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Emergence of the novel severe acute
respiratory syndrome coronavirus 2 (SARS-
CoV-2) in December 2019 resulted in a
global pandemic with more than 100 million
people infected to date (1). In the early
months of the pandemic, healthcare
providers grappled with uncertainty about
the clinical course and appropriate
management of the coronavirus disease
(COVID-19). Over time, well-designed
observational studies, collaborative
networks, and innovative clinical trial
platforms led to significant advances in
knowledge about the acute care of COVID-19.
As more people recover from COVID-19,
many are wrestling with the long-term
sequelae of the disease, and more questions
have arisen about the prevalence and
appropriate management of residual lung
disease in survivors of COVID-19 (2-4).
Persistent inflammatory abnormalities on
chest imaging beyond the acute illness
period have been reported in several
cohorts, and observational studies have
suggested development of pulmonary
fibrosis in a subset of patients (5-7).
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However, existing studies are largely limited
to case series and small cohorts with
convenience sampling. No prior studies
have systematically and rigorously evaluated
patients who survived COVID-19 for
residual lung disease. Without large
prospective studies, we are often left to
extrapolate from other viral infections and
speculate on the incidence and appropriate
management of post-COVID-19 interstitial
lung disease (ILD) (8).

In this issue, Myall and colleagues
(pp- 799-806) report on the incidence and
clinical features of persistent inflammatory
ILD after hospitalization for COVID-19 (9).
In this prospective observational study of
837 patients who survived hospitalization
for SARS-CoV-2 infection at a single center
in the United Kingdom, the authors found
that 7% of patients had persistent interstitial
changes on chest computed tomography
(CT) 6 weeks after hospital discharge. The
majority of these (35 out of 59, or 4% of the
entire cohort) had an organizing pneumonia
(OP)-like pattern, with bilateral subpleural
ground-glass infiltrates in a mid- to lower-
zone distribution, at times associated with
subpleural and peribronchial linear dense
consolidation, and traction bronchiectasis in
some patients. These patients were offered
treatment with corticosteroids (0.5 mg/kg
prednisolone) with a taper over 3 weeks,
on average. All 30 patients who received
corticosteroid treatment reported subjective
improvement in breathlessness and
physical functioning and had objective
improvements in lung function and chest
imaging.

The strength of the study is the authors’
rigorous, systematic, and comprehensive
approach to documenting follow up of this
large cohort of patients hospitalized with
COVID-19. Their protocol provides a
paradigm for a structured postdischarge
assessment of patients recovering from

COVID-19. All patients that met criteria
(based on imaging, symptoms, and
physiologic testing) were reviewed at a
weekly post-COVID-19 multidisciplinary
discussion prior to a decision to offer
therapy. This rigorous and comprehensive
follow up ensured that each patient had
access to state-of-the-art multidisciplinary
care and allowed healthcare providers to
improve their knowledge of this novel and
complex condition in real time. This
approach also allowed for thorough
characterization of a large cohort of patients
recovering from COVID-19 with respect to
residual pulmonary disease and accurate
reporting of the incidence of post-COVID-19
inflammatory ILD.

This study also provides incremental
knowledge about treatment of post-
COVID-19 inflammatory ILD. Myall and
colleagues report a 4% incidence of this
condition among a large cohort of patients
that required hospitalization. In real-world
settings, many clinicians are seeing patients
with post-COVID-19 inflammatory ILD
and have adopted treatment with
corticosteroids despite little evidence to
support their use. The improvements in
symptoms and physiologic parameters
reported here are encouraging. However,
we must caution against generalizing these
treatment effects to a larger group of
patients. This was an observational cohort
of 30 patients without a comparator group
of untreated patients. As such, there is no
way to know whether these patients would
have recovered on their own without
therapy. Corticosteroid treatment may
shorten the time to recovery and return to
functioning for patients recovering from
COVID-19 with an OP-like pattern on
chest CT. However, without a randomized
controlled trial, this inference is largely
based on extrapolation from studies of
patients with other causes of OP (10).
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Additionally, patients in this study were
given a clinical diagnosis of OP based

on CT imaging and multidisciplinary
discussion without a lung biopsy.
Although the patients were treated as
having OP, the underlying histopathology
is not known.

We found it encouraging that only a
small number of patients in this cohort
developed symptomatic post-COVID-19
ILD associated with physiologic
impairment. Interestingly, a much larger
number of patients (nearly 40%) had
persistent symptoms 4 weeks after hospital
discharge, consistent with other studies (2,
11). However, almost half of these had no
evidence of physiologic or radiographic
abnormalities. Another third had functional
or physiologic impairment but normal
imaging. These findings highlight the
wide range of abnormalities and complex
needs of patients recovering from
COVID-19.

Despite the significant contribution
that this study adds to our understanding of
post-COVID-19 ILD, many questions
remain unanswered. The short-term follow
up of patients, with imaging and treatment
at 6-8 weeks after discharge, ensured a
timely intervention with the goal of
preventing fibrosis. However, without

longer follow up, there is no way to know
how many patients with SARS-CoV-2
infection develop chronic fibrosing ILD and
whether steroid treatment actually prevents
fibrosis in the long term. The etiology of
post—-COVID-19 fibrotic changes remains
unclear. It is possible that another insult
during the hospitalization aside from
infection with SARS-CoV-2, such as
ventilator-induced lung injury, hyperoxia,
or superimposed bacterial pneumonia,
contributed (12). The majority of patients
with persistent inflammatory ILD in this
study required supplemental oxygen
therapy during the hospital stay, and 46%
required mechanical ventilation. Does this
indicate that those who were requiring
supplemental oxygen, intensive care unit
admission, and mechanical ventilation may
have had higher risk of developing ILD?
Without a comparator group, there is no
way to know.

It is also important to note that only
those patients with findings of OP and
restrictive physiology in the absence of
improving symptoms were offered
steroid therapy. Those who had OP
changes on CT but had <15% lung
involvement and/or no restrictive
abnormality (21/59 patients or 2.5% of the
overall cohort) were not offered steroids,

and neither were the 3 patients with fixed
changes. Similarly, patients who were not
hospitalized with SARS-CoV-2 infection
were not included in this study. Therefore,
we still lack data on the management and
long-term outcomes of these groups of
patients.

Future studies should build on the work
by Myall and colleagues to advance our
knowledge of the long-term pulmonary
sequalae of SARS-CoV-2 infection. There is
a pressing need for rigorous follow up of
multi-center cohorts of COVID-19
survivors with attention to lung function,
imaging abnormalities, and symptoms.
More data on corticosteroid treatment is
needed, although a randomized clinical
trial will be difficult to justify given existing
data on the efficacy of steroids for other
causes of OP. Collaborations among
institutions and additional observational
studies that include a comparator group of
untreated patients would be a step in the
right direction. If done in a rigorous manner
such as by Myall and colleagues, we are
positioned to gain a large amount of
knowledge about the natural history and
response to therapy. l

Author disclosures are available with the text
of this article at www.atsjournals.org.

References

1 Wiersinga WJ, Rhodes A, Cheng AC, Peacock SJ, Prescott HC.
Pathophysiology, transmission, diagnosis, and treatment of coronavirus
disease 2019 (COVID-19): a review. JAMA 2020;324:782-793.

2 Logue JK, Franko NM, McCulloch DJ, McDonald D, Magedson A, Wolf
CR, et al. Sequelae in adults at 6 months after COVID-19 infection.
JAMA Netw Open 2021;4:€210830.

3 Mo X, Jian W, Su Z, Chen M, Peng H, Peng P, et al. Abnormal pulmonary
function in COVID-19 patients at time of hospital discharge. Eur Respir
J 2020;55:2001217.

4 George PM, Barratt SL, Condliffe R, Desai SR, Devaraj A, Forrest |, et al.
Respiratory follow-up of patients with COVID-19 pneumonia. Thorax
2020;75:1009-1016.

5 Pan F, Ye T, Sun P, Gui S, Liang B, Li L, et al. Time course of lung
changes at chest CT during recovery from coronavirus disease 2019
(COVID-19). Radiology 2020;295:715-721.

6 Wang Y, Dong C, Hu Y, Li C, Ren Q, Zhang X, et al. Temporal changes of
CT findings in 90 patients with COVID-19 pneumonia: a longitudinal
study. Radliology 2020;296:E55-E64.

7 YuM, LiuY, Xu D, Zhang R, Lan L, Xu H. Prediction of the development
of pulmonary fibrosis using serial thin-section CT and clinical features
in patients discharged after treatment for COVID-19 pneumonia.
Korean J Radiol 2020;21:746-755.

774

8 Atabati E, Dehghani-Samani A, Mortazavimoghaddam SG. Association
of COVID-19 and other viral infections with interstitial lung diseases,
pulmonary fibrosis, and pulmonary hypertension: a narrative review.
Can J Respir Ther 2020;56:1-9.

9 Myall KJ, Mukherjee B, Castanheira AM, Lam JL, Benedetti G, Mak SM,
et al. Persistent post-COVID-19 interstitial lung disease: an
observational study of corticosteroid treatment. Ann Am Thorac Soc
2021;18:799-806.

10 Drakopanagiotakis F, Paschalaki K, Abu-Hijleh M, Aswad B,
Karagianidis N, Kastanakis E, et al. Cryptogenic and secondary
organizing pneumonia: clinical presentation, radiographic
findings, treatment response, and prognosis. Chest 2011;139:
893-900.

11 Tenforde MW, Billig Rose E, Lindsell CJ, Shapiro NI, Files DC, Gibbs KW,
et al.; CDC COVID-19 Response Team. Characteristics of adult
outpatients and inpatients with COVID-19 - 11 Academic Medical
Centers, United States, March-May 2020. MMWR Morb Mortal Wkly
Rep 2020;69:841-846.

12 Burnham EL, Janssen WJ, Riches DWH, Moss M, Downey GP.

The fibroproliferative response in acute respiratory distress
syndrome: mechanisms and clinical significance. Eur Respir J 2014;
43:276-285.

Copyright © 2021 by the American Thoracic Society

AnnalsATS Volume 18 Number 5| May 2021


http://www.atsjournals.org/doi/suppl/10.1513/AnnalsATS.202102-223ED/suppl_file/disclosures.pdf
http://www.atsjournals.org

	Click to see any corrections or updates, and to confirm this is the authentic version of record: 
	1: 



