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Abstract

Statement of the Problem: The clinical hallmark of Sjögren’s Syndrome (SjS) consists of dry mouth (xerostomia) and dry eye (xerophthalmia). Xerostomia is believed to be a result of immune cell infiltration into the target exocrine salivary glands. This paradigm has been challenged by the fact that not all SjS patients are lip biopsy-positive for infiltrating immune cells. Our previous studies in vitro clearly indicated that the autoantibodies specific for the salivary acinar cell surface receptor, muscarinic type 3 receptor (M3R), suppress saliva production by compromising the M3R-mediated secretory pathway. In addition, SjS patients exhibit a high prevalence of anti-M3R in comparison with rheumatoid arthritis (RA), systemic lupus erythematosus (SLE), and healthy control (HC) subjects. However, how these autoantibodies would influence clinical symptoms of SjS has not been fully understood, in part, due to lack of a reliable assay system for anti-M3R.  The purpose of this presentation is to report our current findings regarding clinical implications of anti-M3R autoantibodies and to propose the inclusion of anti-M3R autoantibodies for SjS diagnosis. Methodology & Theoretical Orientation: A stable cell line expressing human M3R tagged with GFP was utilized to preserve conformational epitopes of M3R. Over forty plasma samples from each group of primary SjS, secondary SjS, SLE, RA, and HC at two rheumatology clinics were screened for anti-M3R using a modified In-Cell Western assay. Findings: Receiver-operating-characteristic (ROC) curve analyses demonstrated the diagnostic value of our current approaches. Anti-M3R was associated with anti-Ro, SICCA ocular staining score, tear break-up time, and general inflammation markers, and fits with the Chisholm-Mason score. Conclusion & Significance: Anti-M3R and anti-Ro in combination are the most sensitive indicators for SjS diagnosis in our analyses. Therefore, we propose to replace anti-La and a lip biopsy with anti-M3R as a non-invasive serological marker. 
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