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Hepar Lobatum Carcinomatosum: Risk of Underestimated 
Progression in a Triple Negative Metastatic Breast Cancer

Case Report
Published: 10 Jun, 2022

Abstract
A 49-year-old woman with metastatic triple-negative breast cancer with liver metastasis died, during 
her systemic chemotherapy treatment of a liver dysfunction (hepatic cytolysis, portal hypertension 
and hepatic dysmorphism) despite clear decrease in metabolism on PET-CT images. This patient 
suffered from a Hepar Lobatum Carcinomatosum (HL) or pseudocirrhosis which is an acquired 
non-cirrhotic major hepatic dysmorphism mostly observed during systemic treatments of liver 
metastatic breast carcinoma patients. Sinusoidal obstruction syndrome is the main mechanism of 
HL. The radiological aspect is well described in the literature unlike the metabolic aspect on PET-CT 
images as presented here with a confusing partial metabolic response.

Introduction
Hepar Lobatum (HL) is an acquired non-cirrhotic major hepatic dysmorphism. Initially 

described in hepatic tertiary syphilis [1,2], HL remains rare and is currently mostly observed during 
systemic treatments of liver metastatic breast carcinoma patients, but also in other solid metastatic 
tumors [3-6]. Thus, HL is currently called HL carcinomatosum or pseudocirrhosis. HL cause clinical 
worsening despite systemic treatment of the cancer, with liver failure and portal hypertension [7,8] 
leading to rapid death. In this article, we will report the case of a young woman with triple-negative 
metastatic breast cancer who experience fatal HL carcinomatosum during second line of metastatic 
systemic treatment.

Case Presentation
A 49-year-old woman, without BRCA1/2 mutation, was diagnosed in January 2020 with a 

non-specific infiltrating breast carcinoma. Clinical staging was T3N1M0. Axillary involvement was 
cytologically confirmed. PET-CT showed no evidence of distant metastases. Biopsy histological 
report reveals a highly proliferative triple negative breast cancer (Scarff-Bloom-Richardson grade 3, 
Ki-67 proliferation index of 80%). Based on multidisciplinary meeting decision, this young patient 
was treated with sequential neoadjuvant chemotherapy: 4 cycles of dose-dense EC (epirubicine 90 
mg/m2 and cyclophosphamide 600 mg/m2 every two weeks) followed by 12 weekly paclitaxel (80 
mg/m2) from February 2020 to July 2020. Breast conserving surgery with lymph node dissection 
revealed pathological complete response both in the breast and the axilla. Adjuvant radiotherapy on 
the tumor bed and supraclavicular lymph node areas was performed from September to November 
2020. She was then one active surveillance with trimestral clinical and biological check-up. This 
patient experienced intense abdominal pain during her 2021 summer holiday abroad. When she 
came back, biological and radiological work-up revealed a potential hepatic relapse with visceral 
crisis. Cytolysis was 10 times Upper Normal Limits (UNL) and associated with cholestasis and 
increased bilirubin up to 36 µmol/L. Multiples secondary lesions of both hepatic lobes associated 
with hypermetabolic retroperitoneal adenopathy, were seen on PET-CT without obvious biliary 
tract distension (Figure 1A). Biopsy of a suspected liver secondary lesion confirmed the relapse of 
the breast cancer with identical IHC characteristics (estrogen receptor 0%, progesterone receptor 
0%, HER2 IHC scores 1+). Patient was immediately hospitalized to start a first line of systemic 
treatment with carboplatin in monotherapy (AUC 5) given the visceral crisis. After 2 cycles, physical 
examination revealed massive ascites with mucocutaneous icterus. Biological liver function was 
worsening with a cytolysis 12 times UNL and a total bilirubin dosed at 62 µmol/l. A second line 
of chemotherapy with 5-FUpc (continuous treatment at 300 mg/m2 for 3 weeks, every 4 weeks) 
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was started in emergency - due to the deterioration of the general 
condition - and corticosteroids increased. After 2 months of 5FU-
pc, patient experienced acute asthenia (ECOG-performance status 
2) and worsening of the ascites. Liver dysfunction improved with 
a decrease total bilirubin to 35 µmol/L and a reduced cytolysis at 9 
times UNL. PET scanner was in favor of a partial metabolic response 
with a decrease in the heterogeneity of hepatic parenchyma uptake 
in particular in the right liver and almost completes radiologic and 
metabolic regression of the retroperitoneal adenopathy (Figure 1B). 
However, an increase in peritoneal effusion was observed. It was then 
decided to continue 5FUpc and add metronomic endoxan (50 mg/
day) in order to improve efficacy. A month later (less than 6 months 
after diagnosis of metastatic disease), the clinical situation deteriorates 
with a performance status of 3, appearance declivity edema, increased 
abdominal ascites requiring weekly punctures. The ascitic liquid 
was analyzed: The total protein level was 13 g/L, which suggested 
transudative ascites due to the presence of portal hypertension, 
even if, cytology of the ascitic fluid also revealed carcinomatous cells 
compatible with a mammary origin. However, PET-CT found a 
complete morpho-metabolic response of liver metastasis compared to 
the previous FDG PET and CT scan. CT sequences of PET-CT shows 
an apparent tumor regression of all liver metastases and progressively 
revealed a heterogeneous liver parenchyma with regional changes 
(segmental hypertrophy involving segment I and atrophy of the right 
lobe), ascites and signs of portal hypertension (Figure 1C). After 
multidisciplinary discussion, it was concluded a Hepar Lobatum 
carcinomatosum. Additional work-up (liver MRI or biopsy) was not 
permitted due to the rapid patient's condition deterioration who died 
few days after the last PET-CT of liver failure with encephalopathy.

Discussion
Even if liver is a frequent site of metastasis development in 

breast cancer patients, carcinomatous cirrhosis remains rare. In 
this observation, the diagnosis of HLC was retained in view of 
the association of breast cancer with hepatic metastases under 

chemotherapy, and rapid onset of hepatic dysmorphism, portal 
hypertension and clinical deterioration. There was no history of 
alcohol abuse, metabolic syndrome or viral hepatitis. In retrospective 
cohorts, ascites was demonstrated in 68%, portal hypertension in 
11%, and splenomegaly in 8% of patients with HLC [9]. As in other 
case reports, the histological diagnosis is missing due to clinical 
deterioration of the patient, although the biopsy seems essential for 
such diagnosis [10-14]. Here, the diagnosis was initially difficult 
because of the discrepancy between a complete hepatic metabolic 
response and the appearance of hepatic dysmorphism with rapid 
deterioration of the clinical state. Histologically, the most frequently 
type of breast cancer associated to HLC is invasive ductal carcinoma 
and triple negative specificity [9]. The appearance corresponds to a 
Sinusoidal Obstruction Syndrome (SOS) [10-13]. Indeed, metastatic 
invasion of portal venules by tumor cells and tumor extension into 
the sinusoids with perivascular fibrosing desmoplastic reactions have 
been observed in other cases of HLC [15]. SOS could be responsible of 
heterogeneous liver perfusion with hepatic atrophy [16]. Anti-cancer 
treatments (alkyling agents [i.e., carboplatin], anti-metabolites [i.e., 
5FU] have also been reported to be associated with SOS [17,18]. 
Objective imaging of major capsular retractions developed rapidly 
(less than 3 months), in our case, as described in the literature [9,17]. 
Indeed, the most frequent radiological signs of HLC described 
are nodular hepatic contour (98%), capsular retraction (83%), 
caudate lobe enlargement (67%) and segmental or lobar volume 
loss (62%) [19]. In a retrospective analysis of 374 metastatic breast 
cancer patients, Oliai demonstrate that 55% of patients with liver 
metastasis will developed pseudocirrhosis CT signs and that 100% of 
patients with pseudocirrhosis had liver metastases, even if some of 
them seems occults at the initial diagnosis [9,17]. HLC is negative 
prognostic factor with an overall survival in all types of breast cancer 
of 69 months vs. 189 months in presence of liver metastasis without 
HLC evolution [9]. In the literature, HLC often occurs in heavily 
pretreated patients, which is not the case of our patient [9]. There is 
really limited data in the literature regarding the associated metabolic 
response as described. The metabolic response described in this case, 
can potentially be explained by fibrous replacement of cancerous 
tissue. Sass et al. reported results regarding the role of PET-CT scan 
in the liver of a patient with autopsy evidence of diffuse infiltration 
by tumor cells. In their case of diffuse desmoplastic metastatic breast 
cancer simulating cirrhosis, PET-CT scans showed inhomogeneous 
uptake consistent with cirrhosis, but no focal areas of increased 
uptake suggestive of FDG-avid malignancy [15]. Moreover, there 
is no specific treatment described because of the rapid death apart 
from palliative treatments such as TIPS (Transjugular Intrahepatic 
Portosystemic Shunt) [20].

Conclusion
HL is rare but life-threatening evolution of the disease. It requires 

increased morphological monitoring of the liver parenchyma in 
patients with liver metastases from breast cancer. This case report 
illustrates the need to remain attentive to the clinical and radiological 
data despite a complete metabolic response on the PET scanner. 
Given the frequency of pseudocirrhotic lesions in patients with liver 
metastases and the dramatic prognosis, it is necessary to identify the 
first signs, to supplement with examinations such as biopsy and MRI 
and to quickly adapt the treatment.
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