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ABSTRACT
Localized Scleroderma (LS), also known as morphea, is a complex autoimmune disease that primarily impacts the

skin and can extend to deeper tissues such as muscles and bones, significantly affecting quality of life. This mini-

review explores recent research advancements in LS, focusing on its epidemiology, pathogenesis, clinical

manifestations, and innovative treatments including Mesenchymal Stem Cell (MSC) therapy. Genetic,

environmental, and immunological factors all contribute to Localized Scleroderma (LS), influencing the disease's

progression through key cytokines involved in fibrosis. Additionally, advancements in diagnostic techniques, such as

high-frequency ultrasound and MRI, have improved the ability to assess and monitor the disease. Traditional

treatments include pharmacological interventions and phototherapy, while emerging therapies such as Mesenchymal

Stem Cells (MSCs) therapy show promise in modulating immune responses and reducing fibrosis. This mini-review

underscores the significant strides in understanding and treating LS, aiming to enhance therapeutic strategies and

improve patient outcomes.
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INTRODUCTION
Localized Scleroderma (LS), also known as morphea, is a rare,
chronic autoimmune disease characterized by the hardening and
thickening of the skin and subcutaneous tissues [1]. LS can
present in various forms, including plaque, linear, generalized,
and deep morphea, each with distinct clinical features and
implications [2]. The disease primarily affects the skin but can
extend to underlying structures such as muscles and bones,
leading to significant morbidity and impacting the quality of life.
The etiology of LS remains unclear, but it is believed to involve a
complex interplay of genetic, environmental, and immunological
factors [3]. Genetic predispositions may contribute to the
susceptibility, while environmental triggers such as infections,
trauma, and certain medications may initiate or exacerbate the
condition. Immunologically, LS is marked by an abnormal
immune response where the body’s immune system mistakenly
attacks its tissues, leading to inflammation and fibrosis. This
mini-review aims to discuss recent advancements, emerging
research trends, and future prospects in the field of localized

scleroderma. Additionally, we will delve into the potential of 
mesenchymal stem cell therapy to highlight innovative 
therapeutic approaches that hold promise for improving patient 
outcomes. By integrating these perspectives, we hope to provide 
a holistic overview of the advancements and future directions in 
LS research and treatment.

LITERATURE REVIEW

Epidemiology and demographics

The epidemiology and demographics of LS have been 
significantly elucidated through comprehensive research. 
Research reveals that the incidence and prevalence of LS vary 
across different geographic regions and ethnic populations. 
Notably, a higher prevalence is observed in Caucasian 
populations, with a pronounced female predominance [4]. LS 
typically manifests in the fifth decade of life, indicating a 
tendency for middle-aged onset. However, the disease is not
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DISCUSSION

Pharmacological interventions

Pharmacological treatment for LS remains a cornerstone in
managing moderate to severe cases, with Methotrexate (MTX)
and corticosteroids being the primary agents utilized [9]. MTX, a
folate antagonist, exerts its effects by inhibiting dihydrofolate
reductase, which leads to a suppression of DNA synthesis and
cell replication. In the treatment of LS, MTX is particularly
valued for its ability to modulate cytokine cascades, thereby
reducing inflammation and halting the progression of fibrosis.
Studies have shown that MTX can effectively reduce skin
thickening and improve clinical outcomes when used as a
monotherapy or in combination with corticosteroids.
Corticosteroids, such as prednisone, are potent anti-
inflammatory agents that inhibit multiple inflammatory
pathways [10]. Their rapid action in reducing inflammation
makes them indispensable in the initial management of LS,
especially in acute or rapidly progressing cases. When combined
with MTX, corticosteroids enhance treatment efficacy, providing
a synergistic effect that results in better control of disease activity
and a quicker therapeutic response [10]. This combination
therapy has been found to not only improve skin lesions but also
prevent the recurrence of fibrosis, making it a preferred
treatment regimen for many clinicians.

Phototherapy

Phototherapy has emerged as a valuable treatment modality for
LS, with UVA1 radiation being particularly effective. High-dose
UVA1 phototherapy works by penetrating deep into the skin,
where it exerts immunomodulatory and anti-fibrotic effects [11].
UVA1 radiation helps to soften sclerotic plaques, reduce skin
thickness, and improve elasticity. This treatment modality has
been supported by numerous studies demonstrating its efficacy
in both adult and pediatric populations. In adults, UVA1
phototherapy has shown significant improvements in skin
flexibility and reduction in fibrotic lesions. In children, it offers
a non-invasive treatment option that can be tailored to the
severity of the disease, making it a versatile and effective tool in
the management of LS.

Mesenchymal Stem Cells (MSCs) therapy

Mesenchymal Stem Cell (MSCs) therapy represents a promising
frontier in the treatment of LS. MSCs possess unique
immunomodulatory, anti-inflammatory, and anti-fibrotic
properties that make them ideal candidates for therapeutic
intervention in autoimmune and fibrotic diseases [12]. MSCs
can be sourced from various tissues, including bone marrow,
adipose tissue, and umbilical cord blood, each offering distinct
advantages in terms of availability and potency. These stem cells
have the remarkable ability to differentiate into various cell
types, including endothelial cells, which are directly involved in
the pathological processes of LS. One of the key mechanisms by
which MSCs exert their therapeutic effects is through the
inhibition of T cell proliferation [13]. In LS and other
autoimmune diseases, T cells play a significant role in driving
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exclusive to adults and can also affect children, particularly 
those between the ages of 2 and 14 [5,6]. Pediatric LS often 
follow a different disease course compared to adult-onset LS, 
necessitating tailored diagnostic and therapeutic approaches.

Pathogenesis and molecular mechanisms

A quality of the fibrotic process in LS is the excessive deposition 
of collage. Recent studies have highlighted the importance of key 
cytokines, such as Transforming Growth Factor-Beta (TGF-β), 
Inter Leukin-4 (IL-4), and Inter Leukin-13 (IL-13), in this process 
[7]. These cytokines have been identified as pivotal players in the 
pathogenesis of LS due to their roles in promoting fibroblast 
activation and extracellular matrix production. TGF-β, for 
instance, is a potent stimulator of collagen synthesis and has 
been shown to induce fibroblast differentiation into 
myofibroblasts, which are cells that produce large amounts of 
collagen. Similarly, IL-4 and IL-13 are involved in the activation 
and proliferation of fibroblasts, further contributing to the 
fibrotic changes observed in LS. Overall, these insights into the 
pathogenesis of LS have not only advanced the understanding of 
LS. By targeting the underlying mechanisms of endothelial 
dysfunction, immune dysregulation, and cytokine-mediated 
fibroblast activation, researchers hope to create more precise and 
effective therapeutic strategies that can significantly improve the 
lives of patients with LS.

Clinical manifestations and diagnosis

LS presents with a spectrum of clinical manifestations that can 
vary widely among patients. The disease can manifest in several 
forms, including plaque, linear, generalized, and deep morphea, 
each with distinct characteristics and clinical implications [2]. 
Plaque morphea is characterized by well-defined, localized 
patches of thickened skin. Linear morphea often affects the 
limbs or face and can lead to significant functional impairment 
and cosmetic concerns. Generalized morphea involves 
widespread skin thickening and can mimic systemic sclerosis in 
its severity. Deep morphea extends into the subcutaneous tissues 
and may affect underlying muscles and bones. Accurate 
diagnosis of LS requires a thorough clinical examination, 
supported by advanced imaging techniques and 
histopathological analysis. Recent advancements in imaging, 
such as high-frequency ultrasound and Magnetic Resonance 
Imaging (MRI), have greatly enhanced the ability to assess 
disease activity and monitor treatment response [8]. Ultrasound 
allows for the non-invasive evaluation of skin thickness and 
tissue characteristics, while MRI provides detailed images of 
deeper tissues and can help differentiate between active 
inflammation and established fibrosis. Histopathological 
examination remains the gold standard for confirming the 
diagnosis, revealing characteristic features such as dermal 
thickening, collagen deposition, and inflammatory cell 
infiltrates. These advancements in understanding the 
epidemiology, pathogenesis, and clinical manifestations of LS 
have paved the way for more precise diagnostic criteria and 
targeted treatment strategies.
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inflammation and fibrosis. MSCs modulate the immune
response by promoting the transition of T cells from a pro-
inflammatory state to an anti-inflammatory state. This shift is
crucial in reducing the ongoing inflammatory processes that
contribute to tissue damage and fibrosis. Additionally, MSCs
stimulate the production of regulatory T cells (Tregs), which are
essential for maintaining immune homeostasis and preventing
autoimmune responses [14]. Tregs help suppress the activity of T
cells that target the body's own tissues, thereby mitigating the
autoimmune component of LS. Moreover, MSCs secrete a
variety of bioactive molecules, including cytokines, growth
factors, and extracellular vesicles, which have potent anti-
inflammatory and anti-fibrotic effects [15]. These secreted
factors can inhibit the activation of fibroblasts, the primary cells
responsible for producing excessive collagen and extracellular
matrix components in LS. By modulating fibroblast activity,
MSCs help to prevent the progression of fibrosis and promote
the remodeling of affected tissues. Preclinical studies using
animal models of LS have demonstrated the significant efficacy
of MSC transplantation in reducing skin fibrosis and improving
vascular function [16]. In these animal models, MSCs have been
shown to decrease the thickness of fibrotic lesions, reduce
collagen deposition, and enhance blood flow to the affected
areas. These beneficial effects are attributed to the combined
immunomodulatory, anti-inflammatory, and pro-angiogenic
properties of MSCs. The success of these preclinical studies has
paved the way for clinical trials aimed at evaluating the safety
and efficacy of MSC therapy in patients with scleroderma. Early
results from clinical trials are promising, indicating potential
benefits of MSCs therapy in reducing disease severity and
improving the quality of life for patients with scleroderma
[17,18]. These trials have reported improvements in skin
elasticity, reduction in the extent of fibrotic lesions, and
enhanced functional outcomes in treated patients. Furthermore,
MSC therapy has been associated with a favorable safety profile,
with minimal adverse effects reported in most studies. Further
trials should aim to optimize the sourcing, preparation, and
delivery methods of MSCs to maximize their therapeutic
efficacy. In addition to traditional MSC transplantation,
innovative approaches such as the use of MSC-derived exosomes
and engineered MSCs are being explored [19,20]. MSC-derived
exosomes are small extracellular vesicles that carry bioactive
molecules and have shown similar therapeutic effects as their
parent cells. Engineered MSCs, which are genetically modified
to enhance their therapeutic properties, represent another
exciting avenue of research. These advanced strategies hold the
potential to further enhance the efficacy and specificity of MSC
therapy for scleroderma and other fibrotic diseases.

CONCLUSION
LS is a complex autoimmune disease that primarily affects the
skin and subcutaneous tissues but can extend to muscles and
bones, leading to significant morbidity. Recent advancements in
understanding the epidemiology, pathogenesis, and clinical
manifestations of LS have clear the way for more precise
diagnostic criteria and targeted treatments. Pharmacological
interventions and phototherapy have shown effectiveness in the
treatment of LS. MSCs therapy offers promising potential due

to their immunomodulatory and anti-fibrotic properties, with
early clinical trials indicating benefits in reducing disease
severity and improving quality of life. Future research will focus
on optimizing MSC therapy and exploring innovative
approaches to enhance its efficacy, paving the way for improved
therapeutic strategies for LS.
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