ACTSINDEPENDENT MACRONODULAR ADRENAL HYPERPLASIA-
AIMAH

ACTH independent macronodular adrenal hyperpla&idAH) is a rare
cause of Cushing’s syndrome (CS), accounting f&s than 2% of all endogenous
CS cases; however it is more frequently identifiecidentally with subclinical
cortisol secretion. AIMAH was thought to be spocadut recent data has shown
that there is likely a genetic component in theansj of cases. Over the last two
decades, different studies support that multipldemdar mechanisms may be
involved in pathogenesis of AIMAH, suggesting tlitatnay be a heterogeneous
group of diseases that have a common present&exently, germline mutation in
armadillo repeat containing 5 (ARMC5) gene, haverb®und in many apparently
sporadic and familial cases of AIMAH and are thdughbe responsible for the
disorder. Somatic second hit mutations of ARMC5enaresent in adrenal tumors,
suggesting ARMC5 functions as a tumor suppressore.gés these nodules
inefficiently produce cortisol, large nodules aexjuired to produce a clinical
syndrome. We present the case of young women witidentally discovered
unilateral adrenal hyperplasia, subclinical CS gaanline mutation of ARMCS.

ACTH NEZAVISNA MAKRONODULARNA
ADRENALNA HIPERPLAZIJA - AIMAH

Sazetak

Bilateralna ACTH nezavisna makronodularna adrendiizerplazija je
izuzetno retka, icini manje od 2% svih stiajeva endogenog Cushing-ovog
sindroma (CS). AIMAH secesto prezentuje incidentalomima i sublkikam
hiperkorticizmom. Bolest je inicijalno smatrana smiknom, ali nedavna
ispitivanja ukazuju na genetsku osnovu @ineslucajeva. Rezultati istrazivanja
sprovedenih u poslednje dve decenije ukazuju necit@zmolekularne mehanizme
ukljucene u patofiziologiju AIMAH, upéujuéi da heterogene grupe bolesti mogu
imati zajedntku prezentaciju. U nedavnoj studiji identifikovajeagerminativna
mutacija armadillo repeat containing 5 (ARMC5) gena kod velikog broja
ispitivanin osoba sa sporg&dom i familijarnom formom AIMAH. Somatska
second hit mutacija ARMCS5 je identifikovana u adrenalnom nmalodulu,
ukazuj&i da ARMCS5 gen ima funkciju tumor supresororskogaeS obzirom da
su ¢elije relativno insuficijentne u steroidogenezi, oppodna je zn@jna
progresija u veliini nodusa da bi nastao kliki manifestan hiperkorticizam.
Prikazali smo sléaj mlade pacijentkinje sa incidentalno otkrivenomilateralnom
adrenalnom hiperplazijom, subklgkim CS i germinalnom ARMC5 mutacijom.



