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To the Editor:

Recently, a survey has been published on the opinions of UK and Europeans specialists regarding the use
of biomarkers in asthma [1]. The results highlight that despite the growing body of research, and the
wealth of targets in blood, sputum, tissue and breath, there has been little change in the application of
biomarkers to clinical practice. While the virtues of precision medicine continue to be extolled, practically
there has been little enthusiasm in real-world clinics. To investigate the factors behind this and whether
this holds true outside Europe, we have mirrored the approach of GarLLacHer et al. [1] and conducted a
Delphi survey of specialist physicians in Australia to gauge their opinions on the application of biomarkers
in severe asthma (Figure 1).

A total of 17 responses were received from Australian specialist members of the Asthma Special Interest
Group (SIG) of the Thoracic Society of Australia and New Zealand (TSANZ) from November 2017 until
May 2019, with two rounds required to reach consensus. Postcode data supported the national scope of
responses from New South Wales (n=4), Queensland (n=4), South Australia (n=2), Tasmania (n=1) and
Victoria (n=6). Respondents reported seeing a median of six patients with severe asthma per month,
practicing in urban environments, and a median of 15 years of experience, with 76% practising in a public
hospital. Consensus was reached on the following statements based on a majority response (agreement of
>50%) to a particular value or statement. This was achieved on all statements except that in Question 4a.

Question 1

Do you currently use biomarker based adjustment of treatment in ROUTINE clinical care (i.e. outside a clinical
trial) to make adjustments of corticosteroid treatment in your clinic?

The majority of respondents (53%) do use or would like to use biomarkers for this. The biomarkers identified
as being in current use were the fraction of exhaled nitric oxide (Fgno) and full blood eosinophil count (FBC).

Question 2

Do you believe biomarker based adjustment of corticosteroid dose is currently the optimal way to adjust
corticosteroid treatment in patients with severe asthma compared to symptoms, lung function and exacerbation
history?

The majority of respondents (58%) did not agree with this statement. Notably, a comment was made
about the lack of access to biomarkers that may be hampering their use in the community.

Question 3a

For ORAL corticosteroid (OCS) treatment (i.e. daily prednisolone) what % of patients requiring maintenance
OCS do you believe would be required to be on a “lower” dose of daily OCS treatment to justify routine use of
biomarker based corticosteroid treatment adjustment compared to a strategy which does not use biomarkers?
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Asthma specialists are interested in adopting biomarkers into clinical practice, but more work
needs to be done to support resources towards their use and provide clearer direction on this.
This concern is not limited to European specialists. https:/bit.ly/2ZWWEQXb

a Cite this article as: Ramsahai JM, Simpson JL, Heaney L, et al. A survey of specialist opinions on
biomarker use in severe asthma in Australia: scepticism but hope? ERJ Open Res 2020; 6: 00113-
2020 [https://doi.org/10.1183/23120541.00113-2020].
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There is a large body of research on biomarkers, and
numerous options for which biomarker to use, but there has
Question been little change in the clinical application of biomarkers to
clinical practice. What are current specialist opinions on the
use of biomarkers in severe asthma?

Respiratory specialists involved in the care of patients with
severe asthma in Australia. These were recruited via their
Population enrolment in the Thoracic Society of Australia and New

Zealand and the Australia Severe Asthma Network (n=17).
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17 responses received. Results analysed for opinions on what
magnitude of response would be desired out of the use of

First round of survey (Delphi) L !
biomarkers in severe asthma.

) 16 responses received requesting consensus on statements
Second round of survey (Delphi) cormuleiee frmm reumnd 1.

Final degree of consensus analysed on the questions/statements

FIGURE 1 Flow chart of survey design.

A majority of respondents thought that this number was >20%, to justify the use of biomarker-based
corticosteroid treatment adjustment.

Question 3b

What dose reduction in daily ORAL prednisolone would you regard as clinically meaningful (i.e. daily mg
reduction)?

The consensus was that >5 mg reduction (recognising that it may be more than this) in daily oral
prednisolone would be regarded as a clinically meaningful reduction.

Question 4a

For INHALED corticosteroid (ICS) treatment (ie. daily mcg beclomethasone dipropionate equivalent dose)
what % of patients do you believe would be required to be on a “lower” dose of ICS treatment to justify routine use
of biomarker based corticosteroid treatment adjustment compared to a strategy which does not use biomarkers?

The majority of respondents (59%) thought that this number was >50%. Consensus was, however, not
achieved on this statement. Three respondents disagreed with such a high threshold for the number of
patients who would need to benefit to justify the use of biomarker-based treatment decisions. With the
inclusion of these respondents, a majority of respondents did feel that biomarkers should be used in this
context but at a lower threshold. One respondent did not understand the question.

Question 4b

What dose reduction in daily ICS would you regard as clinically meaningful (i.e. daily mcg beclomethasone
dipropionate reduction)?

The consensus was that >400 pg reduction in daily ICS would be regarded as clinically meaningful.
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Question 5

What % reduction in asthma exacerbations (requiring OCS rescue therapy) do you believe would be required to
justify routine use of biomarker-based corticosteroid treatment adjustment?

Respondents agreed that >25% reduction would be an acceptable reduction in asthma exacerbations to
justify this.

Question 6

What proportion of severe asthma patients in your clinic do you believe are poorly adherent with ICS treatment
as the primary clinical problem?

Respondents considered up to 40% of severe asthma patients in their clinic as poorly adherent with ICS
treatment and that this was the primary clinical problem.

Question 7

What proportion of severe asthma patients in your clinic do you believe have persistent symptoms due to asthma
which are NOT corticosteroid responsive?

The consensus was that >30% of severe asthma patients in their clinic had persistent symptoms due to
asthma that were not corticosteroid responsive.

These results highlight some interesting points regarding the future of biomarker use according to
Australian specialists. There has been uptake of biomarker use in the form of Fgyo and FBC. This is
consistent with the availability of these tests in clinical practice and their applicability to currently available
treatments for severe asthma. Promisingly, specialists seem eager to incorporate new methods to help
treat this difficult to control population if there is reasonable benefit, but limits to access remain a problem.

In agreement with the European cohort, a low proportion of Australian specialists felt biomarkers were
currently the optimal way to adjust corticosteroids (39% and 42%, respectively) and use them in practice
(44% and 53%). The majority of specialists from the UK (Refractory Asthma Stratification (RASP) and
non-RASP), however, do believe this (67% and 68%, respectively) and use them (95% and 100%). Feno
and blood eosinophils would, thus, be candidate biomarkers for optimisation in clinical practice since
there is little direction or consensus on how to use them in current literature. This underscores current
studies looking at management algorithms that include biomarkers (MIMOSA study, ACTRN126160010
15437 [2]).

Australian respondents believed that 30% of patients had symptoms that were not corticosteroid responsive,
compared to 20-25% for their UK and European counterparts [1]. This highlights a need to identify other
biomarkers, such as those for non-type 2 inflammation in asthma. Aside from targeting inflammation, UK,
European and Australian specialists all felt that nonadherence remains an important primary contributor to
a lack of asthma control (20-50% versus 40% of patients in Australia). This further emphasises a future role
for an objective biomarker of adherence for this trait [3, 4].

We acknowledge the limitations of our survey; primarily that it was voluntary and sampled only a small
proportion of the 239 Australian physicians that are enrolled in the Asthma SIG of TSANZ. Part of the
delay in the uptake of this approach clinically relates to the limited role of biomarkers in specific subtypes
of asthma, a lack of biomarkers in the noninflammatory components of asthma management and, in some
centres, difficulty accessing them for clinical use. Further evidence that underlies their role in severe
asthma management will be helpful to ensure their uptake in clinical practice in Australia and cement our
place in the era of precision medicine.
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