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Dear Editor,

In their recent retrospective analysis (n=525), Saho et al 1. have demonstrated that pre-existing interstitial
lung disease (ILD), characterized by inflammation and fibrotic scarring of pulmonary interstitial tissue, can
elevate the risk of pneumonia after SARS-CoV-2 infection, especially in males, elderly adults, and those
undergoing corticosteroid treatment1. This study is commendable for its case definition and subgroup
stratification within interstitial lung diseases (ILDs), where idiopathic pulmonary fibrosis (IPF), interstitial
pneumonia with autoimmune features (IPAF), and connective tissue disease (CTD)-associated ILD cases
were prevalent in the pneumonia group. However, I have few points, requiring further discussion on the
subject matter.

Frist, it is imperative to highlight, that the association between ILD and SARS-CoV-2 infection led pneumo-
nia is a vice-versaphenomenon. A contemporary retrospective analysis (n =391) by Günayet al2 shows that
patients with post SARS-CoV-2 pneumonia are at increased risk of persistent clinical symptoms, and deve-
lopment of ILD (pulmonary parenchyma involvement)2. This risk is particularly heightened among smokers,
males, elderly adults, and those who required high nasal flow cannula2. Contrast to SARS-CoV-2 infection,
vaccine induced ILD is rare phenomenon3, can’t be attributed to specific vaccine, but rather an individual
case specific adverse event. Pre-versus post ILD events have different adversities and should be monitored
case by case.

Second, corticosteroid use has contrasting effects1,2. In pre-existing ILD with SARS-CoV-2 pneumonia, it
poses a risk for pneumonia1. However, in patients with SARS-CoV-2-induced pneumonia who later develop
ILD, corticosteroids reduce the risk of ILD2, possibly by reducing inflammation. What is Saho et al 1.’s
perspective on corticosteroids as a risk factor for COVID-19 pneumonia?

Third, in this retrospective analysis, ˜50% of ILD patients (275 of 525) never received any approved COVID19
vaccine. This decision was often due to safety concerns expressed by both patients and physicians. However,
such risky decision can increase COVID19 adversities among individuals IPAF4 who are receiving immu-
nosuppressive therapies. IPAF patients are frequent recipients of immunosuppressive medications such as
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cyclophosphamide (CTX) and mycophenolate mofetil (MMF) 1. China has 8 approved COVID-19 vaccines5,
including mRNA vaccines, but their safety durability of immune protection, and dosing strategies are not
well defined for ILD patients. In some cases, vaccination can lead to the exacerbations (dyspnoea, cough,
and sputum production) of pneumonia6,7, furthering emphasizing the need for case-by-case vaccination at
physicians’ discretion.

Forth, ILD is a common clinical manifestation of many autoimmune diseases such as Sjögren’s syndrome,
systemic sclerosis, systemic lupus erythematosus, rheumatoid arthritis (RA), polymyositis/dermatomyositis,
anti-synthetase syndrome, ANCA-associated vasculitides8, and there are sparse studies evaluating adversity,
safety and immunogenicity of different vaccines. It seems imperative to understand whether reported ILD
conditions is not arising as a clinical manifestation of autoimmune disease. A recent retrospective analysis
in the Lancet eClinicalMedicine, reports the risk of post COVID emergence of various autoimmune disea-
se including suchspondyloarthritis, RA, psoriasis, pemphigoid, Graves’ disease, anti-phospholipid antibody
immune mediated thrombocytopenia, multiple sclerosis, and vasculitis9. There is an intricate relationship
between, autoimmunity. It can be understood that avoiding SARS-CoV-2 vaccination, along with adminis-
tration of immunosuppressants could have adverse effects on ILD. In the worst case scenarios, ILD both
before and SARS-CoV-2 infection could pose a double risk10.

In summary, Saho et al 1. meticulously demonstrated how pre-existing ILD can increase the risk of COVID-19
pneumonia. However, the emergence of ILD as a post-acute COVID-19 sequelae or its onset after COVID-19
vaccination poses a severe risk to patients with comorbid conditions such as elderly age, male sex, immuno-
suppression, or systemic conditions with pulmonary manifestations, requiring further clarification. I applaud
Saho et al 1 for their excellent work and looking forward for their repones.

AUTHOR CONTRIBUTIONS

Conceptualization and writing the manuscript: Ranjeet Singh Mahla

CONFLICT OF INTEREST STATEMENT

Ranjeet Singh Mahla is an industrial postdoc fellow and receives money from BMS as career development
fellowship from a BMS funded project.

DATA AVAILABILITY STATEMENT

No new data generated or analysed.

References

1 Shao, C. et al. Risk factors associated with COVID-19 pneumonia in Chinese patients with pre-existing
interstitial lung disease during the SARS-CoV-2 pandemic. J Med Virol 95 , e29098, doi:10.1002/jmv.29098
(2023).

2 Gunay, S. et al. Risk factors for the development of interstitial lung disease following severe COVID-19
pneumonia and outcomes of systemic corticosteroid therapy: 3-month follow-up.Sarcoidosis Vasc Diffuse
Lung Dis 40 , e2023029, doi:10.36141/svdld.v40i3.14418 (2023).

3 DeDent, A. M. & Farrand, E. Vaccine-induced interstitial lung disease: a rare reaction to COVID-19
vaccination. Thorax77 , 9-10, doi:10.1136/thoraxjnl-2021-217985 (2022).

4 Mackintosh, J. A., Wells, A. U., Cottin, V., Nicholson, A. G. & Renzoni, E. A. Interstitial pneumonia with
autoimmune features: challenges and controversies. Eur Respir Rev 30 , doi:10.1183/16000617.0177-2021
(2021).

5 WHO – COVID19 Vaccine Tracker. https://covid19.trackvaccines.org/agency/who/. Accessed 17 Dep
2023.

6 Amiya, S. et al. Case report: Acute exacerbation of interstitial pneumonia related to messenger RNA
COVID-19 vaccination.Int J Infect Dis 116 , 255-257, doi:10.1016/j.ijid.2022.01.031 (2022).

2



P
os

te
d

on
19

S
ep

20
23

—
T

h
e

co
p
y
ri

gh
t

h
ol

d
er

is
th

e
au

th
or

/f
u
n
d
er

.
A

ll
ri

gh
ts

re
se

rv
ed

.
N

o
re

u
se

w
it

h
ou

t
p

er
m

is
si

on
.

—
h
tt

p
s:

//
d
oi

.o
rg

/1
0.

22
54

1/
au

.1
69

51
15

97
.7

90
83

43
3/

v
1

—
T

h
is

a
p
re

p
ri

n
t

a
n
d

h
as

n
ot

b
ee

n
p

ee
r

re
v
ie

w
ed

.
D

a
ta

m
ay

b
e

p
re

li
m

in
a
ry

.

7 Sattui, S. E. et al. Early experience of COVID-19 vaccination in adults with systemic rheumatic
diseases: results from the COVID-19 Global Rheumatology Alliance Vaccine Survey. RMD Open 7 ,
doi:10.1136/rmdopen-2021-001814 (2021).

8 Liossis, S. C. & Bounia, C. A. Treating Autoimmune-Related Interstitial Lung Disease With B Cell De-
pletion. Front Med (Lausanne) 9 , 937561, doi:10.3389/fmed.2022.937561 (2022).

9 Peng, K. et al. Risk of autoimmune diseases following COVID-19 and the potential pro-
tective effect from vaccination: a population-based cohort study. EClinicalMedicine 63 , 102154,
doi:10.1016/j.eclinm.2023.102154 (2023).

10 Valenzuela, C., Waterer, G. & Raghu, G. Interstitial lung disease before and after COVID-19: a double
threat? Eur Respir J58 , doi:10.1183/13993003.01956-2021 (2021).

3


