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Accurate diagnosis of interstitial lung disease (ILD) has always been the cornerstone of ensuring
appropriate treatment planning and prognostic discussions with patients. However, the challenges
of accurate diagnosis have always been significant, with increasing recognition of the key role of the
specialist ILD multidisciplinary team (MDT) in achieving an accurate diagnosis [1–4]. In the United
Kingdom, the emergence of licensed antifibrotic drugs for idiopathic pulmonary fibrosis (IPF) led to
more referrals to ILD specialist centres and, hence, more patients receiving an MDT diagnosis and not
just for IPF. However, with ILD, it sometimes seems that it can be one step forward and two steps back.
With updated Fleischner and European Respiratory Society/American Thoracic Society guidelines
on IPF diagnosis, it has felt like the clearer things become, the less—rather than more—certainty we
have [1,2].

The availability of antifibrotic drugs pirfenidone and nintedanib has caused a change in MDT
behaviour, with ILD that might previously have been labelled as non-IPF being designated as a ‘working
diagnosis of IPF’. This may not be incorrect in the sense that a significant number of fibrotic CT scans
atypical for IPF, would, on biopsy, reveal changes of IPF. A clinical phenotype with deterioration in
face of steroid trial, even with a scan more consistent with nonspecific interstitial pneumonia (NSIP),
may well be appropriate for antifibrotic drugs. However, there is a danger with this approach of
‘lumping’ all fibrotic disease into ‘suitable for antifibrotics’ and a resulting lack of focus on figuring out
disease phenotypes and pathogenesis that could hinder further progress.

The European Respiratory Society (ERS) 2019 meeting in Madrid from September to October 2019
had a session on ‘lungs in the fog’, perhaps an appropriate title, with the speakers talking about the
diagnostic difficulties separating out unclassified ILD, hypersensitivity pneumonitis (HP), and IPF.
In some respects, we seem to have gone from obsessing over diagnostic accuracy and separating
out ILDs to clinical trials that lump a whole range of ILDs, for example, the recent trial looking at
antifibrotic treatment in progressive fibrosing ILD [5]. There is also a likely marketing authorisation
for nintedanib in systemic sclerosis ILD. Are we entering an era where we switch off our diagnostic
acumen as all fibrotic disease with potential to, or evidence of, progression will be directed to existing
antifibrotic drugs?

The danger is that we enter a Chronic Obstructive Pulmonary Disease or Asthma scenario, where
it has taken decades for respiratory specialist to understand and appropriately engage with separating
out phenotypes within a disease label, rather than lumping them all together and allowing our brains
to switch off.

An element of the risk of ‘lumping’ all fibrotic ILDs into ‘suitable for antifibrotic therapy’ is
the potential devaluing of tissue biopsy. In the United Kingdom, a low percentage of patients have
a video-assisted thoracoscopic surgical (VATS) biopsy, and caution around referral for VATS biopsy is
warranted given the risks of death, exacerbation, and other morbidities associated with that procedure.
However, the emergence of cryobiopsy as a useful diagnostic and research tool is at risk of being
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downgraded by the ‘lumping’ approach toward treatment decisions, which potentially devalues the
role of tissue biopsy.

We therefore need to be careful not to fall into the downsides of the ‘lumping’ approach. It is
laudable to have pragmatic approaches both clinically and in investigational trials to facilitate patients
with a range of ILDs having access to new treatments that have disease-modifying potential, but we
must redouble efforts to discover better biomarkers of the range of interstitial lung diseases (not just
IPF) and, particularly, biomarkers (radiological, blood, lavage, genetic, even exhaled breath perhaps)
that will aid in better understanding disease pathogenesis, open up potential new therapeutic pathways
and, of course, to better inform discussions on prognosis with patients and optimise treatment decisions.
Two papers in this issue emphasise the need for, and some of the work being done on new biomarker
approaches [6,7]. The journey in ILD is only beginning!
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