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Cancer risk of IBD therapy

Statement of the Problem: In general, when cancer develops or recurs in IBD patients, this may be related to the
chronic intestinal inflammation, have no link with IBD or its treatment, and/or may be potentially influenced by the
immunosuppressive drugs. The purpose of this review is to summarize the risk of cancer associated with IBD therapy.

Methodology: An extensive review of the literature has been undertaken and discussed among experts using the Oxford
grade of evidences to help management.

Findings: Cancers caused by immunosuppressant drugs represent a minority of the incident cancers observed in patients
with IBD. Regarding thiopurines several studies in referral centers or nationwide have suggested that cancer risk in general
is not increased. However, the overall SIR for lymphoma is significantly increased in IBD patients receiving thiopurines,
(5.7, 95% CI 3.2-10.1), but not in former users or never users. In addition, thiopurines also carry an excess risk of Non-
Melanoma Skin Cancer (NMSC) with a pooled adjuster HR of 2.3 in a recent meta-analysis. Inhibition of TNF-alpha
has been hypothesized to increase the overall cancer risk, however, an adequately powered nationwide study in Denmark
have confirmed the data of meta-analysis and pooled analysis for either infliximab or adalimumab excluding an excess of
risk. Reliable data regarding risk of cancer and therapy with Methotrexate and Cyclosporine in IBD are lacking. Data on
methotrexate related to rheumatologic experience do no report an excess risk of solid cancer or hematological malignancies.
Calcineurin inhibition is associated with an unequivocal excess risk of cancer in the post-transplant state, but is generally
dose and duration-dependent therefore, is not an issue for IBD.

Conclusion & Significance: IBD patients are exposed to a background risk of cancer development, especially under
uncontrolled inflammation. This risk is generally greater than that related to IBD therapy.
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