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Abstract

Visualizing a nodule in the liver parenchyma of a patient with chronic liver disease raises the suspicion 
of hepatic malignancy. We report here the case of a 63-year-old female with primary biliary cholangitis 
(PBC) in whom a hepatic pseudolymphoma (HPL) was incidentally detected. This fairly rare lesion mimics 
primary liver cancer, has no speciϐic radiological features, and requires histology for a deϐinite diagnosis. 
This tumor-like lymphoid liver proliferation has been reported in clinical situations with immune-mediated 
inϐlammation including PBC. It can be observed in many organs but very rarely in the liver. The diagnosis of 
HPL should be considered when detecting a liver nodule in a patient with this particular chronic cholestatic 
liver disease.

multidisciplinary team meeting at our institution on August 
25, 2023, for further investigations following the discovery 
of a liver nodule on a routine abdominal echography. She 
had been diagnosed with PBC 7 years earlier based on 
moderately elevated alkaline phosphatase and gamma-
glutamyl transferase serum levels together with positive 
type 2 anti-mitochondrial antibodies at a 1/160 titer. She 
was prescribed ursodeoxycholic acid at a 15 mg/kg daily 
dose, qualiϐied as a responder at one year based on Paris II 
criteria [1], and thus remained at this dosage since. However, 
transient elastography was not performed at this time. She 
was otherwise healthy, without alcohol consumption, and 
reported no family history of cancer. On clinical examination, 
there was no stigmata of chronic liver disease, no xanthelasma 
and the edge of the liver was unremarkable at abdominal 
palpation. Laboratory tests were as follows: normal blood 
count and coagulation time, platelets 229 G/L (N: 150-350), 
serum creatinine 64 umol/l, AST 26 IU/L (N: <35), ALT 31 
IU/L (N:<35), GGT 28 IU/L (N: < 40), alkaline phosphatase 
118 IU/L (N: 35-104), serum bilirubin 10.8 umol/L (N: < 21), 
albumin 42 gr/L (N: 35-46). Tumor markers including alpha-

Introduction
Pseudolymphoma, also named reactive lymphoid 

hyperplasia or nodular lymphoid lesion, is characterized by 
a dense proliferation of polyclonal lymphocytes organized 
in follicles. Such lymphoid lesion is associated with chronic 
inϐlammation as HPL has been observed in various conditions 
including autoimmune diseases and cancers. Anatomical sites 
in which HPL has been described include the gastrointestinal 
tract, lung, or skin, but only rarely the liver. Although accepted 
as a benign lesion without risk of malignant transformation, 
making a deϐinite diagnosis is a major challenge, as the 
distinction between hepatocellular carcinoma and HPL may be 
difϐicult using radiological features only, and histopathological 
examination is therefore required.

The present case of HPL illustrates the difϐiculty in 
characterizing this focal liver lesion in spite of dedicated 
radiological methods and multidisciplinary team discussion. 
Histopathological examination of a biopsy targeting the 
lesion allowed a deϐinite diagnosis. This clinical observation 
underlines the decisive role of histology when facing a nodule 
in a non-cirrhotic liver.

Case presentation
A 63-year-old woman with PBC was referred to our 
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foetoprotein, carcinoembryonic antigen, and CA 19-9 serum 
levels were normal. At abdominal ultrasonography, the liver 
was slightly dysmorphic and a single poorly demarcated 
subcapsular hypoechoic lesion of 16 mm in diameter was 
seen at the junction of segments VI and VII (Figure 1), which 
didn’t demonstrate arterial phase enhancement on injected 
computed tomography (CT scan), and motivated an MRI 
scan to get a full characterization of this liver nodule. On this 
particular imaging technique, the lesion demonstrated low 
intensity on T1-weighted images, slightly higher intensity on 
T2-weighted sequences with a restricted-diffusion pattern, 
and no uptake following injection of gadoxetic acid (Gd-EOB-
DTPA), the most efϐicient radiological method to characterize 
a focal liver lesion. Because these imaging ϐindings could 
not exclude hepatic neoplasia, our multidisciplinary group 
proposed an image-guided liver biopsy targeting the nodule 
and the non-tumoral liver. This procedure was performed 
under light sedation on September 15, 2023, and the patient 
left the hospital on the same day without any relevant 
complications. 

At histology, the non-tumoral liver showed moderate peri-
portal ϐibrosis and inϐlammation around bile ducts consistent 
with Scheuer stage 2 PBC lesions [2]. Examination of the 
nodule (Figure 2) demonstrated small mature lymphocytes 
without atypical features, intermixed with non-necrotizing 
histiocytic granulomatous reaction, focal ϐibrosis, and 
polyclonal plasmocytic inϐiltration. As lymphoma was 
suspected, we decided to perform immunohistochemical 
studies on the biopsy, in order to differentiate between 
benign and malignant inϐiltration of the liver. Both CD3 and 
CD20 are commonly used as speciϐic markers of T and B 
cells, respectively. Thus, the biopsy sections were stained 
using anti-CD3 and anti-CD20 monoclonal antibodies, 
followed by a careful manual count of cells that demonstrated 
immunoreactivity for these two markers. Results showed a 
heterogeneous pattern of distribution with both T lymphocyte 
CD3 + and B lymphocyte CD20 + forming occasional lymphoid 
follicles together with a focal dendritic network. All these 
histological characteristics were consistent with the diagnosis 
of HPL. The risk of lymphoma in PBC is estimated at <1% 

Figure 1: Radiological images
The liver MRI scan demonstrates an 11 mm round-shaped nodule in segment VI of the liver with hypersignal on diffusion-weighted imaging sequences 
and high restriction of diffusion (panels A and B), hypersignal on T2-weighted images (panels C and D). The lesion also shows homogeneous arterial 
enhancement with a washout at the venous phase on gadolinium-enhanced T1-weighted images (panels E and F).
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[3], and malignant transformation of HPL into lymphoma is 
anecdotal [4]. At a follow-up consultation on May 5, 2024, the 
patient was informed that both biological values and transient 
elastography will be proposed annually in the setting of PBC 
surveillance, but a liver cancer surveillance program would 
not be implemented in this chronic non-cirrhotic liver disease. 

Discussion
Primary biliary cholangitis is a chronic cholestatic liver 

disease that may progress to cirrhosis and its potentially 
associated complications include hepatocellular carcinoma 
(HCC). The risk of developing HCC at a pre-cirrhotic stage is low 
[5]. However, the incidence is signiϐicantly higher compared 
to age-matched individuals in a recent large population-based 
study [6]. Still, international guidelines recommend HCC 
surveillance in patients with PBC at a cirrhotic stage [7]. 

In our patient with non-cirrhotic PBC, it was difϐicult to 
minimize the signiϐication of this liver nodule as radiological 
features including a faint enhancement in T2 images, no uptake 
by the liver-speciϐic contrast agent, and a restricted diffusion 
pattern couldn’t formerly exclude a developing primary liver 
neoplasia. Thus, the histopathological diagnosis of HPL was 
unexpected, although anecdotal reports have described this 
lesion in various clinical situations [8] including PBC [4,9,10]. 

Making a diagnosis of HPL is challenging. In a recent series 
of 80 HPL, lesions were predominant in females, unique, and 
less than 2 cm in size [9]. In a retrospective study from China, 
the HPL lesions varied from 0.5 cm to 3 cm in size [11]. Due to 
the variable radiodynamic aspects of the lesions (either hypo- 
or hypervascular) suggesting a primary or metastatic liver 
cancer, almost eight out of ten patients in the report by Inoue, 
et al. [9] were initially misdiagnosed, and histopathological 
analysis was necessary to conϐirm the diagnosis.

Hepatic pseudolymphoma is uncommon, and most 
reported cases demonstrate PBC as a coexistent liver disease 
[4,9,10,12]. The chronic inϐlammation that characterizes this 
cholestatic liver disease and the associated sustained immune 
response may participate in the development of HPL [4]. 

In conclusion, we present here in detail a case of a liver 
nodule in the setting of a chronic liver disease that mimics 
primary liver cancer. In spite of well-conducted contrast CT and 
MRI imaging studies, the diagnosis of HPL may remain elusive 
and often requires histological examination for conϐirmation 
of diagnosis. This clinical observation underlines the decisive 
role of histology when facing a nodule in a non cirrhotic liver 
The diagnosis of HPL should be considered when detecting a 
liver nodule in a patient with PBC.

With regards to the limited number of reported cases 
and the anecdotal risk of malignant transformation of HPL 
[13], detailed information on long-term follow-up of patients 
who didn’t undergo surgical resection would be helpful for 
selecting patients who may require surveillance.

Figure 2: Histological examination
Histological examination of the liver nodule (H&E: haematoxylin-eosin staining) 
shows a dense cellular inϐiltration with mature hyperplastic lymphocytes intermixed 
with non-necrotizing histiocytic granulomatous reaction (A), focal ϐibrosis (B) and 
polyclonal plasma cells aggregates. Immunostaining revealed T CD3+ and B CD20+ 
lymphocytes forming occasional lymphoid follicles with focal follicular dendritic 
CD21+ network.
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