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CASE STUDY

Intrathyroidal metastasis of tonsillar squamous cell carcinoma
masquerading as a primary thyroid tumor

Jai-Hyang Go

Department of Pathology, Dankook University College of Medicine, Cheonan, Korea

Intrathyroidal metastasis of tonsillar squamous cell carcinoma is rare. To date, only six cases have been reported in the literature. This
case was unusual and presented with thyromegaly before the diagnosis of the primary tumor. A 55-year-old male patient was suspected
to have a primary thyroid tumor with nodal metastasis. The thyroid gland was diffusely enlarged, with no discernible mass. Histological-
ly, the thyroid parenchyma revealed extensive endolymphatic tumor emboli, which were positive for p40 and p16 in a background of
chronic lymphocytic thyroiditis. Positron emission tomography—-computed tomography revealed hypermetabolic activity in the right ton-
sillar region. Tonsillar biopsy revealed human papillomavirus-positive squamous cell carcinoma. The present case is the first reported
case of intrathyroidal metastasis of tonsillar squamous cell carcinoma with an initial clinical presentation of thyroid enlargement before

the primary tumor of tonsillar cancer was diagnosed.
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Metastasis of head and neck carcinoma to the thyroid gland is
rare. Intrathyroidal metastasis of tonsillar squamous cell carcino-
ma (SCC) is even more unusual, with only six previously docu-
mented cases [1-5]. All published cases of intrathyroidal metas-
tasis of tonsillar SCC involved a history of tonsillar squamous
cell carcinoma. In these cases, metastatic tumors were identified
during the staging work-up or follow-up period. Herein, we de-
scribe the first reported case of intrathyroidal metastasis of ton-
sillar human papillomavirus (HPV)—positive SCC with an ini-
tial clinical presentation of thyroid enlargement. This case is
important because of the unusual clinical presentation of thyro-
megaly prior to primary tumor diagnosis.

CASE REPORT

A 55-year-old male patient was admitted for right neck swell-
ing for 1 month. Neck computed tomography (CT) showed dif-
fuse heterogeneous parenchymal density without focal nodular
lesions in either thyroid gland and multiple lymph node enlarge-
ments in the right neck at levels II-V, the supraclavicular area,
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and the posterior neck, which suggested a primary thyroid tumor
with nodal metastasis. Thyroid function test results were normal.
Total thyroidectomy with radical neck node dissection was pet-
formed. Grossly, the thyroid gland was diffusely enlarged and had
a white-gray solid appearance with no discernible mass (Fig. 1).
Histologically, the thyroid parenchyma revealed extensive endo-
lymphatic tumor emboli in a background of chronic lymphocytic
thyroiditis (Fig. 2A). The tumor was composed of solid nests of
atypical cells (Fig. 2B). The tumor cells were block-positive for
pl6 (Fig. 2C), positive for p40 (Fig. 2D) and p63 but negative
for thyroglobulin and thyroid transcription factors, confirming
SCC. Positron emission tomography—CT (PET-CT) revealed sym-
metrical hypermetabolic activity in and around the right tonsillar
region. Tonsillar biopsy revealed HPV-positive SCC (Fig. 3A, B),
with tumor cells showing the same immunohistochemical results
as those of the thyroid tumor (Fig. 3C, D). Postoperative follow-
up PET-CT revealed no residual mass. Because of the advanced
stage (stage IVC), nine cycles of palliative chemotherapy with
docetaxel plus cisplatin were postoperatively administered. How-
evet, PET-CT showed new metastatic lymph nodes in the right
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cervical, left supraclavicular, and right upper paratracheal areas
1 year after operation. A second round of chemotherapy with
nivolumab was administered. The patient remained alive but
with disease at the latest follow-up (15 months).

DISCUSSION

The overall rate of distant metastasis of head and neck tumors

Fig. 1. The thyroid gland is diffusely enlarged with no discernible
mass.
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is approximately 12% [6]. Head and neck SCC commonly me-
tastasizes primarily to the lung and also bone and liver [5]. Dis-
tant metastases of head and neck tumors generally present within
2 years of definitive treatment, usually in the context of poor lo-
coregional control of the primary lesion [6].

Tonsillar cancer may spread locally to the surrounding tissues
of the oropharynx, including the base of the tongue, soft palate,
and posterior wall of the throat [5,7]. Alternatively, they can ac-
cess the lymphatic system, which usually involves cervical lymph
nodes, because tonsils have a rich vascular supply, providing an
easy path for metastases to reach the regional lymph nodes [4,5,7].
However, distant metastases are extremely uncommon [7]. The
incidence of distant metastases varies extensively in the literature,
ranging from 3%-30% [6,7]. The most common sites include
the liver, lungs, bones, mediastinal sites, skin, and, rarely, bone
marrow [7]. Tumor stage determines the likelihood of metastasis,
with advanced stages associated with approximately 15%-20%
chance of metastasis in tonsillar cancer. Early-stage cancers rare-
ly have distant metastases; however, advanced-stage cancers can
metastasize beyond the cervical lymph nodes and spread through
the lymphatic or vascular channels [5].

Fig. 2. Histologic findings of thyroid gland. (A) The thyroid parenchyma reveals extensive endolymphatic tumor emboli in the background of
chronic lymphocytic thyroiditis. (B) The tumor is composed of solid nests of atypical cells. The tumor cells are positive for p16 (C) and p40 (D).
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Intrathyroidal metastases are rare, ranging from 0.6%-2.2%
[1]. The primary sites most commonly identified in autopsy se-
ries are the breast and lung. However, in clinical series, renal cell
carcinoma is the most frequent source of metastasis, often pre-
senting many years after the original diagnosis [1,3]. Patients
with metastatic thyroid cancer usually present with symptoms
similar to those of primary thyroid cancer, particularly palpable
neck masses. Dysphagia or dysphonia may develop if the meta-
static cancer is advanced [1,4]. The time interval between the
original primary cancer diagnosis and metastasis to the thyroid
gland varies from a few months to years [4]. Thyroid function
is usually normal [1,4].

Metastasis of head and neck SCC to the thyroid gland is rare.
Intrathyroidal metastasis of tonsillar SCC is even more unusual
[1]. To date, only six cases of intrathyroidal metastasis of tonsil-
lar SCC have been documented [1-5]. All published cases in-
volved a history of tonsillar SCC. Metastatic tumors were identi-
fied during the staging workup for tonsillar cancer in two patients
[3]. In two patients, a whole-body PET scan performed as part
of the screening process showed an enlarging nodule in the thy-
roid gland 18 months and 4 years after the diagnosis of tonsillar
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Fig. 3. Histologic findings of tonsil. (A, B) Tonsillar biopsy shows squamous cell carcinoma. The tumor cells are positive for p16 (C) and p40 (D).

cancer, respectively [4,5]. One patient presented with a neck mass
3 years after diagnosis of the primary tumor [1], and another pa-
tient complained of dysphonia and dysphagia 6 months after ini-
tial diagnosis [2]. HPV status was described in only one case and
was positive. Clinical characteristics are summarized in Table 1.
In this case, the patient first presented with thyromegaly, which
was clinically suggestive of a primary thyroid tumor. HPV-pos-
itive tonsillar SCC was unexpectedly identified during systemic
workup.

The oropharynx, especially the tonsils and base of the tongue,
represents the most common anatomical site of SCC of unknown
primary origin of the head and neck, with an incidence ranging
from 74%-89% [8]. HPV-positive oropharyngeal SCCs may
distantly metastasize in unexpected sites [9] and frequently me-
tastasize early in the course of disease when the primary tumor is
small [10]. It is not uncommon for a patient to present with a
neck metastasis and a small occult primary tumor that is HPV-
related and located deep in the oropharyngeal tonsillar crypts
[10]. Therefore, a thorough oropharyngeal examination is nec-
essary if metastatic SCC of the thyroid gland is suspected, al-
though this is a rare event.
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Table 1. Clinical characteristics of patients with intrathyroidal metastasis of tonsillar cancer
Case No. Tonsillar cancer Time interval Clinical symptom Thyroid gland HPV Treatment Reference
1 T2N2b 3yr Neck mass Nodules N/A Chemotherapy 1
2 N/A 6 mo Dysphonia Mass N/A Thyroidectomy 2]
3 T1N2cMO N/A Staging N/A N/A N/A [3]
4 T2N2bMO N/A Staging N/A N/A N/A [3
5 T3NO 18 mo Screening Nodule N/A N/A [4]
6 T2N2MO 4yr Screening Mass Positive N/A 9]
Present case TIN2cM1 0mo Neck mass Thyromegaly Positive Chemotherapy
HPV, human papilloma virus; N/A, not available.
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