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Introduction

   The idiopathic inflammatory myopathies (IIMs) are an important heterogenous group of potentially treatable acquired disorders. On the basis of clinical, histological and immuno-pathogenic features, three distinct subsets are recognised: dermatomyositis (DM), polymyositis (PM) and sporadic inclusion-body myositis (IBM). An accurate diagnosis is important, given the potential toxicity associated with the immunotherapy used to treat these disorders. A wide array of histochemical and immunocytochemical stains are used to investigate cases. 

 Clinical features and laboratory investigations
    There are differences in the clinical features of the three major forms of inflammatory myopathy.

Table showing Clinical features in inflammatory myopathies
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  A clinical diagnosis of an inflammatory myopathy is confirmed by serological tests, electromyography and a muscle biopsy . Autoantibodies are found in up to 20% of patients in PM and DM but are unusual in IBM.
Table showing Autoantibodies in inflammatory myopathies
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  With the possible exception of anti-Jo-1, none of the autoantibodies have sufficient sensitivity or specificity to be of diagnostic value. Autoantibodies in IBM are unusual. They are not associated with muscular dystrophies or metabolic myopathies, although their presence should not automatically exclude these diagnoses . The most sensitive muscle enzyme assay is creatine kinase (CK), which is increased up to 50 times in active disease. In IBM, CK is more mildly elevated. Enzyme activity can be normal in some patients with active PM and IBM, even in the presence of inflammatory changes found on biopsy and therefore should not be relied upon solely for diagnostic purposes. Needle electromyographic findings in idiopathic inflammatory myopathies are not specific and are useful only insofar as they confirm an active myopathic process.

Pathological features
Table showing Pathological features in inflammatory myopathies
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Immunopathogenesis
  The specific target antigens initiating self-sensitisation in the IIMs remain unknown. In DM, the primary antigenic target is thought to be the endothelium of the endomysial capillaries. The predominant lymphocytes are B cells and CD4 Tcells, consistent with a humoral immune response. Activation of complement leads to formation and deposition of the membrane attack complex C5b-9 on the endothelial cells. This results in lysis, intravascular thrombosis and capillary necrosis. Depletion of the capillary bed causes ischaemia, muscle necrosis and microinfarcts, endofascicular hypoperfusion and finally perifascicular atrophy . Cytokines and chemokines related to complement activation are released, upregulating adhesion molecules (VCAM-1, ICAM-1) on the endothelial cells.

  These in turn facilitate binding of T cells and macrophages via integrins and their egress into the perimysial and endomysial spaces. In PM and IBM, CD8 T cells invade the MHC1 expressing muscle fibres. There is evidence for clonal expansion of the autoinvasive T cells being driven by specific antigens . The transmigration of activated T cells and adhesion to the muscle fibre is facilitated by cytokines (IL-1b and TNF-α), chemokines, adhesion molecules and metalloproteinases. Dendritic cells have been identified in the endomysial infiltrates of PM (and DM), although their role in antigen presentation remains unclear . Recent work on the pathogenesis of sporadic IBM suggests that abnormal accumulations of APP and Aβ, associated with the ageing cellular muscle fibre environment are key pathogenic events . Abnormalities of the APP processing machinery may occur and there may be preferential accumulation of the more toxic Aβ42 in IBM muscle fibres.14 Endoplasmic reticulum stress, in the form of upregulation of chaperone proteins, suggests that unfolded/misfolded proteins may participate in the pathogenic cascade . Recent studies have demonstrated strong Aβ-reactive and HLA-restricted T-cell responses against the immunogenic Aβ42 peptide in the elderly. It remains unclear whether Aβ can also serve as antigen, processed by the MHC class 1 expressing muscle fibres in sporadic IBM, leading to antigen-specific T cell activation.
PAGE  
144

