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Genetic, epidemiological and clinicopathological analgses were performed on
185 probands who were confirmed as BHD syndrome by genetic tests and their sibs with BHD
syndrome-associated lesions, together forming the cohort of 477 subjects. As a result, Forty-five
different mutation patterns were detected in FLCN. These included 3 cases of very rare small
deletions of exons. Renal carcinomas developed in 35% of patients who were over 40 years old. Lung
cancers, colon cancers and thyroid cancers occurred around 3% of patients. Adenocarcinoma, atypical
adenomatous hyperplasia and multifocal micronodular pneumocyte hyperplasia-like lesion were seen as
lung neoplasms; they commonly showed LOH of FLCN and invasive adenocarcinomas commonly showed
mutations of EGFR and KRAS as well. Thyroid carcinoma and parotid adenoma resembled chromophobe
renal cell carcinoma morphologically and harbored LOH of FLCN, suggesting a role of FLCN gene
abnormalities in the tumorigenesis of these neoplasms.
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