable.

TREATMENT

Three basic steps are necessary once depression is 
identified as the source o f  somatic complaints. First, 
the connection between somatic complaints and the 
underlying psychiatric disorder must be clearly and 
consistently reinforced throughout the acute evalua
tion and treatment phase. This reassures the patient 
that the physician’s concerns about psychiatric ill
ness are not a tangent irrelevant to the suffering and 
concerns that brought him or her to the office. 
Second, the somatic symptoms should be treated 
acutely to provide imm ediate tem porary relief. 
Although the importance o f  recognizing the underly

ing psychiatric disorder has been stressed, the con
cerns that brought the patient to the physician 
should not be forgotten. I f  the patient perceives that 
his or her suffering has beer ignored, he or she will 
look  fo r help elsewhere. Compliance with the thera
peutic regimen and, thus, treatment success will 
greatly be enhanced i f  the family physician employs 
a compassionate approach to relieving the acute suf
fering. Third, the antidepressant chosen should not 
aggravate the patient’s soiratic symptoms. In full 
therapeutic doses, the available antidepressants are 
considered equally effective. Therefore, selection of 
therapy can be based on safety and tolerability pro
files, and ease o f  use.

Guidelines for Treatment
In general, depression in a somatic patient should 
be treated just as in a patient with classic depressive 
symptoms. Treatment should be given fo r at least 6 
w eeks to  determine response; patients who have a 
partial response at that time may need longer treat
ment. Once the depressive episode is resolved, the 
patient can be treated fo r 6 months to ensure full 
remission and reduce the rsk  o f  relapse. Patients 
with tw o or more episodes o f depression or initial 
episodes that w ere associated w ith suicidal tenden
cies or severe impairment off work, home, or social 
function should be considered candidates for long
term maintenance therapy at the dose that provided 
the initial response fo r  at least 1 year.5455 
Recurrences o f  depression taat occur several years 
apart can be treated as initial episodes. However, 
patients w ho experience frequent recurrences of 
depression may require long-term (ie, <5 years) anti
depressant treatment. Other treatment strategies for 
patients unresponsive to antidepressant monothera
py (eg, switching between different classes o f anti
depressants, combination antidepressant therapy, 
augmentation therapy [eg, lithium, thyroid hor
m one]) are beyond the scope o f  this paper and are 
review ed elsewhere.39'5657

Tricyclic A ntidepressants
Unquestionably, the tricyclic antidepressants (TCAs) 
are e ffective fo r  the treatment o f  depression* 
However, a number o f  features relegate them to sec
ond-line status for most primary care patients. To 
minimize side effects (see below ), the lowest effec
tive dose should be used and because patients vary 
greatly in the degree o f  absorption and metabolism 
o f TCAs, doses often must be slow ly titrated upward.
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This process may necessitate multiple visits to the 
physician’s o ffice to evaluate efficacy, blood levels 
(of nortriptyline, imipramine, desipramine), and/or 
tolerability. The TCAs cause a broad spectrum of 
adverse effects, including anticholinergic effects (eg, 
dry mouth, constipation, blurred vision, urinary 
retention, impaired cognition), antihistaminergic 
effects (eg, sedation, weight gain), serotonergic 
effects (eg, sexual dysfunction), and in overdose, 
direct cardiotoxic effects similar to those with quini- 
dine antiarrhythmics (Table 5 ).^ ' Unfortunately, in a 
patient population focused on somatic complaints, 
even minor, nuisance side effects may limit compli
ance with a prescribed drug regimen. For example, 
depressed patients frequently present with what 
they feel is an alarming and incapacitating amount o f 
fatigue. Prescribing a drug that will increase slug
gishness and sedation w ill not promote compliance

in this instance.

The side-effect profile o f the TCAs is highly 
undesirable for most patients and although toler
ance to some o f these effects may develop, there 
are better alternatives for the primary care 
depressed patient. In fact, patients who have been 
treated with a TCA in the past may be reluctant to 
begin another course o f therapy for fear o f intoler
able side effects. However, there are exceptions 
for which TCA therapy may be preferred as initial 
therapy (Table G).®56 Many somatic complaints 
may be partially or completely ameliorated by 
TCAs because o f the wide range o f receptors 
affected by these drugs. For example, the antihist
aminergic effects o f TCAs may be used to clinical 
advantage in patients with comorbid neurotic der
matitis or with abdominal complaints related to 
acid production.33 Tricyclic antidepressants that

Antidepressant Medications for Patients with Depressive Disorder

Usual Starting Usual Maintenance Anticholinergic Orthostatic
Antidepressant Dosages (mg/d) Dosages (mg/d) Sedation Effects Hypotension Activation

Selective serotonin reuptake 
inhibitors

Fluoxetine (Prozac)
Sertraline (Zoloft)
Paroxetine (Paxil)

Tertiary amines
Amitriptyline (Elavil, Endep) 
Imipramine (Janimine, Tofranil) 
Doxepin (Adapin, Sinequan)

Secondary amines
Nortriptyline (Aventyl, Pamelor) 
Desipramine (Norpramin, Pertofrane)

Monoamine oxidase inhibitors
Phenelzine (Nardil)
Tranylcypromine (Parnate)

Second-generation agents
Trazodone (Desyrel)
Bupropion (Wellbutrin)

Venlafaxine (Effexor)

Nefazodone (Serzone)

20 20 0
50 100-150 0
20 20 0

75 75-300 +++
75 75-300 ++
75 75-300 +++

40 40-200 ++
75 75-300 +

30 30-60 +
20 20-30 0

50 50-400 +++

200 300-450 0

150 150-375 0

200 300-600 ++

0 0 ++

0 0 0
0/+ 0 0

+++ +++ 0
++ ++ 0
++ +++ 0

+ + 0
+ + 0

0 +++ 0

0 +++ 0

0 ++ 0

0 0 ++

0 0 0

0 + 0

+ = minimal; ++ = moderate; +++ = severe „
Table based on data from: Abramowicz48; Holliday and Benfield” ; Leonard*5; and Schatzberg.
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TABLE 6

Using Side Effects of Antidepressants to Minimize
Somatic Complaints

Possible Antidepressant
Presenting Complaint Selection*

Anxiety, agitation Nefazodone, paroxetine, tra-
zodone

Chronic pain, headache Amitriptyline, doxepin, trazodone,
SSRI, venlafaxine

Constipation Bupropion, nortriptyline, sertraline,
trazodone

Dermatitis, pruritus Amitriptyline, doxepin, trimipramine
Diarrhea, IBS Amitriptyline, doxepin, paroxetine,

trimipramine
Hypersomnia, sedation Bupropion, desipramine, MAOI,

SSRI, venlafaxine
Insomnia Amitriptyline, bupropion, doxepin,

imipramine, nefazodone, 
nortriptyline, trazodone

Psychomotor slowing Bupropion
Sexual dysfunction Bupropion, nefazodone
Weight gain Bupropion
Ulcer disease Doxepin, trimipramine

* Selections are in alphabetical order and are not ranked by effective
ness. The selection of therapy always must be individualized and guid
ed by underlying medical conditions or concurrent drug therapy.
IBS denotes irritable bowel syndrome; MAOI, monoamine oxidase 
inhibitor; SSRI, selective serotonin reuptake inhibitor.
Based on data from Charney et al39 and Potter et al56

increase norepinephrine levels may be m ore e ffi
cacious in treating somatic syndromes relating to 
chronic pain and migraine headache. " Because IBS 
is one o f  the most com m on complaints o f  somatic 
patients w ith  underly ing psych iatric illness, 
patients w ho have predom inant cramping and diar
rhea may benefit from  the anticholinergic proper

ties o f  TCAs.

Monoamine Oxidase Inhibitors
Monoamine oxidase inhibitors (M AO Is) are used 
infrequently in primary care fo r the treatment o f 
depression because o f a distinctive side-effect pro
file. Hypertensive crisis caused by interactions with 
tyram ine-containing foods or sympathom im etic 
drugs, the serotonin syndrome (ie, diaphoresis, rest
lessness, myoclonus, altered mental status), ortho
static hypotension, and an extensive drug interaction 
profile are important safety concerns with MAOIs. 
These dings are best reserved for patients with atyp
ical, refractory, or bipolar depression.5662'63

Unlike phenelzine and tranylcyprom ine, which 
are irreversib le and nonselective inhibitors o f 
m onam ine oxidase (M A O ), m oclobem ide is a

new, reversib le, and se lective  inhibitor of this 
enzym e that is being investigated in the United 
States, but is not yet m arketed. In clinical trials, 
m oclobem ide has been shown to be effective and 
w e ll to le ra ted .04 Further experience with this 
agent is needed in o rder to  determ ine its place in 
the fam ily practice setting.

Selective Serotonin Reuptake 
Inhibitors
The superior adverse-effect and tolerability profiles 
o f  the selective serotonin reuptake inhibitors 
(SSRIs) have made them preferred agents for the 
treatment o f depression.05 In the United States, three 
SSRIs (fluoxetine, paroxetine, and sertraline) are 
indicated for the treatment o f depression; another 
(fluvoxam ine) is approved only for obsessive-com
pulsive disorder but has been used in Europe as an 
antidepressant fo r years. Unlike the TCAs, the SSRIs 
do not cause the broad spectrum o f side effects that 
result from  anticholinergic, antihistaminergic, and a- 
adrenergic properties. Suicide is always a risk with 
depressed patients, and the SSRIs are significantly 
safer than TCAs or MAOIs in overdose situations.65 In 
general, the side-effect profile  o f  the SSRIs is 
described as nausea, headache, sleep disturbance, 
and sexual dysfunction.6566 It is worthwhile to advise 
patients that nausea and other adverse effects of 
SSRIs are prominent at the beginning o f treatment 
but frequently resolve after 1 to 2 weeks.67

In addition to recognized class effects, individual 
SSRIs are associated w ith a discriminating side- 
e ffect profile. Fluoxetine frequently causes patients 
to be anxious, jittery, restless, and nervous on initia
tion o f  treatment, a situation encountered less com
monly w ith sertraline and rarely w ith paroxetine 
(Table o).r* f,1:68 This syndrome, known as activation, 
can be minimized by a 2-week course o f concomi
tant alprazolam therapy (0.5 to 4 mg per day). After 
2 weeks, the alprazolam dose should be tapered 
down by 0.5 mg per w eek.09 To avoid this potentially 
compliance-impairing situation, alternate SSRIs or 
nefazodone should be considered for patients who 
present w ith  sym ptom s o f  anxiety (Table 6). 
Paroxetine can cause constipation and somnolence 
because o f  its m ild anticholinergic properties, 
which may explain the calming effect that often 
occurs during therapy. Loose stools or diarrhea has 
been associated with sertraline therapy in some 
patients.70,71 An awareness o f these potential side 
effects would suggest that patients with GI com-
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plaints, such as irritable bowel-related diarrhea and 
cramps, should avoid therapy with sertraline and 
may fare better on paroxetine (Table 6).

The SSRIs d iffer in their pharmacokinetic pro
files, which may have clinical implications when 
switching from  one antidepressant to another. 
These agents interfere with the metabolism o f 
other antidepressants and the continued presence 
of an SSRI with an active metabolite or a long elim
ination half-life (eg, fluoxetine) may complicate 
the course o f patients who are switched to other 
antidepressants.7274

The SSRIs inhibit several cytochrome P450 drug- 
metabolizing enzymes and an extensive body o f lit
erature on subsequent drug interactions is available 
for the interested reader.75 The drug-interaction pro
file o f SSRIs is relevant to primary care practitioners 
because many commonly used drugs are metabo
lized by these enzymes (eg, phenytoin, tolbutamide, 
carbamazepine, alprazolam, triazolam, terfenadine, 
astemizole, type IC antiarrhythmic agents, and 
antipsychotics).76-79 Many SSRIs also inhibit the 
cytochrome system involved with TCA metabo
lism.®483 Unfortunately, it is not possible to predict 
development o f  a clinically significant drug interac
tion. Therefore, combined administration o f SSRIs 
and drugs that are metabolized via the cytochrome 
P450 system or w ith narrow therapeutic indices 
should be done cautiously and with an increased 
level o f clinical monitoring.76

The only serious objection raised about using 
SSRIs as first-line therapy relates to cost. However, 
recent data have reinforced the logic o f using SSRIs 
as first-line therapy.84-86 For example, the Boston 
Consulting Group examined the direct costs associ
ated with the use o f TCAs versus SSRIs.87 The SSRIs 
were less costly than the TCAs because o f lower 
physician labor costs and fewer days spent in the 
hospital.

Bupropion
Bupropion is devoid o f anticholinergic, antihistamin- 
ergic, cardiac, or sexual side effects that commonly 
occur with the TCAs. However, bupropion possesses 
a unique adverse-effect profile that consists o f nau
sea, visual disturbances, activation, appetite sup
pression, insomnia, psychotic symptoms and, rarely, 
seizures. In patients who have lost weight because of 
their depression, bupropion should not be consid
ered first-line therapy. In contrast, patients who are 
experiencing psychomotor slowing or weight gain

may benefit (Table 6). The activation associated with 
bupropion often is temporary, occurring in the first 
few weeks o f treatment, and may be minimized by 
coprescribing a short course o f a benzodiazepine. 
Treatment-emergent seizures have been observed 
during bupropion therapy (4 in 1000 patients).8890

The risk o f seizures can be reduced by restrict
ing the total daily dose to no more than 450 mg and 
limiting individual doses to no more than 150 mg 
administered in intervals o f 6 hours or more. 
Multiple daily dosing is required with bupropion 
because o f its relatively short elimination half-life. 
Additionally, efficacy in depressed patients with 
comorbid anxiety disorders, including panic disor
der, has not been well established. These reasons, 
combined with the need for multiple daily doses 
and dose titration, suggest that bupropion should 
remain as second-line therapy.

N e f a z o d o n e

Nefazodone is chemically related to trazodone but 
causes less sedation, orthostasis, and priapism.8890 It, 
inhibits serotonin and norepinephrine uptake, but its 
main mode o f action has been postulated to be 
antagonism of the 5-HT2 receptor.908' Because tra
zodone has been viewed by many as a comparative
ly weak antidepressant, there has been some con
cern that nefazodone may be less potent than the 
SSRIs. Results o f recent head-to-head comparisons 
have failed to show any difference in efficacy 
between nefazodone and the SSRIs.92'93

Side effects o f nefazodone include sedation, dizzi
ness, asthenia, dry mouth, nausea, constipation, 
headache, and amblyopia.84 These effects occur in a 
minority o f cases, and comparisons between nefa
zodone and the SSRIs have not demonstrated signif
icant differences in tolerability or in patient accep
tance.85 Perhaps more significant, however, is the 
consistent lack o f sexual dysfunction,96 the lack o f 
early emergent anxiety and agitation,9696 and the nor
malization o f sleep patterns87 associated with nefa
zodone therapy. Such a profile suggests nefazodone 
may represent a viable therapeutic alternative to the 
SSRIs for the treatment o f depression, especially in 
patients who experience sexual dysfunction, anxi
ety, and/or sleep disturbance as a component o f their 
depression or as a consequence o f SSRI therapy. 4

Once-daily therapy is not recommended with 
nefazodone because o f the short elimination hall- 
lives o f the parent compound and active metabolites; 
rather, two to three doses per day are suggested for
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therapeutic response. The initial starting dose is 200 
mg per day, but clinically effective doses range from  
300 to 600 mg per day (Table 5).58-61

Like the SSRIs, nefazodone has been implicated 
in clinically important drug interactions involving 
the cytochrome P450 system. For example, initiating 
nefazodone or trazodone shortly after discontinuing 
an SSRI could lead to increased blood levels o f  m- 
chlorophenylpiperazine (an anxiogenic metabolite 
o f nefazodone and trazodone that is metabolized by 
cytochrome P450 IID6) and subsequent flushing, 
tachycardia, dizziness, nausea, and feelings o f ner
vousness.98'100 This may be especially problematic 
when switching from fluoxetine, an SSRI with an 
extrem ely long elimination half-life. Nefazodone 
should not be used with terfenadine, astemizole, or 
cisapride because o f the hypothetical risk o f  induc
ing ventricular arrhythmias. N efazodone also 
inhibits alprazolam, triazolam, and m idazolam  
metabolism, and combined use necessitates a reduc
tion in the benzodiazepine dose and monitoring for 
enhanced sedation, impaired cognition, and hang
over effects.75

Venlafaxine
Venlafaxine selectively inhibits serotonin and norep
inephrine reuptake. Like nefazodone, short elimina
tion half-lives o f the parent compound and active 
metabolite necessitate taking tw o or three doses per 
day. Some patients treated with higher doses o f  ven
lafaxine experience severe nausea and vomiting; this 
can be minimized by starting with a low  dose o f  75 
mg per day and slow ly titrating upward until full 
therapeutic response is achieved.1"1 Other dose-relat
ed adverse effects include blood pressure increases, 
sexual dysfunction, sweating, and somnolence. 
Doses o f  venlafaxine o f  375 mg or higher have been 
associated with increases in systolic blood pressure 
(by 7.5 mm Hg), which necessitate blood pressure 
monitoring for patients with borderline or existing 
hypertension. A t present, its adverse-effect profile, 
need for multiple daily dosing, and necessity for 
dose titration and blood pressure monitoring suggest 
that venlafaxine be considered second-line therapy. 
An exception would be for patients with comorbid 
chronic pain or migraine who might benefit from its 
dual mechanism o f action or its lack o f  drug interac
tions with TCAs. Because o f its potential broad spec
trum o f efficacy, a longer-acting, more tolerable for
mulation would significantly enhance the usefulness 
o f  venlafaxine to primary care physicians.

M irtazapine
Mirtazapine (Rem eron) is a new ly approved antide
pressant agent that enhances transmission o f norep
inephrine and serotonin.102103 Controlled clinical stud
ies have shown that mirtazapine is more effective 
than placebo104-106 and trazodone107 and as effective as 
amitriptyline.104 106 The side-effect profile o f mirtazap
ine appears to be characterized by sedation and 
weight gain,104-100 although its blockade o f 5-HT3 and 5- 
HT4 receptors and the associated decreased GI side 
effects and sexual dysfunction may make this dmg 
particularly useful in depressed patients with corre
sponding somatic profiles.

Counseling and Psychotherapy
Psychotherapeutic counseling techniques such as 
cognitive and behavioral therapies can be useful 
adjuncts to antidepressant therapy fo r depressed 
patients or can be an e ffective therapeutic inter
vention fo r patients w ith only mild depressive 
symptoms w ho are not receiving medication. When 
used by primary care practitioners, these tech
niques m ay enhance initial patient compliance with 
the prescribed regimen.108 Even providing simple 
but specific messages to the patient about the 
expected delay in treatment response or anticipat
ed side effects can im prove patient compliance and 
may link the patient and physician together in a 
m ore trusting relationship.109

CONCLUSIONS

Patients w ith  multiple, unexplained som atic com
plaints are am ong the m ost vex in g  o f  clinical 
challenges. The p reva len ce  o f  depression  in 
som atic patients and the econom ic burden asso
c ia ted  w ith  unnecessary d iagn ostic  testing, 
chronic sym ptom atic treatments, and increased 
o ffic e  visits underscore the pressing need to rec
ogn ize and treat depression  in the prim ary care 
setting. With a few  im portant exceptions, depres
sion in a patient w ho presents with somatic symp
toms is essentially treated as depression presenting 
in a more classic fashion. Full doses o f antidepres
sants must be used fo r at least 6 weeks to determine 
response with at least 6 months o f  therapy thereafter 
to ensure full remission. Patients with multiple 
depressive episodes or with severe initial episodes 
may require long-term, even lifelong treatment.54

Some discriminating caveats emerge when treat
ing somatic depressed patients. First, the connection
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between the patient’s underlying depression and his 
or her somatic complaints should be stated clearly to 
the patient. Second, compliance will be greatly 
enhanced by paying appropriate attention to the 
patient’s somatic complaints. Continued concern for 
the patient should be extended even after antidepres
sant therapy is initiated. Third, adverse effects o f the 
antidepressants should dictate the selection process 
for somatic patients. Avoiding agents that worsen 
somatic complaints and using antidepressants with 
side-effect profiles that help ameliorate physical 
symptoms may dramatically enhance compliance.

It has been suggested that somatic manifestations 
occur early in the course o f depression, possibly pre
ceding the onset o f  more classic depressive symp
toms.26 Longitudinal follow-up o f patients with m^jor 
depression has shown an indirect relationship 
between the length o f the depressive episode and the 
probability o f  recovery.31 Thus, in the primary care 
setting, a strong patient-physician relationship and 
early recognition o f the somatic manifestations of 
depression should enable prompt diagnosis and 
intervention, which may result in an improved long
term outcome. Therefore, careful evaluation and 
testing o f patients presenting with “high-risk” somat
ic presentations and/or multiple risk factors for 
depression should become standard practice in the 
primary care setting.

REFERENCES
1. Schurman RA, Kramer PD, Mitchell JB. The hidden mental 

health network: treatment o f mental illness by nonpsychia
trist physicians. Arch Gen Psychiatry 1985; 42:89-94.

2. 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.

3. Katon W, Sullivan MD. Depression and chronic medical ill
ness. J Clin Psychiatry 1990; 51(suppl Jun):3-ll.

4. Baughman O L III. Rapid diagnosis and treatment of anxiety 
and depression in primary care: the somatizating patient. J 
Fam Pract 1994; 39:373-8.

5. Bridges KW, Goldberg DP. Somatic presentation of DSM-I1I 
psychiatric disorders in primary care. J Psychosom Res 1985;
29:563-9.

6. Perez-Stable EJ, Miranda J, Munoz RF, Ying YW. Depression in 
medical outpatients: underrecognition and misdiagnosis. 
Arch Intern Med 1990; 150:1083-8.

7. Katon W, Von Korff M, Lin E, et al. Distressed high utilizers of 
medical care: DSM-III-R diagnoses and treatment needs. Gen 
Hosp Psychiatry 1990; 12:355-62.

8. Katon W, Kleinman A, Rosen G. Depression and somatization. 
Am J Med 1982;72:127-35.

9. Lavey EB, Winkle RA. Continuing disability of patients with 
chest pain and normal coronary arteriograms. J C hron Dis 
1979; 32:191-6.

10. Regier DA, Hirschfeld RM, Goodwin FK, Burke JD Jr, Lazar 
JB, Judd LL. The N IM H Depression Awareness, Recognition, 
and Treatment Program: structure, aims, and scientific basis. 
Am J Psychiatry 1988; 145:1351-7.

11. Wells KB, Steward A, Hays RD, et al. The functioning and well

being of depressed patients. JAMA 1988; 262:914-9.
12. Simon GE, Von Korff M. Somatization and psychiatric disor

der in the NIMH Epidemiologic Catchment Area Study. Am J 
Psychiatry 1991; 148:1494-1500.

13. Rost K, Smith GR, Matthews DB, Guise B. The deliberate mis
diagnosis of mgjor depression in primary care. Arch Fam Med 
1994; 3:333-7.

14. Badger LW, de Gruy FV, Hartman J, et al. Patient presentation, 
interview content, and the detection o f depression by prima
ry care physicians. Psychosomatic Med 1994; 56:128435.

15. Katon W. Will improving detection of depression in primary 
care lead to improved depressive outcomes'? [editorial] Gen 
Hosp Psychiatry 1995; 17:1-2.

16. DSM-IV. Diagnostic and statistical manual of mental disor
ders. 4th ed. Washington, DC: American Psychiatric 
Association, 1994.

17. Goldberg D, Bridges K, Duncan-Jones P, et al. Detecting anxi
ety and depression in general medical settings. Br Med J 1988; 
297:897-9.

18. Katon W, Schulberg H. Epidemiology of depression in prima
ry care. Gen Hosp Psychiatry 1992; 14:237-47.

19. Zung WW, Magruder-Habib K, Velez R, Ailing W. The comor
bidity of anxiety and depression in general medical patients: a 
longitudinal study. J Clin Psychol 1990; 51(suppl Jun):77-81.

20. Zung WW, MacDonald J, Zung EM. Prevalence of clinically sig
nificant depressive symptoms in black and white patients in 
family practice settings. Am J Psychiatry 1988; 145:882-3.

21. Zung WW. Prevalence of clinically significant anxiety in a fam
ily practice setting. Am J Psychiatry 1986; 143:1471-2.

22. Greenberg PE, Stiglin LE, Finkelstein SN, Bemdt ER. The eco
nomic burden of depression in 1990. J Clin Psychiatry 1993; 
54:405-18.

23. Simon GE, Von Korff M, Katon M, Barlow W. Health care costs 
of primary care patients with recognized depression. Arch 
Gen Psychiatry 1995; 52:850-6.

24. Kessler RC, McGonagle KA, Zhao S, et al. lifetime and 12- 
month prevalence of DSM-III-R psychiatric disorders in the 
United States: results from the National Comorbidity Survey. 
Arch Gen Psychiatry 1994; 51:8-19.

25. Escobar JI, Burham MA, Kamo M, Forsythe A, Golding JM. 
Somatization in the community. Arch Gen Psychiatry 1987; 
44:713-8.

26. Wilson DR, Widmer RB, Cadoret RJ, Judiesch K. Somatic 
symptoms: a major feature of depression in a family practice. 
J Affect Disord 1983; 5:199-207.

27. Kroenke K, Spitzer RL, Williams JBW, et al. Physical symp
toms in primary care. Predictors of psychiatric disorders and 
functional impairment. Arch Fam Med 1994; 3:774-9.

28. Mathew RJ, Weinman ML, Mirabi M. Physical symptoms of 
depression. Br J Psychiatry 1981; 139:2936.

29. Coyne JC, Schwenk TL, Fechner-Bates S. Nondetection of 
depression by primary care physicians reconsidered. Gen 
Hosp Psychiatry 1995; 17:3-12.

30. Katon W, Von Korff M, Lin E, et al. A  randomized trial o f psy
chiatric consultation with distressed high utilizers. Gen Hosp 
Psychiatry 1992; 14:86-98.

31. 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 o f 431 subjects. Arch Gen 
Psychiatry 1992; 49:809-16.

32. Walker EA, Katon WJ, Jemelka RP, Roy-Byme PP. 
Comorbidity of gastrointestinal complaints, depression, and 
anxiety in the Epidemiologic Catchment Area (E G A ) Study. 
Am J Med 1992; 92(suppl 1A):26S-30S.

33 Reich CB. The role of anxiety and gastrointestinal distur- 
bances. Manifestations of clinical anxiety in primary care 
[monograph], 1991:11-7.

34. Drossman DA, PoweU DW, Session JT, Jr. The irritable bowel 
syndrome. Gastroenterology 1977; 73:811

35. Richter JE. Issues in the treatment o f irritable bowel syn
drome. Fam Pract Recert 1989; 11:53-6.

36 Clouse RE Anxiety and gastrointestinal illness. Psychiatr Clin 
' North Am 1988; 11:399-417.

The Journal of Family Practice, Vol. 43, No. 6 (Suppl), 1996 S 1 3



DEPRESSION IN SOMATIZATING PATIENTS

37. Magni G. The use o f antidepressants in the treatment o f  
chronic pain. A  review o f the current evidence. Drugs 1991; 
42:730-48.

38. Katon W, Lin E, Von Korff M, Russo J, Lipscomb P, Bush T. 
Somatization: a  spectrum o f severity. Am  J Psychiatry 1991; 
148:3440.

39. Chantey DS, Miller HL, Licinio J, Salomon R. Treatment o f  
depression. In: Schatzberg AF, Nem eroff CB, eds. Textbook o f  
psychopharmacology. Washington, DC: American Psychiatric 
Press, 1995:575-601.

40. Gerber PD, Barrett JE, Barrett JA, et al. The relationship o f 
presenting physical complaints to depressive symptoms in 
primary care patients. J Gen Intern Med 1992; 7:170-3.

41. Goldberg D, Bridges K. Screening for psychiatric illness in 
general practice: the general practitioner versus the screening 
questionnaire. J R Coll Gen Pract 1987; 37:15-8.

42. Hamilton M. A  rating scale for depression. J Neurol Neurosurg  
Psychiatry 1960; 23:56-62.

43. Hamilton M. The assessment o f anxiety states by rating. B r J 
Med Psychol 1959; 32:50-5.

44. Olfson M, Weissman M, Broadhead WE. The SDDS-PC: a 
novel diagnostic procedure for mental disorders in primary 
care. Prim Psychiatry 1995; Jan: 16-8.

45. Rush AJ, Giles DE, Schlesser MA, et al. The inventory for 
depressive sym ptom atology (ID S ): prelim inary findings. 
Psychiatry Res 1986; 18:65-87.

40. Spitzer RL, Williams JBW, Kroenke K, et al. Utility o f  a  new  
procedure for diagnosing mental disorders in primary care. 
The PRIM E-M D 1000 Study. JAM A 1994; 272:1749-56.

47. Zimmerman M, Lish JD. The screener: a broad-based self pur
port screening questionnaire. Prim Psychiatry 1995; Jan:21-6.

48. Zimmerman M, Lish JD. Primary care patients’ reactions to 
screening for psycliiatric disorders. Prim Psychiatry 1994; 
Nov/Dec:28-30.

49. Zung W W K. A  rating instrument for anxiety disorders. 
Psychosomatics 1971; 12:371-9.

50. Zung W W K. A  self-rating depression scale. Arch  Gen  
Psychiatry 1965; 12:63-70.

51. Von Korff M, Shapiro S, Burke JD, et al. Anxiety and depres
sion in a primary care clinic. Comparison o f Diagnostic 
Interview Schedule, General Health Questionnaire, and prac
titioner assessments. Arch Gen Psychiatry 1987; 44:152-6.

52. Clayton PJ. The comorbidity factor: establishing the primary 
diagnosis in patients with m ixed symptoms o f anxiety and 
depression. J Clin Psychiatry 1990; 51(suppl ll):35-9.

53. Broadhead WE, Leon AC, Weissman MM, et al. Development 
and validation o f the SDDS-PC screen for multiple mental 
disorders in primary care. Arch Fam Med 1995; 4:211-9.

54. DeWester JN. Taking a  long-term view  o f recurrent depression  
[special report]. Postgrad Med 1995; Dec:21-35.

55. Frank E, Kupfer DJ, Perel JM, et al. Three-year outcomes for 
maintenance therapies in recurrent depression. Arch Gen  
Psychiatry 1990; 47:1093-9.

56. Potter WZ, Rudorfer MV, Mai\ji H. The pharmacologic treat
ment o f depression. N  Engl J Med 1991; 325:63342.

57. Thase ME, Rush AJ. In: B loom  SE, Kupfer DJ, eds. 
Psychopharmacology: the fourth generation o f  progress. New  
York: American College o f Neuropsychopharmacology, Raven 
Press Ltd, 1995:1081-97.

58. Abram owicz M, ed. D ings for psychiatric disorders. Med Lett 
1994; 36:89-96.

59. Holliday SM, Benfield P. Venlafaxine: a  review o f its pharma
cology and therapeutic potential in depression. Drugs 1995; 
49:280-94.

60. Leonard BE. The comparative pharmacology o f new  antide
pressants. J Clin Psychiatry 1993; 54(8, suppl):3-15.

61. Schatzberg AF. Dosing strategies for antidepressant agents. J 
Clin Psychiatry 1991; 52(5, suppl): 14-20.

62. Krishnan KRR. Monoamine oxidase inhibitors. In: Schatzberg 
AF, Nem eroff CB, eds. Textbook o f psychopharmacology. 
Washington, DC: American Psychiatric Press, 1995:183-93.

63. Salzman C. Monoamine oxidase inhibitors and atypical anti
depressants. Clin Geriatr Med 1992; 8:33546.

64. Fulton B, Benfield P. Moclobemide. An  update o f its pharma

cological properties and therapeutic use. Drugs 1996; 52:450.

65. Tollefson GD. Selective serotonin reuptake inhibitors. In 
Schatzberg AF, Nem eroff CB, eds. Textbook of psychophar- 
macology. Washington, DC: Am erican Psychiatric Press 
1995:161-82.

66. Cookson J. Side effects o f antidepressants. Br J Psychiafrt
1993; 163(suppl 20):204. *

67. Ohrberg S, Christiansen PE, Severin B, et al. Paroxetine and 
imipramine in the treatment o f depressive patients in psychi
atric practice. Acta Psychiatr Scand 1992; 86:43744.

68. Sheehan D, Dunbar GC, Fuell DL. The effect o f paroxetine on 
anxiety and agitation associated with depression 
Psychopharmacol Bull 1992; 28:13943.

69. Amsterdam JD, Homig-Rohan M, Maislin G. Efficacy of alpra
zolam in reducing fluoxetine-induced jitteriness in patients 
with m ajor depression. J Clin Psychiatry 1994; 55:394400.

70. Grimsley SR, Jann MW. Paroxetine, sertraline, and fluvoxam- 
ine: new  selective serotonin reuptake inhibitors. Clin Pharm 
1992; 11:930-57.

71. Guze BH, Gitlin M. N ew  antidepressants and the treatment of 
depression. J Fam Pract 1994; 38:49-57.

72. DeVane CL. Pharmacokinetics o f tire selective serotonin reup
take inhibitors. J Clin Psychiatry 1992; 53(suppl 2): 1320.

73. DeVane CL. Pharmacogenetics and drug metabolism of newer 
antidepressant agents. J Clin Psychiatry 1994; 55(suppl 12):38- 
45.

74. Nem eroff CB. Evolutionary trends in the pharmacotherapeu- 
tic management o f  depression. J Clin Psychiatry 1994' 
55(suppl 12):317.

75. Nem eroff CB, DeVane CL, Pollock BG. N ew er antidepressants 
and the cytochrome P450 system. Am  J Psychiatry 1996; 
153:311-20.

76. Honig PK, Wortham DC, Zamani K, Conner DP, Mullin JC, 
Cantilena LR. Terfenadine-ketoconazole interaction. 
Pharmacokinetic and electrocardiographic consequences. 
JAM A 1993; 269:1513-8.

77. Honig PK, Woosley RL, Zamani K, Conner DP, Cantilena LR. 
Changes in the pharmacokinetics and electrocardiographic 
pharmacodynamics o f terfenadine with concomitant adminis
tration o f erythromycin. Clin Pharm acol Ther 1992; 52:231-8.

78. Andersen BB, Mikkelsen M, Vesterager A, et al. No influence 
o f the antidepressant paroxetine on carbamazepine, val
proate, and phenytoin. Epilepsy Res 1991; 10:2014.

79. DeVane CL. Pharmacokinetics o f  the newer antidepressants: 
clinical relevance. Am  J M ed 1994; 97(suppl 6A):1323.

80. Barros J, Asnis G. An  interaction o f sertraline and 
desipramine [letter]. Am  J Psychiatry 1994; 151:300.

81. Lydiard RB, Anton RF, Cunningham T. Interactions between 
sertraline and tricyclic antidepressants [letter]. Am J 
Psychiatry 1993; 150:1125-6.

82. Preskom  SH. Recent pharmacologic advances in antidepres
sant therapy for the elderly. Am  J Med 1993; 94(suppl 5A):2S- 
12S.

83. Vaughan DA. Interaction o f fluoxetine with tricyclic antide
pressants [letter]. Am  J Psychiatry 1988; 145:1478.

84. Anton SF, Revicki DA. A  cost-effectiveness study of nefa- 
zodone in the treatment o f depression. Psychopharmacol Bull 
1994; 30:649.

85. Sclar DA, Robinson LM, Skaer TL, et al. Antidepressant phar
macotherapy: economic outcomes in a  health maintenance 
organization. Clin Ther 1994; 16:715-30.

86. Simon GE, Von Korff M, Heiligenstein JH, et al. Initial antide
pressant choice in primary care. Effectiveness and cost of flu
oxetine vs tricyclic antidepressants. JAM A 1996; 275:1897- 
1902.

87. Boston Consulting Group. The changing environment for US 
pharmaceuticals. Boston, Mass: Boston Consulting Group, 
1993.

88. Montano CB. Recognition and treatment o f  depression in a 
primary care setting. J Clin Psychiatry 1994; 55(suppl 12): 13 
34.

89. Andrews JM, Nem eroff CB. Contemporary management of 
depression. Am  J M ed 1994; 67(suppl 6A):24-33.

S 1 4  The Journal o f  Fam ily Practice, Vol. 43, No. 6 (Suppl), 1996



d ep r e s s io n  in s o m a tiza tin g  patients

90 Golden RN, Bebchuk JM, Leatherman ME. Trazodone and 
other antidepressants. In: Schatzberg AF, Nemeroff CB, eds. 
Textbook o f  psychopharmacology. Washington, DC: 
American Psychiatric Press, 1995:195-213.

9 1. Eison AS, Eison MS, Torrente JR, et al. Nefazodone: preclini- 
cal pharmacology o f a new  antidepressant. Psychopharmacol 
Bull 1990; 26:311-5.

92. Baldwin DS, Haw ley CJ, Abed RT et al. A  multicenter double
blind comparison o f nefazodone and paroxetine in the treat
ment of outpatients with moderate-to-severe depression. J 
Clin Psychiatry 1996; 57(suppl 2):46-52.

93. Feiger A, Kiev A, Shrivastava RK, Wisseiink PG, Wilcox CS. 
Nefazodone versus sertraline in outpatients with mqjor 
depression: focus on efficacy, tolerability, and effects on sex
ual function and satisfaction. J Clin Psychiatry 1996; 57(suppl 
2):53-62.

94. Fontaine R. Novel serotonergic mechanisms and clinical 
experience with nefazodone. Clin Neuropharmacol 1993; 
16(suppi 1):S45-S50.

95. Preskom SH. Comparison o f the tolerability of bupropion, flu
oxetine, imipramine, nefazodone, paroxetine, sertraline, and 
venlafaxine. J Clin Psychiatry 1995; 56(suppl 6):12-21.

96. Fawcett J, Marcus RN, Anton SF, O ’Brien K, Schwiderski U. 
Response o f anxiety and agitation symptoms during nefa
zodone treatment o f major depression. J Clin Psychiatry 1995; 
56(suppl 6):37M2.

97. Armitage R, Rush AJ, Trivedi M, Cain J, Roffwarg HP. The 
effects o f nefazodone on sleep architecture in depression. 
Neuropsychopharmacology 1994; 10:123-7.

98. Preskom SH. Pharmacokinetics o f antidepressants: why and 
how they are relevant to treatment. J Clin Psychiatry 1993;

54(suppl 9): 14-34.
99. Yasui N, Otani K. Kaneko S, et al. Inhibition of trazodone 

metabolism by thioridazine in humans. Ther Drug Monit
1995; 17:333-5.

100. Reeves R. Serotonin syndrome produced by paroxetine and 
low-dose trazodone. Psychosomatics 1995; 36:159-160.

101. Ellingrod VL, Perry PJ. Venlafaxine: a heterocyclic antide
pressant. Am J Hosp Pharrn 1994; 51:3033-46.

102. de Boer T. The pharmacologic profile of mirtazapine. J Clin 
Psychiatry 1996; 57(suppl 4):191-25.

103. Leonard BE. New approaches to the treatment of depression 
J Clin Psychiatry 1996; 57(suppl 4):26-33.

104. Bremner JD. A double-blind comparison of Org 3770, 
amitriptyline, and placebo in major depression. J Clin 
Psychol 1995; 56:519-25.

105. Claghom JL, Lesem MD. A double-blind placebo-controlled 
study of Org 3770 in depressed outpatients. ,1 Affect Disord 
1995; 34:165-71.

106. Smith WT, Glaudin V, Panagides J, Gilvary E. Mirtazapine vs. 
amitriptyline vs. placebo in the treatment of major depressive 
disorder. Psychopharmacol Bull 1990; 26:191-6.

107. van Moffaeit M, de Wilde J, Vereecken A, et al. Mirtazapine is 
more effective than trazodone: a double-blind controlled 
study in hospitalized patients with major depression. Int Clin 
Psychopharmacol 1995; 10:3-9.

108. Robinson P, Bush T, Von Korff M, et al. Primary care physi
cian use of cognitive behavioral techniques with depressed 
patients. J Fam Pract 1995; 40:352-357.

109. Lin EHB, Von Korff M, Katon W, et al. The role of the primary 
care physician in patients’ adherence to antidepressant ther
apy. Med Care 1995; 33:67-74.

DISCUSSION
Dr Richardson: We often see patients with gas
trointestinal symptoms who have negative pathology. 
We know that these patients are depressed. What is 
your approach to choosing treatment in this setting?

Dr De Wester: This question raises several issues. 
First, when should you screen a patient with somatic 
symptoms? My staff screens these patients with the 
Zung scale so that when I see the patient, 1 have base
line information. I often see patients with irritable 
bowel symptoms. I f  this patient is depressed with or 
without symptoms o f anxiety, he or she is a candidate 
for an antidepressant to be started immediately. If 
diarrhea is a predominant symptom, I use paroxetine 
as the SSRI o f choice because it does not cause anx
iety and has mild anticholinergic properties. I also 
address the acute symptoms by discussing the role of 
fiber, dietary changes, or lactose intolerance and 
explain that the antidepressant will help alleviate 
symptoms over the course o f several weeks.

Dr Susman: Could you provide some practical tips 
for differentiating between somatic symptoms in a 
depressed patient and somatization associated with 
multiple medical illnesses? Many times we see 
patients with diabetes, hypertension, arthritis, and 
many somatic complaints. When should we start

thinking about depression in this scenario?

Dr De Wester: This is an important and potentially 
confusing issue. We need to lx1 sure that the' symp
toms are not suggestive o f inadequate treatment o f 
one of the underlying medical conditions. If I am 
unable to relate the symptoms to the underlying dis
eases and if treatment does not offer relief, I begin to 
suspect a mood disorder. In this case, I will use a 
screening tool to better assess the presence o f 
depression and determine the need for treatment.

Dr McCoy: I agree about the importance o f screen
ing patients. When we see a particularly difficult., 
angry, unpleasant, irritable patient who has no obvi
ous organic basis for disease, we really need to look 
one step further for underlying psychiatric morbidity.

Dr Kuzel: Another clue to hidden depression is the 
patient who repeatedly asks for prescriptions for U2- 
receptor antagonists for abdominal pain or disc oni- 
fort or for products to treat initable bowel syn
drome. We have all seen t hese patients who, despite 
the lack of diagnosis, just can’t get relief from their 
symptoms. It is to our benefit and the benefit o f our 
patients that we maintain a high index o f suspicion 
for depression and stop the cycle o f repetitive diag

nostic testing.
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- TABLE 1 ___________________________________________

Diagnostic and Statistical Manual of Mental Disorders,
4th edition (DSM-IV) Criteria for a Major Depressive 
Episode

At least 5 of the following symptoms are present during the 
same period. Either depressed mood or loss of interest or 
pleasure must be present. Symptoms are present most of 
the day, nearly daily for at least 2 weeks:

• Depressed mood (sometimes irritability in children and 
adolescents) most of the day, nearly every day

• Markedly diminished interest or pleasure in all or almost all 
activities most of the day, nearly every day

• Significant weight loss/gain or decrease or increase in 
appetite

• Insomnia/hypersomnia
• Psychomotor agitation/retardation
• Fatigue or loss of energy
• Feelings of worthlessness or excessive inappropriate guilt
• Impaired concentration or indecisiveness
• Recurrent thoughts of death, suicidal ideation with or 

without a specific plan, or suicide attempt

Modified from DSM-IV, 1994, with permission.8

Diagnostic and, Statistical Manual o f Mental 
Disorders, 4th edition (DSM-IV) criteria fo r major 
depression are used to diagnose postpartum depres
sion (Table l ) . 8

The basis o f  the mother’s depressive thoughts 
may stem from  her insecurity about being able to 
adequately care for her infant.9 As a result, the moth
er experiences intense feelings o f inadequacy and 
inability to cope, social withdrawal, anorexia or 
weight gain, and loss o f  interest in normal activities. 
These symptoms may even cause indifference or 
anger toward the baby to a degree that may endan
ger the infant’s health.19 Somatic complaints related 
to the gastrointestinal system are a less severe man
ifestation o f  postpartum depression. As with other 
depressive disorders that fit the DSM-IV criteria, 
postpartum depression is associated with significant 
functional impact. With proper treatment, however, 
the majority o f patients (approximately tw o thirds) 
recover within 1 year.1

Risk Factors
The acute stresses o f  caring for an infant, coupled 
with feeling alone and unsupported, predispose new 
mothers to develop depression. The social and psy
chological insecurity o f coping w ith the new  role o f 
parenthood may explain why first-time mothers are 
more likely to becom e depressed than are wom en

with other children.1112 Other variables that are con
sistently associated w ith postpartum depression 
include lack o f  social or spousal support,13 poor com
munication with a significant other, and difficulties 
in the marital relationship.1115 Women with husbands 
who help with housework or with child-care respon
sibilities are less likely to becom e depressed than are 
wom en with partners who are less cooperative.® 
Another risk factor that has been variably implicated 
in the development o f  postpartum depression is a 
stressful childbirth, such as a stillbirth, an illegiti
mate birth, or a twin birth.51617

Postpartum Psychosis
A  small number o f  patients (2 per 1000 deliveries) 
develop a depressive disorder severe enough to 
require hospitalization.1218 The clinical features of 
postpartum psychosis, such as mania, psychotic 
thoughts, severe depression, and symptoms consis
tent with schizophrenia or a thought disorder, are 
easily recognized and warrant urgent treatment.10 
The substantial risk fo r infanticide provides another 
reason fo r prompt and aggressive treatment. The 
incidence o f  postpartum psychosis is highest within 
30 days after parturition, with the majority o f cases 
(54% ) occurring within the first 2 weeks. 
Hospitalization is required in most cases, and 95% of 
treated patients improve within 3 months.19

Risk Factors
Similar to other forms o f  psychoses that are precipi
tated by stressful events, childbirth increases the 
risk by 20 times.4 A  personal or family history of 
affective disorder further increases the risk for 
developing postpartum psychosis by 40%. Other 
patients who should have frequent mood assess
ments during the postpartum period include those 
who experience a perinatal death, who give birth by 
cesarean section, or who lack social support.12

IMPACT ON THE CHILD

The early experiences and emotional support pro
vided by parents significantly influence the infant’s 
behavior and development. Depressed women have 
difficulty relating to their babies, may develop nega
tive attitudes toward their children, and are less 
responsive to their social signals.20 In some cases, 
this may lead to physical abuse. Even after the moth
er recovers, the impact o f maternal depression per
sists as the child becom es older. Children o f mothers
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who were depressed postnataUy often have more 
negative impressions o f  their mothers,21 are more 
temperamental,2223 and suffer more cognitive 
deficits24 than do children o f  nondepressed mothers. 
Therefore, early detection and intervention are 
imperative so that the long-term impact on the child 
can be minimized.

d iag no sis

Primary care physicians should familiarize them
selves with the risk factors associated with postpar
tum depression in order to initiate early case finding. 
This can be accomplished by universally screening 
all women with one o f  the readily available depres
sion screening instruments (eg, the Hamilton 
Anxiety and Depressive Scales, the Beck Depression 
Inventory, and the Zung Anxiety and Depressive Self- 
Assessment Scale) or by inquiring about the cardinal 
signs o f major depression (eg, depressed mood, inca
pacity to experience pleasure, or diminished inter
est) at each visit. In addition, several specific post
partum depression scales are available, including the 
Postpartum Support Questionnaire and the 
Edinburgh Postnatal Depression Scale. Patient edu
cation about the prevalence o f mood disorders in the 
postpartum period and their associated signs and 
symptoms can facilitate awareness and early detec
tion and intervention. These discussions should be 
included with postpartum discharge counseling.

Differential D iagnosis
The postpartum period is associated with common 
physiologic and pathologic problems that can pre
sent as depressive symptoms. The diagnostic 
workup fo r postpartum depression should begin 
with a careful history, thorough physical examina
tion, and lab tests that include a serum hemoglobin 
and TSH. Fatigue may be an indication o f anemia 
caused by excessive b lood loss during delivery or of 
sleep loss associated with nocturnal child care, 
rather than depression. Iron or folate supplementa
tion may be all that is necessary to return the patient 
to normal functioning. In addition to fatigue, loss o f 
initiative, m ood changes, and weight gain may be 
manifestations o f  thyroid dysfunction, a common 
disorder. Transient hypothyroidism occurs in 4% to 
7% o f patients and peaks 4 to 6 months postpartum.21 
Conversely, thyrotoxicosis can present with symp
toms suggesting panic disorder. Other problems in 
the differential diagnosis should include pituitary,

adrenal, and other endocrine disorders, spousal 
abuse, infection, and other more rare difficulties 
associated with a major depressive disorder.26

Challenges in Recognition
Social and physical changes associated with post
partum adjustment can cause signs and symptoms 
that mimic depression. Therefore, the primary care 
physician must maintain a high index o f suspicion 
when behavioral changes occur in the mother. 
Complaints o f insomnia may be due to changing 
sleep patterns needed to care for the baby,"1 but 
insomnia as a result o f depression usually presents 
as early-morning awakenings. Weight fluctuations 
suggesting depression could be due to dieting or nor
mal weight loss that occurs postpartum. Somatic 
symptoms, such as generalized headache, joint or 
muscle pain, or digestive problems, are also com
mon during the postpartum period. Still, it is impor
tant to determine the source o f these symptoms 
because they may be masking an underlying depres
sive disorder.27 If the origin o f the symptoms remains 
unclear, the patient should be screened for other fea
tures o f depression, such as depressed mood and 
anhedonia.

TREATMENT

Counseling
Expectant mothers and fathers should be coun
seled during the prenatal period about the symp
toms o f postpartum depression. This education 
will better prepare them for their upcoming roles 
and occupational changes.28 Unrealistic expecta
tions o f the mother should be dispelled so that she 
does not feel guilty when she saves time for her sig
nificant other or for herself. The mother should 
also be taught to avoid self-blame if she is unable 
to meet her expanded responsibilities. If a depres
sive episode occurs despite these preventive mea
sures, practitioners should validate the mother’s 
depressive feelings and help her develop a practi
cal approach to problems. Cognitive behavioral 
counseling may be the preference. The primary 
care physician should educate the parents about 
support systems, coping mechanisms, and rest. 
Stress reduction and family therapy may also help 
women cope with the emotional and physical 
demands o f their families. In some patients, abuse 
or deficient or disturbed family relationships are 

important issues.6
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TABLE 2

The US Food and Drug Administration Use-in-Pregnancy Ratings

Category Interpretation

A

B

C

D

E

Controlled studies show no risk: Adequate, well-controlled 
studies in pregnant women have failed to demonstrate risk to 
the fetus.
No evidence of risk in humans: Either animal findings show risk 
but human findings do not; or, if no adequate human studies 
have been done, animal findings are negative.
Risk cannot be ruled out: Human studies are lacking, and 
animal studies are either positive for fetal risk or lacking as well; 
however, potential benefits may justify potential risk.
Positive evidence of risk: Investigational or postmarketing data 
show risk to the fetus; nevertheless, potential benefits may out
weigh risks.
Contraindicated in pregnancy: Studies in animals or humans or 
investigational or postmarketing reports have shown fetal risks 
that clearly outweigh any possible benefit to the patient.

Based on data from the Physicians' desk reference

Pharmacotherapy
Psychotherapy is the first-line treatment fo r postpar
tum depression; however, some patients may require 
the addition o f  medication or electroconvulsive ther
apy. Antidepressants should be used in conjunction 
with counseling and support groups in patients with 
vegetative signs, such as sleep and appetite changes, 
psychom otor agitation or retardation, or poor con
centration.28 Mothers should continue on medication 
for 6 to  12 months postpartum to ensure a complete 
recovery. The treatment goals are the same as for 
other depressive episodes, but considerations for the 
risk versus benefit ratio to the baby and the mother 
complicate the selection o f  medications. Moreover, 
treatment o f depression may be initiated during 
pregnancy or be part o f  treatment for preexisting 
depression. Thus, this article also highlights impor
tant considerations fo r antidepressant use during 
pregnancy.

There are only a few  reports or small studies 
regarding the use o f  antidepressants during pregnan
cy; thus, the risk fo r teratogenicity and long-term 
developmental problems with these agents may be 
appreciable. The US Food and Drug Administration 
(F D A ) classifies medications for use during preg
nancy, and to date no antidepressant has been 
approved as a category A  agent fo r use during preg
nancy or lactation (Table 2).30 Nevertheless, the use 
o f  antidepressants may be warranted in patients 
with severe psychiatric disorders. Therefore, the 
decision to use pharmacotherapy in pregnancy 
requires careful clinical judgment based on both the

physician ’s and the patient’s under
standing o f  the risk versus benefit ratio 
and may often prom pt consultation 
with other health professionals, such as 
a psychiatrist or a perinatologist.

Monoamine Oxidase Inhibitors
Drawbacks that cause monoamine oxi
dase inhibitors (M AO Is) to be reserved 
for treatment-resistant cases o f depres
sion are further compounded in the 
pregnant patient. Ingestion o f foods or 
drugs containing tyramine can cause an 
MAOI-induced hypertensive crisis that 
may terminate the pregnancy.31 Side 
effects, such as sedation, palpitations, 
dizziness, insomnia, and constipation, 
occur frequently and may cause further 
impairment o f  the expectant mother’s 

existing functional limitations.32 The MAOIs are 
known teratogens in animals, but the numbers from 
prospective studies are too  small to conclude 
whether they are human teratogens; they are catego
ry C agents (Table 3).:ti

Tricyclic Antidepressants
Despite the fact that tricyclic antidepressants 
(TC As) have been available fo r more than 30 years 
and that there are more data regarding the use of 
these agents during pregnancy, the available infor
mation is still plagued with methodological difficul
ties. Tire majority o f  tricyclics are either category C 
or D for use in pregnancy (Table S).33

Fetal abnorm alities have been reported in 
patients taking TCAs; however, no clear associations 
have been dem onstrated.34 36 In contrast, TCA- 
induced side effects, such as dry mouth, sedation, 
and postural hypotension, are significantly more pro
nounced in pregnant wom en37 and can cause with
drawal symptoms o f  tachypnea, tachycardia, 
cyanosis, irritability, and diaphoresis in the 
neonate.38 Fetal withdrawal symptoms can be avoid
ed by tapering the dose 3 weeks prior to delivery. 
The use o f  secondary amines (eg, nortriptyline, 
desipramine) may be preferred because o f the lower 
incidence o f anticholinergic effects.39

Physiologic changes that occur during pregnancy 
(eg, increased total body w ater) can cause unpre
dictable shifts in the plasma levels o f  antidepres
sants. It is not uncommon fo r doses to increase 1.5 
times over baseline as the pregnancy progresses.4"
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Recommended Dosing and Use-in-Pregnancy and Breast-feeding Ratings for Antidepressant Medications

Daily Dose
Generic Name (mg/day)

Tricyclic/heterocyclic
antidepressants

Amitriptyline (Elavil, Endep) 150-300
Imipramine (Tofranil) 150-300
Desipramine (Norpramin) 150-300
Nortriptyline (Pamelor, Aventyl) 75-150
Clomipramine (Anafranil) 150-250
Doxepin (Sinequan, Adapin) 150-300
Maprotiline (Ludiomil) 140-225
Protriptyline (Vivactil) 15-60

Monoamine oxidase inhibitors
Phenelzine (Nardil) 45-90
Tranylcypromine (Parnate) 30-60

Selective serotonin 
reuptake inhibitors

Fluoxetine (Prozac) 20-60
Fluvoxamine (Luvox) 50-300
Paroxetine (Paxil) 20-50
Sertraline (Zoloft) 50-200

Other antidepressants
Bupropion (Wellbutrin) 150-450
Trazodone (Desyrel) 200-300
Venlafaxine (Effexor) 150-375
Nefazodone (Serzone) 300-600

Half-Life FDA Risk Effect of Drug on
(hours)* Category Nursing Infantsf

10-22 D Unknown but of concern
11-25 D Unknown but of concern
12-76 C Unknown but of concern
15-93 D NA
19-37 C Compatible
11-23 C Unknown but of concern
21-66 B NA
54-198 C NA

NAf C —

NAt C —

24-96H B Unknown but of concern
17-22 C Unknown but of concern
24 C —

26H B —

8-24H B —
4-13 C Unknown but of concern
5-11 C —
2-4 C —

FDA = US Food and Drug Administration; NA = not applicable; — = not available.
* Half-life of elimination is listed for parent compound,
t  Based on the 1994 American Academy of Pediatrics Committee on Drugs report on the use of medications during breast-feeding, 
t  Duration of action is based on irreversible enzyme inhibition; half-life of elimination is not applicable.
H Elimination half-life of active metabolites of fluoxetine (4 to 16 days), sertraline (2 to 4 days), and bupropion (>3 days).

Modified from Stowe and Nemeroff, 1995, with permission.33

To minimize the risk fo r toxicity or subtherapeutic 
drug levels, stringent plasma-level monitoring 
should be instituted during pregnancy.

It is w ell established that breast milk concentra
tions o f TCAs are equal to those measured in 
maternal serum,7 but breast-fed infants have nearly 
undetectable TC A  serum levels.4142 Nonetheless, 
the short- and long-term effects on the newborn’s 
central nervous system development and behavior 
are still poorly understood. Until more definitive 
data becom e available, the mother should mini
mize her infant’s drug exposure by breast-feeding 
immediately before the next dose and by refraining 
from nursing at least 4 hours from the last dose." 
This prov ides tim e fo r the medication to be 
absorbed and distributed in the mother so that less

is available to be transferred to the infant. Bottle 
feeding is another option that can be used to mini
mize drug exposure to the infant. In addition, treat
ment with TCAs may be complicated in new moth
ers concurrently prescribed oral contraceptive 
agents. Preliminary evidence suggests that oral 
contraceptives inhibit the hepatic metabolism o f 
TCAs. Thus, when oral contraceptives are con
comitantly administered, dose reductions o f TCAs 

may be necessary.

Selective Serotonin Reuptake Inhibitors
The selective serotonin reuptake inhibitors (SSRIs) 
have become the first-line agents for the t reatment, ot 
depression because o f their favorable side-effect 
profile, ease o f use, and proven efficacy.
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TABLE 4 --------------------------------------------------------------------------------------------------

Case Finding Approach and Treatment Recommendations for Postpartum 
Depression

1 Universally screen all women for depression or risk factors for depression with 
a rating scale (eg, the Hamilton Anxiety and Depressive Scales, the Beck 
Depression Inventory, and the Zung Anxiety and Depressive Self-Assessment 
Scale) during pregnancy or during the patient history

> Facilitate early detection and treatment by educating the patient and family 
about the tendency for postpartum mood disorders to occur and their associ
ated signs and symptoms

» Continue screening women for depression during well-child examinations and 
postnatal maternal visits

• Provide aggressive follow-up during postpartum period for patients who 
develop depression during pregnancy or who have risk factors for depression

> Consider risk versus benefit ratio of instituting pharmacotherapy in sympto
matic patients (according to DSM-IV criteria)

> Choose antidepressants with fewer anticholinergic effects, no active metabo
lites, and shorter half-lives

1 Treat for 6 to 12 months postpartum to assure a complete recovery

Unfortunately, more data are needed to support the 
safety o f  SSRIs during pregnancy (Table 3).33,44 To 
date, only one study has prospectively studied 
wom en who w ere exposed to an SSRI during then- 
first trimester. N o increase in major congenital 
abnormalities or change in pregnancy outcome or 
gestational age at delivery was observed in 128 
wom en who received a mean fluoxetine dose o f 
25.8 mg compared with 128 nondepressed control 
patients unexposed to known teratogens.45 An evalu
ation o f  a smaller sample o f age-matched cases 
treated with fluoxetine or TCAs compared with non
depressed controls (74 patients in each group) 
demonstrated that there was a higher percentage o f 
miscarriages in patients receiving fluoxetine (12.2%) 
and TCAs (13.5%) when compared with control 
patients (6.8%). This difference was not significant. 
Emotional instability or other biological changes 
that occur with depression may have contributed to 
the higher rate o f  miscarriages reported in patients 
receiving antidepressants. However, further study is 
needed to substantiate the effect o f  these factors on 
the developing fetus.

A ll SSRIs are excreted in breast milk, so the feed
ing schedule should be adjusted based on the time 
that the dose is administered. A  recent case report o f 
sertraline serum and breast milk concentrations in a 
woman and her nursing infant describes peak breast 
milk concentrations occurring 1 to 9 hours after the 
dose.46 Based on this information, it would be rea
sonable to recommend that the mother refrain from

nursing during the time o f peak breast 
milk concentrations in order to limit 
exposure to the infant. Another option is 
to prescribe SSRIs with shorter half- 
lives, such as paroxetine or sertraline 
Paroxetine and sertraline have a half-life 
o f  approximately 24 hours, which is 
much shorter than the extended half-life 
o f  fluoxetine (4 to 6 days) and its phar
m acologically active metabolite, norflu- 
oxetine (4 to 16 days).47 Choosing an 
agent with no active metabolites, such 
as paroxetine, is another measure to 
minimize infant drug exposure.

Breast m ilk concentrations were mea
sured in a 39-year-old mother taking 
paroxetine; it was estimated that the 
weight-adjusted dose the infant would 
receive through breast milk would be 
0.34% o f the maternal dose.18 This is sim

ilar to the value reported fo r fluvoxamine (0.5%)® 
and is much low er than that reported for fluoxetine 
(1.2% to 6.2%).50'51 As with all antidepressants, the 
short- and long-term cognitive-behavioral effects on 
the neonate o f  SSRIs administered in utero and in 
breast-feeding mothers are unknown, and the deci
sion to initiate therapy should be on an individual 
basis.

Other Antidepressants
The increased risk o f  seizures associated with 
maprotiline and bupropion deters their use during 
pregnancy, especially in wom en who are subject to 
eclampsia.38 Lithium should be used cautiously 
because o f  the risk o f  congenital malformations, par
ticularly cardiac abnormalities, in the fetus.29 
Because lithium concentrations are very dependent 
upon the patient’s volum e o f  distribution and 
glomerular filtration rate, the associated physiologic 
changes during pregnancy require that lithium levels 
be monitored carefully. Toxic lithium levels can also 
occur in the neonate because lithium freely crosses 
the placenta. I f  neonates develop lithium toxicity, it 
may persist for more than 7 days and present with 
symptoms o f  cyanosis, bradycardia, flaccidity, 
lethargy, poor suck reflex, impaired respiratory func
tion, and nephrogenic diabetes.52 Precautions should 
also be taken in breast-feeding mothers because 
nursing infants can achieve serum lithium concen
trations that are up to 50% o f maternal levels.'14 
Because o f the potential risks to the fetus and the dif-
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Acuities associated with monitoring lithium during 
pregnancy, consultation is advised. Treatment rec
ommendations are summarized in Table 4.

CONCLUSIONS

Because postpartum depressive disorders are com
mon, primary care physicians should develop pre
ventive and aggressive case-finding strategies so that 
the negative impact on both the mother and baby is 
limited. During the pregnancy period, all women 
should be assessed fo r depression or risk factors for 
depression. Early detection and treatment can be 
facilitated by educating the patient and family. After 
parturition, it is best to continue to screen women 
during well-child examinations and postnatal mater
nal visits. Mothers who develop depression during 
pregnancy or who have risk factors should receive 
close follow-up postpartum screening. I f  the woman 
meets DSMTV criteria, consider the risks and bene
fits o f instituting pharmacotherapy. For many 
patients, careful counseling may be sufficient. For 
patients in whom medication is indicated, choose 
antidepressants that have few er anticholinergic 
effects, no active metabolites, and shorter half-lives 
to minimize drug exposure and side effects to the 
fetus. As with other depressive episodes, treatment 
for postpartum depression should continue for 6 to 
12 months to assure a complete recovery.

REFER ENCES

1. Beck CT. The lived experience of postpartum depression: a 
phenomenological study. Nurs Res 1992; 41:166-70.

2. Gitlin MJ, Pasnau RO. Psychiatric syndromes linked to repro
ductive function in women: a  review o f current knowledge. 
Am J Psychiatry 1989; 146:1413-22.

3. Harris B. Maternity blues [letter]. Br J Psychiatry 1980; 136:520-
4.

4. Bright DA. Postpartum mental disorders. Am Fam Physician 
1994; 50:595-8.

5. Atkinson AK, Rickel AU. Depression in women: the postpar
tum experience. Issues Ment Health Nurs 1983; 5:197-218.

6. Paykel ES, Emms EM, Fletcher J, Rassaby ES. life  events and 
social support in puerperal depression. Br J Psychiatry 1980; 
136:339-46.

7. Dobie SA, Walker EA. Depression after childbirth. J Am Board 
Fam Pract 1992; 5:303-11.

8. DSM-IV. Mood disorders. Diagnostic and statistical manual of 
mental disorders, 4th ed. Washington, DC: American 
Psychiatric Association, 1994:317-91.

9. Chalmers BE, Chalmers BM. Postpartum depression: a revised 
perspective. J Pyschosom Obstet Gynecol 1986; 5:93-105.

10. Vandenbergh RL. Postpartum depression. Clin Obstet Gynecol 
1980; 23:1105-11.

11. Green JM, Coupland VA, Kitzinger JV. Expectations, experi
ences, and psychological outcomes o f childbirth: a prospective 
study o f 825 women. Birth 1990; 17:15-24.

12. Kendell RE, Chalmers JC, Platz C. Epidemiology of puerperal 
psychoses. B r J Psychiatry 1987; 150:662-73.

13. O’Hara MW. Social support, life events, and depression during
,and ,he Puerperium. Arch Gen Psychiatry' 1986-

4t5:oby-7d.

14. Romito P. Postpartum depression and the experience of moth
erhood. Acta Obstet Gynecol Scand 1990; 69(suppl 154):7-37,

15. Watson JP, Elliott SA  Rugg AJ, Brough DI. Psychiatric disorder
311(11116 flrst Postnatal year. Br J Psychiatry 1984;

144:453-62.

16. Cox JL, Connor Y, Kendell RE. Prospective study o f tire psy
chiatric disorders of childbirth. Br J Psychiatry 1982; 140:111-

17. 0  Hara MW, Neunaber DJ, Zekoski EM. Prospective study of 
postpartum depression: prevalence, course, and predictive fac
tors. J Abnorm Psychol 1984; 93:1:58-71.

18. Grundy PF, Roberts CJ. Observations on the epidemiology of 
post partum mental illness. Psychol Med 1975; 5:286-90.

19. Robinson GE, Stewart DE. Postpartum psychiatric disorders 
Can Med Assoc J 1986; 134:31-7.

20. Holden JM. Postnatal depression: its nature, effects, and iden
tification using the Edinburgh Postnatal Depression Scale. 
Birth 1991; 18:211-21.

21. Uddenberg N, Englesson I. Prognosis of postpartum mental 
disturbance: prospective study of primiparous women and 
their four-and-a-half-year-old children. Acta Psychiatr Scand 
1978; 58(3):201-12.

22. Cutrona CE, Troutman BR. Social support, infant tempera
ment and parenting self-efficacy: a mediational model of post
partum depression. Child Dev 1986; 57:1507-18.

23. Stein A, Gath DH, Bucher J, Bond A, Day A, Copper PJ. The 
relationship between postnatal depression and mother-child 
interaction. BrJ Psychiatry 1991; 158:46-52.

24. Cogill SR, Caplan HL, Alexandra H, Robson KR, Kumar RM. 
Impact of maternal postnatal depression on cognitive develop
ment of young children. Br Med J 1986; 292:1165-7.

25. Atkinson LS, Baxley EG. Postpartum fatigue. Am Fam  
Physician 1994; 50:113-18.

26. Depression Guideline Panel. Depression in primary care: vol
ume 1. Detection and diagnosis. Clinical practice guideline, 
number 5. Rockville, Md: US Department of Health and Human 
Services, Public Health Service, Agency for Health Care Policy 
and Research. AHCPR publication No. 93-0550, April 1993.

27. Coyne JC, Schwenk TL. Depression in the female patient. 
Female Patient 1994; 19:59-71.

28. Gjerdingen DK, Froberg DG, Fontaine P. The effects of social 
support on women’s health during pregnancy, labor and deliv
ery, and the postpartum period. Fam Med 1991; 23:370-5.

29. Cohen LS, Heller VL, Rosenbaum JF Treatment guidelines for 
psychotropic drug use in pregnancy. Psychosomatics 1989; 
30:25-33.

30. Physicians’ desk reference. 49th ed. Montvale, NJ: Medical 
Economics, 1995.

31. Krishnan KRR. Monoamine oxidase inhibitors. In: Schatzberg 
AF, Nemeroff CB, eds. Textbook of psychopharmacology. 
Washington, DC: American Psychiatric Press, 1995:183-93.

32. Cole JO, Bodkin JA. Antidepressant drag side effects. J Clin 
Psychiatry 1990; 51(suppl):21-6.

33. Stowe ZN, Nemeroff CB. Psychopharmacology during preg
nancy and lactation. In: Schatzberg AF, Nemeroff CB, eds. 
Textbook of psychopharmacology. Washington, DC: American 
Psychiatric Press, 1995:183-93.

34. Elia J, Katz IR, Simpson GM. Teratogenicity o f psychothera
peutic medications. Psychopharmacol Bull 1987; 23:531-86.

35. Misri S, Sivertz K. Tricyclic drugs in pregnancy and lactation: a 
preliminary report. Int J Psychiatry Med 1991; 21:157-71.

36. Rachelefsky GS, Flynt JW Jr, Ebbin AI, Wilson MG. Possible 
teratogenicity of tricyclic antidepressants [letter]. Lancet 1972; 
1:838.

37. Kerns LL. Treatment of mental disorders in pregnancy: a 
review of psychotropic drug risks and benefits. J Nerv Men! 
Dis 1986; 174:652-9.

38. Miller LI. Clinical strategies for the use of psychotropic drugs 
during pregnancy. Psychol Med 1991;9:275-98.

39. Potter WZ, Mapji HK, Rudorfer MV. Tricyclics and tetracyclies.

The Journal of Family Practice, Vol. 43, No. 6 (Suppl), 1996 S23



POSTPARTUM DEPRESSIVE DISORDERS

In: Schatzberg AF, Nem eroff CB, eds. Textbook o f psy
chopharmacology. Washington DC: Am erican Psychiatric 
Press, 1995:141-60.

40. Wisner KL, Perel JM, Wheeler SB. Tricyclic dose requirements 
across pregnancy. Am  J Psychiatry 1993; 150:1541-2.

41. Ananth J. Side effects in the neonate from psychotropic agents 
excreted through breast-feeding. Am  J Psychiatry 1978; 
135:801-5.

42. Am erican Academ y o f Pediatrics Committee on Drugs. 
Transfer o f drugs and other chemicals into human milk. 
Pediatrics 1989; 84:924-36.

43. Jenuain DM. Treatment o f postpartum depression. Am  Pharm  
1995; NS35:33-8.

44. American Academy o f Pediatrics Committee on Drugs. The 
transfer o f drugs and other chemicals into human milk. 
Pediatrics 1994; 93:137-50.

45. Pastuszak A, Schick-Boschetto B, Zuber C, et al. Pregnancy 
outcome following first-trimester exposure to fluoxetine 
(Prozac). JAMA 1993; 269:2246-8.

46. Altshuler LL, Burt VK, McMullen M, Hendrick V. Breastfeeding

and sertraline: a 24-hour analysis. J Clin Psychiatrv 1® 
56:243-5.

47. DeVane CL. Pharmacokinetics o f the selective serotonin rent 
take inhibitors. J Clin Psychiatry 1992; 53(suppl 2): 13-20.

48. Spigset O, Carleborg L, Norstrom A, Sandlund M. Paroxetine 
level in breast milk. J Clin Psychiatry 1996; 57:39.

49. Wright S, Dawling S, Ashford JJ. Excretion of fluvoxammeii 
breast milk. B r J Clin Pharmacol 1991; 31:209.

50. Isenberg KE. Excretion of fluoxetine in human breast milk j 
Clin Psychiatry 1990; 51:169.

51. Lester BM, Cucca J, Andreozzi L, et al. Possible association 
between fluoxetine hydrochloride and colic in an infant. J Am 
Acad Child Adolesc Psychiatry 1993; 32:1253-5.

52. W oody JN, London WL, Wilbanks GD. Lithium toxicity in a 
newborn. Pediatrics 1971; 47:94-6.

53. Kirksey A, Groziak SM. Maternal drug use: evaluation of risks 
to breast-fed infants. World Rev Nutr Diet 1984; 43:60-79.

54. Schou M, Amdisen A. Lithium and pregnancy, El: lithium inges
tion by children breast-fed by wom en on lithium treatment Br 
M edJ  1973; 2:135-6.

DISCUSSION
Dr De Wester: It is known that there is an 
increased risk in patients with a history o f post
partum depression to develop it again with subse
quent pregnancies. What kind o f  follow-up would 
you suggest for patients with recurrent postpartum 
depression?

Dr Susman: Anyone with a history o f postpartum 
depressive disorder needs close follow-up with sub
sequent pregnancies, especially i f  they display 
depressive symptoms during pregnancy. I would 
recommend a visit be scheduled within the first 
week o f discharge from the hospital. The frequency 
o f follow-up visits should then be determined on an 
individual basis. Some patients may need weekly 
follow-ups. It is hoped that with frequent follow-ups, 
w e can recognize patients who are developing a 
major depression and intervene early with appropri
ate measures.

Dr Kuzel: Does postpartum depression fo llow  the 
same rates o f  recurrence as nonpostpartum 
depression or do the hormonal changes associated 
with pregnancy make depression in postpartum 
mothers d ifferen t from  that in the average 
depressed patient?

Dr Susman: There is a lack o f good clinical or lon
gitudinal studies that have addressed this issue 
directly. Nonetheless, there continues to be two 
schools o f thought about the nature o f postpartum 
depression. One group o f experts regards postpar
tum depression to be similar to other episodes o f 
depression and considers pregnancy to be just like 
any other life event that triggers a depressive 
episode. Others believe postpartum depression is

strongly influenced by the physiologic changes, 
fo r example, hormonal changes, that occur during , 
pregnancy and that depressive episodes experi
enced by new mothers are different from depres
sive ep isodes observed in other individuals. 
Clearly, mothers who develop postpartum depres
sion are at an increased risk fo r developing 
depression in the future, but the magnitude of this 
risk is unknown.

Dr Kuzel: What do you recommend for a depressed 
woman whose depression is in remission with med
ication and who wants to get pregnant? Do you 
advise her to discontinue or taper medication or are 
there other alternatives?

Dr Susman: I think that this decision requires care
ful discussion with the patient about the potential 
harms o f both discontinuing and continuing thera
py. Tire patient’s clinical history o f depression also 
should be considered. Patients in whom I would 
consider continuing antidepressants are those who 
began therapy 2 or 3 months ago and have just 
recently been stabilized or patients with a number 
o f very severe or complicated episodes. I would also 
consider changing the patient’s medication if she is 
receiving an older tricyclic to either nortriptyline or 
an SSRI so that the anticholinergic effects on the 
fetus are minimized. Patients in whom I wouid 
choose to discontinue medication are those who 
have remained stable on medication for a year with 
no breakthrough episodes or who have had only 
one uncomplicated episode o f  depression. 
Regardless o f whether the decision is to continue or 
discontinue medication, the patient will need to be 
monitored closely for changes that may jeopardize 
the health o f the fetus.
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