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Introduction

Pulmonary hypertension is a condition marked by elevated blood
pressure in the pulmonary arteries, leading to significant morbidity and
mortality. Recent studies have highlighted an intriguing association between
PH and the presence of myositis-specific and associated antibodies. These
antibodies, typically associated with idiopathic inflammatory myopathies such
as polymyositis and dermatomyositis, may be more prevalent in patients
with PH than previously recognized. This commentary reviews the current
understanding of this association, explores potential underlying mechanisms,
and discusses the implications for diagnosis and management of PH in patients
with autoantibody profiles indicative of myositis. Pulmonary hypertension is
characterized by increased pressure in the pulmonary arteries, leading to
symptoms such as dyspnea, fatigue, and right heart failure. While PH is often
linked with conditions such as left heart disease, chronic lung diseases, and
connective tissue disorders, recent evidence suggests a notable prevalence
of myositis-specific and associated antibodies (MSAs/MAASs) in patients with
PH. These antibodies are traditionally associated with idiopathic inflammatory
myopathies (lIMs), including polymyositis and dermatomyositis.

Description

The intersection of PH and myositis-related autoantibodies presents a
unique challenge, as these patients may have overlapping symptoms and
complex clinical profiles. Understanding the high incidence of MSAs/MAAs
in PH patients is crucial for enhancing diagnosis, guiding treatment, and
improving patient outcomes. Myositis-specific antibodies and myositis-
associated antibodies are autoantibodies detected in patients with
inflammatory myopathies. Associated with antisynthetase syndrome, which
often presents with interstitial lung disease and can progress to PH. Linked
to severe muscle disease and sometimes pulmonary complications. Typically
associated with dermatomyositis and can occur with various pulmonary
manifestations. MAAs, while not specific to myositis, include antibodies such
as anti-RNP and anti-SSA/SSB, which are often seen in patients with overlap
syndromes or connective tissue diseases. Patients with PH and anti-Jo-1
antibodies may experience a higher prevalence of ILD, which can lead to or
exacerbate PH. The presence of these antibodies has been linked with more
severe pulmonary and systemic manifestations [1].

These antibodies, while less common, have been identified in some
PH patients with concurrent inflammatory myopathies. Their presence may
indicate a more complex clinical picture with potential cardiac involvement.
The overlap of symptoms between PH and inflammatory myopathies can
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complicate diagnosis. MSAs/MAAs may serve as important diagnostic clues
but should be interpreted in the context of the overall clinical picture. The
presence of MSAs/MAAs may influence treatment strategies. For instance,
patients with anti-Jo-1 antibodies and PH might benefit from therapies
targeting both the inflammatory myopathy and pulmonary hypertension.
Chronic systemic inflammation, common in autoimmune diseases, can lead
to vascular damage and contribute to the development of PH. Inflammatory
cytokines and autoantibodies can affect endothelial function and promote
vascular remodeling. Autoimmune processes may lead to the deposition of
immune complexes in the pulmonary vasculature, resulting in endothelial
injury and subsequent PH. Many patients with MSAs/MAAs, particularly anti-
Jo-1 antibodies, present with ILD, which can lead to or worsen PH [2].

ILD, such as pulmonary fibrosis, can increase pulmonary vascular
resistance, leading to secondary PH. The inflammatory and fibrotic changes
in the lung parenchyma contribute to the development of PH. ILD can also
cause changes in the pulmonary vasculature, further exacerbating PH.
Patients with MSAs/MAAs may present with overlap syndromes, where
features of myositis coexist with other connective tissue diseases, potentially
complicating the clinical picture of PH. Conditions such as systemic sclerosis
or mixed connective tissue disease (MCTD) may be associated with both PH
and MSAs/MAAs, complicating diagnosis and treatment. The involvement of
multiple organ systems can lead to a more complex management approach,
requiring coordination among various specialties. Routine testing for MSAs/
MAAs in patients with unexplained PH, particularly those with symptoms
suggestive of inflammatory myopathy, is recommended. Chest imaging, can
help assess for ILD or other pulmonary abnormalities [3].

A thorough clinical evaluation, including a detailed history and physical
examination, is crucial in identifying overlapping symptoms and guiding further
diagnostic testing. Collaboration among pulmonologists, rheumatologists, and
cardiologists is essential for managing patients with complex presentations
involving both PH and autoantibody profiles. Treatment options include
endothelin receptor antagonists, phosphodiesterase-5 inhibitors, and
prostacyclin analogs. The choice of therapy should consider the underlying
cause and severity of PH. For patients with ILD and PH, treatment should
address both the inflammatory myopathy and the associated pulmonary
hypertension. Disease-modifying anti-rheumatic drugs (DMARDs) and
immunosuppressants may be used to control inflammation. Corticosteroids
and other immunosuppressive agents can help manage inflammatory
myopathies and may have a beneficial effect on associated PH [4].

Rehabilitation and physical therapy are important for managing muscle
weakness and improving overall functional status. Coordination between
pulmonologists, rheumatologists, cardiologists, and other specialists is
crucial for comprehensive management of patients with PH and MSAs/MAAs.
Providing education on the management of both PH and myositis, as well as
support for navigating complex treatment regimens, is important for improving
patient adherence and outcomes. Investigating the role of autoimmune and
inflammatory processes in the development of PH can provide insights into
potential therapeutic targets. Long-term studies tracking patients with MSAs/
MAAs and PH can help determine the natural history and progression of the
disease. Exploring new therapies that target both inflammatory myopathy and
PH could improve patient outcomes. Investigating the efficacy of combination
therapies addressing both the inflammatory and pulmonary components of the
disease. Establishing criteria for screening and diagnosis of PH in the context
of inflammatory myopathies. Creating standardized treatment protocols for
managing patients with both PH and autoantibody profiles [5].
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Conclusion

The high incidence of myositis-specific and associated antibodies in
patients with pulmonary hypertension represents a significant area of interest
and potential complexity in clinical practice. Understanding the interplay
between these antibodies and PH is crucial for accurate diagnosis, effective
management, and improved patient outcomes. Increased awareness, targeted
research, and a multidisciplinary approach are essential for addressing the
challenges associated with this condition and advancing the care of affected
patients.
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