
Reply to: Challenging the paradigm

Reply to M.L. Everard:

We thank M.L. Everard for his interest in our article [1] and thank the Editors for giving us the
opportunity to respond. Space constraints precluded us describing the detailed management of
extrapulmonary treatable traits, hence the educational aim was to begin to appreciate, but we are happy to
refer interested readers to other review articles on the subject [2–4].

M.L. Everard appears to confuse the terms asthma and airway eosinophilia and their relationship to inhaled
steroid treatment (ICS). The clinical definition of asthma (wheeze, chest tightness, dyspnoea and
sometimes increased cough, advocated by the Lancet commission [5]) has many underlying phenotypes
and endotypes, of which eosinophilic inflammation is but one; we are not quite sure what M.L. Everard
means by describing asthma as a “discrete” condition. Of course, there are many actions of ICS [6], but
these are highly unlikely to be of clinical relevance to non-eosinophilic asthma. In one study, asthmatic
patients who were not eosinophilic were equally likely to respond to placebo or ICS and more likely to
respond to tiotropium [7]. In our view, this study allays concerns about not using ICS in non-eosinophilic
asthmas, although it could also be argued that better biomarkers for steroid responsiveness are needed. We
accept that this study is short-term, and longer term data should be acquired. If ICS are given to all
preschool wheezers there is no benefit [8]. However, the INFANT study [9] clearly showed that targeting
ICS only to those preschool wheezers with (indirect) evidence of airway eosinophilia was safe and
effective, emphasising the importance of targeting ICS to eosinophilic airway disease, and the futility of
using them in non-eosinophilic disease. Also, we have shown good agreement between peripheral blood
and bronchoalveolar lavage eosinophilia in preschool children [10]. There needs to be a bigger trial of
eosinophil-guided therapy in children; a post-hoc and therefore hypothesis generating analysis of this
approach did indeed show a reduction in asthma attacks, but only in the 4 weeks after measuring
eosinophils in sputum and using them to guide results [11]. Of course the measurement of sputum
eosinophils is variable [12], as is so much of what we grapple with in respiratory medicine, but this does
not mean we should wring our hands and walk away. Our “obsession” with the eosinophil is not
unconnected with the huge success of biologicals targeting Type 2 inflammation when it is present, and
irrespective of whether the label “asthma” or “chronic obstructive pulmonary disease (COPD)” is applied [13];
presumably no-one would advocate giving these to non-eosinophilic patients? Of course it is important that
those with a steroid responsive condition are treated with ICS, and nowhere are we advocating against this;
but just because guidelines, often based on the flimsiest evidence which is all that is available, make
recommendations does not mean they should be uncritically followed.

Another issue raised by M.L. Everard is the use of long- (LABA) and short-acting β2-agonists (SABA)
with and without concomitant ICS therapy. There is no doubt that SABA over-use and ICS under-use is
dangerous in school-age and adult eosinophilic asthma [14], and that LABA should never be prescribed
without ICS in this context. However, those COPD patients who are not eosinophilic are legitimately
prescribed LABA without ICS, and non-eosinophilic preschool wheezers can legitimately be prescribed
SABA without ICS. As emphasised by the Lancet commission [5], the best approach is to understand what
is going on in the airway, rather than hide under umbrella terms like “asthma” and “COPD”. If in so doing
episodic eosinophilic airway inflammation is thought to be a possibility, then as needed ICS/rapid-onset
β-agonist may be a perfectly reasonable approach.

In terms of the management of acute attacks with oral corticosteroids, again these are clearly lifesaving in
school-age children and adults, but useless in preschool children, this last highlighting that acute wheeze
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does not always need this treatment [15]. Intriguingly, whereas some adult asthma attacks are undoubtedly
eosinophilic, others are infective and non-eosinophilic [16], and yet we treat them the same way, which
does not seem logical. Instead of uncritically reading guidelines, critical thought about the nature of the
underlying disease is in order. This is especially needful if we propose to use a Type 2 monoclonal
antibody as part of the acute treatment of asthma [17, 18], to try to reduce the danger of death in the
crucial 4-week window after admission to hospital [14].

We agree that the airway microbiome is a topic of immense importance, albeit it was outside the remit of
our article. It should be remembered that ICS have effects on the microbiome [19], and we little
understand the consequences of this. This again underscores the need to use these powerful medications in
a responsible and targeted fashion.

Finally, we agree with M.L. Everard’s comments on the Finnish Asthma programme, and the need to get
the basics right, which was not central to our commissioning brief, but obviously important [2–4]. Indeed,
we have ourselves highlighted that children are being let down [20], and that we need not more guidelines
but actually to implement what we already have [21]. This will not be achieved by giving ICS
indiscriminately, or by thinking that an umbrella term is a “discrete condition” or even a diagnosis (any
more than is “anaemia” a diagnosis!), but by measuring what we are trying to treat and the response to
treatment using a personalised approach. Prescribe ICS for ICS-responsive disease, and ensure they are
used effectively, because this saves lives; but do not give a good treatment a bad name by inappropriate
use. The end game, of course, is to tease out specific endotypes in what is very far from being a “discrete”
condition, and target them on an individual basis, as has been achieved so brilliantly in the field of cystic
fibrosis. But in the meantime, just as medicines which lower blood pressure are reserved for those with
hypertension, do not treat people with medications targeting a condition they do not have.
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