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Primary macronodular adrenal hyperplasia (PMAH) is one of the conditions

that can cause Cushing®s syndrome (CS) or subclinical CS. The ARMC5 gene has been identified as a
causative gene for PMAH. This study analyzed the genetic and clinical phenotypes of 34 patients from

32 Japanese families with PMAH. Pathogenic or likely pathogenic ARMC5 variants were identified in
14 of the 32 families. Among these, five families shared the same variant. Two children of the
patients also had the variants in asymptomatic or pre-symptomatic states. The ARMC5 variant-positive
group had higher baseline cortisol (F) levels compared to the variant-negative group, and an
age-dependent increase in F hypersecretion was observed. Pathogenic ARMC5 variants were confirmed in

43% of Japanese PMAH patients.
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