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a b s t r a c t 

Hepatocellular carcinoma is an aggressive tumor that typically metastasizes to the lungs, 

abdominal lymph nodes, and bones. The presence of mediastinal lymph node metastases 

is a rare and unusual clinical situation, associated with a poor prognosis. We report the case 

of a patient with cirrhosis secondary to treated hepatitis C, in whom hepatocellular carci- 

noma was discovered without extrahepatic spread, except for the presence of mediastinal 

lymphadenopathy. Biopsy of these nodes, performed via endoscopic ultrasound-guided fine 

needle biopsy through the oesophagus, confirmed that they were indeed metastatic medi- 

astinal lymph node metastases from HCC. This finding shifted the therapeutic approach 

from curative treatment to systemic therapy. 

© 2024 The Authors. Published by Elsevier Inc. on behalf of University of Washington. 

This is an open access article under the CC BY-NC-ND license 

( http://creativecommons.org/licenses/by-nc-nd/4.0/ ) 

 

 

 

 

 

 

 

 

 

 

 

Introduction 

Hepatocellular carcinoma (HCC) is one of the major cancers
in the world [ 1 ]. Lymph nodes, commonly regional lymph
nodes, are the second most common sites of extra hepatic
HCC spread. Mediastinal lymph node metastasis from HCC is
a rare distant extra hepatic spread, occurs in approximately
4% to 5% of patients and represents poor prognosis [ 1 ,2 ]. 
Abbreviations: AFP, alpha-fetoprotein; EUS, endoscopic ultrasound; B
HCV, Hepatitis C virus; LPA, left pulmonary artery; RA, right atrium. 
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Case report 

We report the case of a 55-year-old male patient with no
significant medical history. The patient presented 18 months
ago for the management of hepatitis C virus (HCV) infection
in the context of compensated advanced chronic liver disease,
with elastography measuring 16 kPa. Management involved a
12-week course of sofosbuvir-velpatasvir treatment, resulting
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Fig. 1 – Axial sections of postcontrast hepatic CT showing hepatocellular carcinoma in segment IV (arrows), which is hyper 
vascular in the arterial phase (A) with washout in the portal phase (B). 

Fig. 2 – Axial sections of postcontrast hepatic CT showing mediastinal lymphadenopathies (arrows), in the 4R (A) and the 7 
(B) lymph node chains. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

rafenib. 
in a negative HCV PCR 12 weeks post-treatment. Follow-up
included biannual surveillance with screening ultrasounds
and alpha-fetoprotein (AFP) monitoring, along with carvedilol
due to clinically significant portal hypertension (elastography:
16 kPa + platelets: 48,000/mm ³). 

Eighteen months later, the patient reported a 7 kg weight
loss over 2 months. Clinical examination revealed a patient in
good general condition, with an ECOG performance status of
0 and a BMI of 19 kg/m ². AFP levels were elevated at 90 ng/mL,
and the screening ultrasound revealed a hypoechoic nodule in
segment IV measuring 30 mm at its largest dimension. Hep-
atic angio-CT revealed 2 liver lesions, one in segment IV mea-
suring 35 mm × 27 mm and another in segment III measur-
ing 10 mm × 8.5 mm, both with vascular characteristics typi-
cal of HCC ( Fig. 1 ), and no signs of vascular invasion or portal
vein thrombosis. The staging workup revealed heterogeneous
necrotic mediastinal lymph nodes in stations 4R, 7, and 8, with
the largest node in station 7 measuring 19 mm in its short axis
( Fig. 2 ). 
Given the unusual presentation of metastatic mediasti-
nal lymphadenopathy from HCC, the prevalence of tubercu-
losis in our country, and the increased risk of lymphoma as-
sociated with HCV, a transesophageal endoscopic ultrasound
(EUS) was performed. This confirmed the findings of the stag-
ing workup, and a fine-needle biopsy was performed on the
subcarinal lymph node ( Fig. 3 ). Histology revealed a poorly
differentiated carcinomatous process with solid architecture,
composed of large polygonal cells with round or oval nu-
clei, dense and heterogeneous chromatin, nucleoli, and abun-
dant eosinophilic cytoplasm. There was no evidence of vas-
cular emboli or perineural involvement. Immunohistochem-
istry showed focal positivity for anti-CK7 antibodies (clone OV-
TL12/30, DAKO), confirming a diagnosis of a metastatic lymph
node from moderately differentiated HCC ( Fig. 4 ). 

Based on these findings, the HCC was classified as ad-
vanced stage, corresponding to BCLC stage C. The multidis-
ciplinary team decided to initiate systemic therapy with so-
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Fig. 3 – (A) EUS image showing mediastinal lymph node in the subcarinal station. (B) EUS guided fine-needle biopsy. 

Fig. 4 – Histological image showing poorly differentiated carcinomatous process corresponding to metastatic hepatocellular 
carcinoma in mediastinal lymph node. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Discussion 

HCC is among the most aggressive cancers, with extrahepatic
metastases frequently present at the time of initial diagnosis
[ 3 ]. The most common sites of extrahepatic metastases from
HCC are the lungs, abdominal lymph nodes, and bones [ 4 ].
Multiple clinical investigations, along with an autopsy study,
have reported the incidence rates of metastases in HCC. These
studies indicate that metastases commonly occur in the lungs
(55%), lymph nodes (53%), bones (38%), and adrenal glands
(15.4%) among patients with extrahepatic metastases [ 3 ]. Fur-
thermore, HCC patients with lymph node metastasis exhibit
a significantly poor prognosis, which is closely due to reduced
survival rates and an elevated risk of tumor recurrence [ 3 ,5 ]. 

Patients with HCC who develop lymph node metastases
generally have a poor prognosis. The overall survival rates at
1, 3, and 5 years are reported to be 65%, 32%, and 21%, respec-
tively [ 6 ]. According to Katyal et al. [ 7 ] the occurrence of HCC
metastasis to the mediastinal lymph nodes is approximately
4.7%, with a specific rate of 0.7% for paratracheal lymph nodes.
Delayed diagnosis of mediastinal lymph node involvement
can lead to severe complications, as hypervascular HCC has
the potential to invade significant blood vessels or airways in
the mediastinum, which may result in life-threatening hem-
orrhage or suffocation [ 8 ]. 

Lymph node metastases from HCC are believed to spread
to the mediastinum through 3 pathways. The first pathway
leads from the left side of the liver to parasternal or subcari-
nal lymph nodes via the anterior phrenic lymph nodes. The
second pathway extends to parasternal or paratracheal lymph
nodes through the hepatic falciform ligament. The third path-
way runs from the right side of the liver to paratracheal lymph
nodes via the right triangular ligament [ 9 ]. In our case the sec-
ond pathway is the most likely situation given the location of
the HCC in the segment IV. 
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When evaluating lymphadenopathy, it’s crucial to keep in
mind that patients with HCC frequently have hepatitis and/or
cirrhosis, conditions often linked to reactive lymphadenopa-
thy. Features such as increased vascularity, heterogeneity, and
central necrosis should prompt suspicion of malignancy. [ 2 ]
In our case we performed a histological study of mediastinal
lymph node after EUS guided FNB to confirm the histological
features. 

The presence of mediastinal lymph nodes is considered
an extrahepatic spread, defining an advanced stage of HCC
(BCLC-C) in patients with preserved liver function. These pa-
tients should be evaluated for systemic therapy [ 10 ]. 

Conclusion 

In conclusion our case reports a rare situation of mediasti-
nal lymph node metastasis from HCC proven by histological
sampling guided by endoscopic ultrasound occurring in pa-
tient with good general condition and preserved liver func-
tion, which changed the prognosis for our patient from cura-
tive treatment to palliative care. 

Patient consent 

Written informed consent for the publication of this case re-
port was obtained from the patient. 
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