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CASE  REPORT

An Exceptionally Rare Hypopharynx Metastases from Lung 
Cancer

Lee Lee Chin1),  Nur Aida Bt. Razuan1),  Zakinah Bt. Yahaya1),  Suryati M.Y.2),  
Noraini Mohd Dusa2),  Mawaddah Azman3)

ABSTRACT
Introduction: The hypopharynx is an exceptionally rare site for distant metastasis1). Distant metastases to the hypopharynx 

and larynx from lung adenocarcinoma has been rarely described in the literature2). 
Case report: We report a lady who presented with left neck swelling found to have a left pyriform fossa mass on flexible 

laryngoscopy. Biopsy showed metastatic adenocarcinoma. Magnetic resonance imaging (MRI) showed left pyriform mass with 
multiple matted left cervical lymphadenopathies alongside lung mass at apical segment of the left lobe. Ultrasound guided lung 
biopsy revealed adenocarcinoma feature. 

Discussion: Hypopharynx metastatic carcinoma showed identical immunohistochemical features as adenocarcinoma of the 
lung in this patient.

Conclusion: Secondary tumour must be considered when there is different histological variant of the hypopharynx lesion 
other than squamous cell carcinoma.
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INTRODUCTION

Hypopharynx metastases are as rare as laryngeal metastases and it 
can be challenging to establish the definitive diagnosis. They can be the 
first and the only clinical manifestation of underlying primary disease. 
One should differentiate secondary hypopharynx metastases from pri-
mary disease when a different histologic variant than SCC is found. 
Secondary involvement of the larynx from nearby head and neck 
tumours is well documented, however, involvement with distant metas-
tases is rare and represents less than 1 % of all laryngeal tumours1). 

CASE  REPORT

A 73-year Malay lady who is a chronic smoker with underlying 
chronic obstructive pulmonary disease presented with left neck swelling 
associated with dysphagia to solid food and hoarseness of three months' 
duration. On further history, she had persistent cough, streaky hemopty-
sis and intermittent chest pain. Otherwise, there was no shortness of 
breath, significant weight loss or other constitutional symptoms. She 
had history of Intensive Care Unit admission following intubation for 
her acute exacerbation of chronic obstructive pulmonary disease sec-
ondary to community acquired pneumonia 6 months prior to the neck 
swelling. Tracheostomy was performed due to prolonged intubation. 
Subsequently patient was discharged home well with the tracheostomy 

tube.
On physical examination, there were multiple matted cervical 

lymph nodes palpable at levels II, III and IV of the left cervical region 
alongside a palpable left supraclavicular lymph node measuring 2 cm x 
3 cm. Baseline laboratory findings were normal. Flexible nasolaryngos-
copy revealed an exophytic, friable mass in the left pyriform fossa 
involving left arytenoid. The left aryepiglottic fold was pushed medially 
by the mass obscuring the airway. Vocal cord was not visualised due to 
the bulky false cord.

Magnetic resonance imaging (MRI) of the neck showed left pyri-
form mass with involvement of the left aryepiglottic fold (Figure 1(A)), 
left thyroid gland and left strap muscle (Figure 1(B)). Nodal metastasis 
was seen with extensive matted left cervical lymphadenopathies involv-
ing levels II, III, IV and VI (Figure 1(C)). There was rapid progression 
of the anterior neck mass at level VI and subsequent fine needle aspira-
tion of cytology (FNAC) of the neck mass revealed features in keeping 
with poorly differentiated carcinoma, suggestive of primary from thy-
roid or lung. In immunohistochemistry staining, Cytokeratin 7 (CK7) 
and Thyroid transcription factor-1 (TTF-1) were positive and 
Cytokeratin 20 (CK20) and Thyroid stimulating hormone (TSH) were 
negative.

Computed tomography (CT) neck, thorax, abdomen, and pelvis was 
performed for further evaluation for possible primaries. It showed left 
pyriform fossa tumour, lung mass and multiple diffusely distributed 
lung nodules (Figure 1(D)). The pyriform fossa tumour has infiltrated 
the adjacent soft tissue causing severe narrowing of the larynx. Non 
visualisation of the left pyriform fossa, vocal cord and ill definition of 
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the thyroid and cricoid cartilage raises the likely hood of tumour infil-
t ra t ion . Biopsy of le f t pyr i form fossa mass was ob ta ined . 
Histopathologic examination of the hypopharynx mass reported as met-
a s t a t i c  a d e n o c a r c i n o m a ,  p r o b a b l y  f r o m l u n g  p r i m a r y. 
Immunohistochemistry staining were positive for CK7 and TTF-1 and 
negative for CK20, Thyroglobulin and Protein 63 (P63).Patient then 
went for Ultrasound guided left lung biopsy. Immunohistochemical 
stains (IHC) showed malignant cells which are immunoreactive to CK7 
and TTF-1, and negative to CK20, Cytokeratin 5/6 (CK5/6) and P63. 
Base on the histopathologic examination of the neck, pyriform fossa 
mass and lung mass, the patient was diagnosed to have hypopharyngeal 
metastases with larynx involvement from the primary lung adenocarci-
noma (stage 4B).

Patient was referred to Oncology team for palliative chemotherapy. 
She was started on a single dose of gemcitabine and completed for 6 
cycles. She tolerated chemotherapy well and her symptom of dysphagia 
was improving. CT neck, abdomen, thorax and pelvic were repeated 
after 5th cycle of chemotherapy however, it did not show much differ-
ences. She was last seen 6 months after the diagnosis in Otolaryngology 
clinic for follow up, she looked comfortable and her condition is not 
deteriorating. A repeated flexible nasolaryngoscope showed similar 
hypopharynx mass.

DISCUSSION

Squamous cell carcinoma (SCC) is the commonest histologic vari-
ant for hypopharynx cancer and accounts for 95% of all malignant 

tumours of the hypopharynx2) and as much as 85%-95% of laryngeal 
cancer are SCC3). Only 0.35% to 0.5% of all primary laryngeal malig-
nancies are adenocarcinomas arising from the mucous glands and seen 
predominantly in males3). Metastases to head and neck are very rare and 
metastasize to the hypopharynx and laryngeal sites are uncommon. The 
commonest laryngeal metastases resulted from cutaneous melanoma, 
followed by adenocarcinoma from various organs especially from the 
kidney1). Only 7 cases of metastases of lung origin were reported with 
only one being a metastatic adenocarcinoma1). Nicolais et al. reported 
total of 143 cases of secondary laryngeal tumours with one case of lung 
carcinoma metastasizing to larynx and two cases of colon adenocarcino-
ma metastasizing to larynx4).

Larynx is a terminally located organ due to its lymphatic and vascu-
lar circulation hence rarely affected by metastases5). Supraglottic and 
subglottic regions are the most common sites for laryngeal metastases 
because of rich lymphatic and vascular supply. In the present case, the 
tumour was located at pyriform fossa with tumour infiltration to the 
supraglottic region. Hypopharyngeal metastases from the lung can occur 
via hematogenous or lymphatics spread. A retrograde hematogenous 
route is possible via venous plexus besides direct hematogenous spread 
from the heart to the larynx and hypopharynx through the external 
carotid artery. Lymphatic spread potentially occur via lymphatic vascu-
lar interconnections between the lymphatics of the supraglottic space, 
which communicates with the superior laryngeal vessels.

Signs and symptoms of hypopharyngeal involvement are similar to 
the primary disease, depending on the site and size of the lesion. 
Symptoms of hypopharyngeal cancer include dysphagia, chronic sore 
throat, and foreign body sensation in the throat or referred otalgia. 
Patient may present with hoarseness and shortness of breath when the 
lesion has involved the vocal cord. Fine needle aspiration cytology 
(FNAC) is a non-invasive procedure which is carried out to differentiate 
benign and malignant lesions as demonstrated in this patient. 
Radiography imaging such as CT scan and MRI, able to show the sites 
of lesion involvement with its extension however, it does not confirm 
whether it is a primary or secondary lesion. A CT neck, thorax and 
abdomen was performed in this case for further evaluation after the first 

Figure 1. (A) Left pyriform mass with involvement 
of the left aryepiglottic fold.( B )
Involvement of the left thyroid gland 
and strap muscle with the left pyriform 
mass.( C) Extensive matted left cervical 
lymphadenopathies was seen involving 
level II, III, IV, visceral (VI) , left 
supraclavicular and left anterior cervi-
cal regions. The mass causes mass 
effect to the supraglottic and glottis 
regions causing laryngeal stenosis. (D) 
A lobulated heterogenous enhancing 
lung mass with irregular margin at api-
cal segment of left lower lobe measur-
ing 2.8cmx2.9cmx2.5cm with few other 
lung nodules seen at all lobes of both 
lungs.

Figure 2. (A) Neoplastic cells formed vague glandular pattern (H&E x40)
 (B) The tumour cells from the lung have pleomorphic vesicular 

nuclei with prominent nucleoli (H&E x40)
 (C) Immunohistochemistry profile: TTF -1: positive
 (D) Immunohistochemistry profile: P63: Occasional positive
 (E) Immunohistochemistry profile: CK 5/6: Negative
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biopsy of the laryngeal mass as there was no malignancy reported. 
Based on the second biopsy of the hypopharynx mass together with the 
ultrasound guided biopsy of the lung mass , the histopathologic exam-
ination with further immunochemical stainings included CK7, TTF-1, 
CK20, TSH, P63 and CK 5/6 have confirmed the diagnosis of hypo-
pharynx metastases with larynx involvement from the primary lung ade-
nocarcinoma in our patient.

Non-small cell lung cancer (NSCLC) is the most common type of 
lung cancer6). Squamous cell carcinoma, adenocarcinoma, and large cell 
carcinoma are all subtypes of NSCLC. TTF-1, Napsin A, CK7, P63 and 
CK5/6 are the most commonly used five IHC markers in the subclassifi-
cation of NSCLC7). To confirm the nature and origin of a particular 
tumour by immunohistochemistry, application of a series of markers are 
usually required (Figure 2 (A-B)). Among the five IHC, TTF-1 and 
Napsin A have a high sensitivity and specificity for the diagnosis of pri-
mary lung adenocarcinoma, whereas CK5/6 stain is highly sensitive and 
specific for squamous differentiation7). In our patient, positive CK7 and 
TTF-1 with negative CK5/6, P63 and CK20 have confers the final diag-
nosis towards hypopharynx metastases from primary lung adenocarci-
noma (Figure 2 (C-D)).

 Patients with metastatic involvement of the hypopharynx and lar-
ynx usually have a poor prognosis due to its outspread disease5,8). 
Treatment options for secondary tumours of the hypopharynx are 
depending on the nature of the neoplasm, presenting symptoms and the 
involvement of other metastatic lesions. Quality of life of the patient 
should be taken into consideration due to the poor prognosis. Palliative 
Chemotherapy was chosen in this case due to its advanced stage of dis-
ease spread.

CONCLUSION

Hypopharynx can be targeted for cancer metastases from other 

organs. When faced with a histologic variant other than SCC in a hypo-
pharyngeal subsite, a suspicion of secondary tumours should be consid-
ered. A combination of radiological investigations to look for potential 
primary tumour and immunohistochemical staining remains the corner-
stone in investigating such a case. 
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