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Abstract

Objective—Interpersonal psychotherapy (IPT), a structured and time-limited therapy, has been
studied in many controlled trials. Numerous practice guidelines have recommended IPT as a
treatment of choice for unipolar depressive disorders. The authors conducted a meta-analysis to
integrate research on the effects of IPT.

Method—The authors searched bibliographical databases for randomized controlled trials
comparing IPT with no treatment, usual care, other psychological treatments, and
pharmacotherapy as well as studies comparing combination treatment using pharmacotherapy and
IPT. Maintenance studies were also included.

Results—Thirty-eight studies including 4,356 patients met all inclusion criteria. The overall
effect size (Cohen’s d) of the 16 studies that compared IPT and a control group was 0.63 (95%
confidence interval [CI]=0.36 to 0.90), corresponding to a number needed to treat of 2.91. Ten
studies comparing IPT and other psychological treatments showed a nonsignificant differential
effect size of 0.04 (95% C1=-0.14 to 0.21; number needed to treat=45.45) favoring IPT.
Pharmacotherapy (after removal of one outlier) was more effective than IPT (d=-0.19, 95% Cl=
-0.38 to —0.01; number needed to treat=9.43), and combination treatment was not more effective
than IPT alone, although the paucity of studies precluded drawing definite conclusions.
Combination maintenance treatment with pharmacotherapy and IPT was more effective in
preventing relapse than pharmacotherapy alone (odds ratio=0.37; 95% CI1=0.19 to 0.73; number
needed to treat=7.63).

Conclusions—There is no doubt that IPT efficaciously treats depression, both as an independent
treatment and in combination with pharmacotherapy. IPT deserves its place in treatment
guidelines as one of the most empirically validated treatments for depression.

Unipolar depressive disorders have a high prevalence (1, 2) and incidence (3), and they
meaningfully impair quality of life for patients and their relatives (4, 5). Moreover,
depressive disorders are linked with increased mortality rates (6), high levels of health
service use, and huge economic costs (7-9). Major depression ranks fourth in disease burden
worldwide, and it is expected to rank first in high-income countries by 2030 (10).
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Practice guidelines recommend both pharmacological and psychological interventions for
depressive disorders (11-14). Interpersonal psychotherapy (IPT) is recommended in these
guidelines as one of the two psychological treatments of choice, the other being cognitive-
behavioral therapy (CBT). IPT is a structured, time-limited psychological intervention based
on interpersonal theory (15-18) and specifically developed for the treatment of major
depression (19, 20).

Although numerous randomized controlled trials have examined the effects of IPT, only one
meta-analysis has been conducted to evaluate IPT for depression (21). That analysis
included a total of 13 studies and found significant and large effects for IPT compared with
placebo or no treatment, and superior effects of IPT compared with CBT. A substantial
number of studies of IPT have been published since then. Furthermore, the earlier meta-
analysis did not examine heterogeneity, possible effect moderators that may explain
heterogeneity, publication bias, or the quality of included studies. We therefore decided to
conduct a new meta-analysis to examine whether IPT is an efficacious treatment and
deserves the prominent place it currently holds in treatment guidelines.

Search Strategy

We searched the literature using several methods. First, we used our existing database on
psychological treatment of depression in adults, which is continuously updated and currently
contains 1,122 full-text papers. This database, described in detail elsewhere (22), has been
used in a series of earlier meta-analyses (www.evidencebasedpsychotherapies.org). We also
conducted a comprehensive literature search (from 1966 to January 2010) in PubMed,
PsycINFO, EMBASE, the Cochrane Central Register of Controlled Trials, and Dissertation
Abstracts International. We identified abstracts by combining terms indicative of
psychological treatment and depression. We also collected the primary studies from 42
meta-analyses of psychological treatment for depression. Second, we carried out an
additional literature search (from 1966 to January 2010) in PubMed, PsycINFO, and
EMBASE to retrieve studies of IPT in adolescents. Third, we collected the primary studies
from the previous meta-analysis of IPT (21) and checked the reference lists of included
studies.

Inclusion and Exclusion Criteria

We included studies of randomized controlled trials in which IPT for adults or adolescents
with a unipolar depressive disorder or an elevated level of depressive symptoms was
compared with waiting list, usual care, placebo, psychological treatment, pharmacological
treatment, or combination treatment with IPT and pharmacotherapy. We also included
maintenance studies in which patients were successfully treated during the acute treatment
phase and then randomized to receive IPT or another treatment condition in the continuation
phase.

We excluded studies that examined interpersonal counseling for subthreshold depression
(23-26) because interpersonal counseling differs considerably from full IPT and is not
intended for individuals with full-syndrome depressive disorders. No language restrictions
were applied. Eligibility judgment was performed independently by two reviewers (A.S.G.
and P.C.). In case of inconsistency, a third reviewer (A.v.S.) was consulted.

Quality Assessment

We assessed the validity of the studies according to the basic criteria suggested by the
Cochrane Handbook for Systematic Reviews of Interventions (27): adequate sequence
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generation (the randomization scheme was generated correctly); allocation to conditions by
an independent (third) party; blinding of assessors of outcomes; completeness of follow-up
data; and no selective outcome reporting. (We omitted the criterion of adequacy of random
allocation concealment to respondents because concealment of random allocation is
impossible in psychological treatment.)

We calculated effect sizes (Cohen’s d) for all individual studies on the basis of postscore
analysis using the formula d=(M; — M¢)/SDec, where M is the mean of the outcome
measures in the control group, M, is the mean of the outcome measures in the experimental
groups, and SD¢. is the pooled standard deviation of the posttest scores of the two groups
(28, 29). An effect size of 0.8 can be considered large, 0.5 moderate, and 0.2 small (30). For
studies that reported more than one outcome, a single pooled effect size was calculated for
each study.

The individual effect sizes were pooled in the Comprehensive Meta-Analysis (CMA)
software program (www.meta-analysis.com). Pooled effect sizes were calculated separately
for posttest comparisons of IPT with usual care, no treatment, or placebo; with other
psychotherapy; and with pharmacotherapy; in addition, combination treatment with IPT and
pharmacotherapy was compared with pharmacotherapy alone.

Because we expected considerable heterogeneity, we calculated pooled effect sizes with the
random-effects model. However, we first tested the heterogeneity under the fixed model
using the 12 statistic (31). 12 describes the variance between studies as a proportion of the
total variance. A value of 25% indicates low heterogeneity, 50% moderate heterogeneity,
and 75% high heterogeneity. We also report the p value of the Q statistic. A significant Q
value rejects the null hypothesis of homogeneity.

The standardized mean difference is not easy to interpret from a clinical viewpoint.
Therefore, we transformed the standardized mean differences into the numbers needed to
treat, using the formulas Kraemer and Kupfer provide (32). The number needed to treat
indicates the number of patients who must receive treatment to generate an additional
positive outcome in the experimental group relative to the comparison group (33).

For the IPT maintenance studies, we calculated the odds ratio of recurrence of depression in
maintenance IPT compared with a control condition, as well as the number needed to treat
(in this case as the reverse of the risk difference).

We also performed subgroup analyses to test for significant differences between effect sizes
in different categories of studies. In these analyses, we used the mixed-effects model, which
pooled studies within subgroups with the random-effects model but tested for significant
differences between subgroups with the fixed-effects model. If a subgroup contained fewer
than three studies, we did not conduct the subgroup analysis. Because there are indications
that psychological treatments of dysthymia are less effective (33), we decided to repeat all
analyses after removing studies specifically targeting patients with dysthymia.

Publication bias was examined by inspecting the funnel plot. A funnel plot is a plot of a
measure of study size (the standard error) on the vertical axis as a function of effect size on
the horizontal axis. Large studies appear at the top of the graph and tend to cluster near the
mean effect size. Smaller studies appear toward the bottom of the graph. As there is greater
sampling variation in effect size estimates in the smaller studies, they will be dispersed
across a range of values (34). Visual inspection of a funnel plot can give an indication of
publication bias. The studies can be expected to spread symmetrically about the pooled
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effect size when publication bias is absent. When bias exists, the bottom of the plot will
show a higher concentration of studies on one side of the mean than the other. This is
because smaller studies are more likely to be published if they have larger than average
effects, which makes them more likely to meet the criterion for statistical significance.

We also examined possible publication bias using Duval and Tweedie’s trim-and-fill
procedure (34). If a meta-analysis has included all relevant studies, the funnel plot should be
symmetric and dispersed equally on either side of the mean effect. If there is publication
bias, the funnel plot will be asymmetric, with more studies to the right side of the mean
effect size (studies with large effect sizes) than to the left of the mean (studies with small or
nonsignificant effect sizes, which can be expected to be harder to publish). Duval and
Tweedie developed a method for imputing missing studies based on the assumption that
studies should be equally distributed on both sides of the mean effect size. This procedure
yields an estimate of the effect size after accounting for publication bias (adjusted effect
size).

Power Calculation

Results

We expected that several comparisons (e.g., IPT compared with pharmacotherapy, or
pharmacotherapy compared with combination treatment) would involve only a limited
number of studies. We therefore conducted a power calculation to assess whether the
included studies had sufficient statistical power to detect small effect sizes. Although there
are no clear definitions for what constitutes a small effect size, we defined a small effect as
d=0.2, according to the indications of Cohen (30), but we also examined how many studies
would be needed to find an effect size of 0.3.

We conducted the power calculation according to the procedures described by Borenstein
and colleagues (35). A power calculation indicated that we would need to include at least 32
studies with a mean sample size of 50 (25 participants per condition) to be able to detect an
effect size of 0.2 (conservatively assuming a high level of between-study variance [t?], a
statistical power of 0.80, and an alpha of 0.05). Alternatively, we would need 20 studies
with 80 participants apiece to detect an effect size of 0.2, or 16 studies with 100 participants.
To detect an effect size of 0.3, we would need 14 studies with 50 participants, nine studies
with 80 participants, or seven studies with 100 participants.

Selection and Inclusion of Studies

Having examined a total of 10,487 abstracts, we retrieved 1,209 full-text papers for further
study. Of these, we excluded 1,171 papers that did not meet inclusion criteria (Figure 1). A
total of 38 studies met all inclusion criteria and were included in this meta-analysis (36—73).

Characteristics of Included Studies

The 38 studies included 4,356 patients (1,338 in the IPT conditions, 812 in control
conditions, 713 in pharmacotherapy conditions, 468 in other psychotherapy conditions, 510
in combination treatment with IPT and pharmacotherapy, and 515 in maintenance studies).
Selected characteristics of the included studies are presented in Table 1.

Thirty-three of the 38 studies examined the effects of IPT as an acute treatment, and the
remaining five examined IPT as a maintenance treatment after successful recovery from a
depressive disorder. Sixteen studies compared IPT with a control condition (waiting list,
usual care, placebo, other), 10 compared IPT with another psychotherapy, 10 contrasted IPT
with pharmacotherapy, and 10 compared a combination treatment (IPT plus
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pharmacotherapy) with pharmacotherapy alone. Of the 16 studies comparing IPT with a
control condition, eight used usual care as the control condition, three used a waiting list
control group, two used a pill placebo, and three used another control group (monthly 30-
minute nontherapeutic sessions; a parenting education control program; and nonscheduled
treatment).

In 29 studies patients met criteria for a depressive disorder according to a diagnostic
interview (four studies specifically targeted dysthymic patients); in four studies, patients had
scored above a cutoff on a depression questionnaire. Seventeen studies treated adults in
general, six treated adolescents, four treated older adults, four treated patients with somatic
disorders, two treated women with postpartum depression, and the remaining five treated
other, more specific target groups. Fourteen studies used the original IPT manual, and 19
reported having adapted the manual to the needs of the study’s target population.
Adaptations were minor and included adapting the number of sessions, addressing specific
needs of the target groups, and changing the individual format to a group format. The 38
studies were conducted in 13 countries, with most in the United States (N=21, including two
in Puerto Rico) and Europe (N=7).

Quality Assessment

The quality of the studies varied. Nineteen studies reported an adequate sequence
generation, while the other 19 did not report a sequence generation method. Twelve studies
reported allocation to conditions by an independent (third) party. Twenty-five studies
reported using blinded outcome assessors, 10 did not report blinding of assessors, and three
used self-report outcome measures. In 28 studies intent-to-treat analyses (completeness of
follow-up data) were conducted. Nine studies (24%) met all quality criteria.

IPT Compared With Standard or No Treatment

We were able to compare the effects of IPT with a waiting list, usual care, or placebo control
condition in 16 studies (Table 2). The mean effect size (Cohen’s d) was 0.63 (95%
confidence interval [CI]=0.36 to 0.90), which corresponds to a number needed to treat of
2.91. Heterogeneity was high (12=82.96%). After removal of a possible outlier, the mean
effect size decreased to 0.52 (95% C1=0.36 to 0.68; number needed to treat=3.50), with low
to moderate heterogeneity (12=42.84%). Meta-analyses based on the two most commonly
used instruments (the 17-item Hamilton Depression Rating Scale [HAM-D] and the Beck
Depression Inventory [BDI]) yielded comparable outcomes (Table 2). Figure 2 presents the
effect sizes and confidence intervals.

The 16 studies had on average 92 participants (46 in the IPT and 46 in the control
conditions). This generated sufficient statistical power to detect an effect size of 0.21
(number needed to treat=8.47).

Inspection of the funnel plot and Duval and Tweedie’s trim and fill procedure did not
indicate possible publication bias: the effect size adjusted for publication bias exactly
equaled the unadjusted effect size. None of the studies in this subsample specifically
targeted dysthymic disorder.

We examined some basic moderators in subgroup analyses. We found no indication that
type of target group (adults, adolescents, more specific target group), method of diagnosing
depressive disorder (diagnostic interview or other), or use of intent-to-treat analyses (yes or
no) were significantly associated with effect size, although the number of studies was small
in several subgroups. We did find that the studies using the original manual produced
significantly lower effect sizes (d=0.29; number needed to treat=6.17) than did studies that
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used an adapted manual (d=0.67; number needed to treat=2.75) (p<0.01). Heterogeneity was
low and not significant in both subgroups.

Studies that used a waiting list control group yielded larger effect sizes than studies that
employed usual care or other control conditions. That this difference was not statistically
significant (p>0.05) may reflect the small number of studies using a waiting list control
group (N=3).

IPT Compared With Other Psychotherapies

Ten studies (13 comparisons) compared posttest effects of IPT to another psychotherapy
(Table 2; see also Figure S1 in the data supplement that accompanies the online edition of
this article). On average, the 13 comparisons included 74 patients (37 per condition), which
sufficed to detect an effect size of 0.25 (number needed to treat=7.14).

The overall effect size for the 13 comparisons was 0.04 (95% CIl=-0.14 to 0.21; number
needed to treat=45.45) favoring IPT, which was not statistically significant (p=0.40).
Heterogeneity was low to moderate (12=39.81%).

In these analyses we included three studies that compared two psychological treatments with
the same control group. This means that multiple comparisons from these three studies were
included in the same analysis. The multiple comparisons, however, are not independent of
one another, which may have resulted in artificially reduced heterogeneity and affected the
pooled effect size. We examined such possible effects by conducting an analysis in which
we included only one effect size per study. First, we included only the comparison with the
largest effect size from the studies with multiple comparisons. Then, in another analysis, we
included only the smallest effect size. As illustrated in Table 2, the resulting effect sizes
were almost identical to those of the overall analyses. Heterogeneity did not increase
considerably and remained moderate to high in these analyses.

The mean effect size based on the HAM-D resulted in comparable outcomes. The effect size
based on the BDI was somewhat larger (d=0.28; number needed to treat=6.41) but did not
reach statistical significance. Removal of the studies specifically treating dysthymic disorder
had little effect on the overall effect size. There were no outlier studies.

Again, we examined possible moderators in subgroup analyses (Table 2). We did not find
that the effect size differed significantly between studies that used an adapted manual and
those that used the original manual; between studies in which IPT was compared with CBT
and those in which IPT was compared with other psychotherapies; between studies treating
adults in general and those targeting more specific groups (e.g., adolescents, people with
somatic illnesses); between studies using different treatment formats; and between studies
using intent-to-treat analyses and those using per-protocol analyses.

There were some indications for publication bias. After adjustment for publication bias, the
effect size decreased to —0.11 (95% CI=-0.31 to 0.09; number of imputed studies=4;
number needed to treat=16.13).

IPT Compared With Pharmacotherapy

Ten studies compared IPT with pharmacotherapy. These studies included on average 82
participants and had sufficient power to detect an effect size of 0.28 (number needed to
treat=6.41).

A nonsignificant differential overall effect size of —0.12 (95% CI=-0.36 to 0.12; number
needed to treat=14.71) favored pharmacotherapy (see Figure S2 in the online data
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supplement). Heterogeneity was moderate to high (12=61.98%). After removal of one
possible outlier (Finkenzeller et al. [44]), the overall effect size became significant (d=
-0.19; 95% CI=-0.38 to —0.01; number needed to treat=9.43, p<0.05; 12=30.95%),
indicating a significant superior effect of pharmacotherapy. Removal of the studies aimed at
dysthymia resulted in comparable outcomes.

Subgroup analyses indicated that selective serotonin reuptake inhibitors (SSRIs) were
significantly more effective than IPT (N=3; d=—0.39, p<0.01; number needed to treat=4.59),
whereas tricyclic antidepressants were not (N=4; d=—0.02, p>0.1; number needed to
treat=83.33), and the studies comparing SSRIs with IPT differed significantly from those
examining tricyclics (p<0.05). Two of the three studies comparing IPT with SSRISs,
however, involved patients with dysthymia. Furthermore, the number of studies in each of
these subgroups was very small, so these results should be considered with caution.

These analyses gave no indication of publication bias; the unadjusted and adjusted effect
sizes were identical, with zero imputed studies.

IPT Compared With Combination Treatment

In 10 studies the combination of IPT and pharmacotherapy was compared with
pharmacotherapy alone. These 10 comparisons had on average 80 participants, which
yielded enough statistical power to detect an effect size of 0.28 (number needed to
treat=6.41). The mean effect size indicating the difference between these two types of
treatment was 0.16 (95% CI=-0.03 to 0.36; number needed to treat=11.11) in favor of
combination treatment (see Figure S3 in the online data supplement). This difference was
not statistically significant, perhaps reflecting the small number of studies and consequent
low statistical power. Heterogeneity was low to moderate (12=39.26%). Removing the
studies on dysthymic disorder did not yield a significant difference either. The subgroup
analyses (original manual versus adapted manual; adults versus more specific group; intent-
to-treat analyses versus per-protocol analyses) identified no significant differences between
subgroups. There were some indications for publication bias: the effect size adjusted for
publication bias was somewhat smaller than the unadjusted effect size (d=0.07; 95% Cl=
-0.13 to 0.27; number of imputed studies=3; number needed to treat=25.00).

IPT as Maintenance Treatment

We were able to compare maintenance pharmacotherapy in patients who had recovered from
a depressive disorder with combination treatment with IPT and pharmacotherapy
maintenance treatment in five studies. Four of these presented recurrence rates. The fifth
study reported only means and standard deviations for patients; in this study, the odds ratio
was calculated using the procedures integrated in the CMA software. This resulted in an
odds ratio of 122.77, which was considered incredible (the other odds ratios ranged from 1
to 3.75). We therefore did not use the study in these analyses. The remaining four studies
generated an odds ratio of 0.37 (95% CI1=0.19 to 0.73, p<0.01; 12=0%; number needed to
treat=7.63), which indicates that maintenance IPT combined with pharmacotherapy
significantly reduced the recurrence rate compared with pharmacotherapy alone after
successful treatment of acute depression (see Figure S4 in the online data supplement).
Because of the small number of studies, we did not conduct additional analyses.

We were also able to compare the combination of maintenance IPT and pill placebo with pill
placebo alone in four studies. The resulting odds ratio was 0.47 (95% CI1=0.25 to 0.87;
12=0%; number needed to treat=5.95), indicating that maintenance IPT was more protective
against relapse than pill placebo alone. As none of the other possible comparisons
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(maintenance IPT versus control groups; maintenance IPT versus pharmacotherapy) had
more than two comparisons, we decided not to perform a meta-analysis.

Discussion

We identified 38 randomized trials (with a total of 4,356 patients) examining the effects of
IPT. Compared with control groups, we found a moderate to large effect of IPT in the acute
treatment of depression. We also found some indications that IPT had less efficacy than
SSRI pharmacotherapy. However, the overall difference was small, not all analyses were
significant, and the number of studies in this subsample was small.

We found indications that combination treatment with IPT and pharmacotherapy was
somewhat more efficacious than pharmacotherapy alone, although this difference reached
significance only when the HAM-D was used as an outcome measure. However, the effect
size was also small, and again this subsample of studies was relatively small, limiting
statistical power. In a larger meta-analysis of studies comparing combination treatments
with psychotherapy and pharmacotherapy and pharmacotherapy alone, we found that
combination treatments were significantly better than pharmacotherapy alone (74).
Furthermore, combination treatment may have greater efficacy for patients with more severe
or chronic major depression (75).

We did not find that IPT had greater efficacy than other psychotherapies, including CBT,
although the number of studies was too small to draw definite conclusions. IPT is the only
type of psychotherapy for depression aside from CBT that has been compared with control
groups, other psychotherapies, antidepressant medication, and combination treatments.
Other types of psychotherapy are far less well examined. At present, therefore, IPT and CBT
may be considered the best options for psychological treatments for depression. There is no
indication that IPT is superior to CBT, and the two seem equally effective overall. Whether
to prescribe CBT or IPT should depend on patient preference and moderating factors based
on differential therapeutics (76).

Although the number of studies examining the effects of maintenance IPT was small, these
studies had relatively high methodological quality. Analysis of these studies indicated that
maintenance IPT combined with pharmacotherapy reduced the relapse rate considerably
compared with pharmacotherapy alone. We also found that placebo plus IPT was more
effective than placebo alone in reducing relapse rates.

Our finding that pharmacotherapy has greater efficacy than IPT is consistent with results
from earlier meta-analytic research (77); this should not come as a surprise, since there was
considerable overlap of included studies. The superior effect of combination treatment over
phar-macotherapy alone also accords with earlier meta-analytic research (74). This suggests
that IPT has an additional effect on depression beyond the effects of pharmacotherapy,
although the effect size was small.

That IPT is efficacious compared with control conditions and probably augments
pharmacotherapy is important. Pharmacotherapy may have limited benefit in situations such
as complicated grief, where IPT can be crucial. Medication and psychotherapies presumably
work by different mechanisms, and they generally relieve symptoms in different temporal
patterns. Effective psychotherapies such as IPT are therefore among the most important
instruments available to clinicians.

We found that studies using the original IPT manual produced significantly lower effect
sizes than studies that used an adapted manual. This may reflect the fact that the original
manual has been examined by several groups other than the inventors of IPT, whereas the
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adapted versions of the manual have been examined mainly by the researchers who
developed them. Yet the original manual would inevitably have received more use than later
adaptations, and differences in outcomes might also derive from different treatment
populations, therapist skills, and the adaptations themselves. Nonetheless, the larger effect
sizes of the adapted versions should be considered with caution.

This study has several limitations. First, the quality of the included studies was not optimal.
Only nine of 38 (24%) studies met all quality criteria. Although this proportion is relatively
high compared with other studies of psychotherapy for depression (we previously found [77]
that only 11 of 115 [10%] controlled trials of psychotherapy for adult depression met all
quality criteria), it is still too low. We recommend that future research use and report
adequate randomization methods, correct blinding of outcome assessors, and intent-to-treat
analyses.

Second, the number of studies in several subanalyses was relatively small and may have
lacked statistical power to detect smaller effect sizes. A third limitation is that we found
indications for publication bias in some analyses, although the mean effect sizes did not
decrease considerably after adjustment for publication bias, and none of the resulting effect
sizes differed significantly from the unadjusted effect sizes. This contradicts a recent meta-
analysis of publication bias in psychotherapy for adult depression (78), which found no
indications for publication bias of IPT studies. The present analysis included more studies,
and its results can be assumed to be more up-to-date.

Despite these limitations, we found clear indications for the efficacy of IPT for unipolar
depression. IPT is one of the best empirically validated psychological treatments for
depression currently available, and its inclusion in treatment guidelines is justified.

Supplementary Material

Refer to Web version on PubMed Central for supplementary material.
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Clinical Guidance: Effectiveness of Interpersonal Psychotherapy of
Depression

Cuijpers et al. analyzed 38 studies of interpersonal therapy in depression. Interpersonal
therapy was more effective than control conditions, with the number of patients needed to
treat to show effect less than 3. It was not more effective than other psychotherapies and
was less effective than pharmacotherapy. However, combined interpersonal therapy and
psychopharmacology were more effective in preventing relapse than
psychopharmacology alone, with the number of patients needed to treat less than 8.
Interpersonal therapy thus has validated effectiveness for treatment and prevention of
relapses of depression.
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FIGURE 1.

Flow Chart of the Selection of Studies of Interpersonal Psychotherapy (IPT) for the
Treatment of Unipolar Depression
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Statistics for Each Study

Standardized

Outcome Differencein  Lower  Upper Standardized Difference
First Author, Year Measure® Means Limit Limit P in Means and 95% Cls
Bolton et al. (39) Other 1.86 1.54 217 0.00 —>
Bolton et al. (40) Other 0.57 0.30 0.85 0.00 ——
Elkin et al. (43) Combined 0.24 -0.12 0.60 0.19 -
Mufson et al. (55) Combined 0.66 0.08 1.24 0.03 —_—
Mufson et al. (56) Combined 0.44 -0.06 0.94 0.09 ——
Mulcahy et al. (57) Combined 0.61 004 118 0.04 —_——
O’Hara et al. (59) Combined 1.15 0.72 1.58 0.00 —r—
Ransom et al. (60) BDI 0.16 -0.28 0.60 047 —r -
Rossell6 and Bernal (64) [e)] 0.76 0.09 1.42 0.03 —_—l—
Schulberg et al. (67) HAM-D 0.44 0.15 0.73 0.00 ——
Sloane et al. (68) HAM-D 0.00 -0.69 0.69 1.00 —_—
Spinelli and Endicott (69) HAM-D 0.76 010 142 0.02 e e
Swartz et al. (70) Combined 0.87 0.22 1.51 0.01 —
Tang et al. (71) BDI 0.87 039 135 0.0 e
Van Schaik et al. (72) PRIME-MD 0.18 -0.15 0.51 0.28 -
Weissman et al. (73) RTADS 0.42 -0.23 1.07 0.20
Total 0.63 0.36 0.90 0.00 =
-2.00 -1.00 0.00 1.00 2.00
Favors Control Favors IPT

Page 16

FIGURE 2. Standar dized Effect Sizes (Cohen’sd) of I nterpersonal Psychotherapy (IPT) for
Depression Compared With Control Conditions?

@ BDI=Beck Depression Inventory; CDI=Children’s Depression Inventory; HAM-

D=Hamilton Depression Rating Scale; PRIME-MD=Primary Care Evaluation of Mental

Disorders; RTADS=Raskin Three Area Depression Scale. “Other” indicates measures

specially developed for the study, and “combined” indicates use of the BDI and HAM-D
together, and in the case of the Mulcahy et al. article (57), the BDI, HAM-D, and Edinburgh
Postnatal Depression Scale together.
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Selected Characteristics of 38 Randomized Controlled Trials of Interpersonal Psychotherapy in Patients With

Depressive Disorders

Study Authors IPT
(Reference Number) Type? Diagnosis (Basis of Diagnosis)b Target Group
Bellino et al. (36) (o} Major depression (clinical judgment) Adults with borderline personality disorder
Blom et al. (37) (0} Major depression (SCID) and HAM-D =14 Adult outpatients
Bodenmann et al. (38) 0} Major depression or dysthymia (SCID) Adults over age 60 (and their partners)
Major depression or subsyndromal depression (clinical
Bolton et al. (39) A interview) Adults
Major depression or subsyndromal depression (clinical ~ Adolescent survivors of war and displace-
Bolton et al. (40) A A interview) ment
Browne et al. (41) 0 Dysthymia (SCID) with or without major depression Adults
Dysthymia (clinical interview), major depression
De Mello et al. (42) A permitted Adults
Elkin et al. (43) (0} Major depression (RDC) and HAM-D =14 Adults
Finkenzeller et al. (44) A HAM-D 214 Stroke patients
Recovered from major depression (RDC) after acute
Frank et al. (45) M treatment (PHA+weekly IPT)¢ Adults
Lespérance et al. (46) (0} Major depression (SCID) and HAM-D-24 =20 Patients with coronary artery disease
Clinical improvement after acute treatment (PHAS) for
Klerman et al. (47) M neurotic depression (DSM-I1) Adults
Recovered from major depression (DSM-1V) after acute
Levkovitz et al. (48) treatment (PHAS) Adults
Luty et al. (49) 0} Major depression (SCID; DSM-I11-R) Adults
HAM-D-24 =15 and clinical judgment of depressive
Markowitz et al. (50) A symptoms HIV patients
Markowitz et al. (51) A Dysthymia (SCID) and HAM-D-24 >13 Adults
Markowitz et al. (52) A Dysthymia (SCID) and HAM-D-24 >13 Adults with secondary alcohol use disorder
Marshall et al. (53) (0} Major depression (SCID) and HAM-D =10 Adults
Martin et al. (54) 0} Major depression (clinical judgment) and HAM-D 218  Adults
Mufson et al. (55) A HAM-D-24 215 Adolescents
Mufson et al. (56) A Mood disorder (K-SADS) Adolescents
Mulcahy et al. (57) A Major depression (DSM-1V, MCMI-IIT) Women with postpartum depression
Neimeyer and Feixas (58) o} Major depression (RDC) and BDI >15 Adults
O’Hara et al. (59) A Major depression (SCID) and HAM-D =12 Women with postpartum depression
Ransom et al. (60) A Major depression or dysthymia (PRIME-MD) Rural HIV patients
Reynolds et al. (61) A Major depression (SADS, SCID) Bereaved adults (age 50 or older)
Recovered from major depression after 16-week acute
Reynolds et al. (62) M treatment (PHA + weekly IPT)¢ Older adults
Recovered from major depression after 22-week acute
Reynolds et al. (63) M treatment (PHA + weekly IPT)¢ Older adults
Rossell6 and Bernal (64) A Major depression and/or dysthymia (DISC) Adolescents
Rossell6 et al. (65) A Major depression (DISC) or CDI 213 Adolescents
Schramm et al. (66) A Major depression (SCID) and HAM-D =16 Adult inpatients
Schulberg et al. (67) (o} Major depression (DIS) and HAM-D =13 Adults
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Study Authors IPT
(Reference Number) Type? Diagnosis (Basis of Diagnos's,)b Target Group
Sloane et al. (68) 0} Major depression (RDC) and HAM-D =17 Older adults

Spinelli and Endicott (69) A

Major depression (SCID) and HAM-D-24 =12

Pregnant women

Mothers whose children receive psychiatric

Swartz et al. (70) A Major depression (SCID) and HAM-D 215 treatment
Tang etal. (71) A BDI >19 Adolescents
Van Schaik et al. (72) (0} Major depression (PRIME-MD) Older adults (age 55 or older)
Weissman et al. (73) 0} Major depression (SADS) and RTADS >7 Adults
Sessions
Study I nterventions® (N) Formatd (N) ITT®  Outcome MeasuresP Countryf
IPT+PHA (N=20); PHA (N=19) IND 24 N  HAM-D IT
IPT (N=50); IPT+PHA (N=49); PHA (N=47); IPT
+PLA (N=47) IND 12 Y HAM-D, MADRS NL
IPT (N=20); COCT (N=20); CBT (N=20) IND 20 HAM-D, BDI SW
Specially developed measures for
IPT (N=107); UC (N=117) GRP 16 Y local use UG
Specially developed measures for
IPT (N=105); WL (N=104); creative play (N=105) GRP 16 Y local use UG
IPT (N=178); IPT+PHA (N=212); PHA (N=196) IND 10 N MADRS CA
IPT+PHA (N=16); PHA (N=19) IND 16 N HAM-D, MADRS BR
IPT (N=61); CBT (N=59); PHA (N=57); PLA (N=62) IND 16 Y HAM-D, BDI us
IPT (N=27); IPT+PHA (N=23); PHA (N=24) GRP 8 Y HAM-D, HADS GE
M-IPT+M-PHA (N=25); M-PHA (N=28); M-IPT
(N=26);
M-IPT+PLA (N=26); PLA (N=23) IND Monthly Y Recurrence rate after 3 years us
IPT+PHA (N=67); PHA (N=75); IPT+PLA (N=75);
PLA (N=67) IND 12 Y HAM-D CA
M-IPT+M-PHA (N=25); M-IPT+PLA (N=25); M-IPT
(N=25);
M-PHA (N=25); PLA (N=25); clinical management
only
(N=25) IND Weekly Y Recurrence rate after 8 months us
M-IPT+M-PHA (N=7); M-PHA (N=7) GRP 18 Y HAM-D score at 6-month follow-up IS
IPT (N=91); CBT (N=86) IND 16 MADRS Nz
IPT (N=24); SUP (N=24); CBT (N=27); SUP+PHA
(N=26) IND 11 Y BDI, HAM-D us
IPT (N=23); IPT+PHA (N=21); SUP (N=26); PHA
(N=24) IND 16 Y BDI, CDRS, HAM-D us
IPT (N=14); SUP (N=12) IND 16 Y BDI, CDRS, HAM-D us
IPT (N=35); CBT (N=37); PHA (N=30) IND 16 N HAM-D CA
IPT (N=13); PHA (N=15) IND 16 Y  BDI,HAM-D UK
IPT (N=24); monitoring (N=24) IND 12 Y BDI, HAM-D us
IPT (N=34); UC (N=29) IND 12 Y BDI, HAM-D us
IPT (N=29); UC (N=28) GRP 10 N  EPDS, BDI, HAM-D AU
IPT (N=39); CBT+homework (N=32); CBT, no
homework
(N=31) GRP 10 N  HAM-D us
IPT (N=60); WL (N=60) IND 12 BDI, HAM-D us
IPT (N=41); UC (N=38) TEL 10 Y BDI us
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Study I nterventions® (N) Formatd (N) ITT®  Outcome Measures? Countryf
IPT+PHA (N=16); PHA (N=25) IND 16 Y  HAM-D us
M-PHA+M-IPT (N=25); M-PHA (N=28); M-IPT+PLA

(N=25); PLA (N=29) IND Monthly Y Recurrence rate after 3 years us
M-PHA+M-IPT (N=28); M-PHA (N=35); M-IPT+PLA

(N=35); PLA (N=18) IND Monthly Y Recurrence rate after 2 years us
IPT (N=23); CBT (N=25); WL (N=23) IND 12 Y cDl PR
IPT (N=60); CBT (N=52) IND+ GRP 12 Y  cDl PR
IPT+PHA (N=63); PHA (N=61) IND+ GRP 23 Y BDI, HAM-D GE
IPT (N=93); PHA (N=91); UC (N=92) IND 16 Y  HAM-D us
IPT (N=19); PHA (N=10); PLA (N=14) IND 6 N  BDI, HAM-D us
IPT (N=21); parenting education (N=17) IND 10 Y BDI, EPDS, HAM-D us
IPT (N=26); UC (N=21) IND 9 N  BDI, HAM-D us
IPT (N=35); UC (N=38) IND 12 Y  BDI ™W
IPT (N=69); UC (N=74) IND 8 Y GDS, MADRS, PRIME-MD NL
IPT (N=17); IPT+PHA (N=23); on-demand telephone

support (N=21); PHA (N=20) IND 16 N  RTADS us

a . . . -
A=acute treatment using an adapted manual; M=maintenance treatment; O=acute treatment using original manual.

b

BDI=Beck Depression Inventory; CDI=Children’s Depression Inventory; CDRS=Cornell Dysthymia Rating Scale; CES-D=Center for
Epidemiologic Studies Depression Scale; DIS=Diagnostic Interview Schedule; DISC=Diagnostic Interview Schedule for Children;

EPDS=Edinburgh Postnatal Depression Scale; GDS=Geriatric Depession Scale; HADS=Hospital Anxiety and Depression Scale; HAM-D=17-item
Hamilton Depression Rating Scale; HAM-D-24=24-item Hamilton Depression Rating Scale; K-SADS=Schedule for Affective Disorders and
Schizophrenia for School-Age Children; MADRS=Montgomery-Asberg Depression Rating Scale; MCMI-111=Millon Clinical Multiaxial
Inventory-111; PRIME-MD=Primary Care Evaluation of Mental Disorders; RDC=Research Diagnostic Criteria; RTADS=Raskin Three Area
Depression Scale; SADS=Schedule for Affective Disorders and Schizophrenia; SCID=Structured Clinical Interview for DSM-IV Axis | Disorders.

cCBT=cognitive-behavioral therapy; COCT=coping-oriented couples therapy; IPT=interpersonal psychotherapy; PHA=pharmacotherapy;
PLA=placebo; SUP=supportive psychotherapy; UC=usual care; WL=waiting list.

a Lo
GRP=Group treatment; IND=individual treatment; TEL=telephone treatment.

EITT=intent to treat; N=no; Y=yes.

fAU=AustraIia; BR=Brazil; CA=Canada; GE=Germany; IS=lIsrael; IT=Italy; NL=Netherlands; NZ=New Zealand; PR=Puerto Rico; SW=Sweden;

TW=Taiwan; UG=Uganda; UK=United Kingdom; US=United States.
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TABLE 2

Effect Sizes in Meta-Analysis of Studies Comparing Interpersonal Psychotherapy With Control Conditions,
Pharmacotherapy, and other Psychotherapies?

Comparison c o%uprgﬁgr?; d 95% ClI ;e:;)c;) pC Nun:ggrrrl:ateeded
IPT versus control condition
Al studies 16 063" 03610090 g2.96™ "™ 291
Outlier removed? 15 052" 03610068  4284" 3.50
HAM-D only 9 060" 0.39t00.81 40.47 3.05
BDI only 7 0607 0.32t00.89 59.62 3.05
Subgroup analyses®
Adapted manual
No 5 0.29 0.12 to 0.47 0.00 0.004 6.17
Yes 10 0.67 0.48t0 0.85 27.52 2.75
Target group
Adults in general 3 0377 0.15t0 0.58 0.00 0.214 4.85
Adolescents 5 063¥ 043t00.82 0.00 291
Specific target group 7 0537 0.19t0 0.87 68.11°* 3.42
Basis of diagnosis
Diagnostic interview 12 057 040t00.73 29.74 0.424 3.18
Self-report 3 0.38 —0.04 t0 0.80 67.73% 4,72
Control group
Usual care 6 0507 0.28t00.72 32.20 0.182 3.62
Waiting list 3 081 042t01.20 59.63 2.30
Other 5 038 014t00.62 0.00 472
Intent-to-treat analysis
Yes 10 057 0.38t00.76 5156° 0.718 3.18
No 4 050" 0.16t00.84 12.97 3.62
IPT versus other psychotherapyf
All studies 13 0.04 -0.14t00.21 39.81 45.45
One effect size per study (highest) 10 0.01 -0.20t0 0.21 44.59 166.67
One effect size per study (lowest) 10 0.00 -0.20t0 0.19 41.11 -
HAM-D only 10 0.12 -0.07t0 0.31 19.04 14.71
BDI only 7 0.28 -0.02 to 0.57 45.46 6.41
Studies on dysthymia excluded 11 0.01 -0.18t0 0.20 42.09 166.67
Subgroup analyses€
Adapted manual
Yes 7 -0.09 -0.25 t0 0.07 0.00 0.098 20.00
No 6 025 -0121t00.63 227" 7.14
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Comparison c o’?Inupna]rbgor?; d 95% CI ;e:t;;)i) pC Nu”t‘gql_rgaleeded
Comparison group
CBT 9 -0.04 -0.23t0 0.16 39.72 0.113 45.45
Other psychotherapy 4 0.27 -0.06 to 0.59 4.68 6.58
Target group
Adults 8 -0.08 -0.24 t0 0.08 0.00 0.116 21.74
More specific group 5 0.31 -0.15100.77 69.51 5.75
Intent-to-treat analysis
Yes 9 0.16 -0.06 to 0.38 35.74 0.106 11.11
No 3 -013 -0.40t0 0.15 0.00 13.51
IPT versus pharmacotherapyf
All studies 10 -0.12 -0.36t00.12  §1.98*" 14.71
Outlier removedd 9 -019% -038t0-0.01  30.95 9.43
HAM-D only 8 -0.16 -0.43100.11 57.39° 11.11
BDI only 3 -0.31 -0.72 t0 0.09 40.39 5.75
Studies on dysthymia excluded 7 -0.12 -0.33t0 0.09 23.78 14.71
Subgroup analyses®
Medication””
SSRI or SNRI 3 039 -068t0-0.11 14.18 0.037 4.59
Tricyclic antidepressant 4 -0.02 -0.22t00.19 0.00 83.33
Intent-to-treat analysis
Yes 5 -0.15 -0.421t00.13 45.10 0.450 11.90
No 4 _p28* -0.50to0-0.06 0.00 6.41
Pharmacotherapy versus
combination treatment’
All studies 10 0.16 -0.03 t0 0.36 39.26 1111
HAM-D only 8 0.21 -0.11 t0 0.52 64.64™" 8.47
BDI only 2 0.10 -0.20t0 0.41 0.00 17.86
Studies on dysthymia excluded 7 0.22 -0.03 to 0.47 4417 8.06
Subgroup analyses
Adapted manual
Yes 5 0.23 -0.04 t0 0.51 50.15 0.494 7.69
No 5 0.08 -0.25t0 0.41 40.50 21.74
Medication
SSRI 5 0.07 -0.27t0 0.41 6496  0.562 25.00
Tricyclic antidepressant 2 0.33 -0.11t0 0.76 0.00 5.43
Other/protocol 3 0.27 -0.00 to 0.54 0.00 6.58
Target group
Adults 5 0.07 -0.12t0 0.27 0.00 0.569 25.00
More specific group 5 0.19 -0.16t0 0.54 61.35% 9.43
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Comparison c o’?Inupna]rbgor?; d 95% CI ;e:t;;)i) pC Nu”t‘gql_rgaleeded
Intent-to-treat analysis
Yes 6 0.12 -0.10t0 0.34 23.03 0.391 14.71
No 4 035 -012t00.82 63847 5.10

aThese data are from analysis using the random effects model. BDI=Beck Depression Inventory; HAM-D=Hamilton Depression Rating Scale;
IPT=interpersonal psychotherapy; SNRI=serotonin/norepinephrine reuptake inhibitor; SSRI=selective serotonin reuptake inhibitor.

Variance between studies as a proportion of the total variance; heterogeneity tested using the 12 statistic. Low heterogeneity=25%); moderate

heterogeneity=50%; high heterogeneity=75%. The p values indicated in this column refer to whether the Q statistic is significant (the 12 statistic
does not include a test of significance).

The p values in this column indicate whether the difference between the effect sizes in the subgroups is significant.
a

Bolton et al. (39).
e h .

Subgroup analyses are conducted without outliers.
.. N .

Positive effect sizes indicate superior effects of IPT.
gFinkenzeIIer etal. (44).
h Lo . . .

Two studies in which other pharmacotherapies were used (nefazodone, protocolized treatment) were excluded from these analyses.
Positive effect sizes indicate superior effects of combination treatment.

*

p<0.05.

Aok

p<0.01.

Hok:

*
p<0.001.

Am J Psychiatry. Author manuscript; available in PMC 2013 May 06.



