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One of the mandates of the Agency for Health 
Care Policy and Research (AHCPR) is to develop 
clinical guidelines for common problems. 
AHCPR convened a panel of experts, the Depres­
sion Guideline Panel, from mental health profes­
sions and primary care specialties to conduct an 
evidence-based review of the diagnosis and treat­
ment of depression. The resulting clinical prac­
tice guideline documents released in April 1993!-4 
provide a comprehensive look at what is and is not 
known about the diagnosis and treatment of 
major depression in primary care. The report 
promises to be useful both to practicing physi­
cians and to researchers. A complete set of figures 
and tables from the Quick Reftrence Guide for 
Clinicians! is reproduced in the Appendix. The 
entire set of guideline documents is available 
from AHCPR.* 

Need for Depression Guidelines 
One in 8 individuals might require treatment for 
depression in his or her lifetime.3 The direct and 
indirect costs of the disorder are high. Evidence 
suggests only one-third to one-half of those with 
major depressive disorder have their conditions 
detected by primary care and other physicians. 
Evidence also suggests that, once detected, de­
pression is frequently undertreated. Guidelines 
were developed to assist primary care physicians 
in the diagnosis and treatment of this disorder. 

Submitted, revised, 14 September 1993. 
From the Department of Family Medicine, University of 

Washington, Seattle. Address reprint requests to Nancy G. Ste­
vens, MD, MPH, Department of Family Medicine, RF-30, Uni­
versity of Washington, Seattle, WA 98195. 

·Write to AHCPR Publications Clearinghouse, PO Box 8547, 
Silver Spring, MD 20907, or call1-800-3 58-9295 to request these 
guidelines. 

Depression Guideline Panel 
The Depression Guideline Panel was convened 
by the Agency for Health Care Policy and Re­
search and was chaired by an academic psychia­
trist. The other members of the panel included 
1 academic psychiatrist who is a research method­
ologist, 5 other professors of psychiatry, 1 profes­
sor of social work, 1 professor of psychology, 
1 professor of general internal medicine and 1 of 
internal medicine and psychiatry, 2 practicing 
family physicians, and 1 consumer representative. 
Biographical sketches of the panel members are 
available in the guideline documents. Primary 
care, though represented, was in the minority. An 
academic family physician who could combine the 
perspective of family practice with research ex­
pertise would have been an excellent addition to 
this panel. 

Guideline Development 
The panel first defined the issues and narrowed 
the scope of the study. Scientific reviews of the 
available literature were commissioned from the 
National Library of Medicine. Using the method 
described by Eddy,S abstracts were used to estab­
lish whether the study met the standards set by 
the panel, i.e., whether the study was a random­
ized controlled trial and whether the definitions 
of disease and outcome were sufficiently stand­
ardized to be comparable with other studies. 
Acceptable articles were reviewed and evidence ' 
tables generated. When possible, studies were 
combined using meta-analysis to improve their 
usefulness in generalizing to a wider population. 
The panel also commissioned a new analysis of a 
large population-based study to answer questions 
not addressed in the current literature. Once the 
guidelines were developed, the documents were 
sent to more than 100 peer, scientific, organiza­
tional, and consumer reviewers. In addition, an 
independent group representing primary care 
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providers - the intended users - was asked to 
review the documents. The members of this 
group are not named or further described. Final 
documents were revised based on information 
provided during the review process. 

The panel's methods are well described within 
the documents. Of particular merit is the panel's 
use of intent-to-treat as the denominator in the 
meta-analysis. Many studies are reported as suc­
cess rates for those who completed treatment or 
who were exposed to an adequate trial of treat­
ment. This approach always makes success rates 
look better, but it is neither scientifically correct 
nor clinically useful. The rationale for intent-to­
treat analysis is well presented. All guidelines are 
designated by a grade reflecting the quality of the 
scientific evidence supporting the recommenda­
tion: A - good research-based support, B - fair 
research-based support, and C - expert opinion 
or clinical experience. 

Guideline Presentation 
Four guideline documents are now available and 
are reviewed here. The first is a patient education 
pamphlet, DepressiQ1l Is a Treatable Illness: A Patient's 
Guide.2 The second is a summary document for 
practi tioners, Quick Reference Guide for Clinicians.! 
This reference guide summarizes the recommen­
dations contained in two longer documents -
Detection and Diagnosis3 and Treatment of Major 
Depression.4 These latter two documents in turn 
summarize the relevant sections of the IS00-page 
Guideline Reportf> (not reviewed). The evidence 
tables on which the guidelines are based are avail­
able in the final report. 

Patient Guide 
The patient guide is well written and organized. 
Inside the front cover is detailed information on 
finding help for depression. The first suggestion 
is "Call your family physician or other health care 
provider." The first section is simply written and 
focuses specifically on who gets depressed, how to 
know whether you are depressed, and how to get 
help. It comes with the positive message that help 
is available for this treatable disease. The second 
section begins with a symptom checklist for de­
pression and for mania. The checklists are fol­
lowed by more detailed information about de­
pression. Three patient aids are contained in this 
document: (1) a health questionnaire relevant to 
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depression, (2) a form for patients to record 
answers to their questions about medication, and 
(3) ~ weekly activity log to record medication 
compliance and treatment response. The explana­
tory models and knowledge provided to patients 
in this guide are parallel to those presented to 
practitioners in the rest of the documents. As a 
result, patients will not feel the frustration of 
conflicting information, and the physician's 
teaching will be reinforced. The absence of pro­
prietary support for anyone treatment adds use­
fulness to the guide. 

Clinicians' Quick Reference Guide 
The reference guide for clinicians might be useful 
as a reminder or as an easily located source for the 
many diagrams and tables it contains (Appendix), but 
it does not stand alone, nor is it intended to do so. 

Perhaps one reason so many clinical guidelines 
are frustrating to the primary care physician is 
that they contain only the conclusions with insuf­
ficient rationale to be believable. In this case, the 
careful reader is rewarded with the two longer 
documents that support the reference guide and 
present what is known and at what level of cer­
tainty. Both longer volumes are complemented by 
an excellent index and table of contents, a glossary 
of terms, and extensive references. Both docu­
ments are excellent references for the specific 
questions that arise in practice. 

Detectloo and Diagnosis 
Volume 1 focuses on diagnosis and detection. It 
gives a complete but concise overview of the 
mood disorders and other conditions associated 
with mood symptoms. Depression is discussed in 
relation to other psychiatric disorders and as it 
occurs with other medical disorders. Diabetes, 
heart disease, chronic fatigue syndrome, and 
fibromyalgia are discussed individually. Medica­
tions that can cause depression are described. The 
final section is devoted to the detection of depression. 

Treatment of Major Depression 
Volume 2 focuses on treatment of major depres­
sion. The first section describes the aims of treat­
ment, promoting a model proposed by Kupfer7 

that divides treatment into acute, continuation, 
and maintenance phases: The guidelines specifi­
cally address choice of treatment, treatment adher­
ence, and measuring outcome. Separate sections 
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address acute phase treatment with medication, 
psychotherapy, and the combination of the two. 
Excellent tables detail medication side effects, pit­
falls, dosage, and therapeutic range. Finally, con­
tinuation and maintenance treatment options are 
discussed. Flow diagrams that summarize recom­
mendations are presented throughout. A synopsis of 
panel recommendations is found in the Appendix. 

Guideline Limitations 
The Depression Guideline Panel presents con­
cerns about these guidelines, which I share. Most 
importantly, "The panel found a very small num­
ber of studies of high scientific quality conducted 
specifically in primary care settings." Most of the 
randomized controlled trials were done in aca­
demic centers on psychiatric patients in or out of 
the hospital, undoubtedly a more psychiatrically 
ill population with more severe disease and more 
combined disorders than seen in primary care. 
For example, the guidelines state that 15 percent 
of major depressions have psychotic features, a 
figure that seems quite high for primary care 
practice. For research purposes, most studies ex­
clude medically ill patients; but medically ill pa­
tients are at much higher risk for depression than 
is the general population. 

Panel members chose to focus their evaluation 
of treatment on major depression that meets cri­
teria described in the Diagnostic and Statistical 
Manual of Mental Disorders, third edition, revised 
(DSM III-R)8 and to exclude children, adoles­
cents, bipolar illness, and depression not other­
wise specified. Physicians who work in primary 
care will find themselves again wondering about 
the utility of DSM III-R diagnoses in their prac­
tices. For example, in primary care practice de­
pression not otherwise specified or depression 
that does not meet criteria for major depression 
is the more common presenting complaint. 
Whether the treatment guidelines apply to this 
diagnosis is unknown. 

The panel reports a study justifying concern 
about generalizing findings from other settings to 
primary care. Blackburn, et al. 9 reported that cog­
nitive psychotherapy alone was more efficacious 
than medication or medication combined with 
psychotherapy in a primary care setting. The re­
verse was true in the hospital; combined therapy 
was most effective. If these results are replicated 
in other studies, further investigation of the dif-

ferences will be needed. Perhaps there are differ­
ences in severity of disease and its chronicity 
(treatment early in the disease is known to be more 
effective), or depression might be a heterogeneous 
illness with some patients actually having differ­
ent disorders. 

As the panel frequently points out, the absence 
of scientific study of a treatment does not mean it 
is ineffective, just that it is not known to be effect­
ive. Many of the studies available for analysis were 
sponsored by pharmaceutical firms to achieve ap­
proval by the Food and Drug Administration. 
Thus much more is known about treatment with 
medication than with other modalities. The stud­
ies of various psychotherapies were done by pro­
ponents of whichever types they studied. The 
panel also points out that standardizing psycho­
therapies is extremely difficult, and there are few 
comparisons between types of psychotherapy. Be­
cause the response rates to all the types of psycho­
therapy studied are quite similar, I wonder 
whether it is regular contact with a caring individ­
ual that produces the beneficial effect. 

Reliance on the randomized controlled trial as 
the reference standard means that certain modal­
ities, such as the effect of longer term therapy in 
the prevention of depression relapse, will likely 
never be adequately studied. The panel policy 
recommends that physicians "choose tested over 
untested therapies." Because medication has been 
heavily studied and is known to be efficacious, it is 
recommended. The case is persuasive, but I wonder 
what the results would be if other modalities had 
been better studied. No doubt these guidelines 
will stir controversy among the proponents of 
various treatment modalities. Primary care physi­
cians, however, should focus their attention on 
ensuring that patients get some form of affordable 
and effective treatment for this disabling disease. 

Finally, two omissions deserve comment. First, 
information on costs of treatment is notably ab- ' 
sent, which could have resulted from concern 
about the potential for inappropriate use of this 
information by insurance companies and other 
policy makers. For the primary care physician, 
however, cost is a critical issue both in choosing 
between medication and psychotherapy and 
among different medications. Second, cross-cul­
tural issues, both in diagnosis and treatment, are 
omitted. In some patient populations these issues 
are critical to the success of treatment. 
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Guidelines in Clinical Practice 
Family physicians will likely find these guidelines 
quite useful. The scoring of the scientific evi­
dence to support a guideline is helpful: as new 
knowledge is reported, the physician can weigh its 
validity and incorporate changes. Many of the 
recommended clinical policies provide a clear 
framework in which to practice. Even in the sec­
tions that are based on expert opinion, the guide­
lines are practical and clinically useful. One de­
tects the input of practicing physicians in their 
development. The guidelines' descriptive flow dia­
grams and excellent medication tables are repro­
duced here as an Appendix. 

AHCPR Guidelines versus the APA Depression 
Guideline 
Coincidentally, in April 1993 an expert panel 
sponsored by the American Psychiatric Associa­
tion (APA) published Practice Guideline for Major 
Depressive Disorder in Adults. 10 This guideline fo­
cuses on treatment of major depression in adults 
and rather than on detection and diagnosis. The 
guideline is directed at psychiatrists and therefore 
emphasizes topics less relevant to primary care, 
such as treatment-resistant depression, electro­
convulsive therapy, and monoamine oxidase in­
hibitors (MAOIs). For the same reason, however, 
its tone is collegial and not as condescending as 
are many expert guidelines intended for primary 
care physicians. The underlying recommenda­
tions for treatment of major depression are 
largely the same as the AHCPR guidelines. The 
APA guideline presents a clear, concise descrip­
tion of the major psychotherapeutic options and 
suggestions for selecting appropriately between 
them. The authors divide the antidepressant 
medications into three categories: cyclic, sero­
tonin reuptake inhibitors, and MAOIs. This sys­
tem is straightforward and useful. The APA recom­
mendations are also coded, using three levels. 
Unlike the AHCPR guidelines, however, the APA 
codes are not based on the strength of supporting 
evidence but rather on the clinical confidence of 
the expert panel. This system does not help the 
user decide how to incorporate new information 
as it arises. As with any expert panel that repre­
sents one professional group, in this case psychia­
trists, bias is undoubtedly introduced by the ac­
cepted practices of that professional group. For 
example, the APA guideline supports long-term 
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psychotherapy as a treatment for major depres­
sion. The evidence-based AHCPR guidelines, on 
the" other hand, conclude the efficacy of this prac­
tice is not well supported in the literature. Unfor­
tunately, costs are not addressed in the APA 
guideline, nor is patient education. The AHCPR 
guidelines address primary care and the less dif­
ferentiated cases more effectively and are easier 
references for specific questions. The APA guide­
line is 20 pages long, easily readable, and is like 
having a good psychiatric consultant. Neverthe­
less, for primary care physicians, the more com­
prehensive evidence-based guidelines from AHCPR 
will be more useful. 

Further Research 
Many important questions remain to be answered 
in primary care practices. Depression not other­
wise specified needs much more extensive study. 
Many of these guidelines need to be tested in 
primary care practice for their actual utility. 
There is evidence that lower doses of medications 
for depression are frequently used in primary care 
practice; because these lower doses result in fewer 
side effects and lower cost, it would be useful to 
know whether they are effective. The findings of 
the Depression Guideline Panel should lead to re­
direction of research efforts toward primary care. 

Conclusion 
The process of developing these guidelines was 
costly and time intensive but has resulted in a set 
of guidelines that provides a framework for ra­
tional diagnosis and treatment of patients suffer­
ing from major depression. The Depression Guide­
line Panel is honest about the limitations of 
knowledge and the assumptions used to general­
ize studies in psychiatric settings to primary care 
practice. They are clear about the methodology 
used; backup documentation, including evidence 
tables, is available in the complete report. The 
patient guide is particularly innovative. As in any 
well-done guideline, many gaps in knowledge are 
revealed. It is hoped that elucidating these gaps 
will lead to research that will help to close them. 
Careful attention should be paid to the response 
of primary care physicians to these guidelines to 
ensure they are useful in practice. If the guidelines 
do prove to be useful, this careful process should 
be replicated in other areas and more guidelines 
such as these developed. 
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Appendix 
Synopsis of tbe Guidelines' General 
Recommendations 
The established diagnostic criteria for major de­
pressive disorder are presented in Table 1. Physi­
cians are reminded of the importance of question­
ing patients about suicide thoughts and of 
assessing suicide risk (Table 2). It is often reassur­
ing to patients to learn that such thoughts are not 
uncommon. The panel confinns that the diagnosis 
of depression is made by clinical history and inter­
view. Often a family member or close friend can 
give a more accurate report than the patient. The 
panel stresses the importance of asking about pre­
vious manic episodes to avoid precipitating a 
manic episode with antidepressant medication. 

Figure 1 outlines the diagnostic decisions 
needed to differentiate primary mood disorders. 
Ten to 15 percent of major depressive conditions 
are caused by general medical illnesses or other 
conditions (Figure 2). In general, the associated 

for Health Care Policy and Research. AHCPR pub­
lication no. 93-0550. April 1993. 

5. Eddy DM. A manual for assessing health practices 
and designing practice policies. The explicit approach. 
Philadelphia: American College of Physicians, 1991. 

6. Depression Guideline Panel. Depression in primary 
care: detection, diagnosis and treatment. Technical 
report. Clinical practice guideline, number 5. Rock­
ville, MD. US Department of Health and Human 
Services, Public Health Service, Agency for Health 
Care Policy and Research. In press. 

7. Kupfer DJ. Long-term treatment of depression. 
] Clin Psychiatry 1991; 52:28-34. 

8. American Psychiatric Association. Diagnostic and 
statistical manual of mental disorders. 3rd ed. revised. 
Washington, DC: American Psychiatric Press, 1987. 

9. Blackburn IM, Bishop S, Glen AIM, Whalley W, 
Christie]E. The efficacy of cognitive therapy in de­
pression: a treatment trial using cognitive therapy 
and pharmaco therapy, each alone and in combina­
tion. Br] Psychiatry 1981; 139:181-9. 

10. American Psychiatric Association. Practice guideline 
for major depressive disorder in adults. Am] Psychiatry 
1993; 150(Suppl):4. 

Table 1. DSM·III·R Criteria for Major Depressive 
Disorder.· 

At least five of the following symptoms are present during the 
same period. At least (1) depressed mood or (2) loss of interest 
or pleasure must be present. Symptoms are present most of the 
day, nearly daily for at least 2 weeks. 

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

2. Markedly diminished interest or pleasure in almost all 
activities most of the day, nearly every day (as indicated 
either by subjective account or observation by others of 
apathy most of the time) 

3. Significant weight loss or gain 

4. Insomnia or hypersomnia 

5. Psychomotor agitation or retardation 

6. Fatigue (loss of energy) 

7. Feelings of worthlessness (guilt) 

8. Impaired concentration (indecisiveness) 

9. Recurrent thoughts of death or suicide 

• DSM-III-R. Diagnostic and Statistical ManUilI of Mental Disorders, 
ed. 3. revised. Used with permission from the American Psychiatric 
Association. 
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Sad mood or 
low interest 

-Ves 50utof9 
symptoms now? 

No , 
50utof9 

symptoms in 
the past? 

No 

More than 2 years 
of perSistent 
symptoms? 

Ve. 

-V .. 

V ....... 

No 

Prior manic 
episode? 

Prior manic 
episode? 

DVSTHYMIC 
DISORDER 

No. 

Ves 

Ves 

No 

MAJOR 
DEPRESSIVE 
DISORDER 

BIPOLAR 
DISORDER 

MAJOR 
DEPRESSIVE 
DISORDER IN 

PARTIAL 
REMISSION 

Source: Depression Guideline 
Panel. Depressirm in Primary 
Care: Volume 1. Detection and 
Diagnosis. Clinical Practice Guide­
line, Number 5. Rockville, MD: 
US Department of Health and 
Hwnan Services, Public Health 
Service, Agency for Health 
Care Policy and Research. 
AHCPR publication no. 93-
0550. April 1993:20. 

DEPRESSION 
NOT OTHERWISE 

SPECIFIED 
(recurrent brief, 

minor, mixed 
anxiety/depression) 

Figure 1. Differential diagnosis of primary mood disorders. 

conditions should be treated first. Depression is 
also frequently associated with other current 
psychiatric disorders (Figure 3). \Vhen the coexist­
ing condition is anxiety, panic, or a personality 
disorder, treat the depression first. \Vhen there is 
substance abuse, eating disorder, or obsessive­
compulsive disorder, this problem should be treated 
first, as the depressive symptoms might resolve 

Table 2. Suicide Risk Factors. 

Category 

Psychosocial and 
clinical 

History 

Diagnostic 

Risk Factor 

Hopelessness 
White race 
Male sex 
Advanced age 
Living alone 

Previous suicide attempts 
Family history of suicide attempts 
Family history of substance abuse 

General medical illnesses 
Psychosis 
Substance abuse 

Source: Depression Guideline Panel. Depression in Primary Care: 
Detectirm, Diagnosis, and Treatment. Quick Reference Guide for Clini­
cians, Number 5. Rockville, MD: US Department of Health and 
Human Services, Public Health Service, Agency for Health Care 
Policy and Research. AHCPR publication no. 93-0552. April 1993 :3. 
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without specific treatment. In the case of medical 
disorders, any disease or treatment medication that 
causes depression should be addressed first. In all 
other cases depression should be treated as a coexist­
ing illness and treated concurrently (Figure 4). 

The treatment of depression is divided into 
three phases, as illustrated in Figure 5. Figure 
6 presents a flow diagram for the treatment of 
depression. The choice of treatment modality is 
based on history and severity of the illness. Mild­
to-moderate depression can be treated effectively 
with psychotherapy alone, medication alone, or a 
combination of both. More severe or recurrent 
depression is more likely to require medication or 
medication plus psychotherapy. \Vhen medica­
tion is chosen, the panel recommends that the 
primary care physician become familiar with one 
drug with minimal side effects from each of the 
major classes of antidepressants (Tables 3 and 4). 
Many patients will respond to an adequate trial 
with the first medication chosen (Figure 7). Fig­
ure 8 is a flow diagram for managing partial or 
nonresponders. The panel stresses full remission, 
not improvement, as the objective of treatment. 
Long-term maintenance medication should be 
considered in patients with three previous epi-
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sodes of major depression or with two episodes if 
the patient has a family history of depression, 
early age of onset, or early recurrence. The panel 
recommends that consultation with a mental 
health professional can be useful when the patient 

is actively suicidal or psychotic or not responding 
to one or two medication trials. This synopsis 
provides a brief sketch of the contents of the 
guidelines and is not a substitute for obtaining and 
using the full set of guidelines. 

ASSOCIATED Substance 
CONDITION: abuse 

V .. 

INITIAL 
TREATMENT 

Substance 

OBJECTIVE: 
abuse· 

General 
Causal, 

Concurrent 
medical 

nonmood 
medication 

disorder 
psychiatric 
disorder 

Ves Ves Ves 

General 
Causal, 

Change medical 
nonmood 

medications disorder' 
psychiatric 
disorder 

MOOD DISORDER PERSISTS? 

V .. 

TREAT MOOD DISORDER 

Grief 
reaction 

Ve. 

Grief 
reaction 

Primary 
mood 

disorder 

Ve. 

Figure 2. Conditions associated with mood symptoms or major depressive episodes. 

Source: Depression Guideline Panel. 
Depression in Primary Care: Volume 1. 
Detection and Diagnosis. Clinical Prac­
tice Guideline, Number 5, Rockville, 
MD, US Department of Health and 
Human Services, Public Health SelV­
ice, Agency for Health Care Policy 
and Research, AHCPR publication 
no. 93-0550. April 1993:44. 

"When the depression is treated, the 
anxiety disorder should resolve as well. 
tChoose medications known to be 
effective for both the depression and 
the other psychiatric disorder. 
*In certain cases (based on history), 
both major depression and substance 
abuse might require simultaneous 
treatment. 
§Primary is the most severe, the 
longest standing by history, or the 
one that runs in the patient's family. 

Treat the 
depression' 

Treat the 
depression; 

--V .. 

reevaluate for I- V .. 
personality disorder; 
if still present, treat 

Patient presents with 
depression and 

another nonmood 
psychiatric disorder 

No 

Is the disorder a 
personality 
disorder? 

Figure 3. Relation between major depressive and other current psychiatric disorders. 

Source: Depression Guide­
line Panel. Depression in 
Primary Care: Volume 1. 
Detection and Diagnosis. 
Clinical Practice Guideline, 
Number 5. Rockville, MD: 
US Department of Health 
and Human Services, Pub­
lic Health Service, Agency 
for Health Care Policy 
and Research. AHCPR 
publication no. 93-0550. 
April 1993:19. 

"Depending on the clini­
cal situation and the 
patient's history, both the 
mood disorder and the 
associated condition can 
be primary treatment ob­
jectives, 

Decide which is 
primary' and treat' 
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Patient has depression, a concurrent 
general medical condition, and is on 

medication for the latter, 

Medication causes the depression? 

Patient has depression, a concurrent 
general medical condition, and is NOT 

on medication for the latter, 

~-----Ye8----~-----­

(Maybe) 

MODIFY MEDICATION 
REGIMEN 

No 

Yes 

TREAT THE DEPRESSION 

Note: in some clinical situations, treatment 
of the depression (e,g., if severe, incapacitat­
ing, or life-threatening) cannot be delayed 
until treatment for the general medical disor­
der has been optimized. 

Source: Depression Guideline Panel. Depres­
sion in Primary Care: I1Jlume 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. 

Figure 4. Relation between major depressive and other current general medical disorders. 

Table 3. Side-Effect Profiles of Antidepressant Medications. 

Drug Side Effect· 

Central Nervous System Cardiovascular Other 

Gastro-
Anticholi- Insomnia/ Orthostatic Cardiac intestinal Weight Gain 

nergict Drowsiness Agitation Hypotension Arrhythmia Distress (> 6 kg) 

Amitriptyline 4+ 4+ 0 4+ 3+ 0 4+ 

Desipramine 1+ 1+ 1+ 2+ 2+ 0 1+ 
Doxepin 3+ 4+ 0 2+ 2+ 0 3+ 

Imipramine 3+ 3+ 1+ 4+ 3+ 1+ 3+ 

Nortriptyline 1+ 1+ 0 2+ 2+ 0 1+ 

Protriptyline 2+ 1+ 1+ 2+ 2+ 0 0 

Trimipramine 1+ 4+ 0 2+ 2+ 0 3+ 

Amoxapine 2+ 2+ 2+ 2+ 3+ 0 1+ 

Maprotiline 2+ 4+ 0 0 1+ 0 2+ 

Trazodone 0 4+ 0 1+ 1+ 1+ 1+ 

Bupropion 0 0 2+ 0 1+ 1+ 0 

Fluoxetine 0 0 2+ 0 0 3+ 0 

Paroxetine 0 0 2+ 0 0 3+ 0 

Sertraline 0 0 2+ 0 0 3+ 0 

Monoamine 1+ 2+ 2+ 0 1+ 2+ 
oxidase inhibi-
tors (MAO Is) 

·0 = a bsen t or rare 1+ 2 + = in between 3+ 4+ = relatively common. 
tDry mouth, blurred vision, urinary hesitancy, constipation. 

Source: Depression Guideline Panel. Depression in Primary Care: Detection, Diagnosis, and Treatment. QUick Reference Guide for Clinicians, 
Number 5. Rockville, MD. US Department of Health and Human Services, Public Health Service, Agency for Health Care Policy and 
Research. AHCPR publication no. 93-0552. April 1993:14. 
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MNormalcy" 

Syndrome 

Treatment Phases 
Acute 

(6'12wk) 

Recurrence 

· · · · · 
· · · 

Continuation Maintenance 
(4·9 mol (1 or more yr) 

-- Time ---.. 

Figure 5. Phases of treatment for major Depression. 

Table 4. Phannacology of Antidepressant Medications. 

Therapeutic Dosage 
Drug Range (mg/d) 

Tricyclics 
Amitriptyline (Elavil, Endep) 75-300 
Clomipramine (Anafrani!) 75-300 
Desipramine (Norpramin, Pertofrane) 75-300 
Doxepin (Ada pin, Sinequan) 75-300 
Imipramine (Janimine, Tofrani!) 75-300 
Nortriptyline (Aventyl, Pamelor) 40-200 
Protriptyline (Vivactil) 20-60 
Trimipramine (Surmonti!) 75-300 

Heterocyclics 
Amoxapine (Asendin) 100-600 
Bupropion (Wellbutrin) 225-450 
Maprotiline (Ludiomi!) 100-225 
Trazodone (Desyrel) 150-600 

Selective serotonin reuptake inhibitors (SSRIs) 
Fluoxetine (prozac) 10-40 
Paroxetine (Paxi!) 20-50 
Sertraline (Zolofr) 50-150 

Monoamine oxidase inhibitors (MAOIs)§ 
Isocarboxazid (Marplan) 30-50 
Phenelzine (Nardi!) 45-90 
Tranylcypromine (parnate) 20-60 

Adapted and used with permission from Kupfer 
DJ Long-term treatment of depression. J Clin 
Psychiatry 1991; 52(Suppl):28-34. Copyright 
1991, Physicians Postgraduate Press. 

Average of 
Elimination Half- Potentially Fatal 
lives" h (Range) Drug Interactions 

24 (16-46) Antiarrhythmics, MAOis 
24 (20-40) Antiarrhythmics, MAOis 
18 (12-50) Antiarrhythmics, MAOIs 
17 (10-47) Antiarrhythmics, MAOIs 
22 (12-34) Antiarrhythmics, MAOis 
26 (18-88) Antiarrhythmics, MAOis 
76 (54-124) Antiarrhythmics, MAOis 
12 (8-30) Antiarrhythmics, MAOis 

10(8-14) MAOis 
14 (8-24) MAOIs (possibly) 
43 (27-58) MAOIs 
8 (4-14) 

168 (72-360)t MAOis 
24 (3-65) MAOIs* 
24 (10-30) MAOIs* 

For all 3 MAOIs: Vasocon-
Unknown strictors, II decongestants, II 
2 (1.5-4.0) meperidine, and possibly 
2 (1.5-3.0) other narcotics 

"Half-lives are affected by age, sex, race, concurrent medications, and length of drug exposure. 
tlncludes both fluoxetine and norfluoxetine. 
*By extrapolation from fluoxetine data. 
§MAO inhibition lasts longer (7 days) than drug half-life. 
IIIncluding pseudoephedrine, phenylephrine, phenylpropanolamine, epinephrine, norepinephrine, and other. 

Source: Depression Guideline Panel. Depressiun in Primary Care: Deteaion, Diagnosis, and Treatment. Quick Reference Guide for Clinicians, 
Number 5. Rockville, MD: US Department of Health and Human Services, Public Health Service, Agency for Health Care Policy and 
Research. AHCPR publication no. 93-0552. April 1993: 15. 
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Cle.rly better 

Not better 

NO~============~~ 
Ye. 

Consider maintenance treatment 

Figure 6. Overview of treatment for depression. 

Source: Depression Guide­
line Panel. Depression in Pri­
mary Care: Volume 2. Treat­
ment of Major Depression. 
Clinical Practice Guideline, 
Number 5. Rockville, MD. 
US Deparnnent of Health 
and Human Services, Public 
Health Service, Agency for 
Health Care Policy and Re­
search. AHCPR publication 
no. 93-0550. April 1993:29. 

*Times of assessment (weeks 6 and 12) rest on very modest data. It might be necessary to revise the treatment plan earlier for patients 
who fail to respond. 

Source: Depression Guideline Panel. Depres­
sion in Primary Care: Volume 2. Treatment of 
Major Depression. Clinical Practice Guideline, 
Number 5. Rockville, MD. US Deparnnent of 
Health and Human Services, Public Health 
Service, Agency for Health Care Policy and 
Research. AHCPR publication no. 93-0550. 
April 1993:66. 

Figure 7. Six-Week Evaluation: Responders to Medication. * 
·Complete response with no or very few symptoms. 

Complete symptomatic response?· 

Ye. 

Add 
psychotherapy' 

tThese suggestions are based on indirectly relevant data, logical inference, and clinical experience. 
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No -----lL_T_re.!:8:..:t;::p:;:rim:.;.8:..ry_.....l ~ problem 

No _ Adjust dosage. 
counsal adherence 

Reevaluate at 12 weeks' 

Figure 8. Six-week evaluation: partial responders or nonresponders to medication. 
·No response - patient is nearly as symptomatic as at pretreatment. 

Source: Depression in Guideline 
Panel. DepressilJ1l in Primary Care: 
Volume 2. Treatment of Mnj()1' 
Depression. Clinical Practice Guide­
line, Number 5. Rockville, MD. 
US Department of Health and 
Human Service, Public Health 
Service, Agency for Health Care 
Policy and Research. AHCPR 
publication no. 93-0550. April 
1993:67. 

tPartial response - patient is clearly better than at pretreatment, but still has significant symptoms. Consultation or referral may be 
valuable before proceeding further. 
*Suggestions for management are based on some indirectly relevant studies, logic, and clinical experience. 
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