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Abstract: Necrosis in postoperative histology has been reported as being specific for
adrenocortical carcinoma (ACC) compared to adenoma. We therefore retrospectively
analyzed the diagnostic accuracy of the finding of necrosis in preoperative cross-sectional
imaging and postoperative histology as a marker for ACC in our patient cohort. Among
the 411 adrenalectomies in 396 patients performed between 2008 and April 2022, 30 cases
of ACC (7.6%) were identified, with one tumor measuring less than 40 mm excluded.
All 45 benign adrenocortical tumors of at least 40 mm in diameter, including Cushing,
Conn, and hormonally inactive adenomas, served as controls. Preoperative imaging was
available for 40 benign and 27 malignant adrenocortical tumors. In total, 10 of 40 (25%)
benign adrenocortical tumors and 22 of 27 (81%) ACCs showed signs of possible necrosis in
preoperative imaging. Pathologic examination confirmed necrosis in 1 of 40 (2.5%) benign
tumors and in 26 out of 27 (96%) malignant tumors. The specificities of possible necrosis in
preoperative imaging and necrosis in histology for diagnosing ACC were 75% and 97.5%,
respectively, whereas the sensitivities were 81% and 96%, respectively. Signs of possible
necrosis in radiologic imaging and tumor necrosis in histology proved to be very good
predictive markers for the diagnosis of malignant adrenocortical tumors.

Keywords: adrenocortical carcinoma; adrenocortical adenoma; adrenalectomy; tumor
necrosis; computed tomography; magnetic resonance imaging

1. Introduction
Adrenocortical cancer (ACC) is a rare disease that is diagnosed in less than 2% of

accidentally detected adrenal tumors [1]. Owing to increasing numbers of cross-sectional
imaging examinations, a growing number of incidentalomas have been observed, account-
ing for 2.3% of all computed tomography scans [2]. Given the poor prognosis of ACC [3], it
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is important to distinguish malignant adrenal tumors from the multitude of incidentalomas,
to offer prompt surgical and medical treatment to the affected patients while avoiding
overtreatment for benign tumors. Currently, preoperative histological confirmation of
adrenal tumors is lacking because of the high risk of tumor dissemination during biop-
sies [4,5]. Thus, careful noninvasive evaluation of incidentalomas is needed. Computed
tomography (CT) and magnetic resonance imaging (MRI) are noninvasive preoperative
imaging methods. However, quantitative analysis is limited to the evaluation of fatty tissue
content in adrenal tumors as well as the tumor size [4,5].

The need to correlate the pathologic and radiologic findings to enhance early diag-
nosis in malignant tumors has repeatedly been underscored [6–8]. The histopathological
distinction between adrenocortical adenoma and carcinoma relies primarily on various
multifactorial scoring systems, such as the Weiss system [9], the Helsinki score [10], and the
reticulin algorithm [11]. However, according to the World Health Organization, no single
system has been proven to be entirely sensitive or specific [12]. Nevertheless, a common
feature among these systems is the presence of necrosis, which serves as an indicator of
malignancy. Recently, confluencing necrosis in tumor histology has been highlighted as
an easily measurable and reliable single parameter that is predictive of malignancy in
adrenocortical tumors [13]. In addition to the infiltration of the tumor capsule and invasion
of vessels in large, advanced adrenocortical carcinomas, necrosis stands out as one of
the few histologic findings detectable in CT and MRI scans. Thus, we hypothesize that
preoperative changes associated with tumor necrosis detected in CT and MRI can predict
tumor malignancy.

The purpose of this study was to analyze the diagnostic accuracy of tumor necrosis
by preoperative CT/MRI and postoperative histopathology as a marker for malignancy of
adrenocortical tumors.

2. Materials and Methods
2.1. Patient Demographic and Clinical Data

All the adrenalectomies performed in our clinic from January 2008 to April 2022
included 411 adrenalectomies in 396 patients. Among all the excised tumors, 30 were
diagnosed as ACC. As adrenocortical tumors measuring less than 40 mm are extremely
rarely malignant [14], only tumors measuring at least 40 mm were included. Furthermore,
all pheochromocytomas were excluded, as the preoperative diagnosis can be confirmed
biochemically. Sarcomas, lymphomas, hemangiomas, bilateral adrenal hyperplasia and
tumor recurrence, adrenal metastases, oncocytomas, fibromas, schwannomas, and all
preoperatively diagnosed myelolipomas and adrenal cysts were ruled out. Native and
contrast-medium-enhanced CT and MRI scans were used as index tests. Ex vivo histopathol-
ogy served as a reference. All images were analyzed by two radiologists (S.P., with 5 years
of experience in clinical radiology, supervised by a consultant radiologist, S.R.M.G., with
more than 10 years of experience in clinical radiology). Both examiners were blinded
to the final diagnosis. Intratumoral necrosis was defined as hyperintense lesions in fat-
saturated/non-fat-saturated T2-weighted images with corresponding hypointensity in
T1-weighted images on MRI [15] or nonenhancing and low-attenuation lesions on CT [16]
(Figure 1).
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Figure 1. (a) A T2-weighted magnetic resonance image of a 59-year-old male patient with a 17-OH-
progesterone-producing right-sided ACC (arrow), measuring 85 mm in the largest diameter. 
Hyperintense lesions correspond with necrosis; (b) contrast-medium-enhanced computed 
tomography in a 25-year-old patient with a cortisol- and androstendion-producing left-sided ACC 
measuring 150 mm, showing diffuse areas of necrosis (arrow); (c) contrast-enhanced computed 
tomography in a 49-year-old male with a cortisol- and 17-OH-progesterone-producing left-sided 
ACC (arrow), measuring 130 mm in the largest diameter, with inhomogeneous enhancement, 
calcifications, and hypodense areas suspicious of necrosis; (d) a picture of the excised ACC after 
formalin fixation in correlation with the preoperative computed tomography scan (Figure 1c). The 
large tumor shows indistinct borders and a variegated cut surface with central hemorrhage and 
necrotic areas. 

2.2. Histological Evaluation 

For all patients, diagnostic hematoxylin and eosin (H&E)-stained slides were 
obtained at the Institute of Pathology, Charité–Universitätsmedizin Berlin. Histological 
samples of ACCs and benign adrenocortical tumors were reevaluated by an experienced 
pathologist (C.A.K., with more than 6 years of experience in clinical pathology, specialized 
in endocrine tumors) for the diagnosis and the presence of tumor necrosis (Figure 2). 

Figure 1. (a) A T2-weighted magnetic resonance image of a 59-year-old male patient with a 17-
OH-progesterone-producing right-sided ACC (arrow), measuring 85 mm in the largest diameter.
Hyperintense lesions correspond with necrosis; (b) contrast-medium-enhanced computed tomogra-
phy in a 25-year-old patient with a cortisol- and androstendion-producing left-sided ACC measuring
150 mm, showing diffuse areas of necrosis (arrow); (c) contrast-enhanced computed tomography
in a 49-year-old male with a cortisol- and 17-OH-progesterone-producing left-sided ACC (arrow),
measuring 130 mm in the largest diameter, with inhomogeneous enhancement, calcifications, and
hypodense areas suspicious of necrosis; (d) a picture of the excised ACC after formalin fixation in
correlation with the preoperative computed tomography scan (Figure 1c). The large tumor shows
indistinct borders and a variegated cut surface with central hemorrhage and necrotic areas.

2.2. Histological Evaluation

For all patients, diagnostic hematoxylin and eosin (H&E)-stained slides were obtained
at the Institute of Pathology, Charité–Universitätsmedizin Berlin. Histological samples of
ACCs and benign adrenocortical tumors were reevaluated by an experienced pathologist
(C.A.K., with more than 6 years of experience in clinical pathology, specialized in endocrine
tumors) for the diagnosis and the presence of tumor necrosis (Figure 2).
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Figure 2. (a) Microscopic image of an adrenocortical adenoma (a 56-year-old female patient with 
hyperaldosteronism) showing nests of lipid-rich cells (upper right corner, continuous arrow) and 
compact lipid-poor cells (lower left corner, dotted arrow) with small and uniform nuclei. Necrosis, 
increased mitotic activity, or nuclear pleomorphism are absent (H&E stain, 100  magnification). (b) 
In contrast, the ACC (a 78-year-old female patient with a hormonally inactive tumor) is composed 
of solid to diffuse growing tumor cells with large highly atypical nuclei and frequent confluencing 
necrosis (upper left corner, block arrow; H&E stain, 200  magnification). 

2.3. Statistical Analysis 

Continuous variables are displayed as medians (range), and categorical variables are 
displayed as frequencies (percentages). As the patient cohorts were small and not 
normally distributed, as determined by the Shapiro–Wilk normality test, a two-sided 
nonparametric bootstrap t test with pool sampling was used for group comparisons of 
variables [17]. This test addresses issues of the dataset appropriately to estimate p values 
most accurately compared with standard t test, proportion tests, or other bootstrapping 
methods. For extremely small group sizes, pooled bootstrapping is not reliable and hence 
is not computable. This applied to aldosterone-producing tumors and tumors that 
simultaneously produce cortisol and steroid hormones in our study. As a rough 
estimation for these two variables, a two-sided test of equal or given proportions 
(Prop.Test) was used for group comparisons. Because of extremely small group sizes and 
nonnormality, they cannot be interpreted reliably. Owing to the lack of a normal 
distribution, the results of the two-sided Prop.Test must be taken with caution. A receiver 
operating characteristic (ROC) analysis was performed to evaluate the accuracy of the 
regression prediction of malignancy using tumor size. For the ROC curve, the dataset was 
split into 80% training data and 20% testing data. A multivariate logistic regression model 
was applied to assess the correlations between patient sex and age, tumor size, tumor side, 
hormonal activity, and the occurrence of areas suspected of necrosis with malignancy. A 
correction of p values for multiple comparisons was conducted using the Bonferroni–
Holm method. The significance level was set to 0.05. Statistical analyses were performed 
using “R” statistical software (basic package, npboottprm package, version 2023 09.0+463). 

3. Results 
Out of the 30 ACCs, 29 met the inclusion criteria; one ACC of 29 mm in diameter, 

which was diagnosed in a patient with Li–Fraumeni syndrome, was excluded from the 
analysis. All 45 benign adrenocortical tumors of at least 40 mm in diameter were chosen 
as controls. For 5 patients with benign tumors and 2 patients with malignant tumors, no 

Figure 2. (a) Microscopic image of an adrenocortical adenoma (a 56-year-old female patient with
hyperaldosteronism) showing nests of lipid-rich cells (upper right corner, continuous arrow) and
compact lipid-poor cells (lower left corner, dotted arrow) with small and uniform nuclei. Necrosis,
increased mitotic activity, or nuclear pleomorphism are absent (H&E stain, 100× magnification).
(b) In contrast, the ACC (a 78-year-old female patient with a hormonally inactive tumor) is composed
of solid to diffuse growing tumor cells with large highly atypical nuclei and frequent confluencing
necrosis (upper left corner, block arrow; H&E stain, 200× magnification).

2.3. Statistical Analysis

Continuous variables are displayed as medians (range), and categorical variables are
displayed as frequencies (percentages). As the patient cohorts were small and not normally
distributed, as determined by the Shapiro–Wilk normality test, a two-sided nonparametric
bootstrap t test with pool sampling was used for group comparisons of variables [17].
This test addresses issues of the dataset appropriately to estimate p values most accurately
compared with standard t test, proportion tests, or other bootstrapping methods. For
extremely small group sizes, pooled bootstrapping is not reliable and hence is not com-
putable. This applied to aldosterone-producing tumors and tumors that simultaneously
produce cortisol and steroid hormones in our study. As a rough estimation for these two
variables, a two-sided test of equal or given proportions (Prop.Test) was used for group
comparisons. Because of extremely small group sizes and nonnormality, they cannot be
interpreted reliably. Owing to the lack of a normal distribution, the results of the two-sided
Prop.Test must be taken with caution. A receiver operating characteristic (ROC) analysis
was performed to evaluate the accuracy of the regression prediction of malignancy using
tumor size. For the ROC curve, the dataset was split into 80% training data and 20%
testing data. A multivariate logistic regression model was applied to assess the correlations
between patient sex and age, tumor size, tumor side, hormonal activity, and the occurrence
of areas suspected of necrosis with malignancy. A correction of p values for multiple
comparisons was conducted using the Bonferroni–Holm method. The significance level
was set to 0.05. Statistical analyses were performed using “R” statistical software (basic
package, npboottprm package, version 2023 09.0+463).

3. Results
Out of the 30 ACCs, 29 met the inclusion criteria; one ACC of 29 mm in diameter, which

was diagnosed in a patient with Li–Fraumeni syndrome, was excluded from the analysis.
All 45 benign adrenocortical tumors of at least 40 mm in diameter were chosen as controls.
For 5 patients with benign tumors and 2 patients with malignant tumors, no cross-sectional
imaging was available retrospectively. Thus, 27 ACCs and 40 benign tumors, including
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Conn (n = 2) and Cushing adenomas (n = 20), adenomas without hormonal activity (n = 18),
and 27 malignant tumors were included in the study. A schematic illustration of the
inclusion of adrenal tumors in our study is depicted in Figure 3. The characteristics of the
final study cohort are presented in Table 1.
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Figure 3. Flowchart depicting the inclusion/exclusion criteria for adrenocortical tumors.

Table 1. Characteristics of the patients who underwent an operation for an adrenocortical tumor
measuring at least 40 mm in maximum diameter.

All Adrenocortical
Tumors (n = 67)

Adrenocortical
Adenoma (n = 40)

Adrenocortical
Carcinoma (n = 27) p Value

Gender 1 Female
Male

44 (66%)
23 (34%)

27 (67.5%)
13 (32.5%)

17 (63%)
10 (37%) 0.794

Age (years) 2 58 (5–86) 59 (5–86) 58 (18–76) 0.720

Largest tumor diameter (mm) 2 60 (40–220) 50 (40–100) 100 (50–220) <0.001

Tumor volume (cm3) 2 98.838
(2.496–4353.720)

63.901
(2.496–530.100)

378.288
(21.450–4353.720) <0.001

Tumor side 1 Right
Left

29 (43%)
38 (57%)

17 (42.5%)
23 (57.5%)

12 (44%)
15 (56%) 0.867

Hormonal activity 1 Yes
No

39 (45%)
28 (55%)

21 (52.5%)
19 (47.5%)

18 (67%)
9 (33%) 0.669

Areas suspicious of necrosis in
cross-sectional imaging 1

Yes
No

32 (48%)
35 (52%)

10 (25%)
30 (75%)

22 (81%)
5 (19%) <0.001

Areas suspicious of necrosis
in histology 1

Yes
No

27 (40%)
40 (60%)

1 (2.5%)
39 (97.5%)

26 (96%)
1 (4%) <0.001

1 Count (percentage); 2 median (range).

An overview of the available preoperative cross-sectional imaging for benign and
malignant adrenocortical tumors in our patient cohort is summarized in Table 2. The
median time between the last cross-sectional imaging and the operation was 51.5 (range
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1–261) days for all tumors, and 68.5 (range 1–261) days for benign and 23.5 (range 1–212)
days for malignant adrenocortical tumors.

Table 2. Overview of the availability of preoperative imaging of adrenocortical tumors.

Preoperative
Cross-Sectional

Imaging

All Adrenocortical
Tumors
(n = 67)

Adrenocortical
Adenoma

(n = 40)

Adrenocortical
Carcinoma

(n = 27)

CT 1 54 (81%) 30 (75%) 24 (89%)

MRI 1 26 (39%) 14 (35%) 12 (44%)

Both CT and MRI 1 14 (21%) 4 (10%) 10 (37%)
1 Count (percentage); CT—computed tomography; MRI—magnetic resonance imaging.

In histology, necrosis was confirmed in 26 out of 27 ACCs (96%) and in one benign
tumor (2.5%). Necrosis was identified in 23 out of 27 (81%) malignant tumors and in 10 out
of 40 (25%) benign tumors by preoperative cross-sectional in vivo CT/MRI.

For the identification of malignancy by necrosis, a sensitivity and specificity of
81%/75% were calculated for in vivo cross-sectional imaging, and a sensitivity and speci-
ficity of 96%/97% were calculated for ex vivo histopathology. Tumor necrosis, evaluated
as a single marker of malignancy in preoperative cross-sectional imaging, demonstrated
a positive predictive value (PPV) of 69%, a negative predictive value (NPV) of 86%, and
an overall accuracy of 78%. In histology, it achieved a PPV of 96%, NPV of 97.5%, and an
accuracy of 97%.

The median volume of the tumors in imaging was 63.901 cm3 for benign and
378.288 cm3 for malignant tumors. In histology, the median diameters of the excised
tumors were 50 mm (interquartile range (IQR) 45–60 mm) and 100 mm (IQR 76–137.5 mm),
respectively. Thus, the ACCs were significantly larger than the adrenocortical adenomas in
our patient cohort (p < 0.001), with a sensitivity and specificity of 80%/90% for identifying
malignant tumors in the ROC analysis (area under the receiver operating characteristic
curve (AUROC) of 0.8735) (Figure 4).
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Figure 4. Receiver operating characteristic (ROC) curve representing sensitivity versus specificity of
logistic regression using only the size of adrenocortical tumors as an explanatory variable.

The linear correlation between the presence of confluent necrosis in histology and
the malignancy of adrenocortical tumors was nearly perfect (p < 0.001). Thus, to avoid a
multicollinearity, the presence of confluent necrosis in histology was excluded from the re-
gression and was regarded separately. As both the tumor volume in cross-sectional imaging
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and the tumor diameter in histology represent the size of the tumor, logistic regression was
performed separately for both parameters. The tumor diameter in histology had greater
explanatory power, as it had a lower p value (0.00169 vs. 0.00654) and led to a lower Akaike
information criterion (AIC) (49.266 vs. 58.084). Sex, age, tumor diameter, and overall
hormonal activity had no significant influence on tumor malignancy, as shown in Table 3.
However, there was a strong relationship between both the tumor diameter (p = 0.002) and
the presence of areas suspected of necrosis in cross-sectional imaging (p = 0.004) and the
postoperative diagnosis of ACC (Table 3).

Table 3. Results of logistic regression for determining malignancy in adrenocortical tumors measuring
at least 40 mm (AIC: 49266).

Coefficients Estimate (Standard Error) p-Value

Sex 0.15327 1.01103 0.880

Age 0.04550 0.03419 0.183

Tumor diameter (mm) 0.07963 0.02533 0.002

Side −0.06626 0.89744 0.941

Hormonal activity 1.42177 1.02056 0.164

Areas suspicious of necrosis in
cross-sectional imaging 3.09420 1.06739 0.004

(Intercept) −11.32123 3.48231 0.001

The overproduction of steroid hormones, including androgens and 17-OH-progesterone,
but not of cortisol, was significantly associated with tumor malignancy in our patient co-
hort. The results of the endocrinologic work-up of hormonally active tumors in our patient
cohort are summarized in Table 4.

Table 4. Overview of hormonal overproduction in hormonally active adrenocortical tumors measur-
ing at least 40 mm in diameter.

All Adrenocortical
Tumors
(n = 67)

Adrenocortical
Adenoma

(n = 40)

Adrenocortical
Carcinoma

(n = 27)
p Value

Hyperaldosteronism 1 Yes
No

5 (7%)
62 (93%)

2 (5%)
38 (95%)

3 (11%)
24 (89%) 0.775

Hypercortisolism 1 Yes
No

30 (45%)
37 (55%)

19 (47.5%)
21 (52.5%)

11 (41%)
16 (59%) 0.775

Overproduction of steroid hormones 1 Yes
No

8 (12%)
59 (88%)

0 (0%)
40 (100%)

8 (30%)
19 (70%) <0.001

Simultaneous hypercortisolism and
overproduction of steroid hormones 1

Yes
No

6 (9%)
61 (91%)

0 (0%)
40 (100%)

6 (22%)
21 (78%) 0.014

1 Count (percentage).

4. Discussion
In the present study, we showed that necrosis is an independent predictive biomarker

of malignant adrenocortical tumors, which was confirmed by in vivo preoperative CT/MRI
imaging and ex vivo histopathology with high diagnostic accuracy. Our results indicate
that identifying necrosis in cross-sectional scans facilitates the selection of patients with
adrenocortical tumors requiring a prompt surgical intervention while helping to prevent
the overtreatment of benign tumors. Furthermore, in line with the previous results [13],
the detection of confluent necrosis enormously simplifies the pathological evaluation of
histological samples of adrenocortical masses in terms of their malignant potential.
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Necrosis arises from metabolic stress caused by depletion of the vascular supply in
rapidly growing tumors. Additionally, immune cells appear to worsen tumor necrosis
through the mechanism of ferroptosis [18]. It is linked to poor prognosis in various cancers,
including soft tissue sarcomas [19], non-small-cell lung cancer [20], breast cancer [21], hepa-
tocellular carcinoma [22], and renal cell carcinoma [23]. In adrenocortical tumors, necrosis is
utilized in traditional scoring systems by Weiss [9] and van Slooten [24] to differentiate ma-
lignancy. The simplified Helsinki score highlights necrosis as the most effective predictor of
malignancy [10]. The presence of necrosis can simply be evaluated in a basic hematoxylin
and eosin staining of a histological sample, with a high sensitivity and specificity [13].
Hematoxylin and eosin staining is widely available, also in low-resource settings where
access to advanced immunohistological techniques may be limited. It also enables the
detection of further markers of malignancy, such as capsular and vascular invasion, high
mitotic rates, nuclear hyperchromasia, nuclear atypia, and calcifications [9,13,24]. However,
immunohistological evaluation of the proliferation index further enhances specificity in as-
sessing the malignant potential of adrenocortical tumors [10]. Combining these approaches
allows for a more accurate and nuanced diagnostic evaluation. Furthermore, molecular
profiling has emerged as an additional tool for understanding ACC [25,26]. The integration
of molecular data, including gene expression, methylation, and chromosomal alterations,
with clinical and histopathological parameters can significantly improve prognostic accu-
racy, identifying patients with favorable, good, intermediate, and poor prognoses to guide
adjuvant therapy decisions [25]. While molecular profiling is not yet routine in clinical
practice, advancements in analyzing formalin-fixed, paraffin-embedded tumor samples
suggest its potential for widespread implementation, laying the foundation for precision
medicine and novel therapeutic targets in ACC [25,26].

Necrosis can be easily detected in preoperative cross-sectional imaging. The assess-
ment of necrosis in cross-sectional imaging was previously proposed by Yalon et al. and
Garay-Lechuga et al., who reported sensitivities of 76% and 100%, respectively, and speci-
ficities of 99.4% and 97.14%, respectively, in detecting adrenocortical carcinoma [16,27]. In
line with the findings of Garay-Lechuga et al., this study investigated necrosis as a marker
for malignancy of adrenocortical tumors in both preoperative cross-sectional imaging and
postoperative histology within a single-center patient cohort. In the present study, the
identification of necrosis in cross-sectional imaging yielded a better sensitivity of 81%, but a
lower specificity of 75%, compared to the findings of Yalon et al., and both lower sensitivity
and lower specificity compared to the findings of Garay-Lechuga et al. The differences
in the diagnostic accuracy of preoperative cross-sectional imaging between these studies
may be attributed to the heterogeneity of examination protocols of retrospectively available
radiologic imaging in all three studies. Thus, further investigations, preferably prospective,
are needed to evaluate the finding of necrosis as a marker predictive of malignancy in
adrenocortical tumors via standardized examination protocols in cross-sectional imaging.

In histology, the evaluation of necrosis was sufficient for differentiating benign and
malignant tumors in our study in all but two (3%) tumors. Thus, the results of our study
nearly aligned with the findings presented by Walz et al. [13]. One benign adrenocor-
tical tumor that showed necrosis in pathology in our cohort measured 83 mm and was
hormonally inactive. One patient with a malignant tumor without necrosis (Figure 5) de-
veloped intraperitoneal and pulmonary metastases as well as metastases to the abdominal
wall during the clinical course. The patient died 2 years after adrenalectomy. Malignant
adrenocortical tumors lacking necrosis and benign tumors exhibiting necrosis have already
been described [28]. Consequently, relying solely on necrosis as a predictor of malignancy
in adrenocortical tumors could be misleading. Therefore, it is crucial to include other
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established variables, such as tumor size and endocrinological work-up, when evaluating
adrenocortical tumors to increase diagnostic accuracy.
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Figure 5. (A) Large, inhomogeneous adrenal tumor with areas suspected of necrosis in CT (arrow) in
a 54-year-old male patient. In macro- and microscopic examination, the tumor did not show necrosis.
(B) Metastases were detected during the course of the disease. Despite therapy with mitotane,
chemotherapy, and radiotherapy, the tumor progressed. (C) On a CT 2 years after the primary
diagnosis and 2 months before the patient’s death, a recurrent tumor in the upper abdomen with a
compression of the vena portae and vena lienalis (arrow), as well as metastases in the abdominal
wall next to the arteria iliaca communis (dotted arrow), were identified.

In line with previous findings, tumor diameter measured in histological specimens
and tumor volume measured in cross-sectional imaging, correlated with malignancy [3].
Thus, the results of our study corroborate that the risk of malignancy increases with the
size of adrenocortical tumors [14,16,27]. In a large cohort study of over 2000 patients,
no adrenocortical carcinoma was found in patients with adrenal tumors measuring less
than 40 mm [14]. However, the possibility of malignancy in tumors smaller than 40 mm
in patients with Li–Fraumeni, Lynch, and Beckwith–Wiedemann syndromes, as well as
Multiple Endocrine Neoplasia Type-1, who are at risk of developing an ACC, cannot be
ruled out [29–33]. Thus, a thorough patient and family history must be taken, especially
in young patients, as part of the evaluation of adrenocortical tumors. In patients with
confirmed and suspected hereditary disease associated with adrenal disease, a prompt
follow-up cross-sectional imaging control within 3 to 6 months should be performed, and an
early surgical intervention should be considered regardless of the tumor size. Interestingly,
the smallest malignant tumor in our patient cohort was diagnosed in a patient with Li–
Fraumeni syndrome. However, owing to its small size (29 mm in diameter), it was excluded
from this study.

It was previously reported that patients with cortisol- and sex hormone-secreting
tumors [4,27,34] are at increased risk of malignancy. In our study, overall hormonal activity
did not correlate with tumor malignancy, nor did the sole overproduction of aldosterone
or cortisol alone. On the other hand, the overproduction of sex hormones highly corre-
lated with the postoperative diagnosis of adrenocortical carcinomas. Interestingly, Walz
et al. excluded aldosterone-producing adrenal tumors from their study and reported that
aldosteronomas are almost always benign [13]. In our cohort, three ACCs showed overpro-
duction of aldosterone. In contrast to two benign aldosteronomas, all of them had areas
suspicious of necrosis in cross-sectional imaging and confluent necrosis in histology. Thus,
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the finding of necrosis facilitated the identification of rare malignant aldosteronomas in
our study.

Identifying necrosis in adrenocortical tumors has several important implications for
clinical practice. It reduces diagnostic ambiguity by serving as a reliable marker that,
when combined with tumor size and endocrinological findings, allows for more confident
detection of adrenocortical carcinoma. Identifying necrosis in preoperative imaging not
only supports the decision to recommend surgical treatment but also prompts referral
to a specialized center to ensure the best possible care [3]. Additionally, the presence
of necrosis in histology can guide postsurgical follow-up intensity by stratifying risk,
with necrosis-positive tumors requiring more frequent monitoring through imaging or
endocrinological assessments to detect recurrence or metastasis early. Finally, integrating
necrosis into standardized radiological and histological reporting guidelines could enhance
the uniformity and reliability of evaluations, ultimately improving clinical outcomes and
ensuring a higher quality of patient care.

Our study has several limitations. First, owing to the scarcity of adrenocortical car-
cinomas, our study cohort was small. Second, we included only adrenocortical tumors
measuring at least 40 mm in size in our study. While this threshold reflects current clini-
cal practice, as smaller adrenocortical tumors are rarely malignant and are typically not
considered for surgical therapy, it introduces selection bias. This criterion may limit the
applicability of our findings to smaller tumors and could affect the reproducibility of our
results in broader clinical settings. Third, the study relied on retrospectively obtainable
cross-sectional imaging. Both in-house and external radiological imaging were available
for our patient cohort using different scanner types and non-standardized examination
protocols. Importantly, when patients are referred to our clinic with external imaging, it
is often not justified to repeat imaging studies solely for research purposes, particularly
when the available imaging data are sufficient for clinical decision-making. However, this
reliance on diverse imaging protocols can affect the consistency of necrosis assessment,
as areas of necrosis may demarcate differently depending on the timing and amount of
contrast application. To address these challenges, a multicentric, prospective study em-
ploying standardized examination protocols in cross-sectional imaging would enable a
more comprehensive evaluation of the diagnostic accuracy of tumor necrosis in detecting
malignant adrenocortical tumors within a larger patient cohort.

5. Conclusions
Our study confirmed that the finding of necrosis in both cross-sectional imaging and

pathology serves as a widely accessible and sensitive diagnostic marker for malignancy in
adrenocortical tumors. Therefore, this work-up should be established as a standard for the
pre- and postoperative evaluation of all adrenocortical tumors.

Author Contributions: Conceptualization, A.D., C.A.K., S.P., S.R.M.G., and M.T.M.; formal anal-
ysis, A.D., C.A.K., and S.P.; data curation, A.D., E.M.D., F.B., C.A.K., and S.P.; investigation, A.D.,
C.A.K., and S.P.; writing—original draft preparation, A.D., C.A.K., S.P., S.R.M.G., and M.T.M.;
writing—review and editing, A.D., S.P., S.R.M.G., A.W., C.A.K., D.H., F.B., E.M.D., J.P., and M.T.M.;
visualization, A.D., C.A.K., S.P., S.R.M.G., and A.W.; supervision, M.T.M., J.P., D.H., and S.R.M.G. All
authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: This study was conducted in accordance with the Declaration
of Helsinki and approved by the Institutional Ethics Committee of Charité—Universitätsmedizin
Berlin (EA1/394/20, 21 January 2021).



Curr. Oncol. 2025, 32, 25 11 of 12

Informed Consent Statement: Patient consent was waived due to the retrospective and noninterven-
tional nature of the study.

Data Availability Statement: The original contributions presented in this study are included in
the article.

Conflicts of Interest: The authors declare no conflicts of interest.

References
1. Sherlock, M.; Scarsbrook, A.; Abbas, A.; Fraser, S.; Limumpornpetch, P.; Dineen, R.; Stewart, P.M. Adrenal Incidentaloma. Endocr.

Rev. 2020, 41, 775–820. [CrossRef]
2. Taya, M.; Paroder, V.; Bellin, E.; Haramati, L.B. The relationship between adrenal incidentalomas and mortality risk. Eur. Radiol.

2019, 29, 6245–6255. [CrossRef] [PubMed]
3. Gaujoux, S.; Mihai, R.; Joint Working Group of ESES and ENSAT. European Society of Endocrine Surgeons (ESES) and European

Network for the Study of Adrenal Tumours (ENSAT) recommendations for the surgical management of adrenocortical carcinoma.
Br. J. Surg. 2017, 104, 358–376. [CrossRef]

4. Fassnacht, M.; Arlt, W.; Bancos, I.; Dralle, H.; Newell-Price, J.; Sahdev, A.; Tabarin, A.; Terzolo, M.; Tsagarakis, S.; Dekkers, O.M.
Management of adrenal incidentalomas: European Society of Endocrinology Clinical Practice Guideline in collaboration with the
European Network for the Study of Adrenal Tumors. Eur. J. Endocrinol. 2016, 175, G1–G34. [CrossRef]

5. Mihai, R.; De Crea, C.; Guerin, C.; Torresan, F.; Agcaoglu, O.; Simescu, R.; Walz, M.K. Surgery for advanced adrenal malignant
disease: Recommendations based on European Society of Endocrine Surgeons consensus meeting. Br. J. Surg. 2024, 111, znad266.
[CrossRef] [PubMed]

6. Sorace, J.; Aberle, D.R.; Elimam, D.; Lawvere, S.; Tawfik, O.; Wallace, W.D. Integrating pathology and radiology disciplines: An
emerging opportunity? BMC Med. 2012, 10, 100. [CrossRef] [PubMed]

7. Berg, W.A.; Hruban, R.H.; Kumar, D.; Singh, H.R.; Brem, R.F.; Gatewood, O.M. Lessons from mammographic-histopathologic
correlation of large-core needle breast biopsy. Radiographics 1996, 16, 1111–1130. [CrossRef] [PubMed]

8. Travis, W.D.; Brambilla, E.; Noguchi, M.; Nicholson, A.G.; Geisinger, K.R.; Yatabe, Y.; Beer, D.G.; Powell, C.A.; Riely, G.J.; Van
Schil, P.E.; et al. International association for the study of lung cancer/american thoracic society/european respiratory society
international multidisciplinary classification of lung adenocarcinoma. J. Thorac. Oncol. 2011, 6, 244–285. [CrossRef]

9. Weiss, L.M. Comparative histologic study of 43 metastasizing and nonmetastasizing adrenocortical tumors. Am. J. Surg. Pathol.
1984, 8, 163–169. [CrossRef] [PubMed]

10. Pennanen, M.; Heiskanen, I.; Sane, T.; Remes, S.; Mustonen, H.; Haglund, C.; Arola, J. Helsinki score-a novel model for prediction
of metastases in adrenocortical carcinomas. Hum. Pathol. 2015, 46, 404–410. [CrossRef]

11. Duregon, E.; Fassina, A.; Volante, M.; Nesi, G.; Santi, R.; Gatti, G.; Cappellesso, R.; Dalino Ciaramella, P.; Ventura, L.; Gambacorta,
M.; et al. The reticulin algorithm for adrenocortical tumor diagnosis: A multicentric validation study on 245 unpublished cases.
Am. J. Surg. Pathol. 2013, 37, 1433–1440. [CrossRef]

12. Mete, O.; Erickson, L.A.; Juhlin, C.C.; de Krijger, R.R.; Sasano, H.; Volante, M.; Papotti, M.G. Overview of the 2022 WHO
Classification of Adrenal Cortical Tumors. Endocr. Pathol. 2022, 33, 155–196. [CrossRef] [PubMed]

13. Walz, M.K.; Metz, K.A.; Theurer, S.; Myland, C.; Alesina, P.F.; Schmid, K.W. Differentiating Benign from Malignant Adrenocortical
Tumors by a Single Morphological Parameter-a Clinicopathological Study on 837 Adrenocortical Neoplasias. Indian. J. Surg.
Oncol. 2020, 11, 705–710. [CrossRef]

14. Bancos, I.; Taylor, A.E.; Chortis, V.; Sitch, A.J.; Jenkinson, C.; Davidge-Pitts, C.J.; Lang, K.; Tsagarakis, S.; Macech, M.; Riester,
A.; et al. Urine steroid metabolomics for the differential diagnosis of adrenal incidentalomas in the EURINE-ACT study: A
prospective test validation study. Lancet Diabetes Endocrinol. 2020, 8, 773–781. [CrossRef] [PubMed]

15. Beddy, P.; Genega, E.M.; Ngo, L.; Hindman, N.; Wei, J.; Bullock, A.; Bhatt, R.S.; Atkins, M.B.; Pedrosa, I. Tumor necrosis on
magnetic resonance imaging correlates with aggressive histology and disease progression in clear cell renal cell carcinoma. Clin.
Genitourin. Cancer 2014, 12, 55–62. [CrossRef]

16. Yalon, T.; Yalon, M.; Assaf, D.; Lenartowicz, K.; Foster, T.; Lyden, M.; Dy, B.; Bancos, I.; McKenzie, T. Differentiating between
adrenocortical carcinoma and lipid-poor cortical adenoma: A novel cross-sectional imaging-based score. Surgery 2023, 173, 35–42.
[CrossRef]

17. Dwivedi, A.K.; Mallawaarachchi, I.; Alvarado, L.A. Analysis of small sample size studies using nonparametric bootstrap test
with pooled resampling method. Stat. Med. 2017, 36, 2187–2205. [CrossRef]

18. Yee, P.P.; Li, W. Tumor necrosis: A synergistic consequence of metabolic stress and inflammation. Bioessays 2021, 43, e2100029.
[CrossRef] [PubMed]

https://doi.org/10.1210/endrev/bnaa008
https://doi.org/10.1007/s00330-019-06202-y
https://www.ncbi.nlm.nih.gov/pubmed/30993434
https://doi.org/10.1002/bjs.10414
https://doi.org/10.1530/EJE-16-0467
https://doi.org/10.1093/bjs/znad266
https://www.ncbi.nlm.nih.gov/pubmed/38265812
https://doi.org/10.1186/1741-7015-10-100
https://www.ncbi.nlm.nih.gov/pubmed/22950414
https://doi.org/10.1148/radiographics.16.5.8888394
https://www.ncbi.nlm.nih.gov/pubmed/8888394
https://doi.org/10.1097/JTO.0b013e318206a221
https://doi.org/10.1097/00000478-198403000-00001
https://www.ncbi.nlm.nih.gov/pubmed/6703192
https://doi.org/10.1016/j.humpath.2014.11.015
https://doi.org/10.1097/PAS.0b013e31828d387b
https://doi.org/10.1007/s12022-022-09710-8
https://www.ncbi.nlm.nih.gov/pubmed/35288842
https://doi.org/10.1007/s13193-020-01205-4
https://doi.org/10.1016/S2213-8587(20)30218-7
https://www.ncbi.nlm.nih.gov/pubmed/32711725
https://doi.org/10.1016/j.clgc.2013.07.006
https://doi.org/10.1016/j.surg.2022.07.029
https://doi.org/10.1002/sim.7263
https://doi.org/10.1002/bies.202100029
https://www.ncbi.nlm.nih.gov/pubmed/33998010


Curr. Oncol. 2025, 32, 25 12 of 12

19. Hettler, M.; Kitz, J.; Seif Amir Hosseini, A.; Guhlich, M.; Panahi, B.; Ernst, J.; Conradi, L.C.; Ghadimi, M.; Ströbel, P.; Jakob, J.
Comparing Apparent Diffusion Coefficient and FNCLCC Grading to Improve Pretreatment Grading of Soft Tissue Sarcoma-A
Translational Feasibility Study on Fusion Imaging. Cancers 2022, 14, 4331. [CrossRef] [PubMed]

20. Moon, S.W.; Kim, J.J.; Jeong, S.C.; Kim, Y.H.; Han, J.W. Clinical significance of tumor necrosis and viability in non-small cell lung
cancer. J. Thorac. Dis. 2022, 14, 892–904. [CrossRef] [PubMed]

21. Chen, J.; Li, Z.; Han, Z.; Kang, D.; Ma, J.; Yi, Y.; Fu, F.; Guo, W.; Zheng, L.; Xi, G. Prognostic value of tumor necrosis based on the
evaluation of frequency in invasive breast cancer. BMC Cancer 2023, 23, 530. [CrossRef]

22. Yen, Y.H.; Kuo, F.Y.; Eng, H.L.; Liu, Y.W.; Yong, C.C.; Li, W.F.; Wang, C.C.; Lin, C.Y. Tumor necrosis as a predictor of early tumor
recurrence after resection in patients with hepatoma. PLoS ONE 2023, 18, e0292144. [CrossRef]

23. Delahunt, B.; Eble, J.N.; Egevad, L.; Samaratunga, H. Grading of renal cell carcinoma. Histopathology 2019, 74, 4–17. [CrossRef]
[PubMed]

24. van Slooten, H.; Schaberg, A.; Smeenk, D.; Moolenaar, A.J. Morphologic characteristics of benign and malignant adrenocortical
tumors. Cancer 1985, 55, 766–773. [CrossRef] [PubMed]

25. Lippert, J.; Appenzeller, S.; Liang, R.; Sbiera, S.; Kircher, S.; Altieri, B.; Nanda, I.; Weigand, I.; Gehrig, A.; Steinhauer, S.; et al.
Targeted Molecular Analysis in Adrenocortical Carcinomas: A Strategy Toward Improved Personalized Prognostication. J. Clin.
Endocrinol. Metab. 2018, 103, 4511–4523. [CrossRef] [PubMed]

26. Lippert, J.; Fassnacht, M.; Ronchi, C.L. The role of molecular profiling in adrenocortical carcinoma. Clin. Endocrinol. 2022, 97,
460–472. [CrossRef] [PubMed]

27. Garay-Lechuga, D.; Pérez-Soto, R.H.; Hernández-Acevedo, J.D.; Butrón-Hernández, D.; Sierra-Salazar, M.; Pantoja-Millán, J.P.;
Herrera, M.F.; Velázquez-Fernández, D. Computed tomography (CT) scan identified necrosis, but is it a reliable single parameter
for discerning between malignant and benign adrenocortical tumors? Surgery 2022, 171, 104–110. [CrossRef] [PubMed]

28. Pearlstein, S.S.; Conroy, P.C.; Menut, K.C.; Kim, J.; Graves, C.E.; Ruiz-Cordero, R.; Duh, Q.Y. Evaluation of Necrosis as a Diagnostic
and Prognostic Indicator in Adrenocortical Carcinoma. JAMA Surg. 2021, 156, 1173–1174. [CrossRef]

29. Herrmann, L.J.; Heinze, B.; Fassnacht, M.; Willenberg, H.S.; Quinkler, M.; Reisch, N.; Zink, M.; Allolio, B.; Hahner, S. TP53
germline mutations in adult patients with adrenocortical carcinoma. J. Clin. Endocrinol. Metab. 2012, 97, E476–E485. [CrossRef]
[PubMed]

30. Weksberg, R.; Shuman, C.; Beckwith, J.B. Beckwith-Wiedemann syndrome. Eur. J.Hum. Genet. 2010, 18, 8–14. [CrossRef]
[PubMed] [PubMed Central]

31. Raymond, V.M.; Everett, J.N.; Furtado, L.V.; Gustafson, S.L.; Jungbluth, C.R.; Gruber, S.B.; Hammer, G.D.; Stoffel, E.M.; Greenson,
J.K.; Giordano, T.J.; et al. Adrenocortical carcinoma is a lynch syndrome-associated cancer. J. Clin. Oncol. 2013, 31, 3012–3018,
Erratum in: J. Clin. Oncol. 2013, 31, 3612. [CrossRef] [PubMed]

32. Gatta-Cherifi, B.; Chabre, O.; Murat, A.; Niccoli, P.; Cardot-Bauters, C.; Rohmer, V.; Young, J.; Delemer, B.; Du Boullay, H.; Verger,
M.F.; et al. Adrenal involvement in MEN1. Analysis of 715 cases from the Groupe d’etude des Tumeurs Endocrines database. Eur.
J. Endocrinol. 2012, 166, 269–279. [CrossRef] [PubMed]

33. Mazzuco, T.L.; Durand, J.; Chapman, A.; Crespigio, J.; Bourdeau, I. Genetic aspects of adrenocortical tumours and hyperplasias.
Clin. Endocrinol. 2012, 77, 1–10. [CrossRef] [PubMed]

34. Perré, D.S.; Wirowski, D.D.; Schwarz, K. Nebennierentumoren. Allg.-Und Visz. Up2date 2013, 7, 323–350. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.3390/cancers14174331
https://www.ncbi.nlm.nih.gov/pubmed/36077866
https://doi.org/10.21037/jtd-21-1597
https://www.ncbi.nlm.nih.gov/pubmed/35572900
https://doi.org/10.1186/s12885-023-10943-x
https://doi.org/10.1371/journal.pone.0292144
https://doi.org/10.1111/his.13735
https://www.ncbi.nlm.nih.gov/pubmed/30565310
https://doi.org/10.1002/1097-0142(19850215)55:4%3C766::AID-CNCR2820550414%3E3.0.CO;2-7
https://www.ncbi.nlm.nih.gov/pubmed/3967172
https://doi.org/10.1210/jc.2018-01348
https://www.ncbi.nlm.nih.gov/pubmed/30113656
https://doi.org/10.1111/cen.14629
https://www.ncbi.nlm.nih.gov/pubmed/34750847
https://doi.org/10.1016/j.surg.2021.04.042
https://www.ncbi.nlm.nih.gov/pubmed/34183180
https://doi.org/10.1001/jamasurg.2021.3646
https://doi.org/10.1210/jc.2011-1982
https://www.ncbi.nlm.nih.gov/pubmed/22170717
https://doi.org/10.1038/ejhg.2009.106
https://www.ncbi.nlm.nih.gov/pubmed/19550435
https://pmc.ncbi.nlm.nih.gov/articles/PMC2987155
https://doi.org/10.1200/JCO.2012.48.0988
https://www.ncbi.nlm.nih.gov/pubmed/23752102
https://doi.org/10.1530/EJE-11-0679
https://www.ncbi.nlm.nih.gov/pubmed/22084155
https://doi.org/10.1111/j.1365-2265.2012.04403.x
https://www.ncbi.nlm.nih.gov/pubmed/22471738
https://doi.org/10.1055/s-0033-1346693

	Introduction 
	Materials and Methods 
	Patient Demographic and Clinical Data 
	Histological Evaluation 
	Statistical Analysis 

	Results 
	Discussion 
	Conclusions 
	References

