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Advanced esophageal squamous cell carcinomawith rare
metastases to the thyroid gland and supraclavicular lymph node:
a case report
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ABSTRACT
Background: Esophageal squamous cell carcinoma (ESCC) is a highly aggressive malignancy with
a propensity for metastatic spread. Metastasis to the thyroid gland is a rare occurrence, with few re-
ported cases in the literature. This report presents a rare case of advanced ESCC with metastases to
the thyroid and supraclavicular lymph node, highlighting the importance of consideringmetastatic
disease in patients with unusual thyroid lesions and a history of ESCC. Case Presentation: A 68-
year-old male with a history of cerebrovascular accident, tobacco use, and alcohol consumption
presented with a progressively enlarging neck mass, dysphagia, and weight loss. Examinations re-
vealed a pharyngeal mass, a suspicious thyroid lesion, and an abnormal left supraclavicular lymph
node. Biopsies confirmed primary ESCC with metastases to the thyroid and left supraclavicular
lymph node. Immunohistochemistry played a crucial role in confirming the esophageal origin of
the metastatic lesions. Conclusion: This case underscores the importance of thoroughly evalu-
ating unusual thyroid lesions to rule out rare secondary malignancies, such as ESCC metastasis. A
comprehensive diagnostic workup and amultidisciplinary approach are essential for accurate stag-
ing and optimal management in such cases. Clinicians should maintain a high index of suspicion
for metastatic disease in patients with a history of ESCC presenting with thyroid nodules or masses.
Early detection and close monitoring of suspicious thyroid lesions may improve patient outcomes,
despite the generally poor prognosis associated with metastatic ESCC.
Keywords: Esophageal squamous cell carcinoma, thyroid metastasis, supraclavicular lymph node
metastasis, immunohistochemistry, differential diagnosis, multidisciplinary approach

INTRODUCTION
Esophageal squamous cell carcinoma (ESCC) is a
highly aggressive malignancy with a poor prognosis,
often presenting at an advanced stage with metastatic
spread1. ESCC is the predominant histological sub-
type of esophageal cancer, accounting for approxi-
mately 85% of cases worldwide2. Despite advances in
diagnosis and treatment, the 5-year survival rate for
ESCC remains low, ranging from 10% to 20%2.
Metastatic spread of ESCC to distant organs is a com-
mon occurrence, with the liver, lungs, and bones
being the most frequently affected sites3. How-
ever, metastasis to the thyroid gland is extremely
rare, estimated to occur in only 0.5-1.5% of thyroid
metastases4,5. Comprehensive reviews reveal that
thyroid metastasis from ESCC typically presents in
advanced-stage disease, with a median age of around
60 years and a slight male predominance6,7. Previ-
ously reported cases of ESCCwith concurrent thyroid
and supraclavicular lymph node involvement are ex-
tremely rare. While there have been documented in-
stances of supraclavicular lymph node metastasis in

ESCC, specific cases involving both the thyroid and
supraclavicular lymph nodes are limited8–10, mak-
ing our case particularly unique. The mechanism
of metastasis likely involves lymphatic spread, given
the anatomical proximity and lymphatic drainage pat-
terns between the esophagus and thyroid gland11.
The proposed protective mechanisms of the thyroid
include high oxygen saturation and iodine concentra-
tion of venous blood, which may hinder the adhesion
and growth of tumor emboli12,13, fast arterial flow
impeding tumor adhesion14, and the thyroid capsule
acting as a physical barrier15.
We report a rare case of advanced ESCC metastasiz-
ing to the thyroid and supraclavicular lymph nodes
in a 68-year-old male. This case highlights the need
for careful evaluation of unusual thyroid lesions to
rule out secondary malignancies, especially in pa-
tients with a history of ESCC. It also demonstrates
the necessity of comprehensive diagnostic workup
and a multidisciplinary approach when assessing rare
metastases. The aim of this report is to expand the
limited evidence on this uncommon manifestation of
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ESCC and its aggressive course.

CASE PRESENTATION
Patient History
A 68-year-old male with a history of cerebrovascu-
lar accident, which occurred a decade ago and from
which he recovered without sequelae, presented to
Hospital 1 with a chief complaint of a progressively
enlarging neck mass. The patient reported associated
symptoms of dysphagia and a sensation of fullness in
the neck, which had been worsening over the past
month, accompanied by unintentional weight loss.
His past medical history was significant for heavy to-
bacco use, approximately one pack per day for 20
years, which ceased following his stroke. He also had
a history of heavy alcohol consumption, which had
been reduced significantly in the past decade.

Initial Evaluation and Referral
An initial evaluation at a private clinic suggested gas-
troesophageal reflux disease, and outpatient medica-
tion was prescribed with no improvement in symp-
toms. Upon further evaluation at Hospital 2, a mag-
netic resonance imaging (MRI) scan revealed a mass
in the pharyngeal region (Figure 1). The patient was
then referred to Hospital 3, where a thyroid mass was
detected, leading to a subsequent referral to Hospital
1 for specialized assessment.

Diagnostic Workup
At Hospital 1, routine blood tests, including thy-
roid function tests (TFTs), were within normal lim-
its. An ultrasound of the thyroid gland revealed a
solid, hypoechoic nodule with irregular margins, mi-
crocalcifications, and increased vascularity in the left
thyroid lobe, suggestive of malignancy (Figure 2A).
An ultrasound-guided fine-needle aspiration (FNA)
of the left thyroid lobe lesion was performed. The
cytological analysis showed abundant atypical squa-
mous cells with enlarged, pleomorphic nuclei, promi-
nent nucleoli, and dense cytoplasm, along with back-
ground keratin debris (Figure 2 B). Notably, no thy-
roid follicular cells were observed. The findings were
consistent with metastatic squamous cell carcinoma
and corresponded to Bethesda category V (suspicious
for malignancy).
Gastrointestinal endoscopy identified an ulcerated,
fungating lesion in the middle third of the esopha-
gus, extending approximately 5 cm in length. Biopsy
of the esophageal mass confirmed invasive squamous
cell carcinoma (Figure 3). An abnormal lymph node
in the left supraclavicular fossa was also identified

and sampled, revealing metastatic squamous cell car-
cinoma, likely of esophageal origin (Figure 4).

Immunohistochemical Analysis
Immunohistochemical staining of the esophageal
biopsy was negative for thyroid transcription factor-
1 (TTF1) and thyroglobulin, confirming the primary
origin of the tumor in the esophagus.

Diagnosis and Outcome
The patient was diagnosed with advanced-stage pri-
mary esophageal squamous cell carcinoma (ESCC)
with metastases to the left thyroid lobe and left supr-
aclavicular lymph node. Due to the rapid decline in
the patient’s health, no treatment was initiated, and
the patient passed away approximately one month af-
ter the diagnosis.

RESULTS
The case of a 68-year-old male diagnosed with
advanced-stage primary ESCC with metastases to the
left thyroid lobe and left supraclavicular lymphnode is
a rare occurrence, with thyroid metastases from dis-
tant primary tumors reported in only 1.4% to 3% of
clinical series and up to 24% in autopsy studies16. The
most common primary tumors metastasizing to the
thyroid gland are renal cell carcinoma, lung cancer,
and breast cancer17. Metastases from gastrointesti-
nal tumors, including ESCC, to the thyroid gland are
even rarer18.
Differentiating primary thyroid squamous cell carci-
noma from metastatic ESCC is challenging and re-
quires identifying the primary ESCC site5,19. Al-
though primary thyroid squamous cell carcinoma is
rare, it should be considered in the differential diag-
nosis, particularly in patients with a history of smok-
ing and alcohol consumption. In this case, the pres-
ence of a pharyngeal mass on imaging and endoscopy
raises the possibility of hypopharyngeal squamous
cell carcinoma extending to the thyroid gland, which
is not uncommon. Immunohistochemistry was cru-
cial, showing negative thyroid transcription factor-1
and thyroglobulin, confirming esophageal origin. In
this case, several factors strongly suggest that the thy-
roid lesion is a metastasis from the primary ESCC, in-
cluding the absence of thyroid follicular cells in the
FNA sample, the patient’s advanced-stage ESCC with
confirmedmetastasis to the left supraclavicular lymph
node, and the rapid clinical deterioration and short
survival time20,21. Immunohistochemical markers,
such as TTF-1, thyroglobulin, and PAX8, are useful in
distinguishing between primary thyroid tumors and
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Figure 1: MRI of pharyngeal mass. (A) Sagittal and (B) axial MRI views of a neck mass in the pharyngeal region.
Imaging was conducted on a Siemens MAGNETOM ESSENZA scanner.

Figure 2: Ultrasound and cytological analysis of left thyroid lobe lesion. (A) Ultrasound depicted a solid,
hypoechoic nodule with irregular margins, microcalcifications, and increased vascularity in the left thyroid lobe,
suggestive of malignancy. The examination was performedwith a high-frequency linear transducer on a Siemens
system. (B) FNA cytology of the left thyroid lobe lesion under ultrasound guidance revealed abundant atypical
squamous cells with enlarged, pleomorphic nuclei, prominent nucleoli, and dense cytoplasm, both individually
and in clusters, alongwith background keratin debris. No thyroid follicular cells were observed. The findings were
consistent with metastatic squamous cell carcinoma (Bethesda category V, suspicious for malignancy). The FNA
sample was analyzed at 200x magnification.

metastatic lesions22,23. The absence of these markers
in the present case further supports the diagnosis of
metastatic ESCC to the thyroid gland.
The prognosis of patients with thyroid metastases
from ESCC is particularly unfavorable24, with a re-
ported median survival of 5-8 months4,5. Early de-
tection and close monitoring of suspicious thyroid
lesions are crucial, and a high index of suspicion
for metastatic disease should be maintained in pa-
tients with a history of ESCC presenting with thy-
roid nodules or masses. Prompt diagnostic workup

and close collaboration between clinicians, radiolo-
gists, and pathologists are essential for accurate diag-
nosis and staging. There is no clear consensus on di-
agnostic criteria and management, but reported op-
tions include thyroidectomy, chemotherapy, radia-
tion, or combined modalities, albeit with limited ef-
ficacy 4,5,25. The choice of treatment depends on fac-
tors such as the primary tumor type, the extent of
metastatic disease, and the patient’s overall health and
prognosis26. In cases of advanced-stage cancer with
multiple metastases and poor performance status, as
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Figure 3: Histopathological and immunohistochemical analysis of esophageal squamous cell carcinoma.
(A) Hematoxylin and eosin-stained section of an esophageal biopsy showing squamous cell carcinoma with nu-
clear pleomorphism, vertical and horizontal growth, and evidence of invasion. (B) Higher magnification view
displaying squamous cell differentiation characterized by keratinocyte-type cells with intercellular bridges. (C)
Immunohistochemical staining negative for thyroid transcription factor-1 (TTF1), indicating the tumor is not of
thyroid origin. (D) Immunohistochemical staining negative for thyroglobulin, supporting the non-thyroidal origin
of the tumor. All sections were examined at 200x magnification.

in the present case, palliative caremay be themost ap-
propriate approach to improve quality of life27.
The findings from this case have several important
implications for clinical practice and future research.
First, the presence of thyroid metastasis in ESCCmay
serve as an indicator of particularly aggressive disease
requiring urgent intervention10. Second, the concur-
rent involvement of supraclavicular lymph nodes sug-
gests a potential metastatic pathway that warrants fur-
ther investigation28. From a diagnostic perspective,
our case emphasizes the importance of comprehen-
sive immunohistochemical analysis in distinguish-
ing primary thyroid malignancies from metastatic
disease29. Future research directions should focus
on: (1) developing predictive models for unusual
metastatic patterns in ESCC, (2) investigating the role
of novel imaging techniques in early detection of thy-
roid metastasis, and (3) evaluating the efficacy of tar-
geted therapies in such cases.
While genetic testing was not performed in this case
due to rapid disease progression and limited clin-
ical utility in the terminal stage, we acknowledge

this limitation. Recent studies have identified sev-
eral genetic alterations associated with ESCC metas-
tasis, including mutations in TP53, PIK3CA, and
NOTCH1 genes, as well as dysregulation of vari-
ous molecular pathways such as WNT/β -catenin and
PI3K/AKT/mTOR signaling30–32. Additionally, spe-
cific biomarkers like PTEN, STMN1, and TNFAIP8
have been linked to ESCCmetastatic potential33. Fu-
ture studies should aim to identify specific genetic al-
terations or biomarkers that may predict the risk of
metastasis and guide personalized treatment strate-
gies, particularly focusing on raremetastatic sites such
as the thyroid gland34.
While our patient’s rapid decline precluded active
treatment, several therapeutic options merit con-
sideration for similar cases. For isolated thy-
roid metastasis, surgical resection may be consid-
ered in selected patients with good performance
status14. Systemic therapy options for metastatic
ESCC include platinum-based chemotherapy combi-
nations35. Recent advances in immunotherapy, par-
ticularly immune checkpoint inhibitors, have demon-
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Figure 4: Cytology of metastatic squamous cell carcinoma in left supraclavicular lymph node. Fine-
needle aspiration cytology from the left supraclavicular lymph node underultrasound guidance, demonstrating
metastatic squamous cell carcinoma. The stained sample was evaluated at 400x magnification.

strated promising results in advanced ESCC36. Pal-
liative radiotherapy may provide local control and
symptom relief, particularly for dysphagia37. The
choice of treatment should be individualized based on
patient factors, disease extent, and molecular profile
when available.

CONCLUSIONS
The case report highlights the rare occurrence
of metastatic esophageal squamous cell carcinoma
(ESCC) in the thyroid gland and the diagnostic chal-
lenges it presents. The current case aims to raise
awareness among clinicians about the possibility of
ESCC metastasis in the differential diagnosis of un-
usual thyroid lesions, especially in patients with a his-
tory of ESCC. A comprehensive diagnostic approach,
including imaging studies, fine-needle aspiration, and
immunohistochemical staining, is essential for accu-
rate diagnosis and staging. The aggressive nature of
metastatic ESCC to the thyroid gland underscores the
importance of early detection and closemonitoring of
suspicious thyroid lesions in patients with a history of

ESCC. A multidisciplinary approach involving clini-
cians, radiologists, and pathologists is crucial for op-
timal patient management. This case emphasizes the
need for heightened awareness among various clin-
icians beyond oncologists and endocrinologists, in-
cluding general practitioners and head and neck sur-
geons, and highlights the necessity for future research
in this area.

ABBREVIATIONS
AJCC: American Joint Committee on Cancer,
ESCC: Esophageal Squamous Cell Carcinoma,
FNA: Fine-Needle Aspiration, MRI: Magnetic
Resonance Imaging, NOTCH1: Notch Receptor 1,
PET/CT: Positron Emission Tomography/Computed
Tomography, PI3K/AKT/mTOR: Phosphoinositide
3-Kinase / Protein Kinase B (AKT) / Mammalian
Target of Rapamycin, PIK3CA: Phosphatidylinositol-
4,5-Bisphosphate 3-Kinase Catalytic Subunit Alpha,
PTEN: Phosphatase and Tensin Homolog, STMN1:
Stathmin 1,TFTs: Thyroid Function Tests,TNFAIP8:
Tumor Necrosis Factor Alpha-Induced Protein 8,
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TP53: Tumor Protein p53, TTF1: Thyroid Transcrip-
tion Factor-1, UICC: Union for International Cancer
Control, WNT/β -catenin: Wnt Signaling Pathway /
Beta-Catenin
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