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Abstract
Fibrotic interstitial lung diseases (ILDs) frequently have nonspecific and overlapping clinical and
radiological features, resulting in ∼10–20% of patients with ILD lacking a clear diagnosis and thus being
labelled with unclassifiable ILD. The objective of this review is to describe how patients with
unclassifiable ILD should be evaluated, and what impact specific clinical, radiological and
histopathological features may have on management decisions, focusing on patients with a predominantly
fibrotic phenotype. We highlight recent data that have suggested an increasing role for antifibrotic
medications in a variety of fibrotic ILDs, but justify the ongoing importance of making an accurate ILD
diagnosis given the benefit of immunomodulatory therapies in many patient populations. We provide a
practical approach to support management decisions that can be used by clinicians and tested by clinical
researchers, and further identify the need for additional research to support a rational and standardised
approach to the management of patients with unclassifiable ILD.

Background
Interstitial lung disease (ILD) is a collection of diseases that result in fibrosis and/or inflammation of the
lung parenchyma. Fibrotic ILDs frequently have nonspecific and overlapping clinical and radiological
features, resulting in a challenging diagnostic process. In some cases, a confident ILD diagnosis may
require invasive procedures such as a surgical lung biopsy; however, this procedure is associated with
substantial risk of complications that is prohibitive in many patients [1, 2], and may also yield nonspecific
findings that preclude a confident diagnosis. As a result, ∼10–20% of patients with fibrotic ILD lack a
clear diagnosis and are thus labelled as having unclassifiable ILD [3].

Despite greater focus on this population over the past decade, the management of patients with
unclassifiable ILD remains particularly challenging for clinicians due to the limited understanding of the
biological basis for the disease and the consequent uncertain treatment approach. This challenge is
amplified by the different treatment approaches taken for various ILD subtypes, with recent evidence
substantially changing previous approaches. The objective of this review is to describe how patients with
unclassifiable ILD should be evaluated and what impact specific features have on management decisions,
focusing on patients with a predominantly fibrotic phenotype. Our overall goal is to provide a practical
approach to support management decisions that can be used by clinicians caring for these patients and
tested by clinical researchers to further validate these approaches. We have based this proposed approach

Copyright ©The authors 2021.

This version is distributed under
the terms of the Creative
Commons Attribution
Non-Commercial Licence 4.0.
For commercial reproduction
rights and permissions contact
permissions@ersnet.org

Received: 29 Jan 2021
Accepted: 4 May 2021

https://doi.org/10.1183/13993003.00276-2021 Eur Respir J 2021; 58: 2100276

EUROPEAN RESPIRATORY JOURNAL
REVIEW

C.J. RYERSON ET AL.

mailto:chris.ryerson@hli.ubc.ca
https://crossmark.crossref.org/dialog/?doi=10.1183/13993003.00276-2021&domain=pdf&date_stamp=
https://bit.ly/3o43nqr
https://bit.ly/3o43nqr
https://doi.org/10.1183/13993003.00276-2021
mailto:permissions@ersnet.org


on direct evidence whenever available, indirect evidence where possible, and clinical experience and
informal consensus where data are even more limited.

Definition of unclassifiable ILD
Unclassifiable ILD has been described in multiple previous reports, but with varying definitions [3]. Early
reports defined unclassifiable ILD as the absence of a confident diagnosis, typically using either diagnostic
criteria from guidelines where available or multidisciplinary discussion as the standard for ILD diagnosis [4].
This approach formed the basis of a “working diagnosis” [5–7], with multiple potential reasons for patients
to arrive at a low-confidence diagnosis (figure 1) [9]. The concept of a working diagnosis is
complemented by the disease behaviour classification that was proposed in the 2013 consensus statement
on the idiopathic interstitial pneumonias [10]. This approach grouped patients with ILD according to their
observed and/or anticipated disease behaviour, with these major categories being reversible and
self-limited; reversible with risk of progression; stable with residual disease; progressive and irreversible
disease with potential for stabilisation; and progressive irreversible disease despite therapy.

A recent international working group further described the issue of diagnostic confidence, producing a
structured framework for estimating and documenting diagnostic confidence (likelihood) that is ideally
based on a gestalt integration of clinical, radiological and pathological data within a multidisciplinary
discussion [8]. This group defined unclassifiable ILD as the absence of a leading diagnosis that is
considered more likely than not, with a provisional diagnosis corresponding to 51–89% likelihood of a
given diagnosis, and a confident diagnosis corresponding to ⩾90% likelihood. This practical approach to
incorporating diagnostic confidence into evaluation and management decisions has been adopted in recent
clinical practice guidelines [11]. These central concepts of diagnostic confidence and disease behaviour
serve as the scaffolding upon which the remainder of this perspective is structured.

Evaluation and monitoring of unclassifiable ILD
A thorough diagnostic evaluation and, if possible, accurate classification of patients with fibrotic ILD is
crucial to inform management and prognosis [10]. The general approach considers the diagnostic
confidence that is achieved at each stage of the diagnostic process, balancing the potential benefit against
the potential risk of additional investigations. Virtually all patients with ILD should undergo a thorough
history, physical examination, high-resolution computed tomography (HRCT) of the chest, and
autoimmune serology. If these yield a confident diagnosis, then more invasive tests such as bronchoscopy
or surgical lung biopsy may not provide sufficient information to justify their potential complications.
Conversely, if initial noninvasive diagnostic steps fail to yield a confident diagnosis, then the expected
benefits of additional tests may outweigh their potential risks. This is particularly true if the differential
diagnosis includes possibilities that would mandate different therapies.

Patients with mild ILD who have minimal symptoms and preserved pulmonary function may have
nondiagnostic pathology, and it may also be appropriate to forgo or delay a surgical lung biopsy in
situations where pharmacological therapy would not be initiated regardless of the specific ILD diagnosis.
This approach must be balanced against the risk of irreversible disease progression, which is a particular
concern in patients with the potential to have idiopathic pulmonary fibrosis (IPF) [12, 13]. These and other
examples highlight the need to ensure that the diagnostic approach taken for a patient with unclassifiable
ILD is appropriate considering the multitude of potential ILD subtypes that remain on the differential
diagnosis.

Key information might emerge during long-term follow-up of patients with unclassifiable ILD that can
help secure a confident diagnosis, including identification of exposures, new connective tissue disease
(CTD) features or abnormal autoimmune serology. For example, questioning for exposures and evaluation
of new symptoms and signs should be performed every 6–12 months, and repeating noninvasive tests such
as autoimmune serology should be considered approximately annually, particularly in many patients with
an idiopathic interstitial pneumonia or previously unclassifiable ILD.

In addition, it is possible to characterise patients with unclassifiable ILD according to their previous or
anticipated disease behaviour, with multiple potential approaches used to define progressive fibrosis [10, 14,
15]. The relatively rapid progression frequently observed in many patients with unclassifiable ILD likely
indicates a high percentage of patients with an unproven diagnosis of IPF [3, 4, 16, 17]. Accordingly, risk
factors for progression and mortality in unclassifiable ILD include features typical for IPF such as older
age, male sex, crackles on lung auscultation, low lung function and traction bronchiectasis [4, 16–19].
As described later, these and other features may have management implications beyond their prognostic
significance.
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Management of unclassifiable ILD
Nonpharmacological management of patients with unclassifiable ILD is similar to other ILD subtypes. The
decision to initiate pharmacotherapy in patients with unclassifiable ILD is most strongly influenced by the
anticipated response to therapy, including the potential for improvement, stabilisation, or merely slowing of
progression. This potential benefit from an ILD medication is closely related to the future risk of disease
progression, which is in turn strongly predicted by the presence of previous progression. Although there
are no widely accepted criteria for what constitutes ILD progression [20], eligibility criteria of recent
clinical trials suggest the importance of integrating the evolution of symptoms, pulmonary function tests
and radiological extent of fibrosis [21–23].

Patients needed to have previous progression defined by a decrease in absolute forced vital capacity (FVC)
>5% or worsening symptoms attributed to ILD progression over 6 months to be included in a recent phase
2 trial of pirfenidone in unclassifiable ILD [21]. The inclusion criteria of the INBUILD trial of nintedanib
in progressive fibrosing ILD defined ILD progression as a relative FVC decline of ⩾10% over ⩽2 years, or
having at least two of a 5–10% decline in FVC, worsening symptoms or worsening radiological fibrosis,
despite management as deemed appropriate in clinical practice [22]. Some groups have advocated for a
focus on decline in diffusing capacity of the lung for carbon monoxide (DLCO) [24], with the caveat that
measurement variability and concomitant pulmonary hypertension can complicate interpretation. Similarly,
the deterioration of physical performance (e.g. 6-min walk distance) can be attributed to ILD progression,
but also to deconditioning and cardiovascular or musculoskeletal comorbidities. Although none of these
criteria have thus far been adopted in consensus definitions, these examples provide a reasonable starting
point for how to define patients with clinically meaningful progression who may warrant medication to
prevent or slow future progression.

The choice of which medication to initiate in patients with unclassifiable ILD has, to date, primarily been
based on whether the most likely diagnosis is thought to be IPF or a non-IPF diagnosis. Previous clinical
trials have shown convincingly that both nintedanib and pirfenidone slow the rate of FVC decline
compared to placebo in IPF [25–27]. Although the evidence is weaker, there are multiple studies
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FIGURE 1 Proposed approach to the classification of fibrotic interstitial lung disease (ILD). The establishment of diagnostic confidence is based on
the proposal from RYERSON et al. [8]. The selected list of potential reasons for remaining unclassifiable is modified from COTTIN and WELLS [9]. HP:
hypersensitivity pneumonitis; CTD: connective tissue disease; MDD: multidisciplinary discussion; UIP: usual interstitial pneumonia.
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supporting the use of immunomodulatory medications in patients with a variety of non-IPF ILDs,
including CTD-ILD and fibrotic hypersensitivity pneumonitis (HP) [28–30].

The management of unclassifiable ILD has been complicated by these divergent approaches, in particular
the finding that prednisone and likely other immunomodulatory medications are harmful in IPF despite
their frequent use in other fibrotic ILDs [31, 32]. Choices for pharmacotherapy of unclassifiable ILD have
thus primarily been driven by balancing potential benefits of therapy against the possibility of causing
harm, recognising the uncertain and likely heterogeneous underlying biology of patients with unclassifiable
ILD. This approach has recently been altered by evidence that nintedanib and pirfenidone have benefit
beyond IPF. This has been tested most robustly in the INBUILD study which showed nintedanib had a
similar benefit in a variety of progressive fibrosing ILDs (including unclassifiable ILD) compared to that
which had previously been demonstrated in IPF [22, 33]. Similar data exist for pirfenidone, which slowed
the rate of FVC decline in unclassifiable ILD when this was measured using conventional pulmonary
function testing, although the unconventional primary end-point of home-based spirometry was not met in
this phase 2 study [21].

Although these studies suggest a role for antifibrotic medications in non-IPF ILDs, a major limitation is the
lack of head-to-head comparison with immunomodulatory medication and the small percentage of patients
on such therapies in these trials. It is therefore uncertain what management option should be considered
first-line in patients with non-IPF ILDs, and clinicians continue to struggle with identifying features that
suggest a greater likelihood of benefit from one approach or the other. This is a particular challenge in
patients with unclassifiable ILD in which there is very limited direct evidence. In the following sections,
we identify the multiple potential factors that can influence this decision and suggest a general approach to
the integration of these considerations into a single therapeutic recommendation.

Clinical features
Clinical features of ILD are important in determining both the need for pharmacotherapy and the choice of
medication, recognising that these are not simple dichotomous decisions (figure 2). Clinical features of
unclassifiable ILD are generally nonspecific, including increasing exertional dyspnoea, dry cough, weight
loss and impaired exercise tolerance. Physical examination findings frequently include hypoxaemia,
inspiratory crackles and digital clubbing. The severity of these features and their rate of progression are
important factors in determining the need for pharmacotherapy to improve lung function or slow
progression. This assessment is most often based on clinical assessment (e.g. dyspnoea), pulmonary
function tests (especially FVC and DLCO), and HRCT. Patients with very mild and stable disease may not
require any intervention. Disease-modifying pharmacotherapy is most often considered in patients with
moderately severe and/or progressive disease. Patients will also benefit from early referral for lung
transplant assessment, and for palliative care and symptomatic management when appropriate.

There are multiple clinical features that can help inform which therapeutic approach is most appropriate as
a pragmatic first-line option in patients with unclassifiable ILD, particularly when these factors are
considered in combination. For example, male former smokers aged >70 years are more likely to have a
diagnosis of IPF, even if this diagnosis cannot be made confidently, and it is probably appropriate to treat
many of these patients as though they have a working diagnosis of IPF [6, 34]. Conversely, female patients
aged <50 years are more likely to have an autoimmune cause of their ILD even if they lack definitive
evidence of a specific CTD, and these patients may instead be more appropriately managed with
immunomodulatory medication, similar to patients with a defined CTD-ILD. Patients with subtle features
of CTD often meet criteria for “interstitial pneumonia with autoimmune features” (IPAF), which has been
proposed as a research entity to describe this group of patients [35]. Although IPAF remains a research
entity not yet recommended for clinical use, this general concept can be helpful for supporting
management considerations of patients with subtle autoimmune features who would otherwise be labelled
with unclassifiable ILD. A number of additional nondiagnostic clinical features may provide support for or
against specific ILD subtypes (e.g. a possible environmental or occupational exposure, bronchoalveolar
lavage (BAL) lymphocytosis), in turn suggesting which treatment options are most appropriate to consider
in a real-world setting for patients with unclassifiable ILD [36–38].

Radiological features
Imaging features and patterns are often crucial in both the decision to start pharmacotherapy and the choice
of medication (figures 2 and 3). Early studies reported that patients with ground-glass opacification on CT,
reflecting inflammation on surgical lung biopsy, were more responsive to treatment with
immunomodulatory medication [39]. Based on these findings, it has been presumed that ground-glass
opacification on HRCT represents reversible disease even without biopsy confirmation [40]; however, this

https://doi.org/10.1183/13993003.00276-2021 4

EUROPEAN RESPIRATORY JOURNAL REVIEW | C.J. RYERSON ET AL.



approach can be misleading if a qualitative assessment of the type of ground-glass opacification is not
performed carefully [41]. Fine fibrosis, below the spatial resolution of HRCT, may occasionally manifest
as areas of increased lung density containing subtle reticulation, sometimes mistaken for ground-glass
opacification [42, 43]. The coexistence of traction bronchiectasis helps to separate this entity from isolated
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FIGURE 2 Proposed algorithm for assessment and management of patients with unclassifiable interstitial lung disease (ILD). The algorithm is
divided into two phases that generally represent short-term and long-term management approaches. Short-term management is typically based on
features that have developed over days to weeks, with corresponding potential for substantial improvement over days to weeks. Long-term
management is typically based on features that have evolved over months, with corresponding potential to improve manifestations or slow
progression over several months or more. HRCT: high-resolution computed tomography; CTD: connective tissue disease; Rx: prescription; HP:
hypersensitivity pneumonitis; NSIP: nonspecific interstitial pneumonia; UIP: usual interstitial pneumonia; BAL: bronchoalveolar lavage.
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ground-glass opacities which are more likely to be reversible [44, 45]. The presence of multicompartment,
mixed or overlapping patterns of disease raises the possibility of CTD-ILD [35], while a specific form of
mosaic attenuation labelled the “three-density pattern” has recently been reported as highly specific for
fibrotic HP, regardless of the pattern of fibrosis [11, 46, 47]. In these situations, first-line treatment with an
immunomodulatory medication is likely a more appropriate choice despite limited direct evidence.

Imaging features suggestive of a usual interstitial pneumonia (UIP) pattern indicate a high likelihood of
future progression and may support decisions to initiate antifibrotic therapy even when a confident
diagnosis of IPF is not achieved. For example, the INBUILD study showed higher risk of progression and
greater overall benefit from nintedanib in patients with a UIP-like pattern [22]. However, this is a cohort
distinction that may be difficult to apply to individual patients given the heterogeneous outcomes that
occur within major imaging categories [48]. Similarly, individual HRCT features are associated with
progressive disease (e.g. extent of fibrosis, honeycombing, traction bronchiectasis and volume loss) [49–
52], but there is limited evidence on how to optimally use these poorly standardised variables to help
support management decisions. Dendriform ossification, coexistent pleuroparenchymal fibroelastosis, and
asymmetry are all HRCT features associated with UIP on surgical lung biopsy, and these suggest a
diagnosis of IPF in the appropriate clinical setting even if a confident diagnosis of IPF cannot otherwise be
obtained (e.g. in the context of a probable UIP pattern on HRCT) [42, 53, 54].

Pathological features
Similar to imaging findings, ILD classification is predicated in large part on histopathology [10]; however,
the potential of morphological features to inform treatment decisions is still uncertain. Common
pathological patterns of UIP and fibrotic nonspecific interstitial pneumonia (NSIP) show substantial
overlap with fibrotic HP, and these three patterns are sometimes morphologically indistinguishable [55, 56].
Uncertainty regarding histological patterns of fibrosis is less likely to interfere with a confident diagnosis
in patients with underlying CTD, in whom other clinical and laboratory findings tend to be weighted more
heavily; however, this type of uncertainty frequently prohibits a confident clinical diagnosis in most other
settings. The differentiation of UIP, fibrotic NSIP, fibrotic HP and other diffuse fibrotic ILDs is
particularly important given their potential for progression [57], which often impacts the decision to initiate
pharmacotherapy.

“Unclassifiable” as it pertains to histopathological assessment refers to the absence of features typical for a
specific pattern, which in turn predicts a high likelihood of poor agreement between qualified reviewers.
This differs from “unclassifiable” as defined at multidisciplinary discussion and also from “nondiagnostic”,
a circumstance often attributed to sampling error that results in the absence of abnormalities sufficient to
explain the respiratory syndrome. Cases that are histopathologically unclassifiable may be classifiable at
multidisciplinary discussion. For example, patients with a biopsy showing overlapping features of UIP and
NSIP can still be diagnosed with IPF if clinical and radiological features support IPF. The converse may
also be true. For example, a patient with a histological UIP pattern can still be labelled as unclassifiable
ILD if integration with clinical and radiological findings result in equal likelihoods of IPF and fibrotic HP.

The histopathological features of UIP and non-UIP are the predominant drivers of the decision between
antifibrotic and immunomodulatory medication (figures 2 and 4); however, there are currently limited data
to support this approach. It is intuitively appealing to assume that biopsies showing paucicellular collagen
fibrosis, with or without architectural distortion, are logical candidates for antifibrotic therapy, while
biopsies showing more cellular disease, with or without associated lymphoid hyperplasia, might be more
reasonably selected for immunomodulatory therapy. Lymphocytosis on BAL cellular analysis similarly
suggests a non-IPF diagnosis [37, 58], and may suggest a preferred role for immunomodulatory
medication. Additional data are needed to support these hypotheses.

Multidisciplinary integration of features
It is important to note that there are few radiological or histopathological findings that can categorically
distinguish clinical subtypes of fibrotic ILD, and that having high confidence in a specific imaging or
biopsy pattern can still result in a case remaining unclassifiable following multidisciplinary discussion. For
example, major discordance between clinical, radiological and/or histopathological features may lead to
diagnostic uncertainty (e.g. long-term stability in a patient with an imaging pattern of definite UIP) [59].
Furthermore, although dynamic exchange of information between experts typically increases diagnostic
confidence and often provides a specific diagnosis in patients previously considered unclassifiable [60–62],
additional discussion occasionally creates diagnostic uncertainty in cases that initially seemed
straightforward [63]. These situations highlight the second major goal of multidisciplinary discussion,
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which is to consider which management option is most appropriate even if it is acknowledged that a
confident diagnosis is unattainable (figure 2).

Similar to the challenges in establishing a diagnosis [63–65], providing a specific treatment
recommendation is a challenging goal that is likely best accomplished through a dynamic and collaborative
discussion among experts. Proposing a specific treatment approach in patients with unclassifiable ILD
requires the weighting of various features that in combination may support a specific therapeutic option
even when the diagnosis is unclear, with each feature being only a small part of a bigger picture. This
requires a collaborative approach; however, there is currently no standardised way to integrate the many
features that should be considered for a given patient, indicating the need for experts to approach this
challenge on a case-by-case basis.

Discussion
The diagnosis and management of ILD continues to evolve rapidly. As additional evidence accumulates,
there are several key questions that clinicians should consider and that should be the subject of study by
clinical and translational researchers.

Is it still worthwhile to make a specific ILD diagnosis for patients with fibrotic ILD?
There has been considerable debate about whether certain subtypes of fibrotic ILD should be lumped or
split; however, it is prematurely fatalistic to lump all fibrotic ILDs because of overlapping survival curves
or similar treatment options. Had oncology taken a similar approach, many aggressive tumours for which

a) b) c)

d) e) f)

FIGURE 3 Single-slice axial and coronal high-resolution computed tomography (HRCT) images demonstrating different parenchymal patterns that
may influence multidisciplinary assessment of unclassifiable interstitial lung disease. a) The three-density pattern is present when normal-density
lung (red arrows), high-density ground-glass opacities (yellow arrows) and low-density areas due to small airways disease (green arrows) coexist.
When signs of fibrosis are also present, this pattern is specific for fibrotic hypersensitivity pneumonitis. b) Diffuse ground-glass opacities in a
patient with nonfibrotic nonspecific interstitial pneumonia (NSIP). The absence of traction bronchiectasis as well as the homogenous, amorphous
quality of the ground-glass opacification suggests this pattern reflects a nonfibrotic, inflammatory infiltrate. c) Fine reticulation mimicking
ground-glass opacities in a patient with idiopathic pulmonary fibrosis. In contrast to b), this pattern has a coarse quality caused by fine
intralobular septal thickening. The presence of traction bronchiectasis confirms the presence of fibrosis. d) Fine reticulation mimicking
ground-glass opacities in a patient with fibrotic NSIP. The reticular quality of this pattern is more subtle than in c), but the presence of severe
traction bronchiectasis helps to classify it as fibrotic. e) and f) Axial and coronal HRCT images depicting basal subpleural honeycombing, traction
bronchiectasis and coarse reticular opacities typical of usual interstitial pneumonia.
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there are now effective targeted therapies would instead be lumped together as one heterogeneous
collection of patients, thus complicating understanding of disease biology and limiting potential for drug
discovery. Care of patients with ILD will never fully evolve unless we continue to work toward
understanding and defining discrete diagnostic categories even if the outcomes of these groups remain
similar for the foreseeable future. It is therefore imperative that specific ILD subtypes are classified as
thoroughly as possible and that unclassifiable ILD cases are thoroughly phenotyped in order to
continuously learn from similarities and differences of various ILDs.

What novel techniques can be used to increase diagnostic confidence?
There are several novel techniques that have potential to increase diagnostic confidence or at least support
management decisions. These have primarily included assessment of genetics and various blood
biomarkers. For example, a molecular or genomic classifier can predict a UIP pattern based on analysis of
lung tissue [66], including on transbronchial biopsy [67], with the goal that this objective test can be used
to overcome some of the limitations in qualitative assessment of morphology. Although this test predicts a
UIP pattern, the implication for treatment decisions is unknown. HRCT features can be combined with
clinical markers of disease severity (e.g. lung function) to facilitate prognostication and staging in multiple
ILDs [68, 69]. Advances in computer-based HRCT analysis are likely to improve our ability to predict
disease behaviour irrespective of radiological diagnosis [70, 71]. Although many of these tools are
promising, there are generally insufficient data to justify their use in directing management decisions at this
time. Transbronchial lung cryobiopsy is a relatively new and less invasive sampling technique compared to
surgical lung biopsy, which appears to have clinical utility when used by experts in the appropriate clinical
setting [72]. Many additional tests are under study that may further improve our ability to distinguish
specific ILD subtypes.

What are the research priorities for unclassifiable ILD?
There are many uncertainties in unclassifiable ILD that require further study, with major research priorities
including improvement in noninvasive diagnostics and identification of novel techniques to better direct
management decisions.

Studies to improve ILD diagnosis are limited by the complexity of the multistep and multidisciplinary
approach that is the current reference standard for fibrotic ILDs. This makes it critically important that
studies adhere to rigorous methods, such as those described in the Standards for Reporting Diagnostic
Accuracy statement [73]. Recognising the absence of an objective gold-standard test to confirm most ILD
diagnoses, previous studies have often used interobserver agreement in diagnosis as a surrogate of
diagnostic accuracy [63–65, 74]. This common practice highlights the need for new approaches to ILD
classification that are carefully validated against meaningful outcomes. An additional uncertainty is how to

a) b)

FIGURE 4 Photomicrographs illustrating a range of fibrotic and nonfibrotic features that may influence
multidisciplinary assessment of unclassifiable interstitial lung disease (ILD). a) A low-magnification image of a
surgical lung biopsy shows features typical of usual interstitial pneumonia, including patchy fibrosis, scarring
and honeycomb change, and fibroblast foci (haematoxylin and eosin stain; original magnification ×1.5).
b) Non-necrotising granulomatous inflammation and lymphoid aggregates in a surgical lung biopsy from a
patient with Sjögren syndrome. The biopsy findings are typical of neither lymphoid interstitial pneumonia nor
follicular bronchiolitis, two overlapping forms of pulmonary lymphoid hyperplasia common in this setting.
While this makes this lesion difficult to classify, assuming that an infectious aetiology has been vigorously
excluded, one might reasonably predict that immunomodulatory strategies are likely to be more effective than
antifibrotic medications (haematoxylin and eosin stain; original magnification ×3.3).
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weight individual diagnostic components such as imaging or pathological findings. For example, when a
clinical diagnosis of fibrotic HP is assigned to a patient with a pathological pattern of UIP, is the clinical
diagnosis or pathological pattern of greater importance for therapeutic decisions and prognostication?

Recent clinical trials of antifibrotic therapies have specifically included patients with diagnostic uncertainty
[21, 22], and suggest a potential role of these medications in patients with unclassifiable ILD. However,
these trials have not compared immunomodulatory versus antifibrotic treatment approaches, and additional
studies are needed to establish which approach is preferable for which patient. A particularly important
research priority is the question of whether a trial of corticosteroids for several weeks in an attempt to
identify “steroid-responsive” disease is a useful clinical tool in patients with fibrotic ILD, or whether such
trials of corticosteroids could instead cause more harm than good. Similarly, additional research is needed
to determine whether certain morphological aspects (e.g. a UIP pattern on imaging or biopsy, significant
BAL lymphocytosis) are more valid to predict response to specific pharmacotherapy than the clinical
diagnosis. This particularly applies to patients with unclassifiable ILD, in whom management-directed
phenotyping strategies still need to be established, validated and implemented in clinical care.

Conclusions
Recent data have suggested relatively broad clinical utility of antifibrotic medications, but it remains
important to still make an accurate ILD diagnosis for multiple reasons. In patients unable to be confidently
diagnosed with a specific ILD, there are clinical, radiological and pathological features that can be
integrated to direct the physician towards the most appropriate management approach. This is a challenging
task given the absence of direct evidence, with the need for additional research to support establishment of
a rational and standardised approach to the management of patients with unclassifiable ILD.
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