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Abstract

Objective—The authors sought to determine whether a greater frequency of interpersonal
psychotherapy (IPT) sessions during maintenance treatment has a greater prophylactic effect than
a previously validated once-a-month treatment.

Method—A total of 233 women 20-60 years of age with recurrent unipolar depression were
treated in an outpatient research clinic. After participants had achieved remission with weekly IPT
or, if required, with weekly IPT plus antidepressant pharmacotherapy, they were randomly
assigned to weekly, twice-monthly, or monthly maintenance IPT monotherapy for 2 years or until
a recurrence of their depression occurred.

Results—Among participants who remitted with IPT alone and entered maintenance treatment
(N=99), 19 (26%) of the 74 who remained in the study throughout the 2-year maintenance phase
experienced a recurrence of depression. Among participants who required the addition of a
selective serotonin reuptake inhibitor to achieve remission (N=90), 32 (36%) sustained that
remission through continuation treatment and drug discontinuation and began maintenance
treatment; of these, 13 (50%) of the 26 who remained in the study throughout the maintenance
phase experienced a recurrence. Survival analysis of time to recurrence by randomized treatment
frequency showed no effect on recurrence-free survival in either treatment subgroup.

Conclusions—These results suggest that maintenance IPT, even at a frequency of only one visit
per month, is a good method of prophylaxis for women who can achieve remission with IPT
alone. In contrast, among those who require the addition of pharmacotherapy, IPT monotherapy
represents a significantly less efficacious approach to maintenance treatment.

The long-term treatment of recurrent depression has become an important focus of
psychiatric research and practice. There is now substantial evidence that the most effective
pharmacotherapeutic approach for prophylaxis is to maintain the full dose of the
antidepressant with which remission was achieved (1-4). However, not all patients are
willing or able to remain on maintenance pharmacotherapy indefinitely. Many women prefer
treatment with psychotherapy (5, 6). Similarly, among patients with medical illnesses that
require complex pharmacotherapy regimens, psychotherapy may be the preferred mode of
treatment.

Address correspondence and reprint requests to Dr. Frank, Western Psychiatric Institute and Clinic, 3811 O’Hara St., Pittsburgh, PA
15213; franke@upmc.edu.
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Jarrett et al. (7) and Hollon et al. (8) demonstrated the efficacy of continuation treatment
“booster” sessions following acute treatment with cognitive therapy (9), and our own results
(10) pointed to the possible utility of interpersonal psychotherapy (IPT) (11) as a long-term
maintenance strategy. In our earlier study (12) examining the efficacy of maintenance IPT
among patients randomly assigned to monthly sessions of maintenance IPT alone after acute
treatment with IPT and imipramine, the median time to recurrence was 54 weeks in a 3-year
maintenance phase. Among those whose treatment was characterized by ideal therapeutic
conditions during sessions—that is, an intensive focus on interpersonal concerns—median
survival time nearly doubled to 102 weeks. We observed similar benefits with maintenance
IPT in a study of late-life patients (13).

Further development of nonpharmacologic preventive maintenance strategies is especially
relevant for women, given the female-to-male prevalence ratio of approximately 2:1 for
unipolar depression (14-16) and the preference of women for treatment with psychotherapy
(5, 6), especially during the childbearing years, when concerns about teratogenesis or effects
on the nursing infant may be prominent. The many psychosocial vulnerability factors for
depressive relapse observed in women (17) make IPT an especially apt intervention for this
population.

Previous studies of continuation or maintenance psychotherapy have not addressed the
question of the appropriate frequency of sessions—or psychotherapy “dosage”—for
prevention of relapse or recurrence. In our previous investigations (10, 13), we used once-a-
month psychotherapy for maintenance treatment. It is yet to be determined whether
maintenance psychotherapy is “dose dependent.” For individuals who achieve remission of
their depressive episode with psychotherapy, is the ideal dose of maintenance psychotherapy
weekly, twice monthly, or monthly? For individuals who receive a combination of
pharmacotherapy and psychotherapy for acute treatment but wish to discontinue medication,
what is the ideal maintenance dose of psychotherapy in the absence of maintenance
pharmacotherapy? Given the cost and time involved in psychotherapy, on the one hand, and
the psychological burden and impairment associated with a recurrence of depression, on the
other, it is important to determine the lowest efficacious dose of maintenance psychotherapy
for both these patient groups.

Our primary objective in this study was to determine the ideal frequency of maintenance
interpersonal psychotherapy for women treated acutely with psychotherapy alone or, if
necessary, with a combination of psychotherapy and medication. Maintenance IPT differs
from acute IPT in the focus of sessions and, typically, in the frequency as well. In acute IPT,
sessions focus on addressing one of four problem areas (grief, role transitions, role disputes,
and interpersonal deficits), depending on the patient’s presenting problem. In maintenance
IPT, the focus is broader because the goal is prevention of recurrence and because therapy
aims to augment the competencies and strengths achieved in acute IPT, helping the patient
assume responsibility for the prevention of future episodes and reinforcing skills in coping
with interpersonal life events while still focusing on the four traditional problem areas of
IPT (11). In this study, we investigated the relative efficacy of three different “doses” of IPT
for prophylaxis of new depressive episodes in women with histories of recurrent illness.

A total of 233 women 20-60 years of age with recurrent depression who were seeking
nonpharmacologic management of their recurrent illness were enrolled in the study between
September 1992 and April 1999; we expected that approximately 100 participants would
achieve a sustained remission with interpersonal psychotherapy alone in the acute treatment
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phase and continue on to the maintenance phase. Each participant received a complete
description of the study and provided written informed consent in accordance with
procedures approved by the Institutional Review Board of the University of Pittsburgh. In
the study description, participants were advised that if IPT alone was not successful in
bringing about a remission of their depression, they would be offered the option of having
pharmacotherapy added to their acute treatment, and after 5 months of stable remission the
pharmacotherapy would be withdrawn for the maintenance phase.

To be included in the study, patients had to be experiencing at least their second episode of
unipolar depression according to Research Diagnostic Criteria (18) as extracted from either
the Schedule for Affective Disorders and Schizophrenia (18) or the Structured Clinical
Interview for DSM-1V (19), and the immediately preceding episode had to be 10-130 weeks
before the onset of the index episode. Other inclusion criteria were age between 20 and 60
years; score =15 on the 17-item Hamilton Depression Rating Scale (HAM-D) (20); and
score =7 on the Raskin Severity of Depression Scale (21). Exclusion criteria were presence
of comorbid axis | disorders (other than anxiety disorders, hypomania, adult-onset
dysthymia, and eating disorder not otherwise specified), full-criteria antisocial or borderline
personality disorder, history of substance abuse or dependence within the past 2 years,
history of a manic episode, or any medical condition (excluding pregnancy) incompatible
with the use of a selective serotonin reuptake inhibitor (SSRI).

Study Design

Figure 1 provides an outline of the study design. Participants entered a 12- to 24-week acute
treatment phase in which they were treated with weekly IPT until remission, which was
defined as 3 consecutive weeks with a HAM-D score <7. If, after the first 4 weeks and four
IPT sessions, the HAM-D score was not reduced by at least 33%, the frequency of IPT
sessions was increased to twice weekly for 4 weeks. After a minimum of 12 weeks in this
acute phase, those who were able to sustain remission for 5 additional weeks were then
randomly assigned to weekly, twice-monthly, or monthly maintenance IPT sessions for a
period of 2 years.

Participants who did not respond to weekly sessions of IPT alone during acute treatment
were offered the option of having pharmacotherapy with an SSRI added to their treatment
regimen. Nonresponse was defined as any one of the following: a reduction of <25% from
baseline in the HAM-D score by week 6; a reduction of <50% after 4 weeks of weekly IPT
followed by 4 weeks of twice-weekly IPT; a reduction of <50% by week 12; or absence of
remission after 24 weeks of IPT alone. Those who agreed to the addition of
pharmacotherapy were treated with an SSRI and ongoing weekly IPT. Pharmacotherapy
typically began with 10-20 mg/day of fluoxetine.

After initial remission of symptoms (HAM-D score <7 for 3 weeks), participants who
required the addition of medication then entered a continuation phase that lasted an
additional 17 weeks. Because our goal was to study various “doses” of IPT alone as a
maintenance treatment, and because our participants had entered the study with the hope of
being treated and maintained recurrence-free without medication, we attempted
discontinuation of the SSRI at the end of the continuation phase over a period of 1 to 4
weeks. The SSRI was discontinued only after a careful discussion of the potential risks of
discontinuing medication and with careful monitoring of patients. These participants then
continued to receive IPT alone for 4-6 weeks to ensure that their remission was stable
before they entered the experimental maintenance phase.

At the end of the continuation phase, all participants were randomly assigned to weekly,
twice-monthly, or monthly maintenance IPT sessions for a period of 2 years or until
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recurrence (see Figure 2). Recurrence was defined as a reemergence of symptoms meeting
DSM-IV criteria for major depression, confirmed by a senior psychiatrist who was not part
of the investigative team.

Who Remitted With IPT Alone

As shown in Figure 2, 31 of the initial 233 participants (13.3%) were withdrawn from
treatment before the end of the acute phase, 90 (38.6%) did not respond sufficiently to IPT
alone, and 112 (48%) participants who were treated with IPT alone met remission criteria
and entered the continuation treatment phase, during which they continued to receive weekly
IPT. If participants experienced a reemergence of their symptoms to the extent that they met
criteria for major depression during the continuation phase, they were considered to have
relapsed, were withdrawn from the study, and were offered appropriate alternative
treatment. Eight (7%) patients experienced a relapse, five (4.5%) were withdrawn for other
reasons, and the 99 (88%) who completed continuation treatment (42% of the initial sample)
entered the experimental maintenance phase and were assigned to weekly (N=33), twice-
monthly (N=35), or monthly (N=31) maintenance IPT.

Who Required Combined Acute Treatment

Of the 90 patients who did not respond sufficiently to IPT alone, 86 consented to receive the
combination of IPT and an antidepressant; of these, 58 (67.4%) remitted and entered
continuation treatment, nine (10.5%) withdrew after medication was initiated, and 19
(22.0%) did not remit. Of those who entered continuation treatment, 32 (55.2%) completed
this phase and were able to discontinue medication and enter the maintenance phase without
relapsing. These 32 participants (37.2% of the original sequentially treated sample of 86)
were randomly assigned to weekly (N=10), twice-monthly (N=9), or monthly (N=13)
maintenance IPT.

Data Analysis

Results

Participants

An intent-to-treat approach was used with all outcome measures. The attrition rate and the
proportion of participants who completed the study without a recurrence were compared
across the three maintenance treatment conditions using the chi-square test. Time to
recurrence was estimated with Kaplan-Meier survival analysis, and the equality of the
survival distribution for the three groups was tested using the log-rank test (22). Cox
regression was used to analyze the association of age, number of episodes, and duration of
index episode with time to recurrence.

The participants’ demographic and clinical characteristics are summarized in Table 1. On
average, these women had recurrent unipolar depression of moderate severity, impaired
overall functioning, and a relatively early illness onset.

Who Remitted With IPT Alone

Among the 99 participants who were treated acutely with IPT alone and reached the
maintenance phase of the study, 25 were withdrawn from the study before the end of the
maintenance phase, 19 experienced a recurrence, and 55 completed 2 years of maintenance
treatment without a syndromal recurrence. Thus, 19 (26%) of the 74 who remained in the
study had a recurrence of depression (95% confidence interval [CI]=16-36). The mean
length of study survival for participants whose depression recurred was 36 weeks after
randomized assignment. The mean recurrence-free survival time for the entire sample was
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84 weeks in this 104-week trial. Survival analysis of time to recurrence by treatment
frequency showed no effect of treatment frequency on recurrence-free survival.

Attrition tended to be lower among participants assigned to the twice-monthly condition
(weekly: 11 of 33 [33.3%; 95% Cl=17.2-49.4]; twice-monthly: 4 of 35 [11.4%; 95%
C1=0.9-21.9]; monthly: 10 of 31 [32.3%; 95% CI=15.8-48.8]; x2=5.49, df=2, p=0.06). The
25 participants who withdrew during the maintenance phase did so while in a state of
remission. Among those who withdrew, the mean HAM-D score at the time of withdrawal
was 2.6 (SD=5.6) for those receiving weekly IPT, 4.0 (SD=3.7) for those receiving twice-
monthly IPT, and 2.5 (SD=2.6) for those receiving monthly IPT.

When the recurrence rate was examined over time, we noted that the majority of recurrences
(79%) were during the first year of maintenance treatment: seven were during the first 6
months, eight between 6 and 12 months, two between 12 and 18 months, and two between
18 and 24 months.

Who Required Combined Acute Treatment

Among participants who required pharmacological intervention in addition to IPT to achieve
remission, 32 (37%) members of the initial eligible sample entered the maintenance phase.
Of these, 13 (40.6%) completed the 2-year maintenance phase without a recurrence, six
(18.7%) were withdrawn from the study, and 13 experienced a recurrence. Thus, the
recurrence rate among those who completed the study was 50% (95% Cl1=23.4-57.4).
Survival analysis of time to recurrence across the three treatment frequency conditions again
showed no significant differences among the conditions.

Comparison of the Two Subsamples

When we compared the group that required only IPT to achieve remission (N=99) and the
group that required IPT plus an SSRI (N=32) to achieve remission, we found no significant
differences in baseline demographic or clinical features. A survival analysis was conducted
on the combined sample, including the 99 monotherapy subjects and the 32 sequential
treatment subjects (Figure 3). Kaplan-Meier estimates of time to recurrence were obtained
for the two groups (IPT alone and IPT plus an SSRI), for the three frequencies of IPT
sessions, and for the six groups (acute treatment requirement by maintenance treatment
frequency). The comparison of the proportions surviving and survival time during
maintenance treatment revealed more recurrences (X2:6.02, df=1, p<0.02) and shorter time
to recurrence (log-rank X2:6.30, df=1, p<0.02) in the sequential treatment sample. The
mean time to recurrence was 56.0 weeks (SE [estimate]=4.1) for the sequential acute
treatment group, in contrast to 84.0 weeks (SE [estimate]=2.9) for the acute IPT
monotherapy sample. The log-rank test for the frequency of IPT sessions was not
significant. A Cox regression model showed that age, number of episodes, and duration of
the index episode were not associated with time to recurrence. The dichotomous variable
IPT alone versus IPT plus an SSRI maintained its significant effect, and the frequency of
IPT sessions remained nonsignificant.

Discussion

We studied IPT as an acute and a maintenance treatment for women with recurrent
depression. Our results lead to three conclusions: 1) when IPT alone is effective in bringing
about a remission of symptoms, it is also effective as a maintenance treatment; 2) in the
maintenance phase, IPT delivered at weekly or twice-monthly intervals is no more effective
in maintaining remission than IPT delivered on a monthly basis; and 3) when IPT alone is
not effective in the acute treatment phase, it is generally not effective in maintaining
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remission. Thus, for women who require combined treatment to achieve remission, IPT
alone cannot be recommended as a maintenance treatment.

Among participants who remitted with IPT alone during acute treatment and remained in the
trial, we observed a recurrence rate of only 26% over a 24-month period of maintenance
treatment with IPT alone. This rate is among the lowest observed to date in maintenance
treatment studies involving patients with established histories of recurrence (4, 10, 13, 23,
24). Furthermore, those who remained in the trial for the full 2 years were generally in
complete remission throughout that period (mean HAM-D score over 2 years=3.05
[SD=1.81]). In our previous maintenance study (10), in which patients were treated acutely
with a combination of pharmacotherapy and IPT, only those who received an antidepressant
in the maintenance phase approached this level of prophylaxis. However, in that trial, we
noted that a subset of patients treated with maintenance IPT alone achieved a high level of
protection. This subset was characterized by a course of maintenance IPT that was
consistently focused on the interpersonal themes that are central to IPT (25). Among those
who achieve remission with IPT alone, perhaps one characteristic of patient/therapist dyads
is their ability (either inherent in the dyad or learned during acute treatment) to remain
focused on interpersonal themes during the therapy sessions. This hypothesis is supported by
analyses (26, 27) demonstrating that subjects who did not do well in the acute phase of this
trial tended to have higher levels of somatic anxiety symptoms, somatic complaints, and
preoccupation with somatic changes—features likely to have interfered with their ability to
focus on interpersonal themes during their therapy sessions. Thus, the ability to achieve
stable remission with IPT alone may have selected the subpopulation uniquely able to
remain focused on interpersonal themes and benefit from this specific treatment.

To our surprise, we found no difference in prophylactic efficacy among the three
frequencies of maintenance IPT we studied. We did, however, observe clear differences in
the risk of recurrence in those participants who achieved remission with IPT alone as
compared with those who required the addition of pharmacotherapy. Indeed, the subgroup
that required the addition of an SSRI to achieve a sustained remission had a markedly
different clinical course throughout the trial. Although the remission rate for the group that
received psychotherapy plus an SSRI was reasonably good, the continuation treatment phase
was not benign for these subjects; 29% experienced a relapse, including 15% who relapsed
while receiving combined treatment. Four additional relapses occurred in the transition to
maintenance treatment with IPT alone, either during the process of medication
discontinuation or shortly thereafter. This points to the potential difficulty of discontinuing
medication after successful resolution of acute symptoms in patients who require the
addition of pharmacotherapy to ongoing psychotherapy. At the time the study was
conducted, and considering the strong preference of many women in their childbearing years
for nonpharmacologic treatment, the attempt to withdraw medication after 5 months of
stable remission seemed reasonable; however, this report now adds to the accumulating data
supporting the necessity of pharmacologic maintenance treatment in individuals who require
pharmacotherapy to achieve remission. Given the small number of participants in this
subgroup who were able to enter the maintenance phase and the low likelihood that many
clinicians today would elect to provide nonpharmacologic maintenance treatment alone to
women who needed combination treatment to achieve remission, generalization from this
subsample about the value of various frequencies of IPT is probably not meaningful.

Although no statistically significant differences were found in baseline HAM-D scores or
number of previous episodes, it seems likely that participants in the group needing
sequential treatment had some biological difference from the other group that is not reflected
in the measures we employed. As we reported earlier (26, 27), subjects whose depression
was complicated by panic-like symptoms or a panic spectrum disorder had a more
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problematic acute treatment course; however, these features are not captured by total scores
on traditional measures of depression severity.

A major limitation of the design of this study is that it did not include a no-treatment
comparison condition in the maintenance phase. Having observed high rates of recurrence
among subjects assigned to brief “medication clinic” visits with placebo in our original
maintenance trials, we felt a no-treatment control condition would not be ethical in this
study.

The literature on maintenance treatment increasingly indicates that if a patient gets well (not
merely better, but well) on any given treatment, the prudent maintenance strategy is to
continue that treatment. For medication, it seems that this needs to be done at the full dose
that was used to achieve remission. For psychotherapy, in contrast, the continuation and
maintenance studies completed to date suggest that relatively infrequent contact, in the form
of either booster sessions or monthly treatment sessions, may be sufficient to protect the
majority of individuals who are able to achieve remission with psychotherapy alone in the
subsequent 1 to 2 years. Thus, session frequency may represent a limited analogy to the
concept of medication dose. Other factors, such as fidelity to the therapeutic model and
therapeutic intensity, which are not captured by visit frequency, may be more important for
protection against recurrence.

While it is clear in retrospect that a subgroup of the women we studied was well served in
both acute and maintenance treatment by a depression-specific psychotherapy, none of the
traditional measures of severity or other parameters of illness distinguished that subgroup
from those who required the combination therapy to achieve remission and, in many cases,
to maintain that remission. The field clearly needs new ways of distinguishing the various
phenotypes of unipolar disorder for which treatment requirements differ. This need is likely
to be met only if we develop new and more subtle means of characterizing patients than our
current measures of depression severity provide.
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FIGURE 1. Study Design for Randomized Trial of Weekly, Twice-Monthly, and Monthly
Interpersonal Psychotherapy as Maintenance Treatment for Women With Recurrent
Depression?

aHAM-D=Hamilton Depression Rating Scale.
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FIGURE 3. Survival Curves of Timeto Recurrence During Maintenance Treatment With

I nter per sonal Psychotherapy, by Acute Treatment M odality®

aEstimated with Kaplan-Meier survival analysis. For women who needed an SSRI in
addition to interpersonal psychotherapy to achieve remission during the acute phase, time to
recurrence was shorter than for those who remitted with interpersonal therapy alone
(X2:6.30, df=1, p<0.02). Censored observations are represented by open circles.
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TABLE 1
Demogr aphic and Clinical Characteristics of 233 Subjects Entering a Clinical Trial of
Maintenance I nter per sonal Psychother apy

Characteristic
N %
White 203 87.1
Married 92 395
Employed full-time 127 545
Mean  SD
Age (years) 37.7 101
Education (years) 15.0 1.9
Duration of current episode (weeks) 2579 19.9
Number of previous episodesb 50 40
Age at first lifetime onset 24.2 9.1
Baseline 17-item Hamilton Depression
Rating Scale score 18.5 3.0
Baseline 25-item Hamilton Depression
Rating Scale score 22.3 3.7

Baseline Global Assessment Scale score ~ 55.1 5.2

aMedian=19.0 weeks.
b - w : N
Sixteen participants reported “too many episodes to count.

DMedian=4.O.

1duasnuey Joyiny vd-HIN

wduosnue Joyiny vd-HIN

Am J Psychiatry. Author manuscript; available in PMC 2013 February 22.



