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The Effect of Psychotherapy on Quality of Life in IBD Patients:
A Systematic Review

Emma Paulides, MD,*" Inge Boukema," Christien Janneke van der Woude, MD, PhD,* and
Nanne K.H.de Boer, MD, PhD*

Background: Patients with inflammatory bowel disease (IBD) express a need for additional psychotherapy; however, psychological support is
not incorporated in the routine care of persons with IBD. This systematic review aims to assess the effect of psychotherapy on quality of life
(QoL).

Methods: A systematic search was conducted on October 7, 2019, using Embase, Medline (Ovid), PubMed, Cochrane, Web of Science, PsycInfo,
and Google Scholar to collect all types of clinical trials with psychotherapeutic interventions that measured QoL in patients with IBD aged
>18 years. Quality of evidence was systematically assessed using the Grading of Recommendations Assessment, Development, and Evaluation
criteria.

Results: Out of 2560 articles, 31 studies (32 articles) were included with a total number of 2397 patients with active and inactive IBD. Of the 31
eligible studies, 11 reported a significant positive effect and 6 had ambiguous results regarding the impact of psychotherapeutic interventions on
QoL. Treatment modalities differed in the reported studies and consisted of cognitive-behavioral therapy, psychodynamic therapy, acceptance and
commitment therapy, stress management programs, mindfulness, hypnosis, or solution-focused therapy. All 4 studies focusing on patients with ac-
tive disease reported a positive effect of psychotherapy. Trials applying cognitive-behavioral therapy reported the most consistent positive results.

Conclusions: Psychotherapeutic interventions can improve QoL in patients with IBD. More high-quality research is needed before psycho-
logical therapy may be implemented in daily IBD practice and to evaluate whether early psychological intervention after diagnosis will result in

better coping strategies and QoL throughout life.
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INTRODUCTION
The incidence of anxiety and mood disorders in patients
with inflammatory bowel disease (IBD) is high, and the prevalence
of these disorders is increased compared with the general popula-
tion." Factors influencing this emotional distress include loss of

Received for publications March 23, 2020; Editorial Decision May 15, 2020.

From the *Department of Gastroenterology and Hepatology, Erasmus MC,
the Netherlands; "Department of Gastroenterology and Hepatology, Amsterdam
University Medical Centre, Vrije Universiteit Amsterdam, Amsterdam, the Netherlands;
‘Department of Gastroenterology and Hepatology, The Amsterdam Gastroenterology
Endocrinology Metabolism Research Institute, Amsterdam University Medical Centre,

Vrije Universiteit Amsterdam, Amsterdam, the Netherlands
Supported by: C.J. van der Woude received grant support from Falk Benelux

and Pfizer; received speaker fees from AbbVie, Takeda, Ferring, Dr. Falk Pharma,
Hospira, and Pfizer; and served as a consultant for AbbVie, MSD, Takeda, Celgene,
Mundipharma, and Janssen. N.K.H. de Boer has served as a speaker for AbbVie
and MSD; served as consultant and/or principal investigator for TEVA Pharma BV
and Takeda; and received a (unrestricted) research grant from Dr. Falk Pharma,
TEVA Pharma BV, and Takeda, all outside the submitted work.

Conflict of interest: The authors have no conflict of interest.

Address correspondence to: Emma Paulides, MD, Doctor Molewaterplein 40,
3015 GD Rotterdam, the Netherlands (e.paulides@erasmusme.nl).

© 2020 Crohn’s & Colitis Foundation. Published by Oxford University Press on

behalf of Crohn’s & Colitis Foundation.

This is an Open Access article distributed under the terms of the Creative

Commons Attribution-NonCommercial License (https://creativecommons.org/

licenses/by-nc/4.0/), which permits non-commercial re-use, distribution, and repro-

duction in any medium, provided the original work is properly cited. For commercial

re-use, please contact journals.permissions@oup.com
doi: 10.1093/ibd/izaal44

Published online 1 August 2020

Inflamm Bowel Dis ® Volume 27, Number 5, May 202I

bowel control, feeling unclean, fatigue, impairment of body image,
and social isolation.* Previous research has underlined that anxiety
and depression are higher during active disease compared to inac-
tive disease, and quality of life (QoL) scores seem lower especially
during a flare.>¢ This psychological load adds to the physical burden
of the disease and is associated with direct and indirect costs.”

Two studies showed that 30% to 50% of patients with IBD
express a need for additional psychotherapy and that this need is
associated with reduced QoL.*° Screening patients with IBD for
mood disorders has recently been shown to offer mental health
benefits.! However, psychological support is not routinely pro-
vided to people with IBD in outpatient settings, and no long-
term evidence is available on the effect of providing this support
to all patients with IBD directly after diagnosis to educate pa-
tients on coping strategies to manage their disease during life.”-1°
Even more important is to better estimate the effect of psycho-
therapy on QoL before implementing it in daily clinical practice.

To analyze the burden of IBD on a patient’s life and
to determine the impact of psychotherapy, different outcome
measures are used. Health-Related Quality of Life (HRQoL)
is a multidimensional measure that reflects the impact of IBD
on a person’s physical and mental health and social func-
tioning.* This patient-reported outcome measure is an im-
portant endpoint in clinical trials according to the U.S. Food
and Drug Administration and the European Medicine Agency.!!
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Psychotherapy may affect QoL positively; however, most
of the available systematic reviews and trials have focused on
well-being in general and not specifically on QoL,'> 3 inves-
tigated different psychoeducational interventions," focused
mainly on randomized controlled trials (RCTs),'* > investigated
the effect on children as well,'® or were considered outdated.' '

The aim of this systematic literature review was to deter-
mine the effect of psychotherapy on the QoL of adult patients
with IBD, regardless of study design or treatment modality, to
enable the evaluation of the effect of every applied intervention.

METHODS

Selection Criteria

Inclusion criteria

Studies were eligible if they (1) reported QoL as an out-
come measure, (2) used a psychotherapeutic intervention, (3)
included patients with IBD, (4) patients were aged >18 years,
and (5) were written in English. All clinical trials meeting the
inclusion criteria were considered for inclusion.

Exclusion criteria
Protocols, abstracts, and studies applying educational
interventions only were excluded.

Systematic Search

A systematic search was conducted in the online data-
bases: Embase, Medline (Ovid), PubMed, Cochrane, Web of
Science, PsycInfo, and Google Scholar (100 top ranked) on
October 7, 2019. The search strategy was made for Embase
and adapted for the other databases. Reference lists were also
searched to identify additional relevant studies. Details of the
Embase search terms are shown in Supplementary Data 1.

Study Selection

The study selection was performed by I.B. (medical stu-
dent) and E.P. (MD, PhD candidate) and checked by K.dB.
(MD, PhD).

Quality Assessment

The quality of the evidence, including the risk of bias, of
every included article was manually assessed by applying the
Grading of Recommendations Assessment, Development, and
Evaluation (GRADE) criteria.” Every study was graded from
very low, low, moderate to high, and high, with high being the
highest quality of evidence. Assessments were performed by the
2 primary reviewers (I.B. and E.P.).

Statistical Analysis
When possible, total scores of validated questionnaires
were used to evaluate the effect of the intervention in the
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population. When a study used 2 questionnaires of which 1
showed significant improvements after the intervention, the
overall effect was considered positive. When a questionnaire
consisted of different domains and no total score could be
obtained, the effect per domain was evaluated and results were
considered mixed when not all domains showed improvement.
Results were described with respective P values if available or
when possible to calculate, with P < 0.05 being statistically sig-
nificant. Means were provided for studies that were described
in more detail.

RESULTS

Description of Included Studies

The literature search identified 2560 studies, of which
1494 remained after deduplication. There were 799 from
Embase, 65 from Medline (Ovid), 108 from Cochrane, 331 from
PsycInfo, 168 from Web of Science, 22 from Google Scholar,
and 1 from reference list searching. After screening titles and
abstracts, 59 were further assessed for eligibility. A total of 31
studies (32 articles) were included in the systematic review, with
reasons for exclusion specified in Fig. 1.

Research Designs

Sample size

A total of 2397 patients with IBD were analyzed in the 31
studies included, of whom 1446 patients were included in the
intervention group.

Outcome

Applied health-related QoL questionnaires are listed in
Table 1. Fifty-five percent of studies used the Inflammatory Bowel
Disease Questionnaire (IBDQ),®* 13% used its short version,’>3
and 1 study used the Spanish version.* Twenty-three percent used
the short-form health survey-36 (SF-36)% 2023 24.30.38.40 apnd 10%
used the short version of the SF-36.224! Other studies used the
HRQL,* the Assessment of Quality of Life-8D," the EuroQol
Five Dimensions Health Questionnaire,?* ** the German Quality-
of-Life Questionnaire,* the World Health Organization Quality of
Life-BREF,* the Short Health Scale,* or the 15D questionnaire.*
One study did not use a questionnaire but instead asked a multi-
ple-choice question.*’ All questionnaires but 1 were validated; for
the German Quality-of-Life Questionnaire, evidence of validation
was lacking.*

Type of study

Concerning methodology, 23 studies were RCTs!826 28
31.32.36.39-43.45 of whom 4 were pilot RCTs.?” 3 3% 3 One study
was partially randomized,”* 6 studies were prospective obser-
vational studies,!® %% 35 37.46.47 and 1 prospective observational
study used a control group.*


http://academic.oup.com/ibdjournal/article-lookup/doi/10.1093/ibd/izaa144#supplementary-data

Inflamm Bowel Dis ® Volume 27, Number 5, May 2021

Psychotherapy and Quality of Life in IBD

Additional records identified
through other sources

Records excluded
(n =1435)

Full-text articles excluded,
with reasons (n =27)

- 12 Conference abstracts
- 4 Foreign language

-2 No IBD patients

- 1 Duplicate

- 3 No psychotherapy

-1 Noresults

-4 Not about QoL

FIGURE 1. Flowchart of selection process.

Quiality according to GRADE criteria

No studies were graded as being of high quality. Eight
studies were of moderate quality,!® 1-21-23.36.41.45 8 studies were
of low quality,? 2> 28.32.39.40.42.43 and 15 studies were assessed as
being of very low quality, 0 20:26.27. 2931, 335, 37. 38. 44.46.47 according
to the GRADE criteria.!”

Main Findings of Effect of Psychotherapy

The 31 eligible studies are displayed in Table 2. Ten showed a
significant positive effect regarding the impact of psychotherapeutic
interventions on QoL 18.19.23.26.31.34.36.37.46 g nq | study only reported
raw data but showed, after statistical testing, a significant effect.*’ Six
studies reported mixed results;*!- 252 3-4.39 1 study showed signifi-
cant improvements in QoL scores in the intervention group but no
significant difference compared with the control group,” 2 studies
displayed significant effects in the per-protocol analysis but not in
the intention-to-treat analysis,” ? 2 studies reported improvement
in only some domains,** and 2 studies concluded that improve-
ments were only witnessed in a subgroup.”":? Thirteen studies were
not able to show a significant effect from psychotherapy.?®: 2 42729,
32,33,35,40-43.45 One study did not perform statistical testing because of
a pilot setting and small sample size but did show a positive trend.®

§ Records identified through
=3 "
8 database searching
£ (n =2559) (n=1)
c
7}
=
Records after duplicates removed

& (n =1494)
c
o
5
(7]

v

PR Records screened
(n=1494)
£
3 v
i Full-text articles assessed
for eligibility
h— (n =59)
° v
°
3 Studies included in
£ qualitative synthesis
(n=32)

Of the 8§ studies that were rated as being of moderate quality, half
showed a significant positive effect and are discussed in more detail
in Supplementary Data 2.

IBD phenotype

Seven studies focused solely on ulcerative colitis (UC) pa-
tients?!"- 2> %30 or published data on both UC and Crohn disease
(CD) groups separately.'® 2 32 In patients with UC, 3 studies
found no significant effect?>?*32 and 3 described mixed results.?"
2839 One study reported a positive effect in UC patients only,
with a mean difference in IBDQ total score of 28.9 (30.2) at an
18-month follow-up that was significantly different from that
of the control group.'® Seven studies reported on patients with
CD, of which 4 included CD patients only.?* 3444 Only 1 study
with CD patients observed significant improvement in QoL,
with improved IBDQ total scores at week 6 (mean score from
153.8 [22.5] to 171 [18.1]; P = 0.001) and in comparison with
the control group.**

Disease activity
Thirteen studies included IBD patients in remission or
with very mild disease only, or described results when disease
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TABLE 1. Applied Health-Related QoL Questionnaires

Year Instrument Full Title

Condition Main Characteristics

1989 IBDQ%

1999 SIBDQ*

Inflammatory Bowel Disease Questionnaire ~ IBD

Spanish Inflammatory Bowel Disease Ques- IBD

32 questions on a 5-point Likert scale
Higher scores implicate higher QoL

36 questions on a S5-point Likert scale

tionnaire Higher scores implicate higher QoL
1996 sIBDQY Short Inflammatory Bowel Disease Ques- IBD 10 questions on a 5-point Likert scale
tionnaire Higher scores implicate higher QoL

1992 SF-36% 36-item short-form health survey Generic 36 items with 2-6 answer options
Higher scores implicate higher QoL
1996 SF-12% 12-item short-form health survey Generic 12 items with 2-6 answer options
Higher scores implicate higher QoL
1989 QL* German Quality-of-Life questionnaire Generic 21 items
Higher scores implicate higher QoL
1998 WHOQOoL-BREF® ¢ World Health Organization—Quality of Life =~ Generic 26 items on a 5-point Likert scale
BREF Higher scores implicate higher QoL
2006 SHS® Short Health Scale IBD 4 items on a 100 mm visual analog scale
Higher scores implicate higher QoL
2001 15D questionnaire® 15D questionnaire Generic 15 questions scored on 5 ordinal levels
Higher scores implicate higher QoL
2014 AQoL-8D%* Assessment of Quality of Life-8D Generic 35 items scored on 4-5 ordinal levels
Higher scores implicate higher QoL
1990 EQ-5D% EuroQol Five Dimensions Health Ques- Generic 14 questions scored on nominal and

tionnaire

ordinal levels
Higher scores implicate higher QoL

worsened: The overall effect reported on patients in remission
was ambiguous, with 4 studies reporting a (temporarily) posi-
tive effect,? 343637 5 studies reporting no significant effect,?! >
32.40.45.99 3 gtudies reporting mixed results,?® 33 and 1 study that
did not perform statistical testing because of the small sample
size.® Four studies focused on IBD patients with active disease
only** ¥ or described the impact of psychotherapy during a
flare,"*¢ and these 4 studies showed a significant positive effect
of psychotherapy on QoL. Mizrahi et al?* showed in an RCT
on stress management a significant difference in the effect of
intervention over time in IBD patients compared with control
patients after 5 weeks (P = 0.014; mean difference in IBDQ
total score = 13.33 [15.45]; P = 0.002). In the small observa-
tional study of Miller and Whorwell,¥’ 6,7% of the therapy-
refractory IBD patients scored their QoL at baseline as good
or excellent compared with 80% who scored their QoL simi-
larly after hypnotherapy (calculated P = 0.003), with a mean
follow-up of 5.4 years. During a flare, QoL in IBD patients
remained significantly improved post-cognitive-behavioral
therapy (CBT) treatment compared with control patients in an
RCT conducted by Hunt et al,’® but no measures of the short
IBDQ scores were reported. Jedel et al*! observed significantly
better IBDQ total scores in patients with active disease in a
mindfulness-based stress-reduction program compared with
matched control patients at 12 months (mean difference mixed
model = 0.15 [0.04-0.26]; = 0.001).
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Intervention

All studies used a psychotherapy-based intervention pro-
gram. Eight studies used mainly CBT,!"- 18 19.25.36.37. 39,40 4 yged
psychodynamic interventions,?-3%4>43 and 2 primarily used ac-
ceptance and commitment therapy.*>* Nine studies used stress
management programs as intervention, 24 26 30-32.34.41.46 4 yged
mindfulness,??”- 24 and 2 used hypnosis.?>#” Solution-focused
therapy was used in 2 studies by the same first author.?* 3

Of the 8 studies focusing on the relationship between
thoughts, feelings, and behavior through CBT, 5 studies showed
significant positive effects,'? 1819337 2 described mixed results,>
¥ and 1 reported no significant improvement in QoL.*-* When
a significant effect of therapy was shown, QoL remained im-
proved during the follow-up period, which differed in length
from 10 weeks?’ to 3.5 months,' 6 months,* 12 months,'’ and
18 months, respectively.'®

In stress management interventions focusing on relaxa-
tion, breathing, and coping, the results were split evenly with
4 studies reporting no significant effect,? > 324 4 studies re-
porting a positive effect,? 33446 and 1 showing mixed results.*
The significant effect of stress management interventions lasted
during follow-up, with times that differed from a short period
of 5 weeks? and 6 weeks™ to 26 weeks®! and 12 months.*

In the mindfulness-based interventions, 3 study showed
a mixed result?" 24 and the others showed no significant im-
pact.’” The 2 studies that focused mainly on acceptance and
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reviews of psychological interventions for adults was pub-
lished, but QoL was not included as an outcome measure in
these studies, making it difficult to compare to IBD.*! A recent
large RCT did study QoL in fatigued patients with rheumatoid
arthritis and concluded that CBT had a beneficial effect on fa-
tigue scores but not on QoL.*

As the primary outcome, QoL was chosen because it is a
multidimensional measure that evaluates the impact of IBD on
a person’s physical health, mental well-being, and social func-
tioning and is easy to implement in daily practice. However, a
limitation of this strategy could be that more specific needs for
intervention such as coping and fatigue were underestimated.
Psychotherapeutic interventions may facilitate improvements in
more specific areas, as emerged from the trial of Berding et al,*!
where a significant effect on coping was observed, and from the
studies of Wynne et al*® and Vogelaar et al from 2014,% where
they reported positive effects on stress and fatigue, respectively.
Therefore, the indication for psychotherapy needs to be care-
fully chosen to be able to match the intervention to patients
and their needs.

Improving QoL is of clinical and social relevance but
also of economic importance because patients with a better
perceived QoL remain active, can participate in society, and
seek less medical help, resulting in less direct and indirect costs.
In addition, a recent study from Park et al® also appointed
mental health comorbidities as a crucial key cost driver and
showed that costs of patients with mental health diagnoses
were almost twice as high as those of patients without mental
health issues.

Limitations and Implications

The main limitation of this review was the quality of evi-
dence, with almost half of the studies being graded as very low.
The top quartile was of moderate quality, which means that “it
is very likely that further research will impact the estimate of
the effect,” according to the GRADE criteria.'”

No meta-analysis could be performed because of the
heterogeneity of the population, design, implementation, and
statistical analyses of the studies. More than two-thirds of the
studies used the IBDQ and/or the SF-36 or their short ver-
sions to measure health-related QoL. As a result, most study
outcomes were comparable, but the remaining questionnaires
varied enormously. Interventions varied from officially regis-
tered CBT to a self-created program with different aspects of
stress management and diverse durations. Time of follow-up
also differed among studies, with a minimum of 12 days to a
maximum of 2 years. The studied populations varied between
trials, with patients experiencing high psychological distress
at baseline, fatigue or a diagnosis of CD with quiescent di-
sease at inclusion. In other studies patients were excluded for
these reasons. Not all studies provided exact summary meas-
ures, and some just stated that there may or may not have
been an effect of the intervention. Finally, there were diverse
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methods of handling missing data for patients who dropped
out with respect to statistical approaches, which may have led
to different conclusions. Therefore, data were not combined
in a meta-analysis.

More than half of the studies experienced dropout or lost
to follow-up rates of 25% or 62%.!% 20 25-29, 32 33. 36, 39, 40, 42, 43, 45, 46,
4 Most studies reported that the time-consuming nature of the
intervention was the main reason that patients dropped out of
the intervention program, which needs to be considered when
carrying out future trials or implementation of intervention in
daily care/practice. Other reasons given for dropout were di-
sease flares resulting in surgery, pregnancy, long distance to the
facility, other expectations of the intervention, and researchers
being unable to get in contact with patients at follow-up. As a
result, in studies experiencing high dropout rates, different sta-
tistical approaches led to different conclusions.

Most studies did not blind participants, therapists, or in-
vestigators, thereby introducing a potential bias. Blinding in
psychological interventions can be a challenge, but efforts must
be made in blinding patients for the hypothesis and investiga-
tors when possible as seen in 4 of the included studies.!® 212240
Most studies did not control for time and attention conditions,
but nonspecific attention can have significant effects on the out-
come and should thus be considered.

Future research in this area should thus focus on studies
controlled for time and attention, with adequate sample sizes,
considering different patient and disease characteristics. To
compare interventions with each other as seen in pharmaco-
logical studies, researchers can also compare therapies head to
head. In addition, whether standard early introduction of psy-
chological care after diagnosis helps patients develop skills to
cope with the disease, from which they can benefit throughout
life, requires greater attention.

CONCLUSIONS

Psychotherapeutic interventions may improve QoL in
IBD patients, but current evidence and efficacy outcomes are
too ambiguous. Patients with active disease seem to benefit
most from psychotherapy when compared to those in remis-
sion. More high-quality research is needed to provide tailored
psychological therapy to adults with IBD and to investigate
whether (early) intervention after diagnosis will result in better
coping strategies and QoL throughout life.

SUPPLEMENTARY DATA

Supplementary data are available at Inflammatory Bowel
Diseases online.
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