
   Autoimmune diseases arise from a loss of immune tolerance to self-
antigens. Tolerance is maintained by central and peripheral mechanisms that
eliminate or inactivate self-reactive T and B lymphocytes. When these
mechanisms fail, autoreactive cells can proliferate, resulting in inflammation
and tissue destruction. The aberrant activation and differentiation of immune
cells. The production of autoantibodies and immune complexes. The
recruitment and infiltration of immune cells into target tissues. The ensuing
inflammatory cascade and tissue remodeling. These immunopathological
events can be acute or chronic and are often self-perpetuating, leading to
progressive functional impairment. Central to the pathogenesis of most
autoimmune diseases. CD4+ T helper cells (Th1, Th17) promote inflammation
through cytokine secretion (e.g., IFN-γ, IL-17). CD8+ Cytotoxic T
Lymphocytes (CTLs) directly kill target cells expressing self-antigens. B cells
contribute to pathogenesis through antigen presentation, cytokine production
and autoantibody generation. Autoantibodies form immune complexes that
deposit in tissues, activating complement and Fc receptor-mediated
responses. Dysregulated production of proinflammatory cytokines (e.g., TNF-
α, IL-6, IL-1β) sustains chronic inflammation. Chemokines (e.g., CXCL10,
CCL2) recruit immune cells to inflamed sites [3].
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Introduction
   Autoimmune diseases represent a broad spectrum of chronic conditions in
which the immune system, normally tasked with defending the body against
pathogens, mistakenly attacks healthy tissues. Affecting approximately 5-10%
of the global population, autoimmune diseases encompass disorders such as
Rheumatoid Arthritis (RA), Systemic Lupus Erythematosus (SLE), type 1
diabetes (T1D), Multiple Sclerosis (MS) and Inflammatory Bowel Disease (IBD).
Despite their varied clinical manifestations, these conditions share a common
thread: dysregulated immune responses against self-antigens.
Immunopathology, the study of immune-mediated damage and dysfunction, is
critical to understanding the mechanisms that drive the initiation, propagation
and chronicity of autoimmune diseases [1].

   The role of immunopathology in autoimmunity encompasses the identification
of autoreactive immune cells, the profiling of cytokines and chemokines
involved in tissue inflammation and the characterization of histopathological
changes. This article provides an in-depth exploration of how
immunopathological mechanisms contribute to disease onset and progression,
the interplay between genetic and environmental factors and the implications for
diagnosis, prognosis and therapeutic intervention [2].

Dendritic cells and macrophages present self-antigens in a proinflammatory
context, breaking peripheral tolerance. Initial immune response expands to
target additional epitopes on the same or different antigens, exacerbating
tissue damage. Histological analysis of affected tissues reveals key
immunopathological patterns. Lymphocytic infiltration and germinal center
formation in thyroiditis. Glomerular immune complex deposition in lupus
nephritis. These changes are typically associated with immune cell infiltrates
(T cells, B cells, plasma cells, macrophages) and signs of chronic
inflammation, such as fibrosis and tissue remodeling. Human leukocyte
antigen (HLA) genes play a critical role in antigen presentation. Non-HLA
genes (e.g., PTPN22, STAT4, IL23R) influence immune cell activation and
signaling. Infections (molecular mimicry, bystander activation). Microbiome
alterations (dysbiosis affects immune tolerance). Diet, stress and toxins
contribute to immune dysregulation. These factors interact to breach immune
tolerance and initiate autoimmune pathology. Autoimmunity is directed against
antigens restricted to particular tissues. Local immunopathology includes
lymphocytic infiltration and targeted cell destruction. Immunopathology is
widespread, involving multiple organs and systemic inflammation. Synovial
tissue infiltrated by Th1/Th17 cells, B cells, macrophages. Autoantibodies
(RF, ACPA) form immune complexes [4].

   Production of autoantibodies against nuclear antigens. Immune complexes
deposit in skin, kidneys, joints, causing vasculitis and nephritis. Type I
interferon signature enhances autoimmunity. CTLs infiltrate pancreatic islets
and destroy insulin-producing beta cells. Autoreactive T cells cross the blood-
brain barrier. Demyelination by macrophages and microglia. Chronic plaques
with gliosis and axonal loss. Dysregulated mucosal immunity in Crohn's
disease and ulcerative colitis. Cytokine-mediated epithelial barrier dysfunction.
Detection of autoantibodies (ANA, anti-dsDNA, anti-TPO). Histopathological
examination of biopsied tissues. Cytokine levels, autoantibody titers and
immune cell phenotypes inform prognosis. Immunopathology guides the
development of biologics (e.g., anti-TNF, anti-IL-6, anti-CD20). Targeting co-
stimulatory molecules and signaling pathways (e.g., JAK inhibitors).
Longitudinal tracking of immunopathological markers helps monitor disease
activity and treatment response. High-resolution profiling of immune cell
subsets in inflamed tissues. Integrate gene expression with histopathology.
Analyze complex immunological and histological data to predict disease cours
[5].

Description

    Immunopathology lies at the heart of autoimmune disease progression. It
provides a framework for understanding how immune dysregulation
translates into tissue-specific and systemic damage. By elucidating the
cellular, molecular and structural changes associated with autoimmunity,
immunopathology informs diagnosis, prognostication and therapy. As our
technological capabilities evolve, so too will our understanding of these
complex disorders, paving the way for more precise and effective
interventions. A deeper integration of immunopathology into clinical and
translational research is essential for transforming the management of
autoimmune diseases and improving patient outcomes.
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