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Depression is common enough in daily medical 
practice to justify its nickname, “ the common cold 
of psychiatry.” 1 The tricyclic antidepressant drugs 
(TCAs) have greatly improved the outlook for de­
pressed patients,2'5 but many physicians are reluc­
tant to prescribe them. In a recent report Keller 
et al6 described a group of patients treated for 
major depression at university medical centers and 
concluded that these subjects had received TCAs 
too seldom and minor tranquilizers too often prior
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to referral. Two editorials in the issue in which the 
report by Keller et al was published took contrary 
positions. Lundberg7 noted that TCAs are more 
hazardous than minor tranquilizers and may be 
used by depressed patients to commit suicide. 
Uhlenhuth8 expressed the view that benzodiaze­
pine tranquilizers may be suitable for treatment of 
depression in community settings because of their 
wide safety margin and low incidence of unpleas­
ant side effects.

The concerns expressed by Keller et al are 
valid. TCAs should be more widely prescribed, 
albeit with a high level of knowledge and discre­
tion. Physicians are not afraid of using other haz­
ardous drugs, such as antihypertensive, microbi- 
cide, and antineoplastic agents, in appropriate 
patients with proper precautions. Neither should 
they avoid TCAs employed properly in selected
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patients. Depression is, after all, the only disease 
known that causes enough suffering to lead its vic­
tims, with any degree of regularity, to end their 
own lives.9 Patients can kill themselves by TCA 
overdose, as Lundberg indicates, but this risk can 
be minimized in two ways: first, by taking a care­
ful history, which includes gentle but thorough 
questioning about suicidal thoughts and intent; 
second, by prescribing no more than a seven-day 
supply of pills at a time during the early weeks of 
treatment.

Keller et al correctly note that typical benzo­
diazepine tranquilizers have relatively little anti­
depressant value. They may give temporary relief 
of the insomnia and anxiety that may accompany 
depression, but they do little for the underlying 
depressive process.2’10-12 Benzodiazepines are 
rarely lethal by themselves, but they are frequent­
ly involved in deaths associated with multiple drug 
abuse.13 All sedative-hypnotics can produce a 
dose-related decrement in psychomotor perform­
ance,14 anterograde amnesia,14,15 and psychologi­
cal dependence.2 Even if the risks associated with 
these agents are not great, their risk-benefit ratio is 
unacceptably high given that their antidepressant 
value is negligible.

Although the diagnosis and treatment of depres­
sive disorders are addressed in family practice res­
idency programs, many physicians now in practice 
have not received adequate education in this area 
and will have to overcome that deficiency through 
continuing education programs, reading, listening 
to their depressed patients, and consulting their 
psychiatrist colleagues. Since the specifics of am­
bulatory care of depressed patients are available 
elsewhere,2'5 only a few of the more important 
principles of management are summarized here.

Strive for Accurate Diagnosis

The physician should look for reasonable con­
cordance with established diagnostic standards for 
depressive illness, including at least a two-week 
history of five or more of the following: change in 
appetite or weight, sleep disturbance, fatigue, agi­
tation or retardation, loss of interest in usual ac­
tivities, decreased concentration, self-reproach or
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guilt, and recurrent thoughts of death or suicide. 
Patients meeting these criteria are most likely to 
benefit from TCAs.3’5

Evaluate Suicide Risk

Ask the patient about a wish to be dead, any 
intent to become so, and specific plans the patient 
may have made. Look for predisposing factors 
such as recent loss, social isolation, history of 
substance abuse, lack of hope for the future, or the 
presence of physical disease that impairs the indi­
vidual’s functional capacity. Determine what sup­
port and defense against suicide the patient may be 
able to derive from family and friends, from reli­
gious beliefs, and from other sources. If these psy­
chosocial support systems appear inadequate in 
relation to the risk of suicide, obtain psychiatric 
consultation or admit the patient to an appropriate 
hospital setting.16

Fit the Drug to the Patient

Elderly patients are usually treated with rela­
tively small doses, since they may not tolerate 
amounts suitable for younger people.17 There has 
been some concern about prescribing TCAs for 
cardiac patients, but newer evidence indicates 
they are generally safe18'20 and in some instances 
can reduce ventricular irritability.21 With cardiac 
patients, choose the agent with care, follow the 
electrocardiogram, and adjust the dose in accord­
ance with TCA blood levels.18,22,23 Amitriptyline 
should be avoided in patients with heart disease.24 
Orthostatic hypotension is the most common 
cardiovascular side effect; if it is symptomatic, a 
change to nortriptyline may be beneficial.23 Pa­
tients with marked agitation and insomnia may 
benefit from one of the more-sedating TCAs such 
as amitriptyline, doxepin, or trimipramine. Those 
requiring more alertness during the day may prefer 
a less-sedating agent such as desipramine, amox- 
apine, or protriptyline.
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Start the Dose Low and Work Up

The average effective dose of most TCAs 
(including desipramine, imipramine, doxepin, 
amitriptyline, and trimipramine) is about 150 mg/d, 
with doses as high as 300 mg/d required at times. It 
may be necessary, however, to begin as low as 25 
mg daily at bedtime. Patients vary in their toler­
ance of the common sedative and anticholinergic 
side effects, and continuing encouragement from 
the physician may be needed to help the patient 
persevere in the treatment program. Be sure pa­
tients understand that the onset of therapeutic ac­
tion may be delayed for two weeks or longer. If a 
patient with poor social support appears to be at 
risk of hoarding pills with suicidal intent, the phy­
sician may wish to measure the TCA blood level 
after four to seven days of treatment.

Keep Close Contact With the Patient

A continuing supportive physician-patient rela­
tionship should be the norm, with more structured 
psychotherapy added in some cases.25 The time 
between visits should be no greater than one week 
until benefits are apparent, and interim telephone 
contact may be indicated. As Balint noted two 
decades ago,26 the physician-patient relationship is 
therapeutic in itself, especially if the practitioner 
is, by inclination and training, a perceptive, willing 
listener.

Clinical experience indicates that concerned, 
competent family physicians and other primary 
practitioners can and should manage the majority 
of ambulatory depressed patients and that tricyclic 
antidepressant drugs should be an important part 
of their armamentarium.27,28
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