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Laryngeal metastasis as first presentation
of hepatocellular carcinoma
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Dear Editor,

Hepatocellular carcinoma (HCC) is one of the most com-
mon cancers worldwide. Metastases to the larynx from distant
primary tumors are very unusual. To our knowledge, the pre-
sent report is the first case of laryngeal metastasis as the initial
presentation of HCC.

Case report

A 55-year-old male with a history of alcohol consumption
and smoking. In May 2007 the patient was referred to the Ear,
Nose and Throat (ENT) Service with a painless tumor in the an-
terior neck region that had been present for about 8 months. He
reported no associated signs or symptoms. The ENT explo-
ration revealed a single tumor lesion, with a hard-elastic consis-
tency, measuring about 4 cm. Fibrolaryngopharyngoscopy only
revealed slight hypertrophy of the left ventricular band. A CT
scan showed a predominantly solid tumor of homogeneous
density, showing important contrast uptake and measuring 35 x
41 x 50 mm. The lesion had destroyed the left thyroid lamina.
The mass extended towards the hemilarynx and infiltrating the
sternocleidomastoid muscle, prelaryngeal muscles and anterior
margin of the thyroid gland. No significant adenopathies were

identified. The diagnosis of the FNAB cytological study was
solid tumor of an indeterminate nature.
The biochemical study showed a discrete plasma transami-

nase elevation (AST: 91 U/l and ALT: 52 U/l). In mid-June
2007, an extensive tumor biopsy was obtained. The tissue ap-
peared intensely friable and hemorrhagic. The intraoperative
evaluation of the submitted fragment identified a solid tumor.
Based on the histological characteristics and location of the le-
sion, a thyroid Hürtle cell carcinoma was considered. With this
diagnosis, a total laryngectomy was carried out with thyroidec-
tomy. The definitive histological study of the global tumor, re-
vealed a trabecular distribution of the tumor cells. The trabecu-
lar structures were lined with endothelium, generating a
sinusoidal pattern. Moreover, the tumor was not microscopical-
ly dependent upon the thyroid parenchyma. A broad immuno-
histochemical battery was applied to establish the origin of
what appeared to be a metastatic lesion with an unknown pri-
mary tumor.
The study of the tumor cells revealed positivity with hepato-

cyte-specific antibody (CHO1E5) and CD10; canalicular posi-
tivity for EMA (epithelial membrane antigen), cytoplasmic
positivity to keratins (Cam 5.2), and with anti-cytokeratin 18
antibodies (Fig. 1). The histological study led to the diagnosis
of “laryngeal metastasis of a carcinoma with histological and
immunophenotypic characteristics strongly suggestive of hepa-
tocarcinoma”.
The patient was evaluated by the Service of Gastroeneterol-

ogy, which reported positive serology for hepatitis C virus. The
alpha-fetoprotein levels were normal. MRI with gadolinium
contrast revealed chronic liver disease with portal hypertension
and nine liver lesions presenting compatible with multicentric
hepatocarcinoma. FNAB of the liver lesions revealed charac-
teristics suggestive of well differentiated hepatocarcinoma,
analogous to those seen in the laryngeal lesion.
In September 2007, compassionate therapy was started with

Sorafenib 400 mg/12 hours, though suspension proved neces-
sary after three weeks due to intolerance. In January 2008,
chemical embolization of the larger liver lesions was carried
out. This procedure was repeated in June 2008 and in March
and October 2009. Actually, the patient is in good general con-
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dition, with no apparent extrahepatic disease, and with slow
progression of the primary neoplastic disease.

Discussion

Laryngeal metastases account for only 0.09-0.5% of all la-
ryngeal tumors (1,2). The majority of laryngeal metastases cor-
respond to malignant melanomas (39.1%) or carcinomas of dis-
tant origin such as the kidney (13.3%) (2,3). HCC only
exceptionally metastasizes to the larynx. A review of the litera-
ture has yielded only three previous cases (4-6). The supraglot-
tic region (35-40%), followed by the subglottis (10-20%) and
glottis (5-10%) are the most frequent locations of laryngeal
metastases (1,2). The simultaneous involvement of multiple la-
ryngeal locations is common (in about 35% of all cases) (2,3).
Of the three reported cases of laryngeal metastasis secondary to
hepatocarcinoma, two were located in the supraglottic region
(4,5), and the third in the subglottis (6). In our patient, the

metastasis destroyed the thyroid cartilage without affecting the
laryngeal mucosa.
In the previously reported cases of hepatocarcinoma metas-

tasis to the larynx, the primary tumor was already known (4-6).
To our knowledge, the present report is the first case of laryn-
geal metastasis as the initial presentation of hepatocarcinoma.
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Fig. 1. Results of laryngeal mass histology. A. Hematoxylin-eosin (HE), x40. Tumor cells are shown, with rounded nuclei and a prominent nucleolus. Of
note is the sinusoidal pattern. B. x40. Granular cytoplasmic positivity for hepatocyte-specific antibody. C. x20. Focal canalicular positivity for anti-EMA
antibody. D. x20. Intense cytoplasmic positivity for CD10.



224 LETTERS TO THE EDITOR REV ESP ENFERM DIG (Madrid)

REV ESP ENFERM DIG 2011; 103 (4): 222-224

References
1. Gale N, Cardesa A, Zidar N. Larynx and Hypopharynx. In: Cardesa

A, Slootweg PJ, editors. Pathology of the head and neck. Berlin Hei-
delberg: Springer-Verlag; 2006.p.197-234.

2. Barnes L, Tse LLY, Hunt JL. Tumours of the hypopharynx, larynx
and trachea. Secondary tumours. In: Barnes L, Eveson JW, Reichart
P, Sidransky D, editors. World Health Organization Classification of
Tumours. Lyon: International Agency for Research on Cancer. IARC
Press; 2005.p.162.

3. Ferlito A, Caruso G, Recher G. Secondary laryngeal tumors. Report
of seven cases with review of the literature. Arch Otolaryngol Head

Neck Surg 1998;114:635-9.
4. Nobili S, Sa Cunha A, Gontier R, Rullier A, Saric J. Epiglotal metas-

tasis of hepatocellular carcinoma. Gastroenterol Clin Biol 2002;
16(10):940-1.

5. Kaczynski J, Hansson G, Wallerstedt S. Metastases in cases with he-
patocellular carcinoma in relation to clinicopathologic features of the
tumour. An autopsy Study from a low endemic area. Acta Oncol
1995;34(1):43-8.

6. Nambu T, Shinohara M, Takada A, Suzuki K, Koyama Y, Irie G. A
case of icteric hepatoma with laryngeal metastasis and coexisting pan-
creatic cancer. Gan No Rinsho 1990;36(4):515-20.


