
Editorial Comment

Respiration 2022;101:529–530

A Key to Unlocking the Mysteries  
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Are We There?
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Coronavirus disease 2019 (COVID-19) pneumonia is 
a progressive disease with a variable clinical course. Near-
ly 50% of COVID-19 survivors experience long-lasting se-
quelae after the acute phase of illness with the persistence 
of pulmonary and extrapulmonary symptoms [1]. One of 
the foremost consequences of severe acute respiratory 
syndrome (SARS)-CoV-2 infection is the development of 
a persistent restrictive ventilatory defect and radiological 
findings consistent with interstitial lung disease [2–5].

The mechanism underlying the chronic respiratory se-
quelae and precipitating factors of post-acute COVID-19 
are not well understood, but long-term pulmonary effects 
have been similarly shown in patients with SARS [6] and 
Middle East respiratory syndrome [7]. Moreover, given 
the high number of SARS-CoV-2-infected patients, early 
prediction of post-acute progression of clinical abnor-
malities may be fundamental in delivering appropriate 
health care for COVID-19 survivors that are likely to de-
velop persistent lung abnormalities.

Patient characterization and risk assessment for the 
development of pulmonary sequelae in individuals previ-
ously hospitalized for COVID19 pneumonia are crucial 
to optimize follow-up and treatment as well as to design 

a dedicated clinical pathway for delivery of care when 
managing outpatient with long-lasting respiratory in-
volvement. Factors predicting the evolution of pulmo-
nary sequelae after COVID-19 pneumonia were first re-
ported in the literature by Marvisi et al. [8], and then fur-
ther reports explored different variables associated with 
pulmonary sequelae and radiological fibrosis-like chang-
es in survivors of COVID-19 [9–12].

In this issue of Respiration, Aiello et al. [13] reported 
the results of a prospective, observational, single-center 
study of a large cohort of subjects who suffered from CO-
VID-19 pneumonia during their follow-up post-hospital 
admission. They collected changes in clinical and func-
tional data to identify risk factors for high-resolution 
computer tomography (HRCT) sequelae in COVID-19 
patients after hospitalization and to test the usefulness and 
clinical relevance of the COSeSco score (COVID-19 Se-
quelae Score), which includes age, body mass index, co-
morbidities, and D-dimer at the time of hospitalization, as 
well as exercise capacity and dyspnea at follow-up, for the 
prediction of developing pulmonary sequelae at HRCT.

In a cohort of 121 patients recovering from COVID-19 
pneumonia, they found that 63% of patients showed radio-
logical and lung function impairment in terms of diffusing 
lung capacity and lung volumes with an average HRCT 
score of 11.22% after 4 months from hospitalization. 
Moreover, examining the cluster of patients with a re-
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duced diffusing lung capacity (<80%), they found six de-
pendent variables characterizing subjects with radiological 
pulmonary sequelae, which were analyzed, pooled togeth-
er, and synthesized in the COSeSco score. The COSeSco 
score, ranging from 0 to 15, was able to significantly dis-
criminate COVID-19 patients with radiological sequelae 
(HRCT score >10%) at follow-up, with a high prediction 
accuracy of the model (AUC of 0.94) with high sensitivity 
and specificity (sensitivity: 100%; 95% CI: 67.54%–86.44% 
and specificity: 76.86; 95% CI: 68.32%–84.04%, respective-
ly). The authors acknowledged the main limitations of the 
study. The absence of a control cohort implies the need to 
validate the COSeSco on an external population, and the 
lack of baseline data on pulmonary function and exercise 
capacity does not allow to attribute with certainty to CO-
VID-19 the abnormal findings. Since the COVID-19 pan-
demic is continuing to threaten and overwhelm the health-
care system during both the acute phase of the disease and 
the chronic phase for the persistent long-term pulmonary 
impairment triggered by the SARS-CoV-2 infection, this 
score might represent a key for unloading the healthcare 
system of unnecessary exams and outpatient visits of the 
COVID-19 survivors.

The importance of assessing a predictive score for pul-
monary sequelae at HRCT in COVID-19 patients arises 
from the need to promptly recognize symptoms and diag-
nose chronic respiratory sequelae in patients recovering 

from COVID-19, thus reducing adverse outcomes. Indeed, 
routinely performing HRCT scans on all the patients with 
a history of COVID-19 would be costly, time-consuming, 
and poorly feasible, given the high number of infected pa-
tients. Moreover, the COSeSco scoring systems require 
few, easily measurable, and routinely collected variables; 
thus, it may be valuable even in resource-limited settings, 
allowing clinicians worldwide to identify subjects at risk 
for pulmonary complications and offer the best available 
clinical management strategy to the patients at risk. Fur-
ther validation studies of the COSeSco score in a larger 
cohort of individuals remain fundamental to confirm its 
external validity and its routine use in clinical practice.
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