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Definition of Chronic Obstructive Pulmonary
Disease: Occupational Environmental
Contribution

To the Editor:

The recent proposal to reclassify chronic obstructive pulmonary
disease appropriately identifies environmentally related disease (1).
However, in addition to biomass and pollution exposure, the
critical role of occupation in the development (2) and worsening (3) of
chronic obstructive pulmonary disease should be acknowledged.�
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Chronic Obstructive Pulmonary Disease Definition:
Is It Time to Incorporate the Concept of Failure of
Lung Regeneration?

To the Editor:

We applaud the proposal of Celli and colleagues (1) to provide an
updated definition of chronic obstructive pulmonary disease
(COPD), driven by the slow progress of therapeutic interventions to
decrease morbidity and mortality. This authoritative group of experts
focused on two main limitations of the previous COPD definition:
1) the lack of identification of the disorder at its early stages in the
absence of flow limitation; and 2) the consideration of COPD as a
single disease despite diverse causes other than cigarette smoking.
The proposed solutions are aimed to encourage novel treatments and
translational studies: 1) incorporating into the definition objectivable
early computed tomography (CT) scan changes; and 2) describing the
heterogeneity of COPD according to its recognizable causes. We
noted that the revised definition of COPD addressed a clinician’s
typical point of view, probably with the same basic intentions of the
Global Initiative for Chronic Obstructive Lung Disease guidelines.
Will this be enough to describe the essential nature of COPD and
particularly to stimulate more efficacious therapeutic interventions?
We wish all the best for this attempt, but we argue that a change of
paradigm (e.g., regenerative pathways) is desirable to drive novel
therapeutic approaches. It was only in 2012 that the first
demonstration of adult lung growth in humans by a multidisciplinary
team of investigators focused on translational bench-to-bedside
medicine (2). Now, we have abundant evidence that the lung, the
organ of our bodymost widely exposed to the external environment,
has extensive regenerative ability to respond tomost injuries, rapidly
regenerating damaged tissue (3, 4). COPD is characterized by both
distal airways and parenchymal remodeling, whichmay be practically
considered as due to failed regenerative processes. Recently, the highly
talented interdisciplinary biomolecular investigators led by Ed
Morrisey found that endothelial andmesenchymal cells in patients
with COPD have different gene expression patterns from healthy
individuals. In particular, they showed that the distal airway
multipotent respiratory airway secretory (RAS) cells, usually able to
regenerate alveoli in humans by differentiating into alveolar type II
epithelial (ATII) pneumocytes cells, follow an aberrant differentiation
trajectory leading to the accumulation of RAS-to-ATII transitioning
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