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Abstract

At the end of 2023, the European Journal of Endocrinology published the latest guidelines of the European Society of Endocrinology (ESE)
on the management of accidentally detected adrenal tumours (incidentalomas) in adults. Comparing them with the previous version of
the ESE recommendations from 2016, a tendency towards far-reaching individualisation of the therapeutic and diagnostic approach in
patients with adrenal incidentaloma can be seen — it is reflected by changes in the initial assessment of the malignancy of the lesion, in
the scope of the proposed hormonal assessment, and qualification for surgery.

The latest version of the guidelines includes 9 completely new recommendations, and 5 more recommendations have been significantly
changed. Among the most important changes, the introduction of the term “mild autonomous cortisol secretion” (MACS) instead of
the previously used term “autonomous cortisol secretion (ACS)” along with more precise recommendations regarding its management
should be emphasised. An important novelty is also the modification of the criteria for benign adrenal adenoma, which does not require
further imaging observation — due to the results of recent clinical studies, the authors have removed the criteria of size below 4 cm from
the definition. Among others, the guidelines also encourage more proactive surgical treatment of indeterminate adrenal incidentaloma
in people < 40 years of age and pregnant women. The authors of the recommendations repeatedly accentuate the importance of a mul-
tidisciplinary approach in making decisions regarding further management of patients with an unspecified adrenal tumour.

Despite a few significant differences compared to the previous version of guidelines, the authors emphasise the presence of gaps in
the current scientific evidence, which would not allow for the formulation of more unambiguous recommendations. The need to opti-
mise ordered diagnostic tests, which generate additional socio-economic burdens without negative impact on patients’ health, is also
an important aspect of the latest guidelines. (Endokrynol Pol 2024; 75 (4): 385-394)
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Introduction In 2023, the European Society of Endocrinology

(ESE) published the latest guidelines on the manage-

The first recommendations for the management of
adrenal incidentaloma were published in 2002 by
the National Institutes of Health [1]. Over time, in light of
new scientific reports and simultaneously with the lack
of large-scale prospective clinical studies, subsequent
guidelines were issued, among others by the American
Association of Clinical Endocrinologists (AACE)
and the American Association of Endocrine Surgeons
(2009) [2], the Canadian Urological Association (2011)
[3], the Italian Association of Clinical Endocrinologists
(2011) [4], and the Korean Endocrine Society (KES)
(2017) [5]. Most of these guidelines agreed on the ini-
tial hormonal and radiographic evaluation of incidental
adrenal lesions; however, strategies regarding the man-
agement of hormonally active lesions or the manage-
ment of lesions that do not qualify for surgery have
evolved in recent years.

ment of accidentally detected adrenal tumours (inciden-
talomas) in adults. The current version of the guidelines
includes the results of over 80 new clinical studies
that have been published in the 8 years since the previ-
ous recommendations.

The 4 key issues discussed in detail in the guide-
lines include assessment of the risk of malignancy of
the lesion, diagnosis and management of a new disease
entity — mild autonomic cortisol secretion (MACS),
qualifications for surgical treatment in patients with
adrenal incidentaloma, and a scheme for monitoring
patients not qualified for surgical treatment.

The most important novelties in relation to the pre-
vious guidelines that should be mentioned include
the following;:

— new criteria of benign adrenal lesions that do not
need further imaging observation;
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— defining the group of patients with mild autonomic
cortisol secretion (MACS) as a group of patients
without features of overt Cushing’s syndrome
and with serum cortisol after dexamethasone sup-
pression test (DST) > 50 nmol/L (> 1.8 ug/dL), with
new guidelines for clinical assessment and recom-
mendations for surgical management in this group
of patients;

— modification and specification of the approach to pa-
tients with lesions with an intermediate risk of ma-
lignancy, depending on the imaging characteristics;

— recommendations for surgical resection if an inde-
terminate adrenal mass appears on imaging in chil-
dren, adolescents, pregnant women, and adults < 40
years of age;

— anew approach to the problem of bilateral adrenal
incidentaloma.

Adrenal incidentaloma is an abnormal structural
lesion of the adrenal gland (or both adrenal glands)
detected accidentally in imaging tests performed for
indications other than suspicion of hormonally active
tumours of the adrenal cortex or medulla.

It is estimated that the incidence of adrenal inci-
dentaloma is on average approximately 2% (1.0-8.7%)
and increases noticeably with age [7-9]. This change
is most often detected between the fifth and seventh
decade of life.

Based on large population studies, the frequency
of detecting focal lesions of the adrenal glands has in-
creased approximately 10-fold over the last 3 decades,
which is primarily explained by the increasing number
of imaging tests performed [10]. Most of the focal adre-
nal lesions found are benign, hormonally inactive, or
adenomas with mild cortisol secretion (Tab. 1).

Multidisciplinary team of experts

Similarly, to previous recommendations, the current
guidelines constantly emphasise the role of a multidis-
ciplinary team of experts, consisting of an experienced
radiologist, endocrinologist, and surgeon, on whose
opinion therapeutic decisions should be based, espe-
cially in cases of ambiguous, progressive, or hormonally
active lesions.

The authors of the guidelines recommend making
therapeutic decisions based on the above-mentioned
group of experts in cases where at least one of the fol-
lowing criteria is met:

1. The lesion in the imaging examination has a phe-
notype other than benign;

2. Laboratory tests performed show excessive secretion
of hormones (including mild autonomic cortisol
secretion), which may cause or worsen the course
of comorbidities;
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Table 1. Aetiology and incidence of accidentally detected
adrenal tumours in adults

Incidence in patients

Aetiology with adrenal
incidentaloma

Adrenocortical adenoma or macroscopic o

. . 80-85%
bilateral adrenal hyperplasia
Hormonally inactive 40-70%
Mild autonomic cortisol secretion 20-50%
Primary hyperaldosteronism 2-5%
Cushing’s syndrome 1-4%
Pheochromocytoma 1-5%
Adrenal cortex cancer 0.4-4%
Other malignant lesions (most often o

A 3-7%

metastatic lesions of extra-adrenal tumours)
Other focal lesions
Myelolipoma 3-6%
Cysts and pseudocysts 1.00%
Ganglioneuroma 1%
Schwannoma < 1%
Haematomas < 1%

3. Surgical treatment is considered;
4. The focallesion is significantly enlarged in follow-up
imaging examinations.

Malignancy risk assessment

The authors of the ESE 2023 guidelines recommend that
all accidentally detected lesions in the adrenal glands
should be assessed for the risk of malignancy with
the highest possible precision at the firstimaging assess-
ment. For this purpose, non-contrast computed tomog-
raphy (CT) is recommended as the first-choice method
if it has not already been performed — to assess the ho-
mogeneity of the lesion and the lipid content.

Lesions with benign phenotype
In the case of focal lesions in the adrenal glands with
a benign phenotype in non-contrast tomography
(homogeneous lesions and basic density < 10 HU)), it
is recommended that further diagnostic imaging be
discontinued. Compared to the 2016 recommendations,
the additional criterion of lesion size (< 4 cm) was re-
moved for lesions with a density <10 HU.

Based on these criteria, no further imaging will be
required in around 70% of incidentalomas.

Lesions with indeterminate phenotype
In the case of homogeneous focal lesions up to 4 cm in
size, with a density between 11 and 20 HU, which are
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still lesions with a low risk of malignancy, in patients
in whom no significant abnormalities were noted in
additional hormonal tests, it is suggested that addi-
tional imaging examinations immediately be performed
[e.g. magnetic resonance imaging (MRI), ¥F-fluoro-2-
deoxy-D-glucose positron emission tomography/com-
puted tomography (["®F]FDG PET/CT), or CT with late
contrast washout analysis] to avoid further long-term
imaging follow-up.

An alternative to the above-proposed procedure is
to perform follow-up imaging tests every 12 months
using computed tomography (or MRI) without contrast.

Loss of signal intensity on out-phase imaging
(chemical shift on MRI) or ['"®F]FDG uptake on PET/CT
examination lower than uptake of liver are evidence of
the benign nature of the lesion.

Lesions with high risk of malignancy

In the case of focal lesions with a relatively high risk
of malignancy, i.e. larger than 4 cm, heterogeneous
lesions, or densities above 20 HU, it is recommended
that the patient be discussed with a multidisciplinary
expert team meeting. Although immediate surgery will
be the treatment of choice in most cases, additional
imaging (e.g. [*F]FDG PET/CT) should be considered
in some cases.

If the patient is qualified for surgical treatment, it is
suggested that an initial assessment of the advancement
of the disease be performed (including at least chest CT
and/or [®¥F]FDG PET/CT examination).

If surgical treatment is not performed, the authors
of the guidelines recommend performing a follow-up
imaging examination within 6-12 months.

Undetermined lesions
In the cases of patients whose adrenal lesions do
not meet any of the above criteria (i.e. the focal lesion is
over 4 cm in size and the density is 11-20 HU, or the fo-
cal lesion is below 4 cm and the density over 20 HU, or
the size of the focal lesion is < 4 cm but it has a hetero-
geneous character in imaging studies), it is suggested
that further therapeutic decisions should be made
individually as part of a multidisciplinary meeting of
experts. The probability of malignancy in this type of
focal lesions is relatively low; therefore, in most cases
the treatment of choice is to immediately perform addi-
tional imaging tests according to the experience and lo-
cal availability. If, after additional imaging tests, the risk
of the lesion remains undetermined and the patient is
not qualified for surgical treatment, it is recommended
to perform follow-up imaging tests every 6-12 months.
Biopsy of adrenal lesions is not recommended unless
there is a high risk of extra-adrenal tumour metastasis
to the adrenal gland. Moreover, in patients with a clini-

cally significant suspicion of adrenal cancer, it is sug-
gested that sex hormones and steroidogenic precursors
be measured (optimally by tandem mass spectrometry).

A diagram summarising the management of patients
depending on the phenotype of the adrenal gland le-
sion is presented in Figure 1.

Hormonal assessment

It is recommended that each patient with an acciden-
tally detected focal adrenal lesion undergo a thorough
clinical evaluation to detect possible adrenal hormonal
disorders.

To exclude autonomic cortisol secretion, it is rec-
ommended that a suppression test with 1 mg of dexa-
methasone (DST) be performed in each patient with
a diagnosed adrenal incidentaloma. In patients with
poor general condition and short expected survival,
DST may not be justified. The authors of the guidelines
suggest interpreting DST results as a continuous rather
than a categorical variable (yes/no), although the diag-
nostic criterion excluding autonomic cortisol secretion
is still 50 mmol/L (1.8 ug/dL).

It is recommended that in patients without clinical
features of Cushing’s syndrome, a cortisol concentra-
tion in the 1 mg dexamethasone suppression test above
50 mmol/L (1.8 ug/dL) should be interpreted as mild
autonomous cortisol secretion (MACS), without fur-
ther stratification of its severity depending on cortisol
concentration.

In this group of patients, it is recommended that
adrenocorticotropic hormone (ACTH) independence
of cortisol secretion be confirmed by demonstrating
suppression or concentration in the lower limits of
normal range in the morning ACTH measurement. It
is also recommended that DST be repeated to confirm
the autonomy of cortisol secretion in each patient.
The authors of the guidelines suggest that although
other biochemical methods assessing the degree of
cortisol secretion may be useful in this group of patients,
the main factors determining further treatment of pa-
tients are age, the presence of comorbidities that may
result from hypercortisolaemia, and the general condi-
tion of the patient.

The 2023 experts’ guidelines suggest avoiding
the use of the current term “subclinical Cushing’s syn-
drome” to describe this group of patients because, as
recent studies show, this condition is clinically signifi-
cantly different from overt Cushing’s syndrome (CS),
in which, in addition to the presence of comorbidities
(such as such as diabetes, hypertension, or obesity),
there are also clinical symptoms of catabolism, which
is associated with increased mortality of patients. It
should be emphasised that in patients with MACS, CS
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Unenhanced computed tomography

A 4

Homogeneous lesion
with a density
11-20 HU
and size < 4 cm

Lesion of any size,
homogeneous, density
< 10HU

Homogeneous lesion
with density 11-20 HU
and size > 4 cm
or
Homogeneous lesion
> 20 HU and size < 4 cm
or
Heterogeneous lesion
and size < 4 cm

A 4

Additional imaging
(or interval imaging
within 12 months)

No further imaging tests
are required

Multidisciplinary team
decision — additional
imaging tests
in most cases
or immediate surgery

A 4

If not qualified for surgical
treatment and the lesion
is still ambiguous in imaging
tests — follow-up imaging

Homogeneous lesion
> 20 HU and size > 4 cm
or
Heterogeneous lesion
and size > 4 cm

Multidisciplinary team
decision for immediate
qualification for surgery
(possibly futher additional
imaging tests e.g. ['¢F]FDG)

If not qualified for surgical
treatment — follow-up
imaging tests
every 6—12 months

tests every 612 months

Figure 1. Algorithm of diagnostic and therapeutic procedures depending on the tomographic image of an accidentally detected lesion

in the adrenal gland. "F-FDG — "F-fluoro-2-deoxy-D-glucose

will develop in less than 1% of patients, and this group
of patients should not be unambiguously considered
as patients at high risk of developing overt CS [11-15].

The authors also suggest not using the term “auto-
nomic cortisol secretion (ACS)” for this group of patients
due to the fact that ACS may include also patients with
overt Cushing syndrome.

It has been shown that the presence of MACS in-
creases the risk of developing cardiometabolic diseases
such as diabetes, hypertension, or dyslipidaemia by
15-40%, which is a reason why ESE 2023 experts rec-
ommend screening for hypertension and type 2 dia-
betes in patients with incidentaloma of adrenal glands
and biochemical features of mild autonomic cortisol
secretion [16-19]. Due to the increased risk of asymptom-
atic vertebral fractures in patients with incidentaloma
and MACS found in some studies, it is suggested to
perform densitometry in this group of patients [20-23].

Due to the lack of clear scientific evidence that
would determine the benefits of surgical treatment
in patients with MACS, indications for surgery in this
group of patients have not been defined currently.
The decision on surgical treatment in each patient with
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adrenal incidentaloma with diagnosed mild autonomic
cortisol secretion should be individualised, made within
a multidisciplinary team of experts, and the factors that
should be taken into account primarily when mak-
ing the decision are age, gender, general condition of
the patient, degree of suppression of cortisol secretion
in DST, comorbidities, and patient preferences.

Since it is not possible to predict the outcome of
surgery based solely on the patient’s clinical phenotype,
the authors of the recommendations jointly came to
the conclusion that surgical treatment can be considered
in patients with a unilateral focal lesion of the adrenal
glands and cortisol concentration in DST > 50 nmol/L
(> 1.8 ug/dL) and at least one feature of the comorbid
disease that may be related to MACS, i.e. the comorbid
disease is progressive, difficult to treat, is associated
with age-inappropriate damage of internal organs, is
atypical for age or inconsistent with family history, or
simultaneous numerous comorbidities are present.

Two recently published large clinical studies suggest
increased mortality in patients with MACS under 65
years of age [24, 25], and in one of these studies such
conclusions concerned a mainly female population [24].
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Adrenal incidentaloma

1 mg dexamethasone suppression test (DST)

A 4

Cortisol concentration
< 50 mmol/L

ncentration
> 50 mmol/L

Cortisol co

A 4

No clinical symptoms
of autonomic cortisol secretion

Symptoms of overt YES
Cushing's syndrome?

Cushing's syndrome
and further diagnostics

A 4

There are no indications
for further treatment or observation

Comorbidities that may result

from hypercortisolemia?

NO

YES
A 4
Consider ACTH-dependent B NO MACS confirmed? Further evaluation for the presence
Cushing's syndrome B ACTH-independence? of diseases that may result
from hypercortisolemia
YES
Consider treatment

Figure 2. Diagnostic diagram of hypercortisolaemia in patients with incidentally detected hypercortisolaemia. MACS — mild autonomous

cortisol secretion; ACTH — adrenocorticotropic hormone

A diagnostic diagram of hypercortisolaemia in
patients with incidentaloma is presented in Figure 2.

Pheochromocytoma

As recently published clinical studies have shown,
the probability of pheochromocytoma occurrence, in
the case of a focal lesion of the adrenal gland with a den-
sity < 10 HU in single-phase computed tomography,
is close to zero [26-28]. That is why it is reasonable to
avoid measuring the concentration of metanephrines
in patients with an unambiguous image of an adenoma
in imaging tests. If the adrenal lesion does not have
a phenotype typical for a benign lesion, pheochromocy-
toma should be excluded even in the absence of clinical
symptoms, especially when surgery or tumour biopsy

is planned. In a situation where single-phase computed
tomography has not been performed, it is recommended
to measure plasma-free metanephrines or fraction-
ated metanephrines in 24-hour urine collection.

Primary hyperaldosteronism

In patients with concomitant hypertension or unex-
plained hypokalaemia, measurement of the aldoste-
rone-renin index (ARO) is recommended to evaluate
for primary hyperaldosteronism.

Steroid profile

It is recommended that the concentration of sex hor-
mones and steroidogenic precursors (optimally us-
ing mass spectrometry) be measured only in patients
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with clinical (e.g. rapid virilisation in women or rapidly
developing gynecomastia in men) or radiological sus-
picion of adrenocortical cancer.

Recommendations regarding surgery

The ESE 2023 guidelines recommend adrenalectomy
as standard treatment for unilateral adrenal lesions
with clinically significant hormone excess. The authors
of the recommendations emphasise that in the case
of hormonally active focal lesions, the same principles of
surgical approach should be applied as in the case of hor-
monally inactive lesions. In each patient with MACS,
the decision about surgical treatment should be made
individually based on the above-mentioned factors.

Surgical treatment is not recommended in the case
of a single, unilateral focal lesion of the adrenal gland,
hormonally inactive, with a radiological phenotype of
abenign lesion. It should be emphasised that, although
in the case of focal lesions of the adrenal gland with
a benign phenotype, the size of the lesion does not
influence decisions regarding surgical treatment, tak-
ing into account that some lesions of a significant size
(e.g. large, gradually growing, e.g. myelolipoma) may
cause the so-called mass effect, a more individualised
approach may be considered in such cases.

If a patient with a benign adrenal gland lesion
and confirmed hormonal activity (including MACS)
is qualified for surgical treatment, a minimally inva-

sive method is recommended. The authors of the pre-
sented guidelines suggest adrenalectomy, performed
by an experienced surgeon using a minimally inva-
sive method, also in patients with unilateral adrenal
gland lesions with radiological signs of malignancy
and tumour diameter < 6 cm and without signs of lo-
cal invasion. If a malignant process with local invasion
is suspected, open adrenalectomy is recommended.

The ESE 2023 guidelines emphasise the important
role of the experience of the operator performing
the adrenalectomy, because in the case of adrenocorti-
cal cancer without distant metastases, the precision
of the surgical procedure is of utmost importance in
the further prognosis of patients. Although it is dif-
ficult to define a surgeon’s experience due to limited
evidence, the authors of the recommendations assume
a limit of 12 adrenalectomies per year [29-32].

Perioperative use of glucocorticosteroids is recom-
mended in all patients undergoing adrenalectomy
whose morning cortisol concentration in the sup-
pression test with 1 mg of dexamethasone was above
50 mmol/L (1.8 ug/dL). The new ESE 2023 recom-
mendation is that a patient diagnosed with MACS,
who has undergone surgical treatment, should remain
under endocrine monitoring until the return of normal
function of the hypothalamic-pituitary-adrenal axis is
documented.

The procedure for patients with adrenal incidental
tumours scheduled for surgery is presented in Figure 3.

Unilateral focal lesion of the adrenal gland

Are there radiographic signs of malignancy?

NO

No indications

for surgery adrenalectomy

NO YES
A4 A 4
YES
Excess hormones? Local invasion?
NO
A
NO
YES Diameter < 6 cm?
YES
A 4 A\ 4 A 4 A 4 A\ 4
Minimally invasive Individualized Open

approach to surgery adrenalectomy

Figure 3. Scheme of management in patients with adrenal incidental tumours qualified for surgery
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Observation of patients not undergoing
surgical treatment

Hormonal monitoring
It is recommended to refrain from performing fol-
low-up hormonal tests in patients with a focal lesion in
the adrenal gland initially determined to be hormonally
inactive if, during further observation, there are no new
clinical symptoms that suggest the hormonal activity
of the lesion, or the development or exacerbation of
accompanying metabolic diseases (including, among
others, hypertension and type 2 diabetes).
Observational studies involving 3000 patients
with hormonally inactive adrenal adenoma con-
firmed that the risk of developing significant clinical
excess of hormones is low and amounts 0.0-0.6% for
the development of CS, 0.0-1.6% in the case of pri-
mary hyperaldosteronism, and 0.0-2.1% in the case of
pheochromocytoma. Based on available data, the risk
of development of MACS in patients with adrenal
incidentaloma without previous hormonal activity
is estimated at approximately 5%. Therefore, further
annual clinical evaluation of this group of patients is
recommended, as well as possible repetition of DST
if deterioration of the clinical course of coexisting car-
diometabolic diseases appears. In patients with MACS
who have not undergone adrenalectomy, an annual
clinical examination is recommended for the presence
and severity of cardiometabolic comorbidities — it is
suggested that the examination should be performed
first by a primary care physician, and in the case of
doubts or abnormalities the patient should be referred
to an endocrinologist for re-examination, hormonal
assessment, and establishing indications for surgery.

Imaging observation

Since the previous ESE recommendations in 2016,
until the current guidelines were published, 5 large
observational studies have been published, including
a total of over 850 patients with unilateral, non-func-
tioning adrenal adenomas [33-36]. During many years
of follow-up, in most cases, the size of the lesions
did not change significantly compared to the initial
imaging tests, and more importantly, no malignant
process occurred in any case. Considering the results
of the above-mentioned studies, the authors of the ESE
2023 recommendation advise not to perform further
follow-up imaging examinations in patients with focal
lesions of the adrenal glands in whom initial imaging
tests showed a phenotype of a benign lesion.

In patients with adrenal incidentaloma, in whom
an unambiguous assessment of the risk of malignancy
of the lesion was not possible at the stage of initial diag-
nosis, and a decision was made not to undergo surgery,

it is suggested that a single follow-up imaging exami-
nation (CT or MRI) be performed after 6-12 months
to exclude any significant increase of the lesion’s di-
mension. In the case of an increase in the dimensions
of the lesion during this period by more than 20% of
the maximum diameter (at the same time by at least
5 mm), surgical treatment is suggested. If an increase
of size of the lesion is observed but less than 20%,
follow-up imaging examinations may be considered
after another 6-12 months.

Exceptional circumstances

Patients with bilateral adrenal lesions

In the case of patients with multiple or bilateral lesions

in the adrenal glands, it is recommended that each le-

sion be assessed separately for the risk of malignancy
according to the scheme for unilateral lesions.

In most cases, bilateral adrenal tumours are benign,
i.e. bilateral adenomas, bilateral macroadenomatous hy-
perplasias, or bilateral nodules with normal or atrophic
cortex. However, the possibility of metastatic lesions
(especially in patients with a history of extra-adrenal
cancer), adrenal lymphoma, or bilateral pheochromo-
cytomas should always be considered.

The authors of the recommendations recommend
that patients with bilateral adrenal incidentalomas,
based on the results of hormonal and radiological di-
agnostics, should be assigned to one of the following
categories:

— bilateral hyperplasia (macronodular) of the adrenal
glands;

— bilateral adrenal adenomas;

— bilateral and morphologically identical focal lesions
of the adrenal glands with a morphology other than
adenoma;

— morphologically different bilateral focal lesions of
the adrenal glands;

Further differentiation of bilateral adrenal lesions is
summarised in Table 2.

Incidentaloma in elderly and young people
Evaluation of a focal adrenal lesion is recommended
in pregnant women and in people under 40 years of
age without delay due to the greater likelihood of ma-
lignancy and clinically significant excess hormones.
The authors of the recommendations emphasise that
time-consuming diagnostic procedures should be
avoided in these groups of patients, and if the patient
is qualified for surgery, it should not be delayed.

The authors of the guidelines suggest that in chil-
dren, adolescents, pregnant women, and people < 40
years of age, lesions with an unclear risk of malignancy
should be surgically removed.
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Unlike typical patients with adrenal incidentaloma
(i.e. > 50 years of age), in very young people it is
recommended that one follow-up examination after
12 months be considered, also in the case of a benign
lesion in the initial imaging evaluation.

It should be remembered that to minimise exposure
to ionising radiation, magnetic resonance remains
the preferred imaging modality in children, adoles-
cents, and pregnant women. If there is no access or
contraindications to MRI, a CT scan using a protocol
with an appropriately adjusted low radiation dose may
be considered.

In elderly patients without a history of extra-adrenal
cancer, due to the much higher probability of a benign
lesion, an imaging examination should be performed
only when there is a reasonable suspicion of a malignant
process, and the scope of the examination should be
proportional to the patient’s general clinical condition
and the expected benefits resulting from the eventual
treatment.

Based on an increasing number of scientific studies,
it can be concluded that cortisol concentration in DST
is more often elevated in elderly people, and it has lower
clinical significance than in younger patients.

Patients with adrenal incidentaloma

and a history of extra-adrenal cancer

In the case of patients with an unspecified focal lesion
of the adrenal gland and a history of extra-adrenal
cancer, the same diagnostic principles apply as in other
groups of patients.

In the group of patients with adrenal incidentaloma
and a history of extra-adrenal cancer, a high percentage
of malignant tumours is observed, reaching up to 70%.

It is recommended that the metanephrine concen-
tration in plasma and/or urine be measured in this
group of patients in case of lesions of unclear nature,
even if there is a suspicion that the focal adrenal lesion
is metastatic. The decision to perform other addition-
al hormonal tests should be considered individually.

Similarly, to other groups of patients, it is recom-
mended that in the case of a benign phenotype of
the lesion on non-contrast CT examination, no further
imaging tests should be performed.

In patients with a history of extra-adrenal cancer,
high [®F]JFDG uptake in the adrenal gland in PET/CT
suggests the presence of a metastatic lesion. In the case
of no or moderate [¥F]FDG uptake in the adrenal
gland in PET/CT examination, it is recommended that
the imaging diagnostics be extended, at least using
single-phase computed tomography.

For a significant number of patients with advanced
extra-adrenal malignancy, knowledge of the aetiology
of incidentaloma will not change the clinical manage-

ment. However, if the diagnosis that the unspecified
adrenal lesion is a metastasis results in a change in
further treatment, further necessary diagnostics should
be performed. In a situation where the focal lesion
of the adrenal gland is most likely the only metasta-
sis, and resection from an oncological point of view
seems justified, adrenalectomy should be considered.

The authors of the ESE 2023 guidelines clearly formu-
late recommendations regarding qualification for biopsy
of adrenal lesions. An adrenal biopsy may be performed
in the following cases (all 3 criteria must be met):

1. The lesion is hormonally inactive (in particular,
pheochromocytoma has been excluded);

2. The lesion in imaging tests was not characterised
as benign;

3. Knowledge of histology diagnosis will change fur-
ther clinical management of the patient.

When considering a biopsy of a focal adrenal lesion,
it should be remembered that it may be associated
with a significant percentage of non-diagnostic results
and the possibility of complications. It is also a test that
is particularly discouraged in cases of suspicion of ad-
renal cortical cancer, because it may spread the cancer
and thus worsen the patient’s prognosis.

Conclusions

The currently published guidelines certainly do not
end the discussion on the management of patients
with accidentally detected focal lesions in the adrenal
glands. Despite significant differences compared to
the previous version of ESE guidelines, the authors
emphasise the need for further large-scale prospec-
tive clinical studies that will allow for the formulation
of more precise recommendations.

The most important goal for the future work de-
tailed by the authors of the newly published guidelines
include, among others, the search for new biomarkers
to identify patients with clinically significant cortisol
excess, determining the connection between mild au-
tonomic cortisol secretion and comorbidities, including
osteoporosis, specifying second-line imaging modali-
ties, determining the best MACS therapy based on ran-
domised trials, or the creation of guidelines on the best
surgical approach based on prospective studies.
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