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Summary

Crohn's disease (CD) is associated with a higher prevalence of depressisn than
observed in the general population. The presence of such psychological co-morbidity may
affect disease outcomes in CD, with some studies suggesting the presence of depression

increases risk of flares of disease activity (Am J Gastroenterol 2010;105:1994-2002).

The authors methodology included a longitudinal follow-up design, to investigate the
association between depression and disease activity in CD. 2,144 patients$fwepated
CD completed an online survey at baseline and 12 months, including the National Institutes
of Health Patient Reported Measurement Information Systems questionnaire (PROMIS) as a
measure of depression, and the short Crohn's Disease Activity Index questionnaire (SCDAI),
as a measure of CD activity. PROMIS depression scores, based on responses to four Likert-
scale items, were converted into standardized scores (t-score). Disease activity was modelled
as both a continuous SCDAI t-score and a binary outcome with active disease defined as a t-
score >150. Linear or logistic regression was used to model continuous scores or binary
outcomes respectively, from which the expected change in mean SCDAI at 12 months, as
well as odds ratios (ORs) of having active disease (SCDAI >150), were calculated per 10-
point increase in depression t-score over 12 months. The hypothesis was that CD patients
experiencing affective-cognitive symptoms of depression at baseline would be more likely to
report active CD 12 months later, and that these depressive symptoms would be associated

with increased odds of hospitalization, surgery, and biologics usage.

The results demonstrated that, after adjusting for baseline SCDAI score, there was a
significant association between baseline depression t-score and 12 month follow-up SCDAI
score using linear regression models (P <0.001). A 10-point increase in baseline depression
t-score from 55 to 65 was associated with an 18.6 point increase in SCDAI (95% confidence

interval (CI) 11.5-25.6), compared with a 6.9 point increase (95% Cl 2.4-11.4) in SCDAI



score at 12 months with a baseline increase from 45 to 55, suggesting an association between
increasing depressive burden and SCDAI scores over the 12 months. Similar results were
found in logistic regression analyses, where a significant increase in the odds per 10-point
increase in baseline depression t-score was observed for active disease (OR = 1.21; 95% CI
1.07-1.36), hospitalization (OR = 1.26; 95% CI 1.06-1.49) but not surgery (OR = 0.94; 95%

C10.72-1.22) or biologics usage (OR = 0.91; 95% CI1 0.78-1.08).

The authors concluded that depressive symptoms were significantly associated with

risk of exacerbation of CD and hospitalization.



Commentary:

CD is a chronic inflammatory bowel disease (IBD) of uncertain etiology. The natural
history of the disease is that of quiescence, interspersed with periodic flare-ups of disease
activity. Several factors have been implicated in the development of active disease, including
a pro-inflammatory microbiome and dysregulation of the enteric nervous system. In keeping
with other chronic medical disorders, the prevalence of psychological co-morbidity in CD is
relatively high (Am J Gastroenterol. 2008;103:1989-97). Triggers for the development of

depression in IBD, including both aggressive and active disease, suggest the existence of a

link between gut and brain (Aliment Pharmacol Ther. 2014;39:802-10).

These brain-gut interactions have been studied extensively in irritable bowel
syndrome (IBS), where a bi-directional relationship between the presence of symptoms and
psychological co-morbidity has been described (Gut. 2012;61(9):1284-90). However,
evidence to support the existence of such a relationship in CD is, to date, lacking. Further
examination of the relationship between brain and gut in IBD is clinically relevant,
particularly if the presence of depression is associated with adverse disease outcomes, as this
may provide a mandate for clinical trials of interventions such as psychological therapy or

anti-depressants in the management of IBD.

Gaines et al. report the effect of depression on the development of self-reported flare
of disease activity in a large cohort of CD patients, after 12 months of follow-up. Their
findings suggest that increasing severity of depression is associated with greater odds of
developing self-reported disease activity or hospitalization, but not increased requirement for
surgery or biologics. Although these findings suggest depression may influence the natural
history of CD, there are several limitations which question the strength of this interaction,

based on these findings alone. The association between self-reported disease actgyity, usin


http://www.ncbi.nlm.nih.gov/pubmed/24588323

clinical disease activity indices such as the SCDAI or Harvey Bradshaw Index, and objective
measures of IBD activity is poor, particularly@D, but has been shown to correlate with
perceived stress, somatization, and the presence of IBS-type symptoms (Am J Gastroenterol

2016;111:541-51) (Am J Gastroenterol 2015;110:1001-12).

The lack of an objective measure of intestinal inflammation in this study means that

patients with quiescent disease with co-existB&tlype symptoms, which may affect >40%

of individuals with CD[(Am J Gastroenterol. 2012;107:1474-82), and is independently

associated with psychological co-morbidjty (Am J Gastroenterol. 2016;111:93-104), may

have been misclassified as having 'true' inflammatory activity based on clinical indices,
resulting in an overestimation of the effect of depression on CD activity. Indeed, the findings
of a recent cross-sectional survey combining clinical disease activity indices, Rome llI-
defined IBS, and fecal calprotectin as an objective measure of intestinal inflammation,
suggest that the prevalence and severity of psychological co-morbidity in CD patients with
IBS-type symptoms in the absence of mucosal inflammation is similar to those reporting
gastrointestinal symptoms with objective evidence of mucosal inflammation (Clin

Gastroenterol Hepatol 2016;d0i:10.1016/j.cgh.2016.05012.

Despite this, the assertion that depression is associated with increased symptom
reporting is clinically relevant in itself, particularly as it is the presence or absence of these
symptoms that forms the mainstay of disease activity assessment and decision-making in the
outpatient setting. It is likely, therefore, that the heightened symptom reporting observed in
such patients will be associated with greater utilization of healthcare resources, at substantial
cost. Therefore, these data support the requirement for a shift in IBD management strategy
away from one focussed solely on addressing the severity of inflammatory burden, towards
an integrated model of care encompassing assessment and management of both physical and

psychological health, as has been advocated previously (Am J Gastroenterol 2010;105:1796-
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8). Furthermore, evidence to support increased symptom reporting in patients with depression
suggests clinical trials of pharmacological and psychological therapies aimed at managing co-
existent psychological co-morbidity @D is warranted, independent of any potential

association of such symptoms with biochemical disease activity.

In conclusion, this longitudinal follow-up study demonstrates that antecedent
affective-cognitive symptoms of depression are associated with subsequent development of
gastrointestinal symptoms in CD. However, in the absence of an objective measure of
intestinal inflammation, these findings do not support the conclusion that psychological co-
morbidity is related to the development of active inflammation in CD. Disease activity
assessment in CD is complex and, when used in isolation, clinical disease activity indices and
patient reported outcome measures should be interpreted with caution. Psychological co-
morbidity in CD is common, but its impact on the natural history of CD remains uncertain.
Prospective, longitudinal studies examining the relationship between depression and mucosal

inflammation are required to delineate this matter further.



