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Adrenal-sparing surgery is selectively performed 
to preserve endogenous steroid production and avoid 
long-term oral steroid replacement therapy.107,109-111 
This benefit has to be balanced with the risk of tu-
mor recurrence, given that reoperation is associated 
with increased morbidity. Hereditary pheochromo-
cytomas in von Hippel-Lindau (VHL) and multiple 
neoplasia type-2 (MEN-2) syndromes have been 
the standard diseases suitable for adrenal-sparing 
surgery.112 Nevertheless, extension of indications in 
adrenal adenomas and Cushing’s syndrome has been 
advocated by some experts, however, with limited 
international approval.113,114

Although laparoscopic adrenal-sparing surgery is 
feasible and safe with the use of the harmonic scalpel, 
the lack of prospective large series evaluating this tech-
nique and the risk for postoperative recurrent disease 
are the limitations of the technique.113 In our opinion, 
subtotal adrenalectomy must be considered in patients 
who undergo either simultaneous or metachronous 
bilateral adrenal surgery for benign disease. 

Follow-up along with medical treatment  
of associated conditions 

Patients with adrenal incidentalomas and SCS who 
are not treated surgically need careful observation 
for the detection of any changes in hormonal activity 
and mass size with time, in addition to monitoring 

morbidities potentially related to subtle cortisol excess. 
However, the frequency of biochemical and imaging 
evaluation and the duration of follow-up in these 
patients is still a matter of debate4,5,18,38,40,43,115 due to 
lack of a clear definition of SCS and solid evidence 
concerning its natural history.

Existing data have shown that evolution to overt 
Cushing’s syndrome occurs rarely (Table 3), while the 
risk of malignant transformation is very rare.15-17,116 
Moreover, the majority of adrenal masses with 
benign imaging characteristics remain stable over 
time.15-17,25,116-118 Based on existing data and a pragmatist 
approach, panels of experts have proposed protocols 
of follow-up. According to the NIH state-of-science 
statement, hormonal screening with an overnight 1mg 
DST should be performed annually for four years, as 
the risk of hyperfunction seems to plateau after that 
period. CT scan should be repeated 6-12 months after 
the initial imaging study and for lesions that do not 
increase in size, radiological assessment should be 
discontinued.18 The AACE / AAES Medical Guide-
lines for the management of adrenal incidentalomas 
recommend hormonal evaluation annually for five 
years and imaging reevaluation 3-6 months after initial 
detection of an adrenal mass and then annually for 1-2 
years.40 At variance, the AME position statement on 
adrenal incidentaloma recommends against a routine 
follow-up of all adrenal incidentalomas with repeated 

Table 3. Reported number of patients with adrenal incidentalomas progressing to overt Cushing’s syndrome (from studies with >50 patients 
and duration of follow-up ≥24 months)

Author / Year Number of patients Median duration of follow-up Overt syndrome (patients)

Grossrubatscher E 200124 53 24 0

Libe R 2002124 64 25.5 0

Barzon L 2002125 130 56 4

Emral R 200395 60 24 0

Bernini G 2005126 115 48 0

Bulow B 200616 229 24 2

Tsvetov G 2007117 88 24 0

Vassilatou E 200917 77 60 2

Fagour C 200922 51 52 ± 19 (mean) 3

Giordano R 2010127 118 36 0

Yener S 2010116 143 24 0

Anagnostis P 2010118 60 37 ± 5 (mean) 0

Morelli V 201425 206 72 0


