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To the Editors,

We read with interest Frolkis and colleagues’ recent study, in which depression was associated with increased risk of incident inflammatory bowel disease (IBD) in the THIN primary care database [1]. Whilst treatment of depression in IBD has been suggested to improve IBD outcomes [2], this study goes further, suggesting that assertive pharmacological treatment of depression could reduce the incidence of IBD altogether.  

Despite the study’s manifest strengths, we wish to draw the authors’ attention to an important limitation of its current design that tempers its conclusions. Temporality between exposure and outcome is a key test of causality [3]. This is challenging in the context of depression and IBD because their symptoms frequently overlap. For example, 40-80% of patients with established IBD experience significant levels of fatigue and sleep disturbance [4], and such symptoms frequently arise during the prodromal period prior to IBD onset [5]. Although the authors attempted to adjust for this by applying a minimum 6-month gap between diagnoses of depression and IBD, a typical patient with Crohn’s disease takes 9 months to receive a diagnosis [6], and delays to diagnosis during the current study period were far longer [7]. There will be further delays in communication of the IBD diagnosis from secondary care and its subsequent coding onto the primary care record. There is therefore a strong possibility that depression was not an independent risk factor for IBD in their analysis, but rather a prodromal symptom of emerging IBD or a symptom of undiagnosed (or uncoded) IBD in some patients. We would therefore ask the authors to perform an additional sensitivity analysis testing a longer gap between the diagnoses of depression and IBD.

In the manuscript, the authors suggest possible mechanisms for the association between depression and IBD, including hypothalamic-pituitary-adrenal (HPA) axis dysfunction and elevated inflammation. A clearer understanding of temporality would shed further light on such mechanisms. For example, if depression is associated with IBD onset even after applying a longer time gap between the two diagnoses, this would suggest that depression leads to IBD through the effects of chronic stress on   the HPA axis, or even through behavioural pathways, such as dietary pattern, which is associated with incident depression and IBD respectively [8,9]. Conversely, if depression is associated with IBD in close temporal proximity, this could suggest that depression is a psychological reaction to a diagnosis of a serious and incurable long-term condition, but likewise would support the hypothesis that depression and IBD are shared manifestations of underlying elevated inflammation [10]. Indeed, much of the authors’ discussion – including the bidirectionality of depression and IBD outcomes – is compatible with the latter mechanism. 

Once again, we commend the authors on their rigorous and wide-ranging study, which has the potential to lay the foundation for much-needed mechanistic- and interventional research targeting depression to improve IBD outcomes. Clarification on the issue of temporality would provide an even stronger platform for such research.
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