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Overline: Autoimmunity

Title: When a double-negative is not a positive: autoantibodies against IL-10 in inflammatory bowel
disease patients

One sentence summary: IL-10 autoantibodies are detected in 2 patients with severe inflammatory
bowel disease.

Colleen M. Noviello, PhD.
Department of Neurobiology, University of California at San Diego.
conoviello@ucsd.edu

Inflammatory Bowel Disease (IBD) affects almost 2.4 million Americans and countless numbers of people
worldwide. However, the underlying causes of IBD remain largely a mystery. Griffin et al. uncover a new
trigger for severe IBD in two patients: autoantibodies against Interleukin-10 (IL-10). IL-10 plays key roles
in limiting inflammation by reducing release of tumor necrosis factor and promoting development of T
regulatory cells, among other mechanisms. To understand the role of IL-10 in the gut immune system,
one can look to patients with genetic mutations in the IL-10 or IL-10 receptor genes. These patients’
symptoms begin as infantile-onset enterocolitis.

In the two patients highlighted in the author’s study, the IL-10 autoantibodies appear to phenocopy the
genetic mutations. After screening for infectious and genetic causes of patients’ symptoms, the authors
performed an assay to determine whether the patients’ cells were capable of responding to exogenous
IL-10. The patients exhibited normal ability to suppress lipopolysaccharide-induced production of tumor
necrosis-factor, and thus the authors screened for the presence of autoantibodies against IL-10 as well as
autoantibodies against a large panel of immunomodulatory cytokines. In these cases, the presence of
high titers of autoantibodies against IL-10 led the authors to initiate immunosuppressive therapy on
these patients. Resolution of symptoms correlated with decreased titers of anti-IL-10 autoantibodies;
relapse of symptoms occurred upon weaning of immunosuppression. How broadly these autoantibodies
are associated with IBD remains unknown, but the presence of them in these two patients, along with
the resolution upon treatment with immunosuppression, highlights the need to include IL-10
autoantibodies among the potential pathogenic mechanisms of IBD.
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