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Background: Cutaneous metastasis is rare in clinical practice, especially that from primary hepatocellular carcinoma (HCC), which is
even rarer.

Case Presentation: This report describes a male patient with HCC with cutaneous metastases to the nasal tip. The patient developed
a raised nodule at the nasal tip 5 years after surgery for HCC, with surface ulceration and crusting and no obvious symptoms.
Abdominal computed tomography (CT) showed an obvious mass in the liver. The skin lesions on the nasal tip were confirmed to be
cutaneous metastasis of HCC by histopathological and immunohistochemical examinations.

Conclusion: The incidence of cutaneous metastasis of HCC is extremely low, and nasal tip cutaneous metastasis of HCC has no
specific clinical manifestations; therefore, it needs to be distinguished from rosacea rhinophyma, fungal and atypical mycobacterial
infections, tumours of vascular origin, and tumours of skin appendages that occur in the nasal tip and is prone to misdiagnosis and
missed diagnosis, thus requiring clinical dermatologists and otolaryngologists to be aware of such metastasis.
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Introduction

Primary hepatocellular carcinoma (HCC) is a malignant tumour originating from hepatocytes in the liver. It is the sixth
most prevalent malignant tumour in the world and often metastasizes in later stages. The common metastasis routes of
HCC include haematogenous metastasis, lymphatic metastasis, implantation metastasis and direct infiltration, with
haematogenous intrahepatic metastasis being the earliest and most common. HCC cells can enter the systemic circulation
after invading the hepatic vein and cause distant metastasis outside the liver. The incidence of lung metastasis is highest,
followed by metastasis to the adrenal glands, bone, and ovaries. Cutaneous metastasis is relatively rare,' and occurs in
about 0.8-2.7% of HCC cases.” This report describes a case of HCC with cutaneous metastases on the nasal tip. The
patient was diagnosed with HCC 3 years ago and underwent surgery. Recently, a raised nodule appeared at the nasal tip,
accompanied by surface ulceration and crusting, which was confirmed by a pathological examination to be cutaneous
metastasis of HCC. Cutaneous metastases often do not have typical clinical manifestations. Cutancous metastases at the
nasal tip have various manifestations and need to be differentiated from various skin diseases. Misdiagnosis and missed
diagnosis are common in clinical practice. Therefore, clinical dermatologists and otolaryngologists should be aware of
this type of metastasis.

Case Presentation

A 61-year-old male patient sought treatment for an infiltrating erythematous plaque on the nasal tip, which gradually
enlarged with ulceration and haemorrhage over the prior 2 months. The patient developed a red papule on the nasal tip 2
months prior. The skin lesion gradually enlarged to the size of a broad bean. In the past 2 weeks, a plaque developed,
with ulcerations and bleeding, and a black crust formed. The patient had a 40-year history of hepatitis B and had not
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received standardized antiviral therapy. Three years ago, a 2.0x1.5 cm space-occupying mass in the left lobe of the liver
was found through a physical examination. Local surgical resection was performed. The patient was diagnosed with well-
differentiated hepatocellular carcinoma and nodular cirrhosis based on postoperative histopathological and immunohis-
tochemical examinations, and further treatment was not administered.

The patient’s systemic examination showed no obvious abnormalities. A dermatological examination showed that no
obvious yellow staining in the skin and mucous membranes of the whole body. A red infiltrating nodule was seen on the
nasal tip, without peduncles, with a hard and tough texture; the nodule was raised, ulcerated, and covered with a black
crust (Figure 1). No similar lesions were found on the skin of any other area of the body. The alpha-fetoprotein level in
peripheral blood was 260 pg/L (normal level <25 pg/L). Whole-body computed tomography (CT) showed irregular liver
margins, an enlarged left hepatic lobe, a slightly low-density mass in the left hepatic lobe, an enlarged spleen, and
a widened portal vein (Figure 2), findings that were consistent with liver cirrhosis and liver cancer. No space-occupying
lesion was observed in other organs. Skin biopsy was performed after local anaesthesia. Histopathology showed
epidermal necrosis with ulceration, a dense tumour cell mass in the dermis, with a sinus-like, nodular and cord-like
distribution, and some atypical tumour cells (Figure 3). Immunohistochemistry of intradermal tumour cells revealed the
following: HepPar-1(+), Arg-1(+), CK8(+), Villin(+), CK7(-), CK20(-), and Ki-67 positive (approximately 90%)
(Figure 4). Based on the clinical manifestations, medical history, imaging results, and histopathology results, the patient
was diagnosed with cutaneous metastases of hepatocellular carcinoma. The patient gave up systemic treatment and
subsequently lost the visit.

Discussion

Cutaneous carcinoma is the most common malignant tumour of the skin and is a collective term for malignant tumours that
occur in exposed parts of the body. Cutaneous carcinoma can be classified by source, ie, primary cutaneous carcinoma or
metastatic cutaneous carcinoma. Cutaneous metastases refer to the metastasis of malignant tumours in other parts to the skin
through haematogenous or lymphatic pathways or secondary to the skin through interstitial spread or surgical implantation.
Cutaneous metastases have various clinical manifestations, including papules, plaques, nodular infiltrative erythema, etc., which
are often solitary, may be accompanied by bleeding and ulcers, and often occur in the chest wall, umbilicus, and head and face.’

Figure | Clinical presentation of cutaneous metastasis of HCC. Red infiltrative plaques with ulceration and scab on the nasal tip.
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Figure 2 CT scan. There is a hypodense mass in the left hepatic lobe.

SR

Figure 3 Histopathology. (a) Dense tumour cell masses were seen in the dermis, with sinus-like, nodular, and cord-like distributions (HE, 40x%). (b) Some atypical tumour
cells, enlarged nucleoplasmic ratio, and irregular arrangement of cancer cells were observed (HE, 400x).

Melanoma is the most common source of cutaneous metastases, accounting for approximately 45% of metastatic skin tumours.
Other malignant cutaneous metastases are most common in lung cancer and breast cancer.* In addition, cutaneous metastases
can also be seen in gastric cancer, colorectal cancer, ovarian cancer, bile duct cancer, oesophageal cancer and other sources.
The sites of extrahepatic metastasis of primary HCC are lung, bone, lymph node and adrenal gland, in descending
order based on incidence rate,” and cutaneous metastasis is rare. Cutaneous metastases may be caused by haematogenous,
lymph node or direct tissue invasion. In addition, radiofrequency ablation and ethanol ablation,® transcatheter arterial
chemoembolization,” and postoperative liver transplantation® can lead to cutaneous metastasis of HCC. Our patient had
completely a different cause of metastasis with iatrogenic implantation. Saeed et al® reviewed a total of 100,453 patients
with cutaneous carcinoma who underwent surgery from 1993 to 2003, of whom 77 were diagnosed with metastatic
lesions; however, no cutaneous metastases from HCC were reported. Queen reported that cutaneous metastases of HCC
accounted for only 2.7-3.4% of all cutaneous metastases.® A previous study reported 12 patients with primary HCC with
non-iatrogenic cutaneous metastasis and implantation,'® of whom 7 died within 2—19 months after cutaneous metastasis.
The aforementioned studies indicate that the incidence of cutaneous metastasis of HCC is low and that the prognosis is

poor.
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Figure 4 Immunohistochemical analysis. Arg-|(+).

The diagnosis of cutaneous metastases of HCC is challenging because of its lack of specificity in clinical manifestations.
Therefore, histopathological diagnosis is very important, not only to differentiate from primary skin tumours but also to exclude
cutaneous metastases from other malignant tumours. The clinical manifestations of cutaneous metastases of HCC include single
or multiple hard, painless, nonulcerative, red nodules, often similar to pyogenic granulomas, abscesses, and haemangiomas.'!
For patients with a history of HCC, painless nodules on the skin should be assessed for the possibility of cutaneous metastasis;
histopathological examination is necessary for diagnosis. Histopathologically, tumour cells are often polygonal, with abundant
granular eosinophilic cytoplasm, a high nuclear/cytoplasmic ratio, large and round nuclei, and prominent nucleoli.'* Diagnostic
clues include the detection of trabecular bone, bile, pseudocast, sarcomatoid, or solid changes. The use of specific immunohis-
tochemical staining, such as for HepPar-1, Arg-1 and mannan-3, is of great value in the diagnosis and identification of cutaneous
metastases of HCC.®

Cutaneous metastasis of HCC often represents tumour progression. In most cases, it is accompanied by distant
metastasis from other sites, which is closely related to a poor prognosis. The median survival time is only 19 months.'?
For HCC patients with cutaneous metastases, treatment of the primary tumour is the priority; the local skin can be treated
by complete surgical excision, freezing, and laser cautery. Sorafenib is the first small molecule drug approved by the US
Food and Drug Administration (FDA) for advanced HCC. In addition, lenvatinib,'* atezolizumab and bevacizumab'? are
effective for the treatment of advanced HCC.

Conclusion

In summary, cutancous metastasis of HCC is very rare, especially when it is the only HCC metastasis. For patients with
a history of HCC who develop fast-growing hard, painless red nodules, clinicians be alert to the possibility of cutaneous
metastasis from HCC. Histopathology is essential for a definitive diagnosis.
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