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Abstract
Pemphigus is an autoimmune blistering disorder caused by autoanti-
bodies against desmogleins (Dsg) 1 and 3, proteins essential for cell
adhesion. Diagnosis relies on detecting tissue-bound autoantibodies.
These antibodies disrupt cell adhesion, leading to blistering in skin or
mucous membranes. While all IgG subclasses (IgG1, IgG2, IgG3,
IgG4) are involved, IgG4 largely drives the response due to its unique
Fab-arm exchange, making it monovalent and bispecific, unlike other
IgGs that enhance crosslinking. This study isolated IgG subclasses
from two pemphigus patients, examining their effects on keratino-
cytes (NHEK) at 0, 5, and 30minutes. Multiplex kinome analyses
showed that all IgG subclasses increased p38 MAPK signaling, linked
to Dsg3 internalization, and activated kinases like PKC, CaMK4, and
IKK-epsilon. MAP3K8 and mTOR/FRAP activities also rose under
both IgG4 and IgG1-3 treatments, but only IgG4 uniquely increased
CDK4, 6, 9, and 11. Confocal microscopy confirmed both IgG4 and
IgG1-3 caused Dsg3 internalization. However, IgG4-treated keratino-
cytes showed no clustering, confirming subclass separation. This
study highlights IgG subclass-specific kinase activation in pemphigus,
especially the role of p38 MAPK and CDKs in IgG4-mediated Dsg3 in-
ternalization. Further research should explore subclass-specific sig-
naling to identify kinase-targeted therapies for pemphigus.
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Abstract Description:
Retinal degeneration (RD) is a serious irreversible condition that leads
to blindness. Neuroinflammation is a critical mechanism of the RD
progression which could exacerbate the photoreceptor cell death
during RD. Nfat5 is a transcription factor of the cytokines that could
release the cytokines from the immune cells. However, Nfat5’s role
in retinal cells for retinal inflammation and cell death is unknown. Us-
ing Nfat5(þ/-) mice, we induced RD by NaIO3 injection and per-
formed qPCR array and real-time PCR to evaluate expression change
of the inflammatory genes. The photoreceptor cell death was exam-
ined via the Western blot method. To identify the Nfat5 role in the
glial cells, we cultured microglial cells and M€uller glial cells to mea-
sure the inflammatory genes in each cell type depending on the ex-
pression of the NFAT5. The RNA sequencing results indicated that
the Nfat5 was increased during RD development. Nfat5(þ/-) mice
were more prone to RD development as evidenced by caspase-3 ac-
tivity in retina tissue, accompanied by higher Tnf and Fasl. Through
the PCR results from the retina and in-vitro retinal glial cell culture,

we found that Nfat5 promoted the transcription of inflammatory (IL-
1, IL-6) and anti-inflammatory cytokines (IL10). Therefore, we sug-
gest that NFAT5 is important for photoreceptor survival, via control-
ling the inflammatory process of the glial cells during RD.
Funding Sources: This research was supported by a grant of the Ko-
rea Health Technology R&D Project through the Korea Health Indus-
try Development Institute, funded by the Ministry of Health & Wel-
fare, Republic of Korea (grant number: RS-2024-00407321).
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Abstract Description:
Urokinase-type plasminogen activator receptor (uPAR) in Systemic
Sclerosis: from molecular target to diagnostic biomarker Systemic
Sclerosis (SSc) is a heterogeneous autoimmune disease character-
ized by widespread vasculopathy, the presence of autoantibodies,
and progressive fibrosis of skin and visceral organs. There are still
many questions about its pathogenesis, particularly in the complex
regulation of fibrotic process, and in the factors that trigger its onset.
Urokinase-type plasminogen activator receptor (uPAR), a glycosyl-
phosphatidyl-inositol-(GPI) anchored protein formed by three
domains (DI-DII-DIII), serves to bind the urokinase plasminogen acti-
vator (uPA) and localize the activation reactions in the proteolytic cas-
cade of plasminogen activation system. Our recent studies
highlighted the key role of uPAR in the fibrotic phase of the disease.
Synthetic compounds targeting uPAR significantly inhibited oxidative
stress and SSc fibroblast proliferation, thus suggesting new opportu-
nities for the development of new-targeted therapies in fibrotic dis-
eases. Moreover, after the removal of the GPI anchor by proteases
or phospholipases, uPAR shed from the cell membrane and exist as
a soluble form (suPAR) that is detectable in various body fluids. The
analysis of serum suPAR in SSc patients showed that suPAR could
be considered as a novel biomarker for vascular dysfuction in SSc. Fi-
nally, uPAR is an emerging biomarker and molecular target in SSc.
Funding Sources: Supported by PRIN: PROGETTI DI RICERCA DI
RILEVANTE INTERESSE NAZIONALE – Bando 2022 PNRR Prot.
P2022HB33K
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