Peptidvlarginine deiminase 4 (PADA4) is a key factor for SARS-CoV-2
replication and SARS-CoV-2-induced pro-inflammatory responses
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e Peptidyl arginine deiminases (PAD) are a family of enzymes witch %’ VIRUSES 2024 TRAVEL
catalyzed the hydrolization of the guanidinium group of a peptidyl- — . ——
arginine to form peptidyl-citrulline. This post-translational ChbEdta DEUIlaInEL Lot

modifications is known as citrullination.

* Five PAD isozymes (PADs 1-4 and 6) are expressed in mammalians. —
* The dysregulation of PADs expression and/or an aberrant profile / \
\/ . . .
of citrullinated protein were observed in many inflammatory %* Clarify whether SARS-CoV-2 infection affects
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conditions. PADs expression.
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Neurodegenerative * PADs inhibitors have been tested in several in vivo models of ** Assess the antiviral activity of PAD inhibitors
5 . . . . . : : . :
sease inflammatory and autoimmune diseases in which they have both in vitro and in vivo.
demonstrated high therapeutic efficacy. X Investigating PAD inhibitors potential to control
Viral . .
infections  » Based on some similarities between the clinical outcome observed the hyperproduction of pro-inflammatory
in autoimmune/autoinflammatory disease and COVID-19, markers associated with COVID-19 disease.
Alzheimer : : : : : C . . . .
e PP R— including aberrant cytokine release, it has been hypothesized that ** Define the changes in proteome of citrullinated
Diseases PADs activity may be an important factor to the severity of SARS- proteins (citrullinome) during infection.
CoV-2 infection.
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Figure 1. PADs induction by SARS-CoV-2 infection in vivtro and in vivo *ﬁ ‘ SARS-CoV-2 infection (Delta)
(A-B)Comparative RT-PCR. Calu-3 airway epithelial cells were infected with SARS-CoV-2 delta strain and 18-hACE 1 0 1 2 3 4 5 6 7 Days 1 Ti '
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housekeeping gene PGK1 and are presented relative to uninfected cells.
(C) Western Bolt. Calu-3 airway epithelial cells were infected with SARS-CoV-2 delta strain and PAD4 and /
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