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The European society of endocrinology, in association with the European network for the study of adrenal tumors, published recommendations for the diagnosis and treatment of adrenal incidentalomas in 2016. A thorough and critical analysis of the literature was performed to establish evidence-based recommendations and expert suggestions with the aim of avoiding 'over-diagnosis' and 'over-treatment' and to reduce unnecessary investigations, surgery and follow-up. The purpose of this review is to reconsider several recommendations that are open to debate, such as imaging of adrenal incidentalomas, diagnosis of pheochromocytoma, diagnosis and treatment of autonomous cortisol-secreting tumors, investigations of bilateral AI and follow-up of non-operated AIs, based on studies published after the release of the recommendations.

Practice points

Complementary studies published following the ESE recommendations:

• confirm that CT is a key investigation in the diagnosis of the etiology of adrenal incidentalomas: an unenhanced attenuation < 10 U is consistent with a benign cortical adenoma assuming that the tumor is homogeneous regardless of its size • suggest that measurement of plasma or urinary metanephrines to screen for pheochromocytomas is not needed in typical benign cortical adenomas detected on CT • confirm the practical utility and relevance of the use of the overnight dexamethasone suppression test (ODST) with proposed thresholds to screen for autonomous cortisol secretion, but also emphasize the limitations of commonly used biochemical tools to characterize mild cortisol excess • confirm that it is mandatory to perform a second biochemical investigation to confirm the autonomous cortisol secretion before proceeding to excision of an adrenocortical incidentaloma, due to the variability in hormonal secretion • confirm the very low evidence concerning the benefits of surgical excision of adrenal incidentalomas associated with cortisol secretory autonomy • confirm that it is useless to perform follow-up CT and biological investigations in patients who have a typical benign non-secreting cortical adenoma at initial evaluation unless new comorbidities appear • pave the way for the use of steroid profiles measured using chromatography associated to mass spectrometry to characterize hormonal secretion in adrenocortical incidentalomas

Research agenda

• Large randomized interventional trials of patients with autonomous cortisol secretion examining the benefits of adrenalectomy as compared to conservative management.

• Assess the role and safety of pharmacological agents to improve cardiovascular risk factors and metabolic status in autonomous cortisol secretion

• Prospectively assess the long-term evolution of large (> 4 cm) non-secreting adrenocortical adenomas characterized as benign using CT, to provide evidencebased recommendations about the need for imaging follow-up

• Explore the full steroid profile in conjunction with the development of co-morbidities in patients with adrenal incidentaloma to allow classification of patients according to their risk of developing adverse clinical consequences

• Elucidate the pathophysiological links between insulin-resistance and adrenal nodularity

INTRODUCTION

During 2014 and 2015, the European society of endocrinology, in association with the European network for the study of adrenal tumors performed a thorough critical analysis of the literature to summarize the current state knowledge on adrenal incidentalomas (AI), and compiled useful recommendations for their diagnosis and treatment [START_REF] Fassnacht | Management of adrenal incidentalomas: European Society of Endocrinology Clinical Practice Guideline in collaboration with the European Network for the Study of Adrenal Tumors[END_REF]. The experts took into consideration the important frequency of AIs and an important underlying philosophy was to avoid both 'over-diagnosis' and 'over-treatment' without missing relevant diseases. These requirements therefore imply that a final diagnosis is established at the time of initial detection of the AI and thus reduce unnecessary surgery or follow-up, while looking for endocrine alterations associated with relevant clinical outcomes. Despite these efforts and a thorough analysis of the literature, a number of uncertainties and points that are open to debate remain, thus making it impossible to provide evidence-based recommendations. The goal of this paper is to discuss several issues that remain open to debate based on studies that have appeared since publication of the recommendations.

Imaging adrenal incidentalomas

As stated in the recommendations, adrenal CT plays an essential role in the etiological diagnosis of AI. Meta-analysis of the literature on which recommendations were based shows that the majority of published studies include numerous methodological biases [START_REF] Dinnes | MANAGEMENT OF ENDOCRINE DISEASE: Imaging for the diagnosis of malignancy in incidentally discovered adrenal masses: a systematic review and meta-analysis[END_REF]. Indeed, more than 90% of retrieved papers had to be excluded, and less than one-fifth of studies included a majority of truly incidental findings, thus providing an overall poor quality of evidence. Consequently, the only conclusion that could be based on this evidence was that a homogenous lesion with un-enhanced attenuation (UA) <10 Hounsfield units (HU) on CT could be considered as a benign cortical adenoma [START_REF] Fassnacht | Management of adrenal incidentalomas: European Society of Endocrinology Clinical Practice Guideline in collaboration with the European Network for the Study of Adrenal Tumors[END_REF][START_REF] Dinnes | MANAGEMENT OF ENDOCRINE DISEASE: Imaging for the diagnosis of malignancy in incidentally discovered adrenal masses: a systematic review and meta-analysis[END_REF]. In the presence of atypical AI of unknown etiology, other radiological tools were suggested, such as analysis of washout of contrast media on CT or 18 FDG-PET [START_REF] Fassnacht | Management of adrenal incidentalomas: European Society of Endocrinology Clinical Practice Guideline in collaboration with the European Network for the Study of Adrenal Tumors[END_REF]. Equally, in these cases, despite widespread practice, the quality of the analysed papers did not allow the actual efficacy to be judged, nor for recommendations to be made regarding their use in the specific context of AI.

Though a threshold of UA<10 on CT gives a diagnosis of benign cortical adenoma, a UA level >10, which reflects low lipid content, has been shown in up to 40% of adrenal adenomas (3), resulting in poor sensitivity for this criterion and the need to proceed with complementary investigations or to perform unnecessary surgery in a significant proportion of patients with benign AIs. A French retrospective monocentric tertiary center study [START_REF] Marty | Diagnostic accuracy of computed tomography to identify adenomas among adrenal incidentalomas in an endocrinological population[END_REF] looked at more than 250 confirmed AI patients, recruited in an endocrinology department, who underwent surgery or were followed for at least one year. As expected, this study included a majority of adenomas (72%), but also a significant number of incidentally discovered pheochromocytomas and adrenocortical cancers (ACCs), permitting analysis of their CT characteristics. The authors confirmed the CT criteria recommended by the ESE but also suggested that the threshold limits could be safely extended, since the combination of size <3cm and UA <20 HU or size <4cm and UA <15 gave a positive predictive value of 100% for benign AI. Similarly, in another series of more than 900 Korean patients, no ACC measured less than 3.4cm with a pre-contrast value < 19.9 HU (4). However, applying CT criteria to assess whether large AI are benign is open to debate. Interestingly, in a large series describing 700 adrenal tumors >4cm and including 85% AI, a UA <10 HU was found to exclude malignant tumors [START_REF] Iniguez-Ariza | Clinical, Biochemical, and Radiological Characteristics of a Single-Center Retrospective Cohort of 705 Large Adrenal Tumors[END_REF].

Analysis of the literature was unable to assess the benefit of calculation of the washout of contrast media to diagnose lipid-poor adenomas due to insufficient quality of the evidence [START_REF] Dinnes | MANAGEMENT OF ENDOCRINE DISEASE: Imaging for the diagnosis of malignancy in incidentally discovered adrenal masses: a systematic review and meta-analysis[END_REF]. In the previously mentioned study (3), the "classical" absolute and relative washout thresholds of > 60 and 40% respectively that are quoted in the cancer literature, correctly identified 67% of atypical adenomas without 'misdiagnosis' of any ACC. However, up to 29% of pheochromocytomas exhibited similar wash-out to adrenal adenomas, a finding that has been confirmed in a large multicenter study [START_REF] Canu | CT Characteristics of Pheochromocytoma: Relevance for the Evaluation of Adrenal Incidentaloma[END_REF]. Therefore, the use of the wash-out criterion to diagnose lipid-poor adenomas should only be used in patients with homogenous AI and normal plasma or urinary metanephrines.

Although 18 FDG-PET is currently used in oncology, evidence from studies would not recommend its use in investigation of atypical AIs found on CT [START_REF] Dinnes | MANAGEMENT OF ENDOCRINE DISEASE: Imaging for the diagnosis of malignancy in incidentally discovered adrenal masses: a systematic review and meta-analysis[END_REF]. A large prospective multicentric study of 87 atypical AIs and including 14 adrenal cancers found that a SUVmax tumor/liver ratio <1.5 allowed malignancy to be excluded, with a negative predictive value of 97% [START_REF] Guerin | Performance of 18F-FDG PET/CT in the Characterization of Adrenal Masses in Noncancer Patients: A Prospective Study[END_REF]. This threshold was confirmed in another series of 81 AIs, measuring > 4 cm, although some overlap between patients in the two studies is probable [START_REF] Amodru | Large Adrenal Incidentalomas Require a Dedicated Diagnostic Procedure[END_REF]. In the context of AI, these data confirm that lesions showing low uptake have a very low probability of malignancy and support the use of 18 FDG-PET as second line investigation, when CT or MRI is inconclusive. It should be noted however, that pheochromocytomas are frequently positive on 18 FDG-PET independent of their benign or malignant nature [START_REF] Castinetti | 15 YEARS OF PARAGANGLIOMA: Imaging and imaging-based treatment of pheochromocytoma and paraganglioma[END_REF].

Diagnosis of pheochromocytoma

The ESE recommendations suggest systematic screening for pheochromocytoma, using assays for plasma or urinary metanephrines, in all cases of AI due to their approximate 5% prevalence [START_REF] Fassnacht | Management of adrenal incidentalomas: European Society of Endocrinology Clinical Practice Guideline in collaboration with the European Network for the Study of Adrenal Tumors[END_REF]. In two retrospective multicentric European studies, almost all 600 cases of pheochromocytomas were readily distinguished from benign adenomas at CT, and only 3 cases had a UA close to or slightly below the 10 HU threshold [START_REF] Canu | CT Characteristics of Pheochromocytoma: Relevance for the Evaluation of Adrenal Incidentaloma[END_REF][START_REF] Buitenwerf | Unenhanced CT imaging is highly sensitive to exclude pheochromocytoma: a multicenter study[END_REF]. Interestingly, these 3 tumors showed additional changes, such as necrosis/hemorrhage, resulting in intralesional heterogeneity. It should therefore be emphasized that the rule of UA < 10 HU being synonymous with adrenocortical adenoma is valid only when the AI is homogenous and thus does not apply in heterogeneous lesions. Overall, the main conclusion is that, in the presence of a typical adenoma at unenhanced CT, measurement of metanephrines can be omitted. As mentioned previously, the calculation of the wash-out of contrast media in pheochromocytomas may be identical to that of lipid-poor adenomas in approximately 1/3 rd of cases [START_REF] Marty | Diagnostic accuracy of computed tomography to identify adenomas among adrenal incidentalomas in an endocrinological population[END_REF][START_REF] Canu | CT Characteristics of Pheochromocytoma: Relevance for the Evaluation of Adrenal Incidentaloma[END_REF]. Additionally, analysis of the texture of AIs on CT has been proposed to differentiate pheochromocytomas from lipid-poor adenomas, and this represents an avenue for further research [START_REF] Yi | Adrenal incidentaloma: machine learning-based quantitative texture analysis of unenhanced CT can effectively differentiate sPHEO from lipid-poor adrenal adenoma[END_REF] Few studies have analyzed the phenotype of patients with incidentally discovered pheochromocytomas [START_REF] Fassnacht | Management of adrenal incidentalomas: European Society of Endocrinology Clinical Practice Guideline in collaboration with the European Network for the Study of Adrenal Tumors[END_REF][START_REF] Haissaguerre | Normotensive incidentally discovered pheochromocytomas display specific biochemical, cellular, and molecular characteristics[END_REF]. In general, these are associated with more subtle clinical symptoms and lower concentrations of urinary and plasma metanephrines reflecting decreased expression of multiple genes involved in catecholamine synthesis and neuroendocrine and chromaffin differentiation [START_REF] Haissaguerre | Normotensive incidentally discovered pheochromocytomas display specific biochemical, cellular, and molecular characteristics[END_REF]. This mild clinical phenotype has been confirmed in a large series [START_REF] Gruber | Pheochromocytoma Characteristics and Behavior Differ Depending on Method of Discovery[END_REF]. Interestingly, some patients may lack hypertension and also exhibit normal metanephrine values [START_REF] Haissaguerre | Normotensive incidentally discovered pheochromocytomas display specific biochemical, cellular, and molecular characteristics[END_REF][START_REF] Gruber | Pheochromocytoma Characteristics and Behavior Differ Depending on Method of Discovery[END_REF]. Knowledge of this rare situation, (which may represent 5-10% of incidentally discovered pheochromocytomas and approximately 0.2 to 0.5% of incidentalomas) is important, since per-operative hemodynamic instability may occur during surgical excision [START_REF] Lafont | Peroperative hemodynamic instability in normotensive patients with incidentally discovered pheochromocytomas[END_REF]. Anesthetic teams should be alerted to the rare possibility of normotensive "silent" pheochromocytomas before surgery of atypical "non-secreting" AIs. Carrying out 18 FDG-PET prior to surgery of atypical AIs is not currently recommended, though our team and many others use this to pre-operatively diagnose ACCs [START_REF] Guerin | Performance of 18F-FDG PET/CT in the Characterization of Adrenal Masses in Noncancer Patients: A Prospective Study[END_REF], and it may also pick up such 18 FDG -avid pheochromocytomas.

Diagnosis of autonomous cortisol secretion

Overt Cushing's syndrome is rare in patients with AIs while a state of mild, and sometimes very mild, adrenal cortisol excess (MACE) is described in a variable proportion of cases depending on the criteria used [START_REF] Fassnacht | Management of adrenal incidentalomas: European Society of Endocrinology Clinical Practice Guideline in collaboration with the European Network for the Study of Adrenal Tumors[END_REF]. The experts defined this condition using the term 'autonomous cortisol secretion' (ACS). This terminology more accurately reflects the pathophysiology of the disease e.g. cortisol secretion that is somehow (to variable degrees) disconnected from control by the hypothalamus-pituitary-adrenal (HPA) axis but that does not result in overt excess of cortisol secretion, as illustrated by the normality of 24 hr urinary free cortisol (UFC) in the vast majority of cases.

Limitations in hormonal evaluation of autonomous cortisol secretion

How to detect ACS? In accordance with the pathophysiological concept that prioritizes the autonomy of secretion rather than its intensity, it is recommended to use the 1 mg overnight dexamethasone suppression test (ODST), a test that examines cortisol secretion after suppression of plasma ACTH. A post-ODST cortisol level ≤50nmol/L (≤1.8μg/dL) excludes ACS. For cortisol concentrations between 51 and 138nmol/L, the term 'possible ACS' has been proposed, while the diagnosis of (definitive) ACS is proposed for cortisol concentrations > 138 nmol/L. In these last two situations, complementary biochemical investigations of the HPA axis are recommended to confirm the diagnosis and assess the intensity of MACE. Although the use of the ODST for the screening of ACS is valid from a pathophysiological perspective, and satisfies the condition of being easily performed, the test has some limitations [START_REF] Nieman | The diagnosis of Cushing's syndrome: an Endocrine Society Clinical Practice Guideline[END_REF], and the thresholds to be employed have been, and remain, a matter of intense debate.

The choice of a cut-off for a biochemical diagnostic marker is based on a number of strategies. One is to compare this value between patients who have the disease and those who do not. However, this is not possible in the setting of ACS since, in the absence of overt Cushing's syndrome, there are no specific clinical criteria to define the illness… An alternative strategy is to apply thresholds derived from control subjects who do not have AIs. The 97.5 th percentile for cortisol after ODST has recently been reported as 43.6nmol/L, thus close to the threshold recommended by the ESE, using the reference assay technique liquid chromatography associated to mass spectrometry (LC-MS) [START_REF] Ueland | Simultaneous assay of cortisol and dexamethasone improved diagnostic accuracy of the dexamethasone suppression test[END_REF]. However, in a smaller study of control subjects without adrenal mass on CT scan, Piaditis et al. ( 17) obtained a cutoff 30.1 nmol/L using an immunoassay. Added to this is the variability between techniques and assay kits for cortisol assays [START_REF] Hawley | Serum Cortisol: An Up-To-Date Assessment of Routine Assay Performance[END_REF] as well as the intra-assay variability in measurements which increases in the range of low cortisol levels. Age may also be an interfering factor since a progressive decrease in sensitivity of the HPA axis to cortisol negative feedback with age has been described [START_REF] Rosenbaum | The dexamethasone suppression test in normal control subjects: comparison of two assays and effect of age[END_REF]. In an ideal world, normative values should be derived from large and homogeneous groups of subjects with normal CT imaging of the adrenal glands and with controlled absorption of dexamethasone which is unrealistic! Though a 50nmol/L threshold for ODST gives an excellent sensitivity for screening ACS, it does however, suffer from mediocre specificity, giving approximately 15% false positives [START_REF] Nieman | The diagnosis of Cushing's syndrome: an Endocrine Society Clinical Practice Guideline[END_REF][START_REF] Tabarin | Pros and cons of screening for occult Cushing syndrome[END_REF]. Taking estrogen is a classic cause of false positives, linked to increased hepatic synthesis of cortisol binding globulin (CBG). In a small cohort of patients taking estrogens, the measurement of salivary cortisol (reflecting free circulating levels) and its metabolite cortisone was found to discriminate between healthy subjects and patients with ACS [START_REF] Ueland | Simultaneous assay of cortisol and dexamethasone improved diagnostic accuracy of the dexamethasone suppression test[END_REF].

The variability in gastrointestinal absorption of dexamethasone, or its rapid metabolism, are classic causes of false positives with ODST. Using a combination of assays for both cortisol and dexamethasone in a large cohort of patients with AI and control subjects, Ueland et al. showed that insufficient plasma dexamethasone was responsible for 13-22% of false positives in patients with an AI [START_REF] Ueland | Simultaneous assay of cortisol and dexamethasone improved diagnostic accuracy of the dexamethasone suppression test[END_REF]. Since simultaneous measurement of dexamethasone during ODST may not be feasible on a large scale, these data reinforce the recommendations of the ESE to repeat the ODST and to confirm ACS using other markers of HPA axis function. Lastly, in patients where there may be conditions that interfere with dexamethasone metabolism [START_REF] Nieman | The diagnosis of Cushing's syndrome: an Endocrine Society Clinical Practice Guideline[END_REF], other biochemical markers of ACS are also necessary.

Increased late night cortisolemia is the hallmark of Cushing's syndrome [START_REF] Nieman | The diagnosis of Cushing's syndrome: an Endocrine Society Clinical Practice Guideline[END_REF]. Measurement of late night salivary cortisol (LNSC) has been shown to be more sensitive than UFC to detect mild forms of Cushing's syndrome but has been shown to be useless for diagnosis of ACS [START_REF] Fassnacht | Management of adrenal incidentalomas: European Society of Endocrinology Clinical Practice Guideline in collaboration with the European Network for the Study of Adrenal Tumors[END_REF]. A recent study using six daily saliva samples, collected from awakening to night, showed that patients with ACS had a higher area under the curve for salivary cortisol than non-functioning AIs (NFAI), confirming that ACS results in a state of MACE [START_REF] Ceccato | Daily salivary cortisol and cortisone rhythm in patients with adrenal incidentaloma[END_REF]. However, only morning cortisol levels were increased and no increase in LNSC was detected. In contrast, a recent UK pilot study [START_REF] Debono | Resetting the Abnormal Circadian Cortisol Rhythm in Adrenal Incidentaloma Patients With Mild Autonomous Cortisol Secretion[END_REF], using hourly collection of blood and saliva samples over 24h, revealed that patients with ACS had higher cortisol levels than NFAI and healthy controls in the late afternoon and evening. This study highlights the need to use complex investigations, not compatible with clinical practice, to accurately characterize subtle secretory dysfunction.

Low morning plasma ACTH concentrations are expected in ACS. However, in a series of 198 AIs, 14% showed low ACTH concentrations despite adequate cortisol suppression, and 13% had normal ACTH concentrations despite impaired cortisol suppression during the ODST [START_REF] Olsen | Suppressed ACTH Is Frequently Unrelated to Autonomous Cortisol Secretion in Patients With Adrenal Incidentalomas[END_REF]. Apart from ODST false positives, various speculations may account for these discrepancies that make the interpretation of biochemical workup difficult. Low ACTH concentrations may pinpoint a subtle cortisol excess that may exist in some individuals, despite a post-ODST cortisol level < 50 nmol/L. Secretion of a steroid, other than cortisol, that suppresses ACTH has been hypothesized, but one should also keep in mind the limitations of the evaluation of pulsatile secretion of the pituitary corticotrophs using a single plasma sample of ACTH with its short half-life. Technical issues, such as limitations in the accuracy of ACTH assays to detect low values [START_REF] Giraldi | Study Group on the Hypothalamo-Pituitary-Adrenal Axis of the Italian Society of E. Assessment of ACTH assay variability: a multicenter study[END_REF] and immunoassay interference may also be involved [START_REF] Yener | Interference in ACTH immunoassay negatively impacts the management of subclinical hypercortisolism[END_REF]. The appearance of a hypocortisolism after ablation of an AI in patients presenting with normal preoperative ACTH levels illustrates the limits of this hormonal marker in clinical practice [START_REF] Eller-Vainicher | Postsurgical hypocortisolism after removal of an adrenal incidentaloma: is it predictable by an accurate endocrinological work-up before surgery?[END_REF].

Low activity of the P450c17 enzyme in hyperfunctioning adrenocortical adenomas, associated with the reduction of ACTH secretion that leads to a decrease in the activity of the normal adrenal cortex in MACE, can result in low production of DHEA. In a small cohort of AIs, Gurnell et al [START_REF] Dennedy | Low DHEAS: A Sensitive and Specific Test for the Detection of Subclinical Hypercortisolism in Adrenal Incidentalomas[END_REF] showed that low DHEAS concentrations had equivalent sensitivity to the ODST for screening of ACS while showing a higher specificity. However, to be a valuable adjunct to the diagnosis of ACS, carefully established sex-and age-adjusted assay-dependent reference ranges for DHEAS need to be established. Lastly, measurement of DHEAS is further complicated by the physiologically low values in older aged patients.

Numerous studies have demonstrated the ability of steroid profiling analysis in blood or urine using gas chromatography/mass spectrometry (GC/MS) or liquid chromatography/mass spectrometry (LC/MS) for the measurements of multiple circulating or urinary steroids. A recent study found almost identical alterations in plasma steroid profiles between patients with overt adrenal Cushing's syndrome and ACS, including lower concentrations of DHEA, DHEAS, progesterone and higher concentrations of pregnenolone, 11-deoxycortisol and 11-deoxycorticosterone compared to control subjects [START_REF] Masjkur | Plasma Steroid Profiles in Subclinical Compared With Overt Adrenal Cushing Syndrome[END_REF]. Interestingly, AI showed a characteristic steroid profile that minimally overlapped that of controls. Using discriminant analyses, measurement of a panel of 14 steroids in a single plasma sample yielded a similar performance to the ODST and superior diagnostic accuracy to plasma ACTH measurement. Adoption of the MS technique may allow it to substitute for ODST or to provide confirmation of ODST results.

Association of cardiovascular events with hormonal biology to define cortisol-secretory autonomy

Another strategy for the diagnosis of ACS, similar to that used in diabetes mellitus, is to determine a threshold based on a significant increase in specific complications such as retinopathy. This strategy may not be applicable to ACS since its evolution towards overt Cushing's syndrome is very rare. However, although ACS does not lead to specific comorbidities, numerous cross-sectional studies have shown an association with cardiovascular risk factors and cardiovascular events (1). In addition, 3 long-term follow-up studies of independent large cohorts showed a higher incidence of cardiovascular disease in patients with ACS than those with NFAI [START_REF] Debono | Cortisol as a marker for increased mortality in patients with incidental adrenocortical adenomas[END_REF][START_REF] Dalmazi | Cardiovascular events and mortality in patients with adrenal incidentalomas that are either non-secreting or associated with intermediate phenotype or subclinical Cushing's syndrome: a 15-year retrospective study[END_REF][START_REF] Morelli | Long-term follow-up in adrenal incidentalomas: an Italian multicenter study[END_REF]. Long-term mortality (mainly due to cardiovascular disease or infection) was found to be increased when post-ODST cortisol was > 50 nmol/L. From a diagnostic perspective, these results represent a major argument in favor of retaining the threshold, for screening ACS, of post-ODST cortisol > 50nmol/L. Additionally, multifactorial statistical analysis found an independent role of cortisol levels after ODST suggesting that ACS per se may be an independent contributor to cardiovascular disease [START_REF] Dalmazi | Cardiovascular events and mortality in patients with adrenal incidentalomas that are either non-secreting or associated with intermediate phenotype or subclinical Cushing's syndrome: a 15-year retrospective study[END_REF]. Limitations of these studies include the inherent bias of retrospective studies and a small number of deaths (approximately 10%) in those with ACS. Indeed, recent metaanalysis of published studies found an increased incidence of new cardiovascular events in ACS compared to NFAI but a similar mortality rate [START_REF] Elhassan | Natural History of Adrenal Incidentalomas With and Without Mild Autonomous Cortisol Excess: A Systematic Review and Meta-analysis[END_REF]. The cause of increased mortality has also been challenged in a Swedish smaller scale retrospective follow-up study of patients with AI [START_REF] Patrova | Increased mortality in patients with adrenal incidentalomas and autonomous cortisol secretion: a 13-year retrospective study from one center[END_REF] and in which the increased mortality in patients with ACS was principally linked to non-adrenal cancers! Thus, only a large scale prospective study with prolonged follow-up and appropriate endpoints, evaluated in a consistent manner, can assess unequivocally the association of the ODST threshold of 50nmol/L with long-term prognosis.

In order to evaluate the actual role of ACS in pathogenesis, Morelli et al carried out a cross-sectional retrospective analysis including 518 AI patients followed for a median time of 13 years, using a sophisticated mathematical model (artificial neural networks) (34) enabling non-linear statistical associations between multiple parameters, and interactions between them, to be found. The risk of a CV event increased abruptly above the post-ODST cortisol threshold of 50 nmol/L with a 1.3-fold increase in the prevalence for each 1μg/dL increase of cortisol, independently of age, gender and other cardiovascular risk factors. Although statistical associations do not prove causality, regardless of the mathematical model used, this study provides an additional argument in favor of a true pathogenic role of ACS and reinforces the importance of this threshold in the diagnosis of ACS [START_REF] Morelli | Cardiovascular events in patients with mild autonomous cortisol secretion: analysis with artificial neural networks[END_REF]. In the same vein, "possible ACS" was found to be associated with early cardiac dysfunction and increased arterial stiffness in asymptomatic patients [START_REF] Sbardella | Cardiovascular features of possible autonomous cortisol secretion in patients with adrenal incidentalomas[END_REF] and, in a case control study, Androulakis et al [START_REF] Androulakis | Patients with apparently nonfunctioning adrenal incidentalomas may be at increased cardiovascular risk due to excessive cortisol secretion[END_REF] showed that ACS patients without hypertension, diabetes, and/or dyslipidemia, exhibited increased insulin-resistance and endothelial dysfunction as compared to patients with NFAI.

However, a recent large scale retrospective longitudinal study in NFAI found that highest cortisol post-ODST within the presumed "normal" range (e.g. < 50 nmol/L) were associated with greater NFAI size and a higher incident prevalence of type 2 diabetes and glucose intolerance during a follow-up > 3 years, compared to patients without AI [START_REF] Lopez | Nonfunctional" Adrenal Tumors and the Risk for Incident Diabetes and Cardiovascular Outcomes: A Cohort Study[END_REF]. Indeed, incident diabetes was detected in 27% of participants with NFAI as compared to 12% of participants without adrenal tumors and 32% in a small subgroup of patients with ACS. The relative risk of incident diabetes in NFAI remained between 2.0 and 2.4 after adjusting for BMI and increase in BMI during the follow-up. An important limitation of the study [START_REF] Lopez | Nonfunctional" Adrenal Tumors and the Risk for Incident Diabetes and Cardiovascular Outcomes: A Cohort Study[END_REF] is the lack of re-evaluation of hormonal status during follow-up, since an increased rate of cardiovascular events in patients with a worsening of ODST results has been described [START_REF] Dalmazi | Cardiovascular events and mortality in patients with adrenal incidentalomas that are either non-secreting or associated with intermediate phenotype or subclinical Cushing's syndrome: a 15-year retrospective study[END_REF] . However, this study and others [START_REF] Androulakis | Patients with apparently nonfunctioning adrenal incidentalomas may be at increased cardiovascular risk due to excessive cortisol secretion[END_REF] suggest the existence of a continuum of risk for diabetes starting with patients with NFAI, with addition of ACS further increasing this risk. Supporting these data, a recent Italian monocentric prospective study in unselected outpatients with AIs, and without known or suspected cancer, provides an unbiased demonstration of a link between AI and type 2 diabetes irrespective of the post-ODST cortisol value [START_REF] Reimondo | Adrenal Incidentalomas are Tied to Increased Risk of Diabetes: Findings from a Prospective Study[END_REF]. Accordingly, a recent meta-analysis found that diabetes was more frequent in patients with ACS than in patients with NFAI, although the latter still had an increased frequency of diabetes as compared to the general population [START_REF] Elhassan | Natural History of Adrenal Incidentalomas With and Without Mild Autonomous Cortisol Excess: A Systematic Review and Meta-analysis[END_REF]. Although the occurrence of diabetes and AI may be secondary to a common pathophysiological determinant (e.g. insulin resistance may favor the occurrence of adrenal tumors), these data raise the hypothesis that AI may secrete discrete pathological amounts of unmeasured glucocorticoids responsible for the occurrence of insulin-resistance in vulnerable individuals.

A recent steroid profiling analysis showed that patients with possible ACS displayed higher baseline cortisol, 11-deoxycortisol, and corticosterone and had reduced suppression of these steroids post-ODST as compared to those with NFAI [START_REF] Dalmazi | The Steroid Profile of Adrenal Incidentalomas: Subtyping Subjects With High Cardiovascular Risk[END_REF]. Aside from subtle differences between ACS secondary to an adenoma versus adrenal hyperplasia as defined by CT, post-DST cortisol and corticosterone were associated with a higher prevalence of severe and resistant hypertension and higher incidence of worsening of hypertension and cardiovascular events during the follow-up. This study therefore suggests a role of increased corticosterone secretion as an additional pathophysiological factor, possibly acting through the mineralocorticoid receptor, for the worsening of the cardiovascular status of patients with ACS [START_REF] Dalmazi | The Steroid Profile of Adrenal Incidentalomas: Subtyping Subjects With High Cardiovascular Risk[END_REF].

Association of post-operative corticotropic insufficiency with hormonal biochemistry to define cortisol-secretory autonomy

With the aim of identifying a post-ODST cortisol threshold associated with complications of ACS, the appearance of hypocortisolism after excision of an AI can be considered a specific marker, retrospectively, of chronic cortisol excess at the CNS level. Interestingly, a recent cross-sectional multicentric Korean study retrospectively assessed the association between preoperative hormonal data and the occurrence of hypocortisolism, following surgical excision, with the short synacthen test performed within one week post-surgery [START_REF] Lee | New diagnostic criteria for subclinical hypercortisolism using postsurgical hypocortisolism: the Cowork of Adrenal Research study[END_REF]. All patients with confirmed ACS, according to the ESE guidelines, experienced postsurgical hypocortisolism. Conversely, no patient with post-ODST cortisol levels ≤61 nmol/L experienced postsurgical hypocortisolism. For patients with cortisol levels between 61 and 138 nmol/L (e.g. close to the ESE criterion of "possible ACS"), the association to low ACTH or DHEAS plasma levels had the highest predictive accuracy. Although it was conducted using a relatively small cohort of patients, these data using a pertinent endpoint approximately corroborate the ESE recommendations.

Biochemical diagnosis of ACS in summary

Altogether, these complementary studies largely support the biochemical strategy for diagnosis of ACS recommended by the ESE based on an approach that is simple, practical and valid to our current state of knowledge. However, they equally highlight the difficulty in accurately characterizing subtle secretory dysregulation using tools commonly used for the diagnosis of overt Cushing's syndrome. Steroid profiling analysis may pave the way for further classification of patients according to their risk of developing adverse consequences related to their steroid secretion. Regardless of future refinements in biochemical investigations, the limits of the approach of hormonal characterisation to evaluate the clinical impact of MACE rests on the fact that they do not take into account inter-individual variability in tissue susceptibility to glucocorticoids that is very poorly captured by analysis of GR polymorphisms. Susceptibility also varies from one tissue to another in the same individual as a function of different polygenic vulnerabilities (e.g. hypertension, diabetes), as well as the duration of exposure to these steroids prior to discovery of the AI. Biochemical diagnosis remains, as always, a probabilistic approach…

Clinically relevant outcomes of cortisol secretory autonomy

While numerous studies acknowledge a deleterious cardiovascular impact of ACS [START_REF] Elhassan | Natural History of Adrenal Incidentalomas With and Without Mild Autonomous Cortisol Excess: A Systematic Review and Meta-analysis[END_REF], information was scarce at the time of formulating the recommendations on its impact on muscle mass. Importantly, from a pathophysiological standpoint both increased visceral adipose tissue and loss of muscle mass (sarcopenia) are independent cardiovascular risk factors [START_REF] Delivanis | Impact of hypercortisolism on skeletal muscle mass and adipose tissue mass in patients with adrenal adenomas[END_REF]. Using CT, Delevanis et al. [START_REF] Delivanis | Impact of hypercortisolism on skeletal muscle mass and adipose tissue mass in patients with adrenal adenomas[END_REF] found an inverse correlation between post-ODST cortisol concentrations and total muscle mass. In the same vein, a bioelectrical impedance analysis found a decrease in skeletal muscle mass in lower limbs in women with ACS [START_REF] Kim | Alteration in skeletal muscle mass in women with subclinical hypercortisolism[END_REF]. In this metabolic perspective, a large cohort of patients with ACS were found to share several metabolomic features with overt Cushing's syndrome, suggesting alterations of protein catabolism and beta-oxidation [START_REF] Dalmazi | Cortisol-related metabolic alterations assessed by mass spectrometry assay in patients with Cushing's syndrome[END_REF].

Cross-sectional studies and one longitudinal study have suggested an association between ACS and an increased prevalence of vertebral microfractures as compared to NFAI [START_REF] Chiodini | MECHANISMS IN ENDOCRINOLOGY: Endogenous subclinical hypercortisolism and bone: a clinical review[END_REF][START_REF] Morelli | Prediction of Vertebral Fractures in Patients With Monolateral Adrenal Incidentalomas[END_REF]. The majority of publications addressing bone effects, have followed Genant's methodology, who analysed several dimensions of each dorsolumbar vertebra on profile X-rays [START_REF] Chiodini | MECHANISMS IN ENDOCRINOLOGY: Endogenous subclinical hypercortisolism and bone: a clinical review[END_REF]. This analysis is both cumbersome and operator-dependent. Are there substitute techniques that can be used to evaluate bone in AI? In corticosteroid-induced osteoporosis, analysis of bone mineral density (BMD) underestimates bone loss and fractures occur despite normal BMD, due to effects that are predominantly caused by changes in bone microarchitecture rather than mineral content [START_REF] Chiodini | MECHANISMS IN ENDOCRINOLOGY: Endogenous subclinical hypercortisolism and bone: a clinical review[END_REF][START_REF] Vinolas | Assessment of vertebral microarchitecture in overt and mild Cushing's syndrome using trabecular bone score[END_REF]. The Trabecular Bone Score (TBS) is a non-invasive method of analysis of images obtained from dual-energy X-ray absorptiometry which correlates with the quality of bone microarchitecture and has been shown to be an independent marker of fracture risk. Two independent studies confirmed a reduction in TBS in patients with ACS compared to those with NFAI [START_REF] Vinolas | Assessment of vertebral microarchitecture in overt and mild Cushing's syndrome using trabecular bone score[END_REF][START_REF] Kim | The association of cortisol and adrenal androgen with trabecular bone score in patients with adrenal incidentaloma with and without autonomous cortisol secretion[END_REF], while the respective BMD values were equivalent. Values for TBS were found to be inversely correlated with UFC or to post-ODST cortisol levels. Additionally, in women, a more marked decrease in TBS was associated with a decrease in circulating DHEAS, suggesting a pathogenic role of reduced secretion of adrenal androgens [START_REF] Kim | The association of cortisol and adrenal androgen with trabecular bone score in patients with adrenal incidentaloma with and without autonomous cortisol secretion[END_REF]. Measurement of TBS thus appears to be a simple tool for evaluating the impact on bone of MACE.

Treatment of adrenal incidentalomas associated with autonomous cortisol secretion

The ESE guidelines suggest that the decision to perform adrenalectomy should be taken by an experienced multidisciplinary team with a personalized approach that considers biochemical abnormalities, the presence of potentially related comorbidities, age and wishes of the patient. Indeed, surgical excision of unilateral AI with definitive ACS is suggested only in patients harboring at least 2 comorbidities potentially related to MACE (e.g. type 2 diabetes, hypertension, obesity, osteoporosis), of which at least one is poorly controlled by medical measures [START_REF] Fassnacht | Management of adrenal incidentalomas: European Society of Endocrinology Clinical Practice Guideline in collaboration with the European Network for the Study of Adrenal Tumors[END_REF]. No agreement was reached on surgical indications in other situations. Indeed, the lack of clear-cut recommendations reflects the important limitations of the literature and very low quality of evidence supporting adrenalectomy. Indeed, only one randomized surgical trial was conducted over 15 years in fewer than 50 patients with ACS and in whom only a qualitative description of changes in comorbidities was described [START_REF] Toniato | Surgical versus conservative management for subclinical Cushing syndrome in adrenal incidentalomas: a prospective randomized study[END_REF]. A pertinent meta-analysis of the literature included 26 studies, reporting on 584 patients with ACS and 457 patients with NFAI (49), emphasizes the multiple limitations of published studies. These include their retrospective design with its inherent selection bias, a variable definition of ACS, small cohort size, variable length of follow up, variable type of intervention when a "control group" was included ("aggressive" medical therapy of co-morbidities was never compared to adrenalectomy), imprecise assessment of critical outcomes etc. Ten studies included ACS patients who underwent adrenalectomy (N=132) and patients who were conservatively managed (N=135). When compared with conservative management, operated patients with ACS experienced a statistically significant improvement in hypertension and diabetes mellitus but not in dyslipidemia or obesity. Subgroup analysis did not identify post-ODST cortisol thresholds relevant for these outcomes. Interestingly, some patients with NFAI also showed improved hypertension but data were insufficient for comparison to patients with ACS. Overall, as a group, non-operated patients with ACS showed worsening of their cardiovascular risk factors over time while an improvement was observed after adrenalectomy, but its occurrence was variable and its degree was poorly predictable from hormonal alterations of the HPA axis. This last finding is not unexpected in view of the variable improvement in comorbidities seen in overt Cushing's syndrome after treatment and that may persist when cortisol excess has been prolonged in vulnerable individuals or in patients with pre-existing comorbidities [START_REF] Nieman | Treatment of Cushing's Syndrome: An Endocrine Society Clinical Practice Guideline[END_REF].

Therefore, to date, the question "does ACS cause premature death and increased morbidity that is preventable with unilateral adrenalectomy?" remains unresolved. Although the demonstration of improvement in mortality would be difficult to demonstrate, an ongoing randomized-controlled trial conducted in France, Italy and Germany, (trial registration number NCT02364089), may be able to clarify the potency of unilateral adrenalectomy for improving hypertension, body composition and metabolic disease in ACS.

No study on the risk of vertebral fractures following surgery of AI associated with ACS was available at the time of the writing of the recommendations. One retrospective study compared the incidence of new vertebral microfractures in 32 patients who agreed to adrenalectomy to 23 patients who refused [START_REF] Salcuni | Adrenalectomy reduces the risk of vertebral fractures in patients with monolateral adrenal incidentalomas and subclinical hypercortisolism[END_REF]. Surgery was associated with a 30% risk reduction in vertebral fractures regardless of age, gender, follow-up duration and BMD. Importantly, the study was not randomized and the diagnostic criteria for ACS were not exactly the same as the ESE criteria. Another element of concern is the increased prevalence of microfractures at baseline in the non-operated group. Indeed, existing fractures leads to spine deformation and mechanical constraints that represent a major risk factor for development of new fractures ('vertebral fracture cascade'). There is thus no evidence to date that favors surgical excision of an AI in the presence of impacts that are exclusively on bone.

Adrenal steroidogenesis inhibitors, such as metyrapone, ketoconazole or the glucocorticoid receptor antagonist mifepristone, have been used in patients with overt Cushing's syndrome and have demonstrated improvement in cortisol-related comorbidities [START_REF] Nieman | Treatment of Cushing's Syndrome: An Endocrine Society Clinical Practice Guideline[END_REF]. To date, evidence supporting the use of medical treatments to improve cardiovascular and metabolic outcomes in patients with ACS is very limited. Debono et al. showed, in 6 patients with ACS, that administration of 500 mg metyrapone at 18:00 hours and 250 mg at 22:00 hours induced a reset of the circadian rhythm of cortisol with a decrease in the mildly elevated cortisol concentrations in the evening, without modification of the following morning 8 am cortisol values [START_REF] Debono | Resetting the Abnormal Circadian Cortisol Rhythm in Adrenal Incidentaloma Patients With Mild Autonomous Cortisol Secretion[END_REF]. This was associated with a decrease in the level of the cardiovascular risk marker interleukin-6. Two open-label pilot studies have been conducted in 6 and 8 patients treated with the glucocorticoid receptor antagonist mifepristone for 4 weeks and up to 3 months, respectively [START_REF] Belokovskaya | Mifepristone Treatment for Mild Autonomous Cortisol Secretion Due to Adrenal Adenomas: A Pilot Study[END_REF][START_REF] Debono | Mifepristone reduces insulin resistance in patient volunteers with adrenal incidentalomas that secrete low levels of cortisol: a pilot study[END_REF]. Significant reductions in insulin resistance indices were observed in 5/6 and 6/8 patients studied, respectively. Reducing cortisol access to target tissues may also improve insulin-sensitivity in individuals without AIs and further controlled studies assessing hard endpoints are needed to evaluate the role of medical therapy in these patients.

Follow-up of adrenal incidentalomas

Follow-up of AI by imaging could theoretically be of use in cases where the initial diagnosis of adenoma was incorrect. The analysis of 24 retrospective studies that followed more than 2500 cases of AI showed a 0.1% pooled risk of developing malignancy in an AI characterized as benign at initial CT, suggesting that adenomas do not transform into ACC [START_REF] Fassnacht | Management of adrenal incidentalomas: European Society of Endocrinology Clinical Practice Guideline in collaboration with the European Network for the Study of Adrenal Tumors[END_REF]. Although two case reports acknowledge this occurrence, 5 and 7 years following the discovery of a benign AI, malignant transformation is an exceptional random event [START_REF] Belmihoub | From benign adrenal incidentaloma to adrenocortical carcinoma: an exceptional random event[END_REF][START_REF] Rebielak | Adrenocortical carcinoma arising from an adrenal adenoma in a young adult female[END_REF]. Consequently, the ESE recommends not to perform follow-up CT in AI < 4cm that have been characterized as benign initially. Indeed, recent follow-up studies (including 2 prospective studies) on more than 800 AIs have been published [START_REF] Hong | Optimal follow-up strategies for adrenal incidentalomas: reappraisal of the 2016 ESE-ENSAT guidelines in real clinical practice[END_REF][START_REF] Araujo-Castro | Cardiometabolic profile of non-functioning and autonomous cortisolsecreting adrenal incidentalomas. Is the cardiometabolic risk similar or are there differences?[END_REF][START_REF] Goh | Three-year follow up of adrenal incidentalomas in a New Zealand centre[END_REF][START_REF] Kastelan | The clinical course of patients with adrenal incidentaloma: is it time to reconsider the current recommendations?[END_REF][START_REF] Papanastasiou | Concomitant alterations of metabolic parameters, cardiovascular risk factors and altered cortisol secretion in patients with adrenal incidentalomas during prolonged follow-up[END_REF][START_REF] Ruiz | Accuracy of new recommendations for adrenal incidentalomas in the evaluation of excessive cortisol secretion and follow-up[END_REF]. Using variable thresholds to diagnose significant changes in size, a minority of benign AI increased in size while others decreased (Table 1). Importantly, all tumors that were operated due to a "rapid" increase in size (>1 cm/y) proved to be benign tumors. These data, together with a recent meta-analysis [START_REF] Elhassan | Natural History of Adrenal Incidentalomas With and Without Mild Autonomous Cortisol Excess: A Systematic Review and Meta-analysis[END_REF], reinforce the recommendations of the ESE. However, little data is available for large (> 4 cm) benign AIs that are usually operated on the sole criterion of size. Future prospective followup studies in large AIs are necessary to ensure that UA should be prioritized over size for the decision to proceed with surgery.

As part of the philosophy of reducing unnecessary follow-up, the ESE suggested against repeated hormonal investigations in patients with a normal initial hormonal evaluation unless new clinical signs of endocrine activity appear or there is worsening of comorbidities. Indeed, the weighted mean risk of developing overt Cushing' syndrome, based on the published follow-up of 2225 patients was 0.27% (1). Subsequent follow-up studies confirmed the rarity of this eventuality [START_REF] Elhassan | Natural History of Adrenal Incidentalomas With and Without Mild Autonomous Cortisol Excess: A Systematic Review and Meta-analysis[END_REF]. Another matter of concern is the transformation of a NFAI into ACS, since this evolution has been associated with increased occurrence of cardiovascular events one study [START_REF] Dalmazi | Cardiovascular events and mortality in patients with adrenal incidentalomas that are either non-secreting or associated with intermediate phenotype or subclinical Cushing's syndrome: a 15-year retrospective study[END_REF]. Indeed, recent additional studies (4,56-60)(Table 1) using variable criteria for ACS and variable duration of follow-up, acknowledge that this rate of transformation ranges from 0 to 1/3rd of patients, and, conversely, that ACS "transform" to NFAI at roughly similar rates. These findings are not unexpected in view of the variability in the intensity of hypercortisolism in overt Cushing's syndrome. The same degree of variability in the situation with MACE can be responsible for the 'back and forth' in classification between NFAI and ACS in the same patient. Keeping in mind the limitations of hormonal explorations discussed previously, our interpretation of these data is that they confirm the recommendations of the ESE in two ways: firstly, that clinical follow-up (and treatment) of cardiovascular risk factors is mandatory in patients with NFAI and should be associated with complementary biochemical investigations only in the case of evolution, since surgery would only be considered in the presence of ACS associated with putative comorbidities; secondly that it is mandatory to perform a second biochemical investigation to confirm the ACS status before proceeding to excision of the AI when that is decided.

Bilateral incidentalomas

The frequency of AI in published studies is highly variable due to it being dependent on many confounding factors such as recruitment bias, the evolution in CT technology and the expertise of the radiologist. Be that as it may, bilateral lesions are considered to represent a minority of AIs with a median prevalence of 15% [START_REF] Elhassan | Natural History of Adrenal Incidentalomas With and Without Mild Autonomous Cortisol Excess: A Systematic Review and Meta-analysis[END_REF]. In a prospective monocentric study of unselected outpatients without a history of adrenal disease or malignancy, involving a dedicated analysis of images by an experienced radiologist, Reimondo et al. [START_REF] Reimondo | Adrenal Incidentalomas are Tied to Increased Risk of Diabetes: Findings from a Prospective Study[END_REF] identified 7.3% AI >10 mm in size in 603 patients, and found that tumors were bilateral in 29.5% of patients. This study therefore suggests that the total prevalence of AI and relative prevalence of bilateral forms have been previously underestimated.

Mutations, deletions or insertions in the NR3C1 gene that encodes the glucocorticoid receptor are associated with generalized glucocorticoid resistance. This rare condition is characterized by decreased sensitivity to glucocorticoids of their target tissues. The decreased sensitivity of the pituitary and hypothalamus induces a compensatory ACTH secretion and, consequently, cortisol secretion, resulting in a state of biochemical ACTHdependent hypercortisolism that is discrepant with the absence of clinical Cushing's syndrome. The compensatory increase in ACTH secretion is also responsible for adrenocortical growth and hypersecretion of mineralocorticoid precursors and DHEA which may induce clinical manifestations of mineralocorticoid excess (hypertension and hypokalemia) and androgen excess, respectively. The spectrum of the disease is, however, very wide and patients may be poorly symptomatic with only biochemical alterations. A recently prospective study identified novel heterozygous NR3C1 mutations in 5 of 100 patients with incidentally discovered bilateral adrenal hyperplasia, hypertension and/or biochemical hypercortisolism without clinical manifestations of Cushing's syndrome [START_REF] Vitellius | Significant prevalence of NR3C1 mutations in incidentally discovered bilateral adrenal hyperplasia: results of the French MUTA-GR Study[END_REF]. Adrenal hyperplasia was due to adrenal limb being >5mm but almost all patients had associated uni-or bilateral nodules > 10 mm. Although this situation must be differentiated from pseudo-Cushing's syndrome and mild Cushing's disease, it can be noted that morning ACTH levels were sometime low and at levels compatible with those seen in ACS. The take home message of this study is to analyse for NR3C mutations in patients with incidentally discovered bilateral adrenal hyperplasia or adrenal nodules who also have serum potassium < 4mmol/L, low aldosterone concentrations and biochemical markers of MACE including impaired cortisol suppression in the ODST.

Legend of Table 1. Follow-up studies of benign adrenal incidentalomas published after the release of the ESE recommendations (1)

CS, Cushing's syndrome; ACC, transformation to adrenal carcinoma; ACS, autonomous cortisol secretion; NFAI, non-functioning adrenal incidentaloma * definition of ACS according to ESE recommendations