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We'd like to thank Cooley and Fernandez-Perez for their
thoughtful comments and feedback on our article. The
Authors underline that using standard classification
schemes of interstitial lung disease (ILD) clinical diag-
noses, the number of unique ILDs is far from exceeding
200. Moreover, the Authors noticed that this number is
frequently reported in several papers.

Depending on how you want to slice and dice it, the
number of ILDs can vary broadly. Taxonomy requires
determining whether to lump together entities in one
category or split them apart [1]. The nosology of disease
entities has historically relied on clinical and phenotypic
features but other information has been progressively
incorporated such as imaging, histology, biomarkers, and
other data [2]. While phenotypic features may be relevant
to the clinical diagnosis of a specific disease, they are not
necessarily specific to the underlying cause. This is cer-
tainly true in some conditions that are considered to have
a Mendelian pattern of inheritance. However, these con-
ditions are rarely recognized in ILD.

It should be emphasized that the classification of ILD
has deeply evolved over the last several decades, with
increasing attention placed on the multidisciplinary inte-
gration of clinical features with radiological and patho-
logical patterns [2]. Moreover, the results of recent trials
have sparked the ongoing debate of whether to lump or
split ILD patients based on their disease behavior, as in
the case of progressive pulmonary fibrosis (PPF) [3]. As
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suggested by recent data, lumping PPF patients together
simplifies ILD management and treatment [4]. On the
other hand in the lumping spectrum, some ILDs are
almost entirely dominated by lung inflammation. These
ILDs are approached much differently in terms of both
pharmacological and non-pharmacological interven-
tions. Moreover, splitting specific ILDs into subgroups
based on the improving understanding of disease biology
has the advantage of distinguishing prognostic trajecto-
ries and potentially identifying new targeted therapies
[5]. As an example, classifying pulmonary fibrosis (PF)
as MUCSB-PF or telomeropathy-PF instead of using the
word “idiopathic” might be a better approach to clas-
sify the disease based on its behavior [6]. Treating endo-
types with targeted therapies based on the expression of
specific biomarkers could maximize the effectiveness of
existing or new therapies, such as the case of synthetic
androgen danazol for patients with short telomeres or the
use of N-Acetylcysteine based on TOLLIP gene variants
in IPF patients [7, 8]. Thus, the splitting and the lumping
approaches are not mutually exclusive. We believe that
the ILD field will move to a dynamic disease classifica-
tion in which treatment approaches will be governed not
only by the classification based on etiologies, phenotypes
and endotypes but also by the disease behavior [9]. In this
context, a treatable traits approach could provide a com-
prehensive patient-centered precision medicine strategy
[9, 10].
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