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Interstitial lung diseases (ILDs) comprise a heteroge-
neous group of acute and chronic lung diseases that cause 
progressive scarring of the lung tissue, compromising  
respiratory function and blood oxygenation. The most 
common form is the idiopathic pulmonary fibrosis (IPF), 
which in the vast majority of cases affects the older popu-
lation, in a progressive fibrosing manner, resulting in se-
vere respiratory failure and death within 3–5 years [1]. 
Public health officials recommend that patients in the 
higher risk category should reduce the risk of being ex-
posed to SARS-CoV-2 [2, 3]. Patients with IPF, sarcoid-
osis [4], and other ILDs with known etiology, such as 
rheumatologic diseases with ILD involvement, could be 
at particular risk for SARS-CoV-2, since they tend to be 
older, have multiple comorbidities, and are often immu-
nosuppressed by their disease or therapy [5]. Currently, 
there is no data regarding the incidence of COVID-19 in 
the field of ILDs.

One of today’s challenges for physicians treating ILD 
patients is how to protect them from and treat them for 
COVID-19. If they are mildly symptomatic or non-symp-
tomatic, can they return home safely, or may they dete-
riorate and will need hospitalization? Besides, it is impor-
tant to differentiate the manifestation of superimposed 
COVID-19 from progression of their underlying fibrotic 

ILD and/or acute exacerbation known to occur within the 
spectrum of their underlying ILD. These questions are 
crucial for patient care.

Furthermore, patients are deprived of pulmonary 
rehabilitation. Routine follow-up, face-to-face visits 
are made via telephone or are rescheduled, oral medi-
cations are delivered to the patient’s home to cover the 
peak period of the pandemic, and biological samples 
are collected and processed at a local facility near to the 
patient’s residence. The multidisciplinary discussions 
are done via a virtual platform, and treatment decisions 
are made with suboptimal objective assessment over 
the telephone during this period of COVID-19. How-
ever, the aforementioned necessitated steps of actions 
for the diagnosis and management of these patients 
with ILD have been postponed due to restrictions in 
some regions and countries burdened with COVID-19 
patients. More in detail, the COVID-19 pandemic di-
rectly affect patients with fibrotic ILD in multiple ways. 
There are major issues to access key components of the 
diagnostic process, uncertainties in the use of common 
ILD therapies, and there is limited ability to monitor 
both disease severity and the presence of medication 
adverse effects, which are extensively discussed in a re-
cent review [6].
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In the midst of so much uncertainty in the status of the 
COVID-19 pandemic, the abrupt changes in global health 
have surfaced several clinical and scientific questions and 
concerns for the ILD community at large. This includes a 
serious and disruptive effect on the conduct of ILD clini-
cal trials, with short- and long-term consequences. While 
screening and recruitment for the enrollment of patients 
in ongoing clinical trials have been on hold indefinitely, 
the safety of patients enrolled and participating in clinical 
trials is being assured with modified protocols that in-
clude home visits by nurses and/or telemedicine to mon-
itor clinical status. Moreover, hospital radiology depart-
ments and laboratories are stretched during the pandem-
ic, and to reduce the risk of SARS-CoV-2 infection for 
trial and ILD subjects, as with other chronic respiratory 
diseases, some protocol-mandated visits and study pro-
cedures as bronchoscopy assessments with biopsies and 
bronchoalveolar lavage fluid have been delayed or can-
celled all over the world.

Several media reported cases of pulmonary fibrosis re-
sulting from COVID-19 disease, which raised important 
questions in the pulmonary fibrosis community. Most 
importantly, acute exacerbation leads to an in-hospital 
mortality of more than 50% with a mean survival time of 
only a few months [7]. Therefore, consideration of com-
plications in IPF is of great importance for the under-
standing of the disease and treatment planning. Patients 
who are infected with COVID-19 may develop acute ex-
acerbation such as pneumonia and progress to respira-
tory failure and acute respiratory distress syndrome 
(ARDS), which requires life support with a mechanical 
ventilator. The cardinal role of vaccination in this popula-
tion has to be emphasized; the potential of lung-directed 
immunotherapy to induce an antifibrotic T-cell response 
capable of arresting and reversing lung fibrosis is interest-
ing [8].

In a subset of COVID-19 SARS survivors, post-COV-
ID-19 lung fibrosis will need to be addressed. Post-SARS 
fibrosis and pulmonary fibrosis that occurs in ILDs have 
distinct differences. Post-SARS fibrosis typically is not 
progressive, but nonetheless can be severe and limiting. 
The recovery period for post-SARS fibrosis is approxi-
mately 1 year, and the residual deficits persist but gener-
ally do not progress [9]. Increased collagens and abnor-
mal extracellular matrix components in the lungs of pa-
tients with ARDS and IPF compared to normal human 
lungs have been demonstrated [10], and it is unknown if 
the genetic susceptibility to manifest fibroproliferative re-
sponse in the lungs of patients with ARDS, SARS, IPF, 
and other fibrotic ILDs are similar. However, the avail-

able data so far are limited, since histopathology features 
in the lungs from patients with COVID-19 have been de-
scribed in a few patients at autopsy [11]. Postmortem bi-
opsies were performed at Lille University on 6 COVID-
19-positive patients at different stages of the disease. For 
5 out of 6 patients who died later in their disease course 
[11], the histologic pattern was an acute fibrinous and or-
ganizing pneumonia (AFOP), characterized by an ex-
tensive intra-alveolar fibrin deposition so-called fibrin 
«balls», rather than hyaline membranes. According the 
aforementioned results, understanding the correct patho-
physiology is crucial to establishing the basis for appro-
priate treatment, both in terms of mechanical ventilation 
and further follow-up and possible management with an-
tifibrotic drugs in the progressive phenotypes [12]. The 
latter scenario also seems safer, as it is rather risky for the 
patient to initiate immunomodulation in the pandemic 
era. The possibility of shared mechanisms of fibrosis be-
tween ARDS cases and chronic ILDs raises the potential 
that therapies that treat ILDs could also be beneficial to 
COVID-19 associated lung disease [13, 14]. In this re-
gard, pirfenidone is being used in patients with COV-
ID-19 in Wuhan, China (clinical trial.gov), and a pro-
spective clinical trial with the other antifibrotic drug, 
nintedanib, is discussed [13], taken in consideration the 
shared pathogenetic and clinical similarities of COV-
ID-19 and the fibrotic process. We share the opinion that 
at present, the long-term pulmonary consequences of 
COVID-19 remain speculative and should not be as-
sumed without appropriate prospective studies [14]. Fur-
thermore, we need to be prepared for providing care and 
monitor the interstitial pneumonia/fibrotic ILD in survi-
vors of COVID-19 and associated SARS. It is hoped that 
an international task force with experts will be able to 
provide guidance to the community at large to manage 
the new disease COVID-19-ILD.
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