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We would like to thank Huang et al1 for their interest in our study2 
and the opportunity to discuss some aspects in more detail.

The limited sample size precluded subgroup analyses with regard 
to either the type of tumour necrosis factor inhibitor (TNFi) agent 
or the reason for discontinuation of the previous biologic disease- 
modifying antirheumatic drug (bDMARD). Moreover, drug discon-
tinuation might be due to a combination of reasons (eg, only partial 
effectiveness combined with otherwise acceptable adverse events 
(AE)) further impeding this type of analysis in a real- world setting 
and requiring the definition of a hierarchy of reasons for discontinu-
ation as introduced in a previous study.3

We have used two different statistical methods to account for 
potential confounding by indication. A total of 16 covariates were 
incorporated in both propensity score- based analyses as well as 
covariate adjustment, with a particular focus in avoiding collinearity 
between variables. Given the observational nature of our study, 
we cannot entirely exclude residual confounding. However, the 
numerical higher rate of infection in patients treated with secuki-
numab (SEC) should not be interpreted as an indication of residual 
confounding, as the exact nature of AE leading to drug discontinua-
tion was not known in 47% of patients.

The choice of our outcomes was informed by current interna-
tional treatment recommendations in real- world settings.4 We have 
preferred a reduction in the Bath Ankylosing Spondylitis Disease 
Activity Index (BASDAI) by 50% over the achievement of the 20% 
and 40% improvement criteria defined by the Assessment of Spon-
dylo Arthritis international Society (ASAS20 and ASAS40, respec-
tively), as it is more intuitive to assess response in day- to- day clinical 
practice. According to guidelines, continuing a bDMARD in axial 
spondyloarthritis (axSpA) should be considered if after at least 12 
weeks of treatment a BASDAI improvement of at least 2 points or an 
improvement in the Ankylosing Spondylitis Disease Activity Score 
(ASDAS) of at least 1.1 points is achieved.4 Given their clinical rele-
vance, both outcomes were included in our study, as was the propor-
tion of patients reaching an ASDAS <2.1. We do not recommend 
comparing endpoints between studies with different design, inclu-
sion criteria and treatment in different calendar periods.

A superiority of interleukin-17 (IL-17) inhibitors in TNFi- naïve 
versus TNFi- experienced patients was indeed demonstrated for both 
SEC and ixekizumab.5–7 There is no inconsistency with the results 
of our study, as the latter focused exclusively on TNFi- experienced 
patients.

Missing data precluded a formal comparison of specific AE rates 
between SEC and TNFi, as already mentioned. With regard to the 
two patients with paradoxical psoriasis during SEC treatment, this 
AE had already occurred during previous TNFi treatment in both 
patients and failed to improve during SEC. New onset of psoriasis 
induced by SEC in patients with axSpA has also been described and 
its pathogenesis remains largely unknown.8 9

A significant proportion of patients with axSpA did not respond 
adequately to both TNF and IL-17 inhibition and we agree with 
Huang et al that investigation of additional modes of treatment 
action is warranted.
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