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We thank Garcia Garrido et al. for their comments on the BSG IBD section Position Statement1 and the studies cited in their correspondence, PROSPERO has been a valuable meta-analysis of the impact of immunosuppression on pneumococcal vaccination2. However, the results of this study should be interpreted with caution in IBD patients, as the vast majority of studies included (18/22) were from patients with other immune-mediated inflammatory diseases (mostly rheumatoid arthritis), in which the only conventional immunomodulator reported was methotrexate. Moreover, in the few IBD studies included, anti-TNF treatment did significantly impair vaccine responses, whereas immunomodulators did not. The 2020 study by van Aalst et al, also confirms impaired pneumococcal vaccine (PCV13) responses in anti-TNF recipients3. The key message is that there is clear evidence of impaired pneumococcal vaccine responses in IBD patients taking anti-TNF therapy, with less clear, or conflicting evidence available for conventional immunomodulators.

We agree that any impact of immunosuppression is likely to be vaccine specific. Fortunately, data are now emerging on the effects of immunosuppressive therapies on anti-SARS-CoV2 vaccine immunogenicity in IBD patients. Results from 1,283 IBD patients in the CLARITY-IBD study have shown that rates of seroconversion are lower after first dose of both the BNT162b2 and ChAdOx1 nCoV-19 vaccines in patients treated with infliximab compared with vedolizumab4. Anti-TNF monotherapy and immunomodulator monotherapy were not compared, but the combination of infliximab and immunomodulator therapy was associated with the lowest rates of seroconversion with both vaccines. Whether any particular vaccine should be favoured in IBD patients is more contentious. No major serological differences were observed in CLARITY between the two vaccines, but there are conceptual reasons to suspect that adenovirus vector (adv) vaccines may elicit more favourable T cell responses, which may be important for durable immunity. Data regarding the effects of immunosuppressive therapies on T cell responses are eagerly anticipated.

Important unanswered questions remain. Although early data from small cohorts of anti-TNF treated IBD patients completing two doses of mRNA vaccination in CLARITY-IBD and in the USA5 report robust vaccination responses, larger studies, including those incorporating data on adv vaccines, are urgently needed. Moreover, the effects on vaccine immunogenicity of other immunosuppressive regimens used in IBD are yet to be systematically investigated. 
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