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Abstract: Because of disease chronicity and required shifts in
coping and self-management skills over time, it is not surprising that
patients with inflammatory bowel disease (IBD) are at increased
risk for mental health issues, including depression. Modern
conceptualizations of chronic care recognize that the relationship
between depression and disease is bidirectional, with (1) poor
health leading to poor self-management just as often as poor self-
management leads to poor health and (2) inflammation driving
depression and depression driving inflammation. Depression in
the setting of IBD has been undertreated in this population in the
past and, if it remains as such, will continue to pose a significant
risk to the current health care system. In this article, we explore
these bidirectional relationships and make recommendations for
the assessment and treatment of depression in the context of IBD.

elf-management of inflammatory bowel disease (IBD),

which consists of painful, often disabling, immune-mediated

inflammatory conditions of the digestive tract, is of critical
importance to successful long-term outpatient management. It
is well established across many chronic conditions that when
self-management skills decline, patients experience poorer health
outcomes.! Individuals with IBD, including Crohn’s disease and
ulcerative colitis, must simultaneously and effectively engage in 3 core
self-management tasks: (1) medical management, which includes
adherence, decision-making, disease knowledge, and relationships/
communication with the medical team; (2) preservation or creation
of meaningful life roles and adjustment to any limitations that the
disease presents; and (3) acknowledgement and management of the
emotional and psychological impacts of IBD.? Self-management
skills are further optimized when the patient is supported by a
strong IBD care team that includes gastroenterologists, IBD nurses,
dietitians, and psychologists.
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Figure. The bidirectional pathways between depression and inflammatory bowel disease (IBD).

Because of disease chronicity and required shifts in
coping and self-management skills over time, it is not
surprising that patients with IBD are at increased risk
for mental health issues, including depression. A recent
systematic review of data published between 2005 and
2014 demonstrated that depression was as high as 21.2%
in patients with IBD vs 13.4% in healthy controls. Rates of
depression rose to 34.7% when IBD was active (although
active disease was not consistently defined across studies),
with no notable differences between Crohn’s disease and
ulcerative colitis.’> Depression, when comorbid with IBD,
can negatively impact self-management and associated
disease outcomes, including increased risk for hospital
readmission within 90 days,* increased risk of surgery,’
and unnecessary computed tomography scans and
colonoscopies.’

It is not sufficient, however, to view the self-
management and coping demands posed by IBD as the
sole culprit of depression. Modern conceptualizations
of chronic care recognize that the relationship between
depression and disease is bidirectional, with (1) poor health
leading to poor self-management just as often as poor self-
management leads to poor health® and (2) inflammation
driving depression and depression driving inflammation.”
In this article, we explore these bidirectional relationships
and make recommendations for the assessment and
treatment of depression in the context of IBD (Figure).

Defining Depression in the Context of IBD

The fifth, and most recent, edition of Diagnostic and
Statistical Manual of Mental Disorders (DSM-5) has
categorized depression as including 5 or more symptoms
over a period of 2 weeks that are distinct from previous
functioning and result in impairment in 1 or more areas
of a person’s life.® Although the 2-week time frame is
required for diagnostic purposes, in clinical practice,
it is much more common for a provider to observe a
much longer period of these symptoms, which are fairly
pervasive more days than not. One of the 5 symptoms
must be either feeling depressed, having a sad or low
mood, or anhedonia, which is a loss of interest or
pleasure in previously enjoyable activities. The additional
4 or more symptoms can be categorized as somatic,
such as weight loss or gain, sleeping too much or too
little, psychomotor agitation or slowing, or fatigue or
low energy, or can be categorized as cognitive, such as
feelings of worthlessness or inappropriate guilt, poor
concentration or indecisiveness, or thoughts of death or
suicidal ideation. Interestingly, the episode of depression
must not be attributable to the physiologic elements of
another medication or medical condition, which has
implications, especially for active IBD. It is important
to point out that depression can be understood as a
categorical psychiatric diagnosis (meets criteria vs does
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not meet criteria), or it can be discussed through a
dimensional lens (a threshold of distress or impairment
across a range of core symptoms). However, differing
definitions of depression make it difficult to draw
definitive conclusions regarding its true prevalence and
impact on IBD.?

An alternative depressive disorder that was first
written about in the DSM-5 is depressive disorder due
to another medical condition,® which is a prominent
and persistent period of depressed mood or markedly
diminished interest or pleasure in all, or almost all,
activities with evidence from patient history, physical
examination, or laboratory findings that the disturbance
is the direct pathophysiologic consequence of another
medical condition. How might an IBD provider
determine whether a depressive disorder related to IBD is
present? Through a careful multicomponent assessment,
the provider could consider (1) whether there is a
temporal association between the onset, exacerbation, or
remission of the general medical condition and that of
the mood disturbance; (2) whether the symptoms are
somewhat atypical of traditional depression with respect
to the age of onset, course, or family history; or (3)
whether depressed mood and its somatic features occur
in the absence of other symptoms that typically coexist
(eg, feelings of worthlessness or guilt, suicidal ideation).
Importantly, because this diagnosis was described only
recently in the DSM-5, it is unclear as to whether it will
become well validated in clinical practice, particularly
with respect to treatment implications. Given the nuances
(and time required) to determine the history of depression
in a patient with IBD, when possible, an IBD provider
should refer the patient for a more complete evaluation
by a mental health provider.

One helpful way of thinking about the diagnosis
of depression in IBD stems from the work of Szigethy
and colleagues, who have been able to identify depres-
sion phenotypes from a cohort of 226 depressed pedi-
atric patients with IBD.? In their study, approximately
75% of the depressed teenagers fit the category of mild
depression, with prominent symptoms being fatigue,
irritability, and depressed feelings. Another 20% fit the
category of somatic depression, with prominent features
including anhedonia, change in appetite, fatigue, physi-
cal complaints, irritability, and depressed feelings. The
third group, which only represented approximately 6%
of the sample, fit the category of cognitive despair (its
prominent symptom) and also had more traditional
depressive symptoms, such as morbid and suicidal
ideation, weeping, hopelessness, fatigue, and feelings
of sadness. Although these were pediatric patients,
it is quite possible that similar categories can be seen
in adults.

The Multifactorial Relationship Between
Depression and IBD

The relationship between IBD and depression is complex
and dynamic with several overlapping pathways. Compli-
cating things further, several somatic symptoms of depres-
sion, such as fatigue, difficulty sleeping, and reduced
appetite or weight, are also extraintestinal manifestations
of IBD and, therefore, may not be that informative in
the differential diagnosis. Thus, it is necessary to interpret
depression and IBD in the 2 biopsychosocial bidirectional
contexts listed below.

Pathway 1: IBD requires a shift in coping. Poor
adjustment to IBD increases the risk for depression and
negative IBD outcomes.
Behavioral activation theory, one of the most predomi-
nant and effective conceptualizations of depression,
holds that people become depressed when there is not
enough environmental reinforcement (enjoyment of
life) or too much environmental punishment (severe ill-
ness). Interventions focused on increasing environmental
reinforcement (pleasant event scheduling) and reducing
punishment (improvement of physical health) are highly
effective'® and may be particularly relevant to IBD, which
seems to have differential rates of depression based upon
disease activity.’ To the extent that IBD symptoms result
in a reduction in one’s ability to engage in pleasant activi-
ties due to either disease activity or significant changes
in one’s lifestyle or coping (restrictions on international
travel or enjoyment of food, periods of hospitalization or
nutrition support), depression is of increased probability.
Other risk factors for the onset of depression in IBD
include the extent to which an individual experiences the
diagnosis or change in medical or surgical care as a trauma
or sense of loss or the extent to which it affects his or her
body image, self-esteem, or perceived disability.'"’? In a
small study of patients with IBD, those who had difficulty
adapting to disease-related demands (adjustment, also a
core self-management task) reported more bowel and
systemic symptoms, more pain, less engagement in activi-
ties, higher perceived stress, an emotional representation
of illness, and higher health care use.”® These findings
were supported in a recent review focused on the negative
relationship between adjustment and emotion-focused
coping." In a prospective study of 95 patients with
Crohn’s disease, the small set of depressed patients had
significantly lower levels of positive reframing and plan-
ning and higher levels of denial than their nondepressed
counterparts. The depressed patients were also more
dependent on others for care and had poorer symptom
tolerance,’ suggesting that another way in which depres-
sion may affect IBD is through coping and self-care. For
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example, depression has been associated with reduced
adherence to treatment and reduced quality of life,'® and
may impact on€’s self-management behaviors such as diet,
sleep hygiene, smoking, exercise, and maintaining a social
support network or even relationships with the treatment
team or caregivers."”

Pathway 2: Depression and inflammation are linked.

Another potential pathway through which IBD and
depression are related is that depression in and of itself
could drive inflammation and subsequent IBD activity.
This link has previously been well documented in animal
models'®"
from the Nurses Health Study suggest that depression

and, more recently, in clinical models. Data

may increase the risk for the development of Crohn’s dis-
ease in women 2-fold.?* There are growing data supporting
increased inflammation in depressed individuals compared
to healthy controls, with specific elevations in serum levels
of interleukin (IL)-1, -6, -12, and tumor necrosis factor-¢.
and possible alterations in IL-12 pathways.” This seems to
be particularly pronounced among those with predomi-
nant somatic and vegetative symptoms.” Elevated levels
of C-reactive protein have also been reported in depressed
adults” and can also be used as a marker of depression
severity and likeliness of recurrence.”? There is also evi-
dence that depressed individuals are able to activate their
immune systems similarly to the immune response seen
with an acute infection,” which may explain the increased
propensity to flare in IBD. In a longitudinal study of more
than 2000 Swiss patients with IBD, depression was associ-
ated with doctor-reported clinical recurrence, with IBD
patients who were depressed having a significantly shorter
time to a clinical recurrence event, which is a particularly
strong finding for Crohn’s disease.?? Similar findings have
also been reported previously.?*

Treatment of IBD may also impact mood, and mood
may affect treatment response. Studies on the psychiatric
consequences of corticosteroids indicate that as many as
40% of adults experience mood or anxiety symptoms, with
those on high doses or with histories of mood disorders
at highest risk.” In a study of 100 consecutive patients
starting infliximab (Remicade, Janssen), patients meeting
the criteria for depression according to the Patient Health
Questionnaire at baseline had a lower remission rate,
and at 4-week follow-up, 88% of these patients needed

%6 Alternatively, treatment with infliximab

retreatment.
had a positive impact on depression, potentially by
modifying shared inflammatory pathways.” It is possible
that emerging therapeutic paradigms supporting mucosal
healing and deep remission® may have additional benefit
on IBD-driven depression.

Another way in which depression could impact

response to IBD treatment is through the presentation

of functional gastrointestinal disorders, particularly irri-
table bowel syndrome and centrally mediated abdominal
pain syndrome. In a study of 356 patients with IBD,
there was a strong association between IBD, depression,
and coexisting functional gastrointestinal disorders in
the absence of inflammation, suggesting that patient-
reported IBD severity may be influenced by depression
and pose a risk for overtreatment or poor health care
delivery.?°

In addition to recognizing the multiple ways in
which depression and IBD overlap, it is important to
consider the impact of treating depression as it relates to
IBD outcomes.

Assessment and Treatment of Depression
in the Setting of IBD

In a recent review of 79 studies,” 21 different techniques
were used to assess depression, with the majority using the
Hospital Anxiety and Depression Scale.”? There is some
debate as to the cost-effectiveness of screening for depres-
sion in primary care®® and higher-risk populations,* but
we still recommend that depression be considered as part
of any IBD assessment given its strong, negative impact
on outcomes. Depression has been undertreated in this
population in the past®® and, if it remains as such, will
continue to pose a significant risk to the current health
care system.* Indeed, the recently published guidelines®”
for preventive health care in patients with IBD include
recommendations regarding the importance of screening
for depression.

If depression is identified, mental health inter-
ventions, including behavioral therapies and/or medi-
cations, can be extremely effective. Behavioral therapies,
particularly cognitive behavioral therapy and behavioral
activation therapy for depression, are widely accepted and
effective.®* Trials of cognitive behavioral therapy,
including those adapted specifically to pediatric IBD, %
show promise. Online delivery may also be an option for
adults with IBD.#! Selective serotonin reuptake inhibitors
(SSRIs) have also been widely used in this population
with modest effect.®® In one of the only prospective stud-
ies,” depressed patients with Crohn’s disease undergoing
6 months of a range of antidepressant drug treatments
(SSRI, inhibitor

[SNRI], or a combination of the two) saw improvement

serotonin-norepinephrine reuptake
in depression, anxiety, quality of life, and sexual function-
ing scores, as well as an improvement in Crohn’s Disease
Activity Index score. In another retrospective study, usage
of antidepressants (most commonly citalopram and fluox-
etine) to treat concomitant depression in patients with
IBD was found to be associated with a decrease in relapse

rates, corticosteroid use, and number of endoscopies.”
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Table. Sample Conversation Starters to Use With Patients
With Inflammatory Bowel Disease (IBD)

Explaining the Link Between IBD and Depression

We do not fully understand the relationship between

IBD and depression, but we know that depression affects
between 20% and 30% of individuals with IBD and that
the rate of depression may be even higher when disease

is active. Experts in this area suspect that the reason that
depression and IBD are so intertwined has something to do
with both depression and IBD sharing several biologic and
inflammatory pathways. Another common reason people
with IBD become depressed is that they have to stop doing
activities they used to enjoy or were good at because of
their illness. For most of my patients, it is a combination of
these factors that leads them to feel depressed or have a low
mood. Do you feel that any of these things apply to you and
your IBD right now?

Encouraging Patient Referral

You have been going through so much recently with your
health, and part of my job is to make sure that you are
emotionally managing everything. So many of my patients
like you become fatigued, depressed, and down as a result
of their IBD and can sometimes benefit from short-term
counseling or even medication to figure out how they can
move forward in light of everything that has happened.
Would you like me to make a referral to see someone in our
center who specializes in this?

Conclusion

Depression has been documented in IBD and has a sig-
nificant impact on disease outcomes, including quality of
life, health care use, and efficacy of treatment. The rela-
tionship between IBD and depression is likely bidirec-
tional. We recommend that depression be assessed as part
of routine care in IBD and that IBD specialists do the
following to ensure that the patient’s needs are adequately
addressed: (1) spend time on a patient-friendly conversa-
tion starter explaining the link between depression and
IBD in order to reduce stigma and increase buy-in for
treatment if it becomes necessary (Table); (2) identify
several local mental health providers to refer patients to
when needed and make sure that these providers know
that the IBD provider would like to be kept informed of
their care plan; and (3) become familiar with 1 or 2 reli-
able SSRIs/SNRIs that can be used as a backup if mental

health care is unavailable.
The authors have no relevant conflicts of interest to disclose.
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