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The Efficacy of
Interpersonal Psychotherapy

MYRNA M. WEISSMAN AND JENNIFER J. MOOTZ H

An important theme of our work and this book is the need for an evidence base for
psychotherapy. In Chapter 1, “History of Interpersonal Psychotherapy;” we described
the origins of interpersonal therapy (IPT) and evidence from the first clinical trial
when we called IPT “high contact” We also traced its historical developments,
testing through clinical trials, and adaptations. In this section, we summarize the
evidence from published scoping reviews and meta-analyses. Because information
on clinical trials in low- and middle-income countries (LMICs) has been sparse
and is recent, we have included a Chapter 2 by Cuijpers, a leader in meta-analyses,
and colleagues, who provide information from LMICs specifically.

The reader may find this information on efficacy testing scattered. However,
this is not different from what might be found for longer term testing of a med-
ication. In the United States, for newly developed medications, efficacy must be
established in several well-designed clinical trials to be released to the market.
Then, testing of usage in different populations, doses, severity, comorbidities, as
well as in different combinations of medications happens. Think about it in math-
ematical terms as a multidimensional, space matrix where it is impossible to fill all
the possible combinations or, in math terms, make the matrix dense. Then what
do you do? The solution is to let “a hundred flowers bloom.” This scattered infor-
mation becomes useful to specific groups, some of whom, we may learn, do not
benefit from the treatment.

No treatment, no matter how efficacious, will work for everyone under every
condition. Like many psychopharmacological medications, IPT has a solid evi-
dence foundation based on controlled random assignment clinical trials, which
gives legitimacy to its use and further testing. Against this background, we sum-
marize the published overall data from a scoping review and meta-analyses so
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20 WEISSMAN AND MOOTZ

that readers can have the IPT references and focus on what we think are the most
relevant dimensions. Here is where the judgment of experienced people like our
readers plays an important role.

SCOPING REVIEW

We begin this summary of evidence with the classic article by Ravitz et al.,
published in 2019 in Harvard Review of Psychiatry.! This article is a scoping re-
view, which maps the main sources and types of evidence available to evaluate an
area of research and underlying concepts.> Scoping reviews narratively summa-
rize broad trends of evidence. Meta-analyses, which we also review, quantitatively
evaluate outcomes across studies that are selected based on explicit parameters for
inclusion and exclusion in the analysis.

The Ravitz et al. scoping review' summarizes the development of IPT and in-
terpersonal counseling (IPC) for major depression, eating disorders, anxiety
disorders, and bipolar disorders between 1974 and 2017. The database comes from
published articles about IPT and IPC and depicts the historical developments,
landmark studies, and shifting evolution. Their review covered 1109 articles, in-
cluding 133 randomized controlled clinical trials (RCTs) and 131 nonrandomized,
case-controlled studies, mainly on the treatment of adults with major depression.
The interested scholar is encouraged to read this landmark article for the his-
torical perspectives and scope of evidence. Here, we summarize the article and
reflect on key points.

The first decade (1974-1984) is described as the founding years and the in-
troduction of manuals and their use in RCTs testing IPT against medication and
low-contact treatment (meeting only for monthly assessment), mostly to improve
major depressive disorder. These studies led to the first publication of the IPT
manual.’ The treatment studies included a large multisite clinical trial, which in-
cluded comparisons of IPT with cognitive behavioral therapy (CBT). This study
showed that patients with high baseline severity did best on medication followed
by IPT. CBT did not show a significant advantage to placebo in this trial,* a finding
that, to our knowledge, has not been replicated in other published studies.

The first trial of IPT, led by Gerry Klerman, was not included in the review
because IPT was then called “high contact,” which meant that patients were seen
weekly. It was a maintenance study of patients who had a reduction of symptoms
with medication. The purpose was to see how to maintain remission after symptom
reduction. This first study showed that high-contact treatment had effects on so-
cial functioning and medication on preventing return of depressive symptoms.
The combination was the most effective.* High contact was later renamed IPT,
and this first study became the impetus to continue IPT testing.

The second decade (1985-1994) saw an expansion of IPT to studies in Australia,
United Kingdom, and Canada; studies in real-world settings, such as primary
care and schools; studies across the life span from adolescence to late life>%; and
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adaptations for eating disorders, as well as a brief version of IPT, termed interper-
sonal counseling (IPC).

The highlight of this period was a 3-year maintenance study by the Pittsburg
group, Kupfer and Frank et al., to treat patients with highly recurrent depres-
sion who had responded to treatment with medication and IPT.” Patients were
randomized to receive medication, placebo, monthly plus placebo maintenance
IPT, or monthly IPT plus medication to see what worked best at preventing re-
lapse over 3 years. Medication most effectively prevented relapse. However, IPT
lengthened time to recurrence, whether alone or with medication. This work later
showed remission could be sustained by monthly maintenance IPT in women
who had improved with receiving IPT alone.?

The third decade (1995-2004) moved IPT into work in LMICs, particularly
the first RCT of psychotherapy in Africa, the IPT study in Uganda. This study
showed the feasibility and efficacy of group IPT for major depression in women,
delivered by trained lay workers in a setting where traditional healing was the
standard treatment.’ These studies were later extended to northern Uganda and
adolescents suffering from depression, under conditions of hardship. The results
were stronger in adolescent girls than boys. These results gained the attention of
the World Health Organization, who, with our permission, published and freely
disseminated the group IPT manual. In the third decade, this work was followed
by studies in South Africa, Sudan, India, Haiti, and Rwanda.

Other highlights of this period are further testing and refinement of the ado-
lescent adaptations; development for perinatal depression; the further testing of
IPT and IPC in primary care, with HIV patients, or for bulimia; further studies
of the process and techniques; a broadening of interest in diverse, underserved
populations; and finally a tiptoe into biological studies using magnetic resonance
imaging, with little success.

Ravitz et al. covered 2005-2017 as the most recent epoch. During this period,
there was more support for evidence-based treatments, and different parts of the
world developed guidelines for clinical care.' The strengths of IPT in LMICs con-
tinued. Clinicians and researchers refined IPT for subpopulations of adolescents,
pregnant women, families, elderly, people with obesity and medical illnesses, and
mothers with depression who were raising children with mental health problems.
The highlights of novelty were the adaptations and the RCTs of IPT for bipolar
disorders, termed interpersonal and social rhythm therapy (IPSRT). The feature
for patients with bipolar disorder were additions to regulate circadian rhythms
and trace daily routines."! A series of studies demonstrated the efficacy of these
adaptations for maintaining remission in bipolar disorder.

Whereas the early addiction studies of IPT for patients who were misusing
opioids were not positive for IPT, pilot work has shown some promise for relapse
prevention of alcohol misuse in female patients with depression. The studies of
post-traumatic stress disorder (PTSD) using IPT compared to exposure-based
(recount in detail the traumatic event) interventions, the gold standard in the
field, began in this period. The results, much to the surprise of many involved with
the treatment of PTSD, showed that IPT, which does not involve exposure work,
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was an option for patients adverse to describing traumatic memories.'>"* Finally,
there have been efforts to study the process and mechanism of IPT using sophisti-
cated modeling and new methods of measurement and search for common factor
sources versus specific intervention techniques and strategies. This work is in its
infancy.

In this book, we extend the developments in IPT described in Ravitz’s article' to
report on developments in international organizations, technologies, adaptations,
and training and implementation across the globe. Ravitz and her colleagues
anticipated these developments in their final discussion. By the time this book is
ready for the reader, the field will have moved forward from the developments we
report, a good sign of a rapidly developing field that has reached across the globe
and continues to grow in scope and depth. The reader is encouraged to read the
Ravitz et al. article for fuller details of our summary.

META-ANALYSES

Numerous small and large meta-analyses of psychotherapy clinical trials, in-
cluding IPT, have been carried out over the years. The most comprehensive
and rigorous have been carried out by Pim Cuijpers and his group, who have
made meta-analysis a special discipline. A free meta-analysis book with an
accompanying course on meta-analysis is available for those who want to learn
how to carry them out."*

The most comprehensive meta-analyses'>'¢ that studied the effects of IPT were
carried out in 2011 and 2016. The 2016 analysis included a variety of diagnoses
and provided an update and extension of the study in 2011, which focused only
on depression. After 2016, the studies focused on not only IPT but also large net-
work analyses comparing eight types of psychotherapy, including IPT, as well as
meta-analyses across different age groups'”'® and studies on onset prevention."
What follows is a summary of these reports, usually taken directly from them.

The 2011 study included 38 RCTs (4356 patients) of IPT for depression,
comparing IPT to a variety of conditions (no treatment, usual care, other
treatments, psychotherapies, or medication, continuation with medication, main-
tenance treatment). The numbers of studies in each condition were small. We take
this summary from them.!5(pp58-5%)

Compared with control groups, they noted a moderate to large effect of IPT
in the acute treatment of depression and found some indications that IPT had
less efficacy than SSRI (selective serotonin reuptake inhibitor) pharmacotherapy.
However, the overall difference was small, not all analyses were significant, and
the number of studies in this subsample was small. They noted indications that
combination treatment with IPT and pharmacotherapy was somewhat more ef-
ficacious than pharmacotherapy alone. However, the effect size was also small.

They 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 and CBT were the only psychotherapies for depression compared
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with control groups, other psychotherapies, antidepressant medication, and com-
bination treatments. Therefore, in the 2011 article, they concluded that IPT and
CBT were the best options for psychological treatments for depression. Both
seemed equally effective overall.'®

The number of studies examining the effects of maintenance IPT was small,
Cuijpers et al. noted,' but had relatively high methodological quality. They
concluded that maintenance IPT combined with pharmacotherapy reduced the
relapse rate considerably compared with pharmacotherapy alone, and placebo
plus IPT was more effective than placebo alone in reducing relapse rates. The
superior effect of combination treatment over pharmacotherapy alone suggested
that IPT has an additional effect on depression beyond the effects of pharmaco-
therapy, although they stated the effect size was small. They found that only 9 of
38 studies met all quality criteria. Despite these limitations, they concluded clear
indications for the efficacy of IPT for unipolar depression and justified its inclu-
sion in treatment guidelines.

The 2016 study!'¢®r85-¢%) jncluded the depression trials in 2011, updated with
new depression studies, and added trials of IPT for eating and anxiety disorders.
The number of studies more than doubled to 90 studies (11,434 patients). The
control conditions, ages, and designs were similar to the 2011 article. It should be
noted in the spirit of transparency that Weissman was a coauthor of this article.

Two-thirds of the psychotherapy studies in the 2016 analysis aimed at treatment
of depression, showing a moderate-to-large effect of IPT on depression compared
with control groups, with smaller effects in older adults, in clinical samples, and in
samples meeting diagnostic criteria for a depressive disorder. IPT was not signifi-
cantly more or less effective than other psychotherapies for depression. There were
some indications that pharmacotherapy may be somewhat more effective than
IPT for acute-phase depression. They noted this finding may have been influenced
by the high risk of bias in many of these trials.’* Combined treatment was signifi-
cantly more effective than IPT alone but not more effective than pharmacotherapy
alone. These results are comparable to the earlier 2011 meta-analysis.

The IPT trials for eating disorders, anxiety disorders, substance misuse, and
distress from general medical disorders showed some promising effects in the
2016 analysis. However, the authors cautioned that there was a high risk of bias in
most trials and an insufficient number of trials. They concluded that IPT’s focus
on interpersonal experiences and problem areas, often triggers of a new episode,
may provide an important alternative to pharmacotherapy or CBT.!6(656)

The next major article that included IPT is a more recent 2021 meta-analysis
that covered 8 commonly used psychotherapies (IPT; CBT; psychodynamics;
problem-solving; behavioral activation; life review; “third-wave” therapies, which
included both acceptance and commitment therapy and mindfulness-based
CBT; and nondirective supportive counseling) in different parts of the world as
compared with each other, usual care, waiting list, and pill placebos.'” This land-
mark article published in World Psychiatry has international authorship from
Netherlands, Italy, Spain, and Japan, so that a range of therapies not commonly
used in all countries is noted. The outcome was only for depression, and the focus
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was primarily on symptom reduction and remission. Social functioning and
quality of life were not included as an outcome. Using a novel network method of
analysis in 331 RCTs with 34,285 patients, they found that all therapies were more
efficacious than usual care and a waiting list, and all therapies except nondirective
supportive counseling and psychodynamic psychotherapy were more efficacious
than pill placebo.

Only 90 studies had a 1-year follow-up, and they found the IPT, CBT, behav-
ioral activation, problem-solving, and psychodynamic psychotherapy had signif-
icant effects compared to usual care, except for behavioral activation compared
to waiting list. IPT was also significantly more effective than nondirective sup-
portive counseling at 1-year follow-up. Considering bias, number of trials for
each therapy, sensitivity analysis, follow-up, and differing patient population, in-
cluding medically ill and elderly patients in some studies, the authors concluded
that all these therapies except nondirective supportive counseling can be used in
routine care. However, they suggested that “one important finding of this study
is that several psychotherapies still have significant effects at one-year follow up,
including CBT, behavioral activation therapy, problem solving therapy, interper-
sonal psychotherapy, and psychodynamic therapy.”!”2%?

A separate meta-analysis was reported in 2016 on the effects of psychotherapy
for depression on quality of life; it included 44 RCTs of psychotherapy for adults,
including IPT." Kolovos et al., including Cuijpers,'® found that psychotherapy had
a positive impact on the quality of life of patients with depression. Improvements
in quality of life were not fully explained by improvement in depression symptoms.
These findings echoed an earlier report, one also by the Cuijpers group, on social
functioning outcome for depression."’

There are also meta-analyses of more detailed aspects of treatment available.
A systematic search of RCT studies that tested the ability of interventions to pre-
vent the onset of depression found 50 trials (N = 12,606 participants).? The 50 trials
included 22 CBT, 8 IPT, 5 stepped care, 5 problem-solving, and 10 other, such as
behavioral activation and acceptance and commitment therapy. The results of the
therapies were pooled, but subgroup analyses found no major differences between
IPT and the other interventions. The participants either had a history of depression
or were patients with medical conditions, perinatal patients, or college students. The
results showed that psychotherapy as compared to control reduced the risk of de-
veloping depression by 19%. The results were more significant in studies conducted
in Europe or the United States, which may be due to a smaller number of non-
Western studies (Australia, China, and India in 6 studies). We show in subsequent
chapters the considerable increase in IPT use in non-Western countries. The authors
concluded that psychotherapy may prevent the onset of depression in people who
do not have the disorder at baseline. Many unanswered questions remain.?

Reviews of IPT clinical trials across age groups have also been completed.?"**
Specific psychotherapies were not described. However, the results showed that
the effects of psychotherapy were smaller in children and in adolescents than in
adults. These results were repeated with depressed adolescents in 40 clinical trials
(N = 3779 participants) and a variety of psychotherapies, including 6 IPT studies.
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Again, they reported a moderate effect. Thirty-nine percent responded to psycho-
therapy at 1 to 2 months, and 24% responded to the control condition.

Two meta-analyses independently appeared in 2018 and 2019 and focused on
IPT for adolescents (IPT-A).**** The analyses included the same 10 RCTs (N =910)
and participants from the same parts of the world (United States, Uganda, Puerto
Rico, Taiwan, and Australia).

Both studies concluded that IPT-A was an effective treatment for adolescent
depression that demonstrated significant improvements in depression symptoms
postintervention, with some evidence that improvements were maintained for
up to 1 year. No interaction was found between group and individual delivery
of IPT-A, indicating that both modalities could be delivered with good effects.
However, there were fewer trials investigating group IPT-A; therefore, further ex-
ploration of this treatment format is needed.?*?*'¥) There was a small significant
effect in favor of IPT-A improving depressive symptoms in comparison to other
active treatments, with this effect moderated by the type of intervention used as a
control condition. When compared with CBT, there was no significant difference
between the groups in postintervention depression symptoms. However, a me-
dium significant effect was present when IPT-A was compared to less-structured
interventions such as treatment as usual, clinical monitoring, and play therapy.
These findings were mirrored by remission rates with IPT-A demonstrating signif-
icantly higher remission rates from depression postintervention when compared
to non-CBT control conditions.?* The authors expressed surprise that the effects
were not stronger for relieving interpersonal difficulties for IPT or any of the
other modalities and noted new studies of IPT with adolescents were ongoing.
(See Chapter 44 by Mufson et al. for description.)

The last meta-analysis of psychotherapies from 2018 investigated whether
psychotherapies (usually developed in Western, high-income countries, like IPT)
were effective in LMICs and compared effects to those in high-income settings.®
The meta-analysis included 253 studies (N = 4607 patients): 32 from LMICs and
221 from high-income countries. The LMIC countries included Uganda, China,
Taiwan, Korea, Brazil, Iran, Japan, Mexico, Malaysia, Pakistan, Singapore, South
Africa, Thailand, India, Israel, and Chile. They used the World Bank classification
for income status. The studies from high-income countries were concentrated in
North America, Europe, and Australia. Only 2 IPT studies from LMICs were in-
cluded. Other included treatments were CBT, psychodynamic psychotherapy, and
nondirective supportive counseling, among others.

The study* documented that psychotherapies for depression that have been de-
veloped in Western countries may also be effective in other countries. They even
found indications that these therapies may be more effective in non-Western than
in Western countries.

While these results are reassuring regarding the efficacy of psychotherapies
(developed in high-income settings) in LMIC settings, the overall small number
of studies per country and the inclusion of only 2 IPT studies from LMICs limit
conclusions.” The results are important to have on IPT, given the large number
of reports of IPT being used in other countries (see chapters on Africa, Asia and
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the Middle East, South America, and training experience in different countries.
Chapter 3 by Cuijpers et al. provides a new meta-analysis of IPT for depression in
LMICs compared to high-income countries.

For completeness, a network meta-analysis of the effects of psychotherapies,
medication, and the combinations in the treatment of adult depression was
carried out.” While the psychotherapies were not evaluated separately, IPT was
included among 101 studies with 11,910 patients*® with moderate to severe de-
pression. Combined treatment was more effective than either treatment alone in
achieving response at the end of treatment. There were no significant differences
between medication and psychotherapy alone. Combined treatment and psycho-
therapy alone were more acceptable to patients than medication alone.

The scoping review and meta-analyses are presented to give the reader the
background clinical trials that form the evidence to guide the use of IPT. As with
medication, the overall efficacy has been established. Subsequent chapters show
the application of IPT across numerous countries and settings. Emerging studies
will determine the use of IPT under different conditions and may discover where
IPT is not as useful or clinically indicated. This is how our knowledge of care is
determined.
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