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A case of cryptogenic pseudocirrhosis causing acute liver failure:
when clinic and radiology work together
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ABSTRACT

It is known that a wild spectrum of hepatic manifestations can be common presentations of metastatic breast cancer. Pseudo-
cirrhosis pattern has been often described as almost always secondary to systemic chemotherapy and it is defined by morpho-
logical liver changes that mimic cirrhosis including capsular retraction, nodularity, parenchyma atrophy and caudate lobe,
radiologically identifiable. Acute liver injury is an occasional complication in oncologic patients, and it outlines an organ failure
when there is evidence of encephalopathy and coagulopathy (international normalized ratio >1.5) in the absence of pre-existing
liver disease, with an illness of <26 weeks duration. The two most common etiologies are leukemia/lymphoma followed by
breast cancer but also in this case, liver is involved almost always after chemotherapy, hormonotherapy or radiotherapy. Here
we present a case of rapid evolving acute liver failure presented as cryptogenic pseudocirrhosis without any evidence of primitive

breast cancer but an incidental demonstration.

Introduction

It is known that a wild spectrum of hepatic mani-
festations can be common presentations of metastatic
breast cancer.! Pseudocirrhosis pattern has been often
described as almost always secondary to systemic
chemotherapy and it is defined by morphological liver
changes that mimic cirrhosis including capsular retrac-
tion, nodularity, parenchyma atrophy and caudate
lobe, radiologically identifiable.>?

Acute liver injury is an occasional complication in
oncologic patients, and it outlines an organ failure when
there is evidence of encephalopathy and coagulopathy
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[international normalized ratio (INR) >1.5] in the ab-
sence of pre-existing liver disease, with an illness of
<26 weeks duration. The two most common etiologies
are leukemia/lymphoma followed by breast cancer* but
also in this case, liver is involved almost always after
chemotherapy, hormonotherapy or radiotherapy.

Here we present a case of rapid evolving acute
liver failure presented as a cryptogenic pseudocirrho-
sis without any evidence of primitive breast cancer but
an incidental demonstration.

Case Report

A 46-year-old otherwise healthy woman came to
our emergency department for one-month lasting
worsening abdominal pain. At clinical examination of
the abdomen, we suspected the presence of ascites and
the patient referred hyperchromic urine, normocholic
stool and itch. She reported taking contraceptive pill;
she denied alcohol consumption and previous blood
test showed normal lipidemic profile. Before the ad-
mission to our department, chest X-ray (resulted nor-
mal) and abdominal ultrasound were performed and
ascites was confirmed. The liver structure was sugges-
tive for cirrhosis like subversion of the parenchyma
with pseudonodular areas without intra- or extra-he-
patic bile ducts dilatation (Figure 1). An hypoe-
chogenic area was found in the uterus, but it was
ascribable to a recent myomectomy, performed few
months before. Blood tests showed sign of cholestasis
(total bilirubin 3.3 mg/dL, direct bilirubin 1.10,
gamma-glutamyltransferase 192 U/L, alkaline phos-
phatase 271), alanine transaminase 68 U/L, aspartate
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transaminase 122 U/L and signs of liver failure (INR
1.5, albumin 26.1 g/L, cholinesterase 4.414 U/L, am-
monium 64 memol/L). Inflammatory markers were in-
creased (erythrocyte sedimentation rate 66 mm/h,
C-reactive protein 62 mg/L, procalcitonin 0.86
ng/mL). In order to rule out infective causes we
searched for major and minor hepatitis virus (hepatitis
A, B, C and E, cytomegalovirus and Epstein-Barr
virus), HIV, Echinococcus and Entamoeba but serolo-
gies were negatives. A neoplastic etiology strength-
ened, so we asked for a total body contrast
computed-tomography (CT) that did not show any
thoracic or mediastinal lesion, including normal nodes
profile; abundant ascites was confirmed and it was
highlighted peritoneal diffusion throw thoracic di-
aphragm. Liver appeared subverted like in cirrhosis,
with several focal points suspected for neoplasm. Intra
and extra hepatic bile ducts were regular and not di-
lated and there was no bone metastasis. We still sus-
pected the uterus to be involved because of the
presence of multiple focal lesions, however transvagi-
nal ultrasound confirmed just a fibromyomatosis. An
esophagogastroduodenoscopy was performed and it
was normal. At this point, the main suspicion was a
bile duct neoplasm or a primitive liver cancer so we
performed a magnetic resonance cholangiopancre-
atography but cholangiography sequences were not di-
agnostic due to the patient’s noncompliance and the
consistent ascites effusion. Anyway, a desmoplastic
reaction in the liver parenchyma was better docu-
mented, once again in the absence of bile duct dilata-
tions, no pancreas, kidney or nodal involvement.
Surprisingly in the thoracic scans, several vertebral le-
sions were showed together with two spiculated left
breast lesions (6 and 10 mm) with contrastographic
enhancement. Considering the complexity of the case,
we dosed neoplastic markers, confirming the possibil-
ity of a primary breast cancer (Ca 15-3: 9407, Ca 125:
1.267, CEA: 11, Ca 19-9: 4). Meantime we performed
a liver biopsy, which gave us the chance to make di-
agnosis of glandular neoplasm with sclerosis (Figures
2 and 3) (CK7 positive, HSA and CD10 negative). Un-
fortunately, the patient died the day before breast
biopsy for the complication of an elapsing sepsis.

Discussion

Pseudocirrhosis is a radiological diagnosis describ-
ing diffuse hepatic nodularity in the absence of a pri-
mary reasonable etiology and without histopathological
confirmation of cirrhosis.

Breast cancer with liver metastasis treated with
chemotherapy, hormonotherapy or radiotherapy is the
most commonly reported cause of pseudocirrhosis?
but this has also been reported in association with
other metastatic diseases, including pancreatic cancer,
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colon cancer, medullary thyroid cancer, and
esophageal cancer.>

Neoplastic pseudocirrhosis developed without any
kind of specific therapy, has been rarely reported as a
complication during breast disease progression;®’
searching on Medline, there is just another reported
case of cirrhosis-like first presentation and post-
mortem primitive cancer diagnosis.'’

In both cases a desmoplastic reaction surrounding
infiltrating hepatic metastatic masses leads to com-
plication from portal hypertension, that is the most
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common presentation also in after-therapy hepatic
involvement.?

Pathophysiology is still unclear: cancer stem cells
can acquire metastatic ability and by recruiting vascu-
lar endothelial growth factor receptors-positive hemo-
poietic progenitor cells, they could create
premetastatic niches in target organs, rich in fi-
bronectin.!! In those cases, presented after chemother-
apy, it is assumed that the hepatotoxic effect of
systemic chemotherapy or a response to chemotherapy
by tumor tissues lead to nodular regenerative hyper-
plasia, compression, atrophy through tumor shrinkage,
and finally fibrosis.® It is important to highlight that
nowadays there is no correlation between a specific
drug class and the chance of developing pseudocirrho-
sis.’ More studies are needed to clarify the underlying
mechanisms.

In our patient the most important clinical feature
was a rapidly evolving liver failure, which required a
rapid diagnosis. Most reported cases of acute liver fail-
ure from metastatic breast cancer are reported in pa-
tients with history of known and treated breast
cancer.'2 Moreover our challenge was made more dif-
ficult since our patient had no nodes involvement, and
this strengthened the suspicion of a ductal or hepatic
primitive disease. The radiological evidence of peri-
toneal diffusion through thoracic diaphragm, could
suggest a specific metastatic pattern,'> which is not de-
scribed in other comparable reported cases. In patients
without any prior history of cancer, acute liver failure
of indeterminate etiology can dangerously delay diag-
nosis, often ending with patient’s death. In this setting
histopathological examination and positron-emission
tomography-CT may be helpful if driven by clinical
suspicion.

Conclusions

This case wants to focus clinicians’ attention on
cryptogenic cirrhosis and acute liver failure of un-
known etiology, pointing out the importance of an in-
terdisciplinary management of complex cases, with
special regard to radiologist and pathologist. More
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studies are needed to clarify the mechanism of this
particular setting of metastasis in the history of prim-
itive breast cancer.
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