Safety of anti TNF biologics in paediatric Inflammatory Bowel Disease
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Children and adolescents with inflammatory bowel disease (IBD) show often a markedly more severe disease evolution compared to adult-onset IBD [START_REF] Pigneur | Natural history of Crohn's disease: comparison between childhood-and adult-onset disease[END_REF][START_REF] Van Limbergen | Definition of phenotypic characteristics of childhood-onset inflammatory bowel disease[END_REF] . This translates to the early use of immunosuppressive drugs and more recently biologics, mainly anti-TNF biologics in paediatric IBD (PIBD) [START_REF] Ruemmele | Consensus guidelines of ECCO/ESPGHAN on the medical management of pediatric Crohn's disease[END_REF] . The majority of patients with paediatric-onset disease receive either immunomodulators (IM) alone or in combination with anti-TNF biologics with the aim to better control disease progression. The introduction of anti-TNF biologics in the early 2000 markedly changed the landscape of IBD: Adult, as well as paediatric studies demonstrated that the use of anti-TNF biologics and particularly in combination with thiopurines increases the chances to obtain deep remission with mucosal healing associated with an improved outcome on longterm for patients [START_REF] Nuti | Prospective Evaluation of the Achievement of Mucosal Healing with Anti-TNF-alpha Therapy in a Paediatric Crohn's Disease Cohort[END_REF] . Thus the quality of life and the longterm perspective of patients with IBD changed considerably over the last 20 years since anti-TNF biologics are part of the treatment algorithms in PIBD [START_REF] Ruemmele | Consensus guidelines of ECCO/ESPGHAN on the medical management of pediatric Crohn's disease[END_REF] . However, a major limitation of IM and anti-TNF biologics is their safety profile, particularly the potentially increased risk of serious infections, opportunistic infections as well as malignancies. The majority of safety studies are in adult IBD patients indicating an increased risk, while only scant data are available in PIBD with conflicting results. Many patients and families are afraid of these potential side effects and thus, want to avoid IM and/or biologics.

The study of Viktor Wintzell and colleagues analysing the risk of serious infections under anti-TNF medication in PIBD is timely and particularly important to better appreciate the safety profile in PIBD and to optimise treatment algorithms with the aim to improve longterm outcome without increasing risks. This nationwide Danish cohort study demonstrates for the first time that the use of anti-TNF biologics does not increase the risk for serious infections in PIBD compared to PIBD patients not exposed to anti-TNF biologics.

The finding of a weighted estimate hazard ratio for serious infections associated with anti-TNF biologics was 0.81, clearly contrasting with previous paediatric and adult studies. It is important to highlight that previous studies were based on rather reduced samples sizes or on data of PIBD reference centres taking care of the most severe patients, while the present nationwide study analyses the entire spectre of PIBD avoiding the bias of highly specialized PIBD reference centres. In addition, the reassuring, but surprising result of no significant association between the use of anti-TNF biologics and the risk of serious infections, including opportunistic infections, were reproduced in a second, independent Swedish PIBD cohort, increasing the robustness of the data. In both cohorts, the majority of patients were on combination therapy of anti-TNF biologics and thiopurines. The authors did not observe any differences between patients receiving anti-TNF mono-or combotherapy; the additional use of corticosteroid did not contribute to an increased infectious risk in the present study, which markedly contrasts with previous adult data [START_REF] Lichtenstein | Serious infection and mortality in patients with Crohn's disease: more than 5 years of follow-up in the TREAT registry[END_REF][START_REF] Kirchgesner | Therapeutic management of inflammatory bowel disease in real-life practice in the current era of anti-TNF agents: analysis of the French administrative health databases 2009-2014[END_REF] . What might be the explanation for these differences ? In contrast to PIBD, many adult patients with IBD are not exposed to IM, thus patients exposed to anti-TNF biologics might be more often compared to IM-naïve patients in adults than in children/adolescents with IBD explaining the markedly higher serious infection rates. In general, infections are more prevalent in the paediatric age group potentially diluting disease or drug-related infections. Nevertheless, these findings of the study of Dr Wintzell et al. are reassuring and further encouraging the already existing trend of early use of anti-TNF biologics for PIBD. The ongoing clinical trial of the PIBD-network (REDUCE RISK, Clinical Trials.gov ID NCT02852694) addresses the question if the TOP-Down approach of anti-TNF biologics in patients with a high risk of severe disease is superior to the use of IM (Methotrexate) -depending on the results of REDUCE RISK and these new safety data, it is very likely that the use of anti-TNF biologics will further increase in PIBD. However, one important issue is not addressed in the present study, do anti-TNF biologics increase the risk of malignancies and is there a particular risk for males on thiopurines combined to TNF-biologics, particularly EBV-negative patients. The recent study of the DEVELOP consortium [START_REF] Hyams | Infliximab Is Not Associated With Increased Risk of Malignancy or Hemophagocytic Lymphohistiocytosis in Pediatric Patients With Inflammatory Bowel Disease[END_REF] indicating an increased risk for malignancies or hemophagocytic lymphohistiocytosis in PIBD patients on thiopurines, but not on anti-TNF biologics are not sufficient. Large nationwide studies and inception cohorts with longterm follow-up independent of pharmaceutical industry are necessary. Nevertheless, the current knowledge on the safety profile of anti-TNF biologics seems reassuring and the benefits of these biologics, particularly for severe PIBD, clearly outweigh the potential (low) risks.