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Abstract

Hepatic incidentalomas are incidentally lesions detected during
investigations for other pathologies. We describe a pre-dialysis kidney
failure male patient case. During abdominal ultrasound exam, two
hypoechoic lesions were found. The non-univocal results of contrast
enhancement ultrasound and magnetic resonance suggested the
diagnosis of hepatic adenoma, but required further examinations.
The liver biopsy showed cellular atypia compatible with both hepatic
adenoma and differentiated hepatocellular carcinoma. Transient
elastography indicated the absence of significant fibrosis. According
to this data, we have leant towards benign hepatic lesions, because
the presence of hepatocarcinoma in a non-cirrhotic liver is unlikely
to be verified.
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Introduction

The liver incidentaloma is increasingly found in
asymptomatic patients during investigations for other pathologies
[1]. The main hepatic solid lesions can be distinguished into
benign lesions (including angioma, focal nodular hyperplasia
and adenoma) and malignants, like Hepatocellular Carcinoma
(HCC). In some cases, it is not easy to differentiate the two types

of lesion.

Benign hepatic lesions are found in 20-50% of cases [2-
3]. The Hepatocellular Adenoma (HCA) is a rare benign tumor that
develops in non-cirrhotic patients. There is a known link with the
use of oral contraceptives in women or glycogen storage [4]; HCA
in male is rare; it is also associated with metabolic syndrome or
anabolic treatments [5-6]. Usually, it’s a single and variable size
mass located in the rightlobe in the subcapsular. Histologically, it’s
characterized by the loss of normal lobular hepatic architecture
cords of normal or slightly atypical hepatocytes, with high
glycogen and fat content in absence of bile ducts and Kupffer cells
and often intratumoral haemorrhage [2].

At ultrasound, the adenoma appears as an iso-
hypoechoic lesion; the Doppler shows a peculiar abundant
peripheral vasculature, arterial and venous, and intratumoral
vascularity of venous type [7]. It is also reported the possibility
of a malignant lesion transformation with a variable incidence;
this possibility seems to be associated with the subtype of
mutate (-catenin or a large size of lesion [8-9]. However, some
features contrastographic detectable by diagnostic tests, making
it sometimes difficult to distinguish from well-differentiated HCC
[10].

Case report

A 33-years-old Italian man, with a Body Mass Index
(BMI) of 26 Kg/m? came to our observation for nephrologic
follow-up.

The patient is suffering from membranoproliferative
glomerulonephritis type I, diagnosed when he was 20 by kidney
needle biopsy. He is currently in pre-dialysis for a chronic kidney
disease stage V, according to Kidney Disease- Improving global
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outcomes (K/DIGO).

During hospitalization, the patient underwent an
abdomen ultrasound, that incidentally detected two liver-
occupying lesions on the II (hypoechoic) and VIII segment
(isoechoic with hypoechoic flange), respectively of 47 mm and 69
mm (Figure 1). Routine laboratory investigations were normal.
The liver function tests were within the normal range, with the
exception of GGT (>150 U/L). Serum hepatitis viral markers were
negative. Tumor markers, including carcinoembryonic antigen,
a-feto-protein and carbohydrate antigen 19-9, were in the normal
range.
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Figure 1: Hypoechoic lesion on the Il hepatic segment, diameter 47 mm
(1a); isoechoic with hypoechoic flange lesion on the VIII segment, diam-
eter 69 mm (1b).

We performedaContrastEnhancementUltrasonography
(CEUS) with sulphur hexafluoride microbubbles (SonoVue®,
Bracco, and Milan, Italy) to better investigate the features of
those lesions. An early arterial enhancement (15-20 seconds)
was found, with a portal wash out of about 80-90 seconds for
the VIII segment lesion, and a late wash out (> 120 seconds)
for the II segment lesion (Figure 2-3). The vascular dynamics
suggested the presence of two primitive hepatic lesions, probably
benign, compatible with adenoma. To better address the nature
of the lesions the patient underwent to a percutaneous liver
biopsy. So, with a 16 mm needle (modified Menghini needle®,
Biomedical) we proceeded with an ultrasound-guided biopsy
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of the II segment lesion. Unfortunately, the VIII segment lesion
was poorly accessible for the biopsy. The histological analysis
demonstrated the presence of a well differentiated liver neoplasia.
The tumor cells expressed the following immunophenotypes:
CK7, CK20, CEA, CD34, glypican. The B-catenin signal was not
nuclear achievement. However, the report concluded that it
was not possible to differentiate between adenoma and well-
differentiated HCC and suggested to match clinical and laboratory
data.
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Figure 2: Early arterial enhancement (06-15 seconds), in the Il segment
lesion (2a), and VIII segment lesion (2b)

Due to the inconclusiveness of the hystological report, a
second level imaging test was performed. Given the impossibility
to administer gadolinium, because of the severe renal
insufficiency, the patient underwent the Magnetic Resonance
(MRI) without contrast agent. MRI report described a normal
volume liver with homogeneous signal intensity and the presence
of two coarse expansive formations, one of which localized to the
[I-1IT segments (64 x 43 mm) in partial exophytic development
from the profile of the organ, while the other localized at the VIII-
VII segment (66 x 44 mm) in close proximity to the right branch
of the portal vein and inferior vena cava (IVC) compression.
These formations showed a hyperintense signal intensity on T2
and hypointense on T1 (Figure 4). It should be noted that the
formation of the VIII-VII segment showed signal characteristics
suggestive of increased necrotic component.
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Figure 3: Portal wash out of the Il segment lesion (3a) and VIII segment
lesion (3b)

To get a rough estimate of the level of fibrosis, a non-
invasive measurement of the liver stiffness was conducted using
the Fibroscan® device. Transient elatography showed liver
stiffness of 6.5 Kpa, compatible with the absence of significant
fibrosis (<F2 Metavir). It was required specialist expertise of the
hepatologist who advised counseling c/o Transplant Center to
evaluate the opportunity of a double transplant (liver/kidney);
or, alternatively, the possibility of surgical resection and control
of chronic renal failure with dialysis treatment. The patient
refused liver/kidney transplant and we performed a monitoring
of hepatic lesions. After one year there was no change in the
number and size of both lesions.

Discussion

The hepatic adenoma is a typical lesion of the females
linked to the acceptance of oral contraceptives; rarely, it occurs
in males and it appears linked to steroid use, obesity or glycogen
storage disease. The singularity of our case is represented by the
fact that the patient had none of these predisposing factors. In
particular, we noted the absence of significant metabolic defects
(hyperlipidemia, increased CPK, fasting blood glucose, uric acid
alterations). Moreover, the presence of advanced renal failure
has placed the diagnostic deepening problems. In fact, it was
not possible to do Computed Tomography (CT) scan or MRI with
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Figure 4: MRI of the Il segment lesion (4a) and VIII segment lesion (4b)

contrast agents because of renal failure and only one of the two
lesions allowed safe access for liver biopsy.

CEUS showed two lesions with early
hypervascularization (15-20 sec) and different timing in the
wash-out: namely the lesion of the second segment showed
a wash-out around 80 seconds, while that of the seventh 120
seconds. Some studies have placed focus on the timing of the
wash out to differentiate the HCC from other malignant lesions
(such as cholangiocarcinoma, lymphoma); in particular, an
earlier wash-out (< 55 sec) has been associated with malignancy
not due to HCC [11]; in addition, it has been shown that HCA have
a a rapid and homogeneous enhancement and showed a slow
wash-out pattern in the arterial phase on CEUS, with subcapsular
tortuous arteries [12-13]. Nevertheless, the HCA and also the
focal nodular hyperplasia may have similar characteristics to a
well differentiated HCC at all stages of CEUS and a late wash-out
may be more an expression of a well-differentiated HCC [14].
The biopsy of the lesion was unfortunately not conclusive, as the
histological analysis did not allow addressing whether the lesion
was and adenoma or an HCC thus.

HCC usually arises on a cirrhotic liver or with a fair
degree of fibrosis in chronic liver disease. For this reason, we
proceeded with transient elastography to estimate fibrosis;
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the liver stiffness value of less than 7 kilopascals rules out
the presence of significant fibrosis, especially cirrhosis. This
procedure is now considered of high accuracy in the detection of
cirrhosis and severe fibrosis [15-16].

The exam demonstrated that the two lesions were
developed in a substantially healthy liver. The follow up of the
patients revealed that the lesions did not change in number and
size; that no deterioration of liver function occurred, supporting
the hypothesis that both nodules were benign liver lesions.

The management of a patient with dual HCA is based on
the assessment of the risk of complications. In particular, three
studies of patients undergoing to surgery for adenoma, found
a low but significant percentage of malignance. This event was
associated with male gender associated with metabolic syndrome,
the mutation of (3-catenin and the increase of alpha-fetoprotein.
Instead, complications, such as hemorrhage, appeared related to
the size (> 5 cm), and to teleangiectatic hepatocellular adenoma,
a subcategory of inflammatory HCA [17-20]. In accordance with
the American College of Gastroenterology Clinical Guideline for
diagnosis and management of focal liver lesions, we decided
to follow potential changes of the lesions over the months, as
the patient presented high risk of complications for the size
(bleeding) and low risk of malignancy for the male gender, and
the low expression of (-catenin [21].

The patient, also in consideration of its will, did not
undergo surgery and is still monitored with ultrasound.

The histological sample allowed evaluating the
immunohistochemical characteristics, and genetic molecular
expression must enable to identify the subtype of HCA and
provide an optimal clinical management [22]. Nevertheless, as
in our case, the histologic sample could provide atypical aspects
difficult to be interpreted. The Il level radiological finding like the
CEUS ensures a good accuracy similar to CT to characterize the
focal liver lesion, as showed in several papers [23-24].

Conclusion

By now, the importance of non-invasive procedures
(Transient elastography and ultrasound) has been recognized.
These are used as supportive techniques or as alternative to
second and third level instrumental techniques in the initial
evaluation of the patient and in monitoring over time. In our
case, the HCA diagnosis remained controversial, and the patient’s
management is focused on the short-distance clinical monitoring.
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