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Birt-Hogg-Dube syndrome: Molecular analysis and diagnosis of related lesions
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Birt-Hogg-Dube syndrome (BHDS) is an autosomal dominant inherited disorder
associated with a germline mutation of the folliculin gene (FLCN), characterized by fibrofolliculomas,
renal tumors, pulmonary cysts and pneumothorax. The number of BHDS individuals is not studied in Japan.
We have diagnosed 100 BHDS families by genetic testing. Pulmonary cysts in BHDS are bilateral and
multifocal. Individuals with BHDS have a high risk of developing spontaneous, recurrent pneumothorax.
Although BHD pulmonary cysts are frequently misdiagnosed as nonspecific cystic diseases, they are
distinctly different in histopathology from other bullous changes. Renal tumors in BHDS showed
overexpression of glycoprotein non-metastatic B (GPNMB) and underexpression of FLCN, whereas sporadic
tumors showed inverted patterns. The distinctive expression patterns of GPNMB and FLCN might identify
patients with renal tumors who need further work-up for BHDS.
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