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L E T T E R  T O  T H E  E D I T O R S

Letter: COVID- 19 outcomes and anti- TNF treatments— 
comprehensive evidence matters. Authors' reply

Editors,
We read with interest the letter by Hung et al.1 We appreciate their 
interest in our study and their constructive comments. We acknowl-
edge their remarks on methodological issues regarding our work 
and provide our perspective. Registration of systematic reviews 
and meta- analyses is not mandatory and we clearly stated that our 
study was not registered in our PRISMA checklist upon submission 
to the journal. While we agree on the merit of pre- registration, it 
is also a fact that few of the Preferred reporting items for system-
atic review and meta- analysis protocols (PRISMA- P) are included in 
the respective registries.2 Additionally, our work was driven by a 
clearly defined hypothesis, that is to specifically review the effect 
of anti- TNF treatments on COVID- 19 outcomes. For this reason, we 
do not comment on any other treatments. Regarding reproducibility, 
we provide a well- stated search strategy and an extensive supple-
mentary appendix. With regards to our search strategy, although 
not ideal, we believe that our search through PubMed and SCOPUS 
provides adequate and high- quality peer- reviewed studies, allow-
ing us the safe extraction of our results. As far as the keywords are 
concerned, we respectfully disagree with the opinion that “tumour 
necrosis factor inhibitors” would have been a better term than our 
strategy which included the use of all possible forms of the abbre-
viation “anti- TNF”, as well as the use of the name of every monoclo-
nal antibody and receptor inhibitor, separately. We recognise the 
merit of statistical tests evaluating publication bias; nevertheless, 
we were unable to proceed so in our main analysis, due to the num-
ber of studies included being fewer than 10.3 We used graphical 
demonstrations with funnel plots for our sensitivity (secondary) 
analyses, where again the number of studies included does not con-
stitute a large enough study sample; thus could probably lead to 
underpowered analyses.3 Apart from that, it has been shown that 
statistical tests for this kind of bias often demonstrate moderate 
to weak agreement among their results, and given the relatively re-
stricted number of studies included we would not make clear infer-
ences.4 However, these do not affect our main findings. Further, we 
discuss this limitation in our paper. Finally, we believe that inability 
of hospitalisation was not a major factor during the first wave of 
the pandemic. In fact, during the first wave of the pandemic higher 

hospitalisation rates have been reported compared to the second.5 
This trend was attributed to the experience and evidence that were 
acquired during the first wave, as vaccines were still not available; 
thus, the natural history of the infection remained unchanged.5 
More importantly, an increased risk for hospitalisation due to 
COVID- 19 was observed in IBD patients, without an increased risk 
of severe disease.6 This, probably, relates to higher precaution in 
patients with immune- mediated diseases, due to treatment- induced 
immunomodulation. One could argue that the hospitalisation rates 
for anti- TNF- treated patients are probably overestimated by the 
meta- analysed studies and the precise association with reduced 
hospitalisation may be even greater.
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