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Introduction.  Depression and Anxiety are common in patients with inflammatory bowel disease. There has been investigation into the influence of anti-tumor necrosis factor (TNF) biologics on depression and anxiety in patients with and without IBD, with longitudinal studies and small randomized controlled trials showing conflicting results. 
Aim. We performed an analysis of the relationship between anti-TNF biologics and small molecule therapies  on depression and anxiety in patients with IBD.
Methods. An online questionnaire was administered through IBD clinics at Flinders Medical Center, South Australia.  Data on IBD activity (Simple Clinical Colitis Activity Index and Harvey–Bradshaw Index), IBD, Medical history including previous mental illness, smoking history, surgical history, family history, demographics, and IBD medication were recorded. Depression was assessed with Patient Health Questionnaire 9 (PHQ9), with clinically significant depression defined as PHQ9 score >15. Anxiety was assessed with the General Anxiety Disorder-7 (GAD-7) Questionnaire, with definition of mild anxiety (5-9), moderate anxiety ( 10-14) and severe anxiety ( 15-21). Inadequate completion of any score or index led to that result not being included.
Results: Our preliminary data included 220 responses to the online questionnaire, with 106 from patients with Crohn's disease, 56 from patients with ulcerative colitis (UC), 12 from patients with indeterminate colitis, and 36 undefined. The median age of respondents was 44 years, with 63% being female, and the median duration of inflammatory bowel disease (IBD) was 12 years. Of the participants, 65 reported having depression or anxiety. Additionally, 15% were active smokers, and 72 were former smokers. Fifteen participants reported consuming more than 10 alcoholic drinks per week, while 31 reported consuming between 4 and 8 drinks per week. Clinically significant depression was observed in 20.8% of the cohort, with 17.6% experiencing moderate to severe anxiety and 21.4% reporting mild anxiety. Anti-TNF therapy was used by 34.3% (n=72) of participants, while small molecule therapy (Tofacitinib or Upadacitinib) was used by 10.5% (n=22). The rate of clinically significant depression among those using anti-TNF therapy was 22% (n=15/67) compared to 14% (n=14/98) in non-users (P=-0.179). For those using anti-TNF therapy, the rate of mild anxiety was 28% (n=19/67) compared to 24% (n=24/99) in non-users (P=0.553), and the rate of moderate to severe anxiety was 21% (n=14/67) compared to 21% (n=21/99) in non-users (P=0.961). Regarding small molecule therapies, the rate of clinically significant depression was 28.5% (n=6/21) compared to 16% (n=23/144) in non-users (P=-0.151). Notably, among patients with Crohn's disease, the rate of clinically significant depression in those using small molecule therapies was 57% (n=4/7) compared to 18% (n=17/92) in non-users (P=-0.016). The rate of moderate to severe anxiety among small molecule therapy users was 19% (n=4/21) compared to 21% (n=31/145) in non-users (P=0.807), and the rate of mild anxiety was 42% (n=9/21) compared to 23% (n=34/145) in non-users (P=0.058). In UC, the rate of mild anxiety among small molecule therapy users was 50% (n=7/14) compared to 20% (n=8/40) in non-users (P=0.031). Clinically significant depression and moderate-severe anxiety were associated with female sex (P=0.036 and P=0.009, respectively), but not with previous surgery for IBD (P=0.338). There was no difference in the anti-TNF/small molecule and non-anti-TNF/small molecule groups for any of these variables.

Discussion: Our study indicates a trend towards higher rates of mild anxiety among anti-TNF users but no significant association with depression or anxiety. However, small molecule therapy, particularly in Crohn's disease, was linked to a higher prevalence of clinically significant depression and mild anxiety. These findings underscore the need for heightened monitoring of mental health in patients on small molecule therapies, especially those with Crohn's disease. Further research is warranted to elucidate the mechanisms underlying these associations and guide clinical management.
