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Abstract

Detection of Autoantibodies in Asbestos Exposed Individuals and Patients with Malignant Mesothelioma

Within high-risk cohorts for asbestos exposure, some individuals are exposed to high levels of asbestos and some to none at all. A biomarker of exposure would thus help identify those who have been exposed to dangerous amounts of asbestos and are at risk for malignant mesothelioma (MM) and or lung cancer. This is now even more important given that a genetic marker has now been proposed (BAP-1) that markedly increases the risk of MM in exposed individuals (1). A biomarker of MM would help identify MM at an early stage, when it is susceptible to therapy. No markers (other than detection of pleural plaques) are currently available.

There is interesting data in the literature to indicate that asbestos induces autoimmune responses. The chronic inflammatory state induced by exposure to asbestos has been shown to polyclonally activate CD4+ T cells (2). There is an increased incidence of autoimmune diseases in patients exposed to asbestos (3,4). There is also ample data to suggest that the formation of tumors can induce autoantibodies that couldtheoretically be used to as early diagnostic markers (5,6). Although there are studies reporting the presence of autoantibodies in patients with MM, to my knowledge no diagnostic panel has yet been reported.

There are two underlying hypotheses of this proposal. The first is that asbestos exposure induces immune responses that result in the generation of autoantibodies that can be used as biomarkers of significant exposure. The second is that the development of mesothelioma in asbestos-exposed patients results in a different pattern of autoantibodies that can be used to aid in early diagnoses. The goal of this proposal is to generate preliminary data that can support the submission of a project in an asbestos superfund grant to test these hypotheses by completing two specific aims:

Specific Aim 1: Evaluate serum from 10 control and 10 asbestos-exposed patients using the InVitrogen Protoarray Platform to define potential target antigens for antibodies that are induced after significantasbestos exposure.

[bookmark: _GoBack]Specific Aim 2. Compare the results from these subjects to 10 serum samples from patients with advanced mesothelioma (data has already been generated)
