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In 2005, the ILSI Health and Environmental Sciences Institute (HESI) PPAR Agonist Project Committee was established to advance research on and understand the modes of action and human relevance of vascular lesions induced in rodents by PPAR agonists.  A Pathology Working Group (PWG) was convened to develop consensus on morphologic criteria for tumor diagnoses and consistency of diagnoses across multiple studies for vascular changes and vascular proliferative lesions in mice and hamsters.  Participating institutions confidentially submitted unstained slides from 420 mice and 10 hamsters for hematoxylin and eosin (H&E) staining and pathological review.  Tissues were most commonly submitted from the skin/subcutaneous tissue, liver, spleen, heart and lymph node.  Diagnoses involving proliferative lesions included hemangiosarcoma, hemangioma, angiolipoma, and angiomatous hyperplasia.   Non-proliferative lesions included atrial thrombosis in the heart, congestion with hemorrhage in lymph nodes, and angiectasis, thrombosis, hemorrhage, and/or congestion in various organs.  Lesions fairly unique to treatment with PPAR agonists included angiomatous hyperplasia and angiolipoma.  In a few tumors that would have otherwise been classified as angiolipoma, regions of the vascular component appeared to be malignant, and were classified as hemangiosarcomas.  With the exception of these two lesions, it was concluded by the PWG that the diagnostic criteria established by the STP for vascular neoplasms could be applied to PPAR-induced lesions, with slight modifications in nomenclature and criteria.

