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Although considerable research has been conducted on the efficacy of
psychotherapy for depression, with and without medication, relatively few
studies have focused on chronic forms of depression. Approximately 20%
of individuals with depression experience episodes that last for two years
or longer. We review the controlled research on the effectiveness of treat-
ments separately for dysthymia and chronic major depression, focusing on
the practical implications of the research for clinicians. In trials conducted
with dysthymics, medication has been superior to psychotherapy, with
limited evidence that combined treatment has advantages over medi-
cation or psychotherapy alone. In chronic major depression, combined
treatment has demonstrated significant superiority over medication or
psychotherapy alone. Possible explanations for the discrepant findings
among dysthymics and those with chronic major depression are dis-
cussed. © 2003 Wiley Periodicals, Inc. J Clin Psychol/In Session 59:
893–905, 2003.
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Typically, depressive episodes are time limited, with a median length of approximately
20 weeks. Although recurrences are common, most depressed patients eventually return
to a state they often describe as feeling myself again. Over the past 20 years, however,
researchers have identified chronically depressed patients whose episodes last for at least
two years and sometimes much longer without a return to baseline. Evidence is accumu-
lating that compared to non-chronically depressed patients, this subgroup is notable for
poorer subjective well being and impaired social and occupational functioning. Those
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whose age of onset is early (before 21), demonstrate particularly high rates of recurrence,
comorbid personality disorders, psychiatric hospitalizations, and among women, low edu-
cational achievement, which may lead to underemployment and reduced income. Such
consequences add a financial dimension to the toll that depression can take on an individual.

In this article, we focus on what is currently known about the effectiveness of psy-
chotherapy, with and without medication, for the treatment of dysthymia and chronic
major depression. Before discussing these findings, we discuss two important issues with
important implications for the treatment of chronic depression: the economic burden and
the relation between residual symptoms and relapse.

Economic Burden of Depression and Its Clinical Implications

Overall, the economic burden of depression in 1990 was calculated at 44 billion dollars
including direct costs (e.g., psychiatric, medical), mortality costs (i.e., depression-related
suicide), and morbidity costs (e.g., reduced work productivity). Depression was the fourth
most costly of all illnesses in 1990; by 2020, it is projected to become the second most
costly.

Depression is associated with remarkably high rates of functional impairment, and
evidence suggests that these effects are even more pronounced in the chronically depressed.
Findings reveal lower daily function among depressed patients compared to patients with
a number of chronic medical conditions. Among chronically depressed patients, dysthy-
mics demonstrated notably lower physical function than did those suffering from all other
sampled general medical conditions, with the exception of congestive heart failure.

In addition to general daily and physical problems, another measure of disability is
days of work that are missed as a function of a specific illness. In comparison with both
psychiatric and non-psychiatric illness, depression emerges as the condition with most
workdays lost—more, for example, than anxiety, neurological problems, diabetes, and
history of heart disease and cancer. Depressed patients also have been shown consistently
to use 1.5 to 2 times as many medical services as nondepressed patients, even after
controlling for chronic medical illness. Further, there is evidence that when compared to
those with acute major depressive disorder (MDD), those with chronic depression dem-
onstrate higher rates of suicide attempts and hospitalizations and are notable for high
rates of medical use.

Although the economic burden of an illness may at first glance appear to be of more
concern to policy makers than to mental-health professionals, we believe it has implica-
tions regarding both assessment and treatment for the depressed patient. With respect to
the latter, disability-related problems associated with depression should be a target of
treatment. Although recovery from depression itself is associated with reductions in dis-
ability, there is evidence that changes in social- and work-function lag behind changes in
symptoms. Moreover, clinicians often find themselves in the position of requesting treat-
ment authorizations and extensions from third-party payers for patients in their care. The
ability to document changes in vocational, social, and physical function is likely to play
an important role in assisting patients to obtain authorization and reimbursement, which
in turn facilitates participation in necessary treatment. Thus, in addition to monitoring
changes in symptoms, measures of daily function, such as the Medical Outcome Study
36-item Short Form (SF-36; Ware & Sherbourne, 1992), and social-adjustment scales
such as the Social Adjustment Scale—Self-Report (SAS-SR; Weissman, Prusoff, Thomp-
son, Harding, & Meyers, 1978) should be part of the routine assessment of the depressed
patient across the course of treatment.
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Residual Symptoms, Chronicity, and Relapse/Recurrence in Major Depression

Much of our knowledge regarding the course of major depression derives from data
gathered in the Collaborative Depression Study (CDS), which involved over 500 treatment-
seeking patients diagnosed with unipolar major depression over a period of more than 20
years. Findings indicate that over 75% of those who experience major depression suffer
more than one episode and over 20% experience chronic depression lasting two years or
longer. A number of studies based on CDS data also have highlighted unexpected rela-
tions among residual symptoms, time to relapse, chronicity, and recurrence.

In a study of patients followed in the CDS for at least 10 years, those whose recovery
was asymptomatic—that is, full remitters—were compared to a group who recovered but
continued to suffer subthreshold depressive symptoms, that is, partial remitters (Judd
et al., 1998). Compared to the asymptomatic group, patients with subthreshold symptoms
relapsed to a major depressive episode more than 3 times more quickly. Put differently,
patients whose recovery was asymptomatic remained well for a median of over 4 years
compared with slightly more than 1 year for those with subthreshold symptoms. Sub-
sequently, those in the subthreshold group also were found to suffer more chronic epi-
sodes (lasting 2 years or longer) and, over a 12-year period, had significantly fewer
weeks during which they were free of depressive symptoms (Judd et al., 2000). Other
reports based on CDS data have revealed that an individual’s probability of recurrence
increases as the number of recurrences increase, and decreases with longer duration of
recovery (Solomon et al., 2000).

Clinical Implications of Data on Course of Depression

Taken together, these data suggest two important treatment considerations for the psy-
chotherapist. First, the difference in course between those who are full versus partial
remitters clearly implies that the goal of treatment for the depressed patient should be full
remission. Second, the ubiquity of recurrence, as well as the increasing risk conferred by
multiple episodes, suggests the importance of longer-term treatment, even beyond the
point where the individual has responded.

Consistent with these data, the most recent American Psychiatric Association Prac-
tice Guidelines for Depression (2000) conceptualize treatment as a three-phase process.
The goal of the initial, or acute, phase of treatment is full remission of depressive symp-
toms. Although the guidelines suggest an acute phase length of 6–8 weeks, the latter is
predicated on time to response to medication. Because available data suggest that response
to psychotherapy takes somewhat longer than response to a single medication, the likely
length of acute treatment involving psychotherapy would be 12 weeks or longer. The
guidelines suggest that the initial stage of treatment should be followed by a continuation
phase of 16–20 weeks. The goal of continuation treatment is preventing relapse. The
frequency of visits during this phase, depending upon clinical status, might continue at
the same frequency as the acute phase, or may be decreased (e.g., from once per week to
biweekly). The third, or maintenance, phase of treatment is designed to prevent recur-
rences, that is, new episodes of major depression. For patients in psychotherapy, visits
during this phase are typically once per month and may continue for a year or longer.

Psychotherapy and Combination Treatment for Dysthymic Disorder

A number of recent studies have focused on the effectiveness of different treatments for
dysthymia. As noted by Kocsis (this issue), the efficacy of psychopharmacology for
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dysthymic disorder has been relatively well established. Although studies on psychother-
apy for dysthymic patients have lagged behind, some researchers recently have reported
on the efficacy of psychotherapy for dysthymia.

In an earlier review, Markowitz (1994) identified only seven empirical reports on
psychotherapy for dysthymia. Given significant methodological limitations (e.g., small
samples) in these reports, Markowitz warned that the findings should be interpreted with
caution. With this in mind, the response rate—those meeting criteria for significant clin-
ical improvement—across all studies was 41%, suggesting that some dysthymic patients
derive benefit from psychotherapy.

Psychotherapy vs Medication

More recently, three trials have compared psychotherapy and medication for dysthymic
disorder without examining the efficacy of combined treatment. Barrett and associates
(2001) compared the effectiveness of a brief trial of paroxetine, placebo, and a brief
problem-solving psychotherapy (PST) (6 visits over 11 weeks) in adult primary-care
patients diagnosed with either minor depression or dysthymia. Findings revealed signif-
icant post-treatment reductions in depressive symptoms across both diagnoses and all
treatment groups. For the dysthymic sample, there were no significant differences between
the three treatments on overall reductions in depressive symptoms. However, remission
rates were significantly higher for both active treatment groups than the placebo group,
with paroxetine having the most robust effect (paroxetine � 80%; PST � 57%; placebo �
44%).

Within the same research group and using the same design, Williams and associates
(2000) examined the impact of these interventions in elderly patients. Although paroxet-
ine was significantly more effective in reducing depressive symptoms than the placebo
group, PST was not. These authors did note, however, that during the latter weeks of
treatment, those patients treated with psychotherapy showed more-rapid decline in symp-
tomatology than those in the placebo group.

Dunner and colleagues (1996) found that dysthymic patients treated for 16 weeks
with either cognitive therapy alone or fluoxetine alone showed equivalent symptomatic
improvement over baseline. However, response rates in both groups were smaller than
those found in treatment studies for MDD.

Findings from the three trials reviewed here suggest that, with the exception of the
Dunner et al. (1996) trial in which the two were equivalent, medication appears to be
superior to psychotherapy alone. However, the dose of psychotherapy in these trials was
relatively low. In the two trials using PST in primary care (Barrett et al., 2001; Williams
et al., 2000), six treatment sessions may have been too brief to be effective with chroni-
cally depressed patients. When evaluating these findings, it is important also to note that
psychotherapy was being compared to medications where the effective dose was well
known.

Combined Treatment

Four studies have reported evaluations of combined medication and psychotherapy for
dysthymia. Browne and colleagues (2002) examined the impact of sertraline, brief (10
sessions) interpersonal psychotherapy (IPT), and their combination in a sample of approx-
imately 700 adults recruited in primary-care settings. Treatment lasted for 6 months,
followed by an 18-month naturalistic evaluation. At post treatment, combined treatment
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and sertraline alone were equivalent and significantly superior to IPT alone. The response
rates were 60% for sertraline, 58% for combined treatment, and 47% for IPT. A similar
pattern was observed at the 2-year point. However, those patients treated with combined
therapy had significantly lower health and social-services costs than the sertraline-alone
group at both the 6-month and 2-year points.

One issue regarding the design of this study bears comment. During the naturalistic
follow-up period, those assigned to either combination or sertraline alone were offered
sertraline for the entire 2-year period. Although all patients were free to pursue treatment,
substantially more patients who were in the combined (66%) or sertraline-alone (62%)
conditions took sertraline or other antidepressants during the follow-up when compared
to the IPT-alone group (12%). This feature of the design, during which there were sub-
stantial imbalances in treatment, makes interpretation of the longer-term findings
problematic.

In a study carried out in Brazil targeting low SES patients, De Mello and colleagues
(2001) compared combined moclobemide/IPT and moclobemide with clinical manage-
ment in the treatment of a small sample (N � 35) of patients with dysthymia. Those in the
moclobemide/IPT condition received 16 acute and 6 maintenance psychotherapy ses-
sions. The dropout rate was 37% in the combined group and 58% in the medication-alone
group, which is substantially higher than most other published studies. Both groups dem-
onstrated significantly reduced depressive symptoms. Although there was a trend in favor
of combined treatment, there were no significant between-group differences. In addition
to the high dropout rates, the low sample size and the fact that only one therapist was
providing the treatment necessitate cautious interpretation of the results.

In a study comparing placebo, placebo plus brief (12 session) group cognitive–
behavioral therapy (GCBT), sertraline, and combined treatment for a sample of 97 adult
patients with dysthymia, Ravindran and associates (1999) reported equivalent reductions
in depression for the latter two groups. Reductions in depressive symptoms for those in
GCBT plus placebo were significantly lower and no different than placebo alone. Response
rates were 71% for combined treatment, 54% for sertraline alone, and 33% for both
GCBT with placebo and placebo alone. Differences in the response rates between med-
ication alone and combined treatment were not statistically significant in this sample,
which was relatively small for a four-group design. However, combined treatment was
superior to medication alone on some of the functional measures.

Finally, several studies have reported that CBT (e.g., Fava, Rafanelli, Grandi, Conti,
& Belluardo, 1998), mindfulness-based cognitive therapy (Teasdale et al., 2000), and IPT
(Frank, Kupfer, Wagner, McEachran, & Cornes, 1990) can be helpful in preventing relapse
among depressed patients previously treated with medication. One such study has been
reported in the area of chronic depression. Hellerstein and colleagues (2001) compared
fluoxetine and combined fluoxetine/cognitive–interpersonal group psychotherapy (CIGP)
in 40 dysthymic patients following partial response to medication. CIGP was a 16-session
intervention. At post treatment, there were significant differences favoring combined
treatment on several measures of depressive symptomatology and global function. Response
rates at post treatment were 89% for combined treatment and 76% for medication only. At
follow-up, 12 weeks after treatment termination, response rates were 61% for those in
combined treatment versus 40% for those in medication only. Although between-group
differences were not significant, the sample size was small. These findings are promising
and suggest the need for additional trials examining the efficacy of a variety of strategies
to treat chronically depressed patients who do not respond fully to medication.

Overall, the findings are somewhat mixed on the question of whether combined
treatment is superior to medication alone for dysthymic disorder. Although evidence to
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date on reducing depressive symptoms does not reveal a clear advantage for combined
treatment, differences in use of health and social services (Browne et al., 2002) and in the
studies with smaller samples, differences in response rates (Ravindran et al., 1999), drop-
out rates (De Mello et al., 2001), and functional improvement (Ravindran et al., 1999),
suggest that combined treatment may be superior to medication alone.

Although only one study (Hellerstein et al., 2001) addressed whether combined treat-
ment might be helpful in treating dysthymic patients who partially respond to medica-
tion, the findings suggest an advantage for combined treatment. Clearly, substantially
more research is needed in this area.

Psychotherapy and Combination Treatment for Chronic Major Depression

In addition to dysthymic disorder, which may occur in the absence of a chronic major
depressive episode, at least three other subtypes of chronic depression have been identi-
fied. Those with chronic major depression have had an episode of major depression that
has lasted for two years or more. A second subtype comprises those with MDD super-
imposed on antecedent dysthymia, often referred to as double depressives. The third
subtype are those who suffer recurrent major depressive episodes without full inter-
episode recovery, that is, who suffer subsyndromal symptoms between episodes, where
the entire length of illness is two years or greater.

Although there is a reasonably large literature evaluating cognitive as well as inter-
personal therapy for nonchronic or mixed depressed samples, few studies have targeted
specifically the above groups of patients. We found only three controlled studies that
included patients who met criteria for one of the three subtypes and involved at least 10
patients per treatment. All have examined somewhat different questions with chronically
depressed patients and, for the most part, have used different treatments.

One early study (de Jong, Treiber, & Henrich, 1986) found that a comprehensive
cognitive–behavioral treatment including activity scheduling, social-competence train-
ing, and cognitive restructuring, achieved higher response rates (60%) among patients
with double depression than cognitive restructuring alone (30%) or a wait-list control
condition (10%).

In a comparison of combined pharmacotherapy and cognitive–behavioral therapy
with medication alone, a group of patients with double depression were recruited while
inpatients (Miller, Norman, & Keitner, 1999). Treatment continued following discharge
from the hospital. At post treatment, those who received combined therapy were signif-
icantly more improved on symptoms of depression and social functioning. However,
there were no differences between the groups at the 6-month and 1-year follow ups. In
addition, overall response rates were low, with 38% meeting criteria for full response at
post treatment and a high relapse rate at subsequent assessments.

In a multicenter trial involving nearly 700 patients suffering chronic major depres-
sion, Keller and colleagues (2000) compared the efficacy of the antidepressant medica-
tion nefazodone alone, cognitive–behavioral analysis system of psychotherapy (CBASP;
McCullough, this issue), and their combination. This trial involved acute (12 weeks),
continuation (4 months), and maintenance (1 year) phases. In addition, there was a cross-
over phase for nonresponders to either monotherapy (i.e., nonresponders to medication
only were crossed over to CBASP and vice-versa). Nonresponders to combination treat-
ment were dropped from the study. Full and partial responders in the acute phase contin-
ued in the treatment to which they responded for continuation. During the maintenance
phase, those in combination or nefazodone alone were assigned randomly to drug versus
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placebo, whereas those in CBASP alone were assigned randomly to either once-monthly
CBASP or assessment only.

The major findings regarding reductions in depressive symptoms were as follows:

1. at the end of the acute phase, combination treatment was associated with signif-
icantly better response (approximately 75%) compared to the monotherapies
(approximately 50%);

2. in the crossover phase, evidence suggests that those started with medication, who
failed to respond, and then received psychotherapy had higher response rates than
those who experienced the reverse (Arnow et al., 2000);

3. in the continuation phase, those in remission had lower relapse rates than those
who were partial responders (approximately 25% vs less than 10%) (Arnow et al.,
2000);

4. the rate of continuation-phase relapse among partial responders who were in com-
bination treatment was much less than those in either monotherapy (approximate-
ly 10% vs 25%) (Arnow et al., 2000); and

5. in the maintenance phase, there was a higher rate of relapse in placebo than in
nefazodone (Gelenberg et al., in press).

These findings are consistent with practice guidelines that suggest providing com-
bined treatment in more-severe cases of depression, and with prior data suggesting better
outcomes among those with full versus partial response. In addition, the results are con-
sistent with evidence that outcomes continue to improve beyond the acute phase of treat-
ment, supporting the importance of longer courses of therapy for those with chronic
depression.

Although no single trial is definitive because of the sample size, treatment length,
and other methodological strengths, these findings provide the best-available guidance
on treating patients with chronic major depression. In this study, medication and psycho-
therapy were equivalent, and there was a pronounced advantage for combined treatment.

The question arises as to why these findings are different from those in the dysthymia
literature, where medication was superior to psychotherapy alone and evidence in favor
of combined treatment was far more equivocal. Of the many possible explanations, we
will highlight two.

First, it is possible that CBASP, which was specifically developed for the chronically
depressed patient, has distinctive efficacy with this population compared with other psy-
chotherapies such as IPT and PST. Second, the dose of psychotherapy in this study was
substantially higher than in most of the trials conducted with dysthymic patients (e.g.,
Browne et al., 2002; Ravindran et al., 1999). Although the acute phase was only 12
weeks, CBASP was provided twice weekly during weeks 1– 4 for all patients, with the
option for two sessions weekly during weeks 5–8 for patients who were demonstrating
that they were not learning the specific problem-solving methodology in CBASP. Thus,
the mean number of psychotherapy sessions over the 12 weeks of acute treatment was 18.
Furthermore, during the first four weeks there were no differences between medication
and combined treatment, but CBASP alone was associated with significantly lower reduc-
tions in depressive symptoms. It was only in the latter part of the acute phase that CBASP
caught up with medication and the superiority of combination therapy became evident. It
is possible that the differences in the speed of recovery were due not only to psychother-
apy taking a longer period of time to manifest its full effects, but also because patients
needed a larger dose of psychotherapy than was delivered during the early part of the
acute phase.
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Treatment for Chronic Depression: Impact on Comorbid Symptomatology

In addition to recent studies addressing the impact of pharmacotherapy, psychotherapy,
and their combination on chronic depression, several studies also have concentrated on
the effect of such treatments on comorbid symptoms. Although few in number, these
studies make clinical and practical sense considering the broad impact chronic depression
has on people’s functioning.

Comorbid Anxiety

Given that anxiety symptoms commonly co-occur in MDD and dysthymia, one set of
investigators (Ninan et al., 2002) compared improvement in anxiety symptoms among
treatment groups in the Keller et al. (2000) multicenter study. The findings were similar
to those for depressive symptoms. That is, at the end of the acute phase, combined treat-
ment yielded significantly greater improvement in symptoms of anxiety than either
monotherapy.

Comorbid Sleep Dysfunction

Also using data from the same multicenter study, Thase and colleagues (2002) examined
the impact of CBASP, nefazodone, and their combination on co-occurring sleep difficul-
ties among patients who had experienced at least one symptom of insomnia. As might be
expected based on nefazodone’s established effectiveness in reducing insomnia, those
patients receiving nefazodone alone or in combination with psychotherapy had signifi-
cantly greater sleep improvement than did patients receiving CBASP only during the
acute phase of treatment. It is unknown whether such findings would generalize to other
antidepressants with less favorable impact on sleep.

Comorbid Sexual Difficulties

Given that depression often is associated with sexual dysfunction and that sexual diffi-
culties are known to be part of the side-effect profile for many antidepressant agents, it
makes sense to study the effect of treatments for chronic depression on sexual function-
ing. One group of investigators (Zajecka et al., 2002) indeed found that a high percentage
of both men and women in the Keller et al. (2000) sample reported sexual dysfunction at
baseline (65% and 48%, respectively). Improvement in depressive symptoms predicted
improvement in sexual interest and satisfaction (for men and women) and improved
sexual functioning in men across all treatment groups. Furthermore, when controlling for
change in depression levels, male and female patients across all 3 groups evidenced
significant increases in sexual interest and satisfaction, with the combined group showing
the greatest effect. While these findings again point to the benefit of combined treatment
for chronic depression and its related symptomatology, nefazodone is associated with
fewer sexual side effects than many other antidepressant medications. It is unknown
whether these findings would replicate with antidepressants associated with more prob-
lematic effects on sexual function.

Comorbid Functional Deficits

Hirschfeld and associates (2002) investigated whether improvement in psychosocial
functioning (e.g., work performance, social adjustment) during the acute phase of the
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Keller et al. study (2000) differed between treatments and examined relations between
psychosocial functioning and changes in depressive symptoms. For most outcomes, com-
bination therapy was associated with greater psychosocial improvement than either mono-
therapy. Functional improvement progressed more slowly than did reductions in symptoms
of depression. Although these findings are encouraging, it should be noted that moderate
functional impairment remained following acute treatment. This finding is consistent
with other researchers (e.g., Friedman, Markowitz, Parides, Gniwesch, & Kocsis 1999)
who have found that despite some improvement in social functioning following contin-
uation pharmacological treatment for dysthymia, significant social problems persisted
even when depressive symptoms were low.

The composite findings regarding the impact of treatment on comorbid symptoms of
chronic depression are encouraging, particularly regarding combined treatment. That is,
combined treatment has been shown to be advantageous specifically over monotherapies
in the areas of anxiety reduction, improved sexual interest and satisfaction, and improved
psychosocial functioning. However, research in this area is just beginning to emerge and
has been predicated mainly on one large sample of patients treated with a specific psy-
chotherapy and antidepressant medication. It remains to be seen whether these findings
will be reproduced in future studies.

Process and Outcome in Psychotherapy for the Chronic Depressions

The Therapeutic Alliance

The therapeutic alliance has emerged consistently as a robust predictor of outcome across
a variety of treatment approaches and for a wide array of clinical problems (see Constan-
tino, Castonguay, & Schut, 2002). Although studies of the alliance in chronic depression
and dysthymia are limited, investigators (Klein et al., in press) recently examined the
impact of patient-rated alliance on treatment outcome in the acute phase of the Keller
et al. (2000) trial. The quality of the alliance at week two significantly predicted patient
improvement in both the combined and psychotherapy-alone treatment conditions (the
alliance was not assessed in the nefazodone-alone condition). Moreover, this association
held when controlling for patient improvement before alliance ratings, as well as certain
patient characteristics. These findings are generally consistent with those from the land-
mark NIMH Treatment of Depression Collaborative Research Program in which the qual-
ity of the therapy alliance significantly predicted outcome across all four treatments
(Krupnick et al., 1996).

With regard to predictors of the alliance, Santiago and colleagues (2002), drawing on
the multicenter data, found that a history of drug abuse/dependence and lower social
adjustment were related negatively to early alliance development in the psychotherapy-
alone condition. In the combined psychotherapy/pharmacotherapy group, male gender
and emotional distancing significantly predicted a poorer alliance. These authors cau-
tioned, however, that the correlations, although statistically significant, were low and of
uncertain clinical significance.

Another set of investigators (Zuroff et al., 2000) using a different data set found that
patients with high levels of a particular depressogenic cognition—perfectionism—had
greater difficulty establishing strong alliances during the course of treatment than non-
perfectionistic patients across all forms of treatment. Moreover, the difficulty in estab-
lishing a robust alliance was a mediating factor for the negative relation between
perfectionism and outcome (Blatt, Quinlan, Pilkonis, & Shea, 1995). It should be noted,
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however, that these findings related mainly to patients with episodic depression. Whether
they would generalize to chronic forms of depression is unknown. However, it could be
the case that perfectionism is particularly common in chronic depressives. Indirect sup-
port for this notion has been reported by Klein and colleagues (1988) who found that
self-criticism is higher in chronic versus episodic depressives.

Conclusions and Unanswered Questions

In general, relatively few clinical trials have been conducted on the treatment of chron-
ically depressed patients. Based on available data, we advance four recommendations
for clinical practice. First, for chronic major depression, the evidence supports recom-
mending combined treatment, which has displayed advantages in reducing not only de-
pressive symptoms, but also comorbid problems. In studies on dysthymia, evidence
suggests that medication is superior to psychotherapy alone, while comparisons of
medication versus combined treatment suggest an advantage for the latter, particularly
when a broad range of outcome measures are considered. The dose of psychotherapy
was probably too low to provide an adequate test in the studies carried out with
dysthymics.

Second, while few psychotherapies have been evaluated rigorously for chronic depres-
sion, CBT, IPT and CBASP have all demonstrated effectiveness in many cases. No direct
head–head comparisons have been performed to test whether one of these psychothera-
pies is more effective than the others.

Third, evidence indicates that the goal of treatment for chronically depressed patients
should be full response or remission. Moreover, effective treatment involves not only
acute-phase therapy aimed at symptom reduction, but also longer-term treatment aimed
at enhancing response where necessary and preventing relapse and recurrence.

Fourth, we recommend that clinicians treating chronically depressed patients assess
not only depressive symptoms, but also work and social function. These areas are com-
promised in this population and appear to improve more slowly than the depressive symp-
toms themselves.

We can highlight only a few of the many questions that remain unanswered regarding
the treatment of this challenging population. First, many practitioners are not familiar
with the psychotherapies that have been tested for chronic depression. For example, even
where combined treatment has been superior to medication, the psychotherapies studied
are limited to CBT or CBASP. In the latter case, only a relative handful of therapists are
familiar with the therapy model. It is unclear how similar the findings we summarized
would be with other forms of psychotherapy.

Second, most of the studies we reviewed relied on a single medication. Thus, response
rates we reported for medication may be somewhat lower than those that might be achieved
in a clinical setting where there is access to a variety of medications. On the other hand,
approximately half of all depressed patients are treated in primary-care settings, where
evidence suggests that under dosing of medication is common and response rates are
lower than those achieved in specialty mental-health settings. Although combined treat-
ment may continue to demonstrate the most-robust effects with the chronically depressed
patient, it will be important to test whether it is superior to medication alone where
prescribing physicians have access to a variety of medications.

Finally, the viability of different treatments will rest not only on their efficacy, but
also on their cost effectiveness. Studies comparing the cost effectiveness of treatment for
chronic depression remain to be completed.
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