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    Abstract
Introduction Vedolizumab (VDZ) binds to α4β7 integrin and selectively blocks gut-specific lymphocyte trafficking. Selectivity could reduce the risk of respiratory tract infections (RTIs) compared with therapies causing systemic immunosuppression (e.g. anti-tumour necrosis factor-alpha [TNFα] agents). The annual pneumonia rate in inflammatory bowel disease is higher than in healthy individuals (13.8/1000 vs 7.6/1000; incident rate ratio 1.82; 95% CI: 1.75–1.88) and the risk is increased with anti-TNFα treatment (odds ratio 1.28; 95% CI: 1.08–1.52).1 We report rates of RTIs associated with VDZ treatment in clinical trials.

Method Data from GEMINI 1 (ulcerative colitis; UC) and GEMINI 2 (Crohn’s disease; CD) and an ongoing open-label extension (OLE; data cut-off: May 2015; UC and CD) were used to calculate rates of lower RTIs (LRTIs) and upper RTIs (URTIs). A Cox proportional hazards model was used to identify potential predictors of these adverse events (AEs) in a pooled analysis of GEMINI 1/2.

Results In GEMINI 1/2 (n=1434, VDZ; n=297, placebo) and in the OLE (n=2243, all VDZ), mean (SD) ages were 37.9 (12.7) years and 39.1 (13.2) years; 47.8% and 49.7% were female sex; 17.2% and 18.1% were current smokers and 27.3% and 26.3% were former smokers, respectively. In GEMINI 1/2, exposure-adjusted incidence rates per 100 patient-years [IRs] of LRTIs were similar in VDZ and placebo groups: LRTIs overall 7.7 vs 8.5; pneumonia 1.0 vs 1.2; bronchopneumonia <0.1 vs 0.6 and primary atypical pneumonia <0.1 vs 0, respectively. The IR of URTIs overall was higher with VDZ (38.7) than with placebo (33.0). OLE IRs were no greater than for GEMINI 1/2: LRTIs overall 5.0; URTIs overall 23.5. Most RTIs were not serious. Two LRTIs (VDZ, GEMINI 2) and two URTIs (one in OLE; one in GEMINI 2) resulted in discontinuation. Predictors of increased LRTI incidence were: current/former smoker (hazard ratio [HR] 1.97; 95% CI: 1.17–3.31; p=0.0110 and 1.74; 95% CI 1.06–2.87, p=0.0291, respectively), female sex (HR 1.84; 95% CI: 1.19–2.83; p=0.0058) and prior anti-TNFα use (HR 1.70; 95% CI: 1.06–2.73; p=0.0281). Predictors of URTIs were: current smoker (HR: 1.35; 95% CI: 1.04–1.75; p=0.0225), concomitant narcotic use (HR: 1.30; 95% CI: 1.04–1.64; p=0.0215) and prior anti-TNFα use (HR: 1.50; 95% CI: 1.20–1.88; p=0.0004).

Conclusion In this post hoc analysis, VDZ treatment of UC/CD was not associated with an increased incidence of LRTIs, including pneumonia, compared with placebo.
W.Palo is now at Abbvie Inc., North Chicago, IL, USA
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