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Reply to ‘‘Have we reached our
final destination with biologics in
severe uncontrolled asthma?’’
To the Editor:

We thank Lipworth and Chan1 for their thoughtful comments
on our rostrum article ‘‘Super-responders to biologic treatment
in type 2-high severe asthma: passing fad or a meaningful
phenotype?’’2

Results from the DESTINATION trial3 on the reduction of the
annualized exacerbation rates in patients with T2-high severe
asthma confirm how effective a strategy based on the block of
upstream alarmins could be. What would be interesting to assess
in real-life prospective studies is the number of patients with
super-response (SR) and clinical remission after tezepelumab
administration. Following the findings from the SOURCE
study,4 only patients with blood eosinophils >_150 cells/mL expe-
rienced a significant reduction of oral corticosteroid (OCS) use,
which is unsurprising considering the impact of tezepelumab on
T2 biomarker reduction.5 Accordingly, the OCS cessation crite-
rion should be carefully evaluated in SR/remission classifica-
tions because patients with a T2-low endotype treated with
tezepelumab could not fulfill this point despite a significant clin-
ical and functional improvement. Moreover, considering the
lack of specific non-T2 biomarkers to assess tezepelumab
response, some useful clues could arise from airway hyper-
responsiveness (AHR) assessment. As shown in the CASCADE
trial,5 AHR is markedly decreased in the tezepelumab arm, sug-
gesting that the block of thymic stromal lymphopoietin can
improve this feature with mechanism independent from eosino-
philic inflammation. Although this last statement needs further
compelling evidence to be proven, it would be fascinating to un-
derstand whether the AHR decrease after tezepelumab adminis-
tration could be a reliable biomarker to assess SR in patients
with T2-low severe asthma.
Finally, DESTINATION results revealed a significant reduc-
tion of exacerbation rates in patients with concomitant severe
asthma and chronic rhinosinusitis with nasal polyposis (CRwNP).
Despite the large confidence interval due to the small sample size,
these data confirm how a good control over upper airways
inflammation can significantly affect severe asthma outcomes.
Future studies should translate this concept into the specific SR/
remission criterion, considering the importance of CRwNP in
severe asthma response to biologics.
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