
PTH-rP-producing nasopharyngeal 
squamous cell carcinoma

Humoral hypercalcemia of malignancy due to parathyroid hormone-related protein (PTH-rP) 
production by the tumor cells is often associated with squamous cell carcinoma.  The patients 
often present with hypercalcemic episodes.  The prognosis is extremely poor.  Humoral 
hypercalcemia of malignancy is rarely encountered  in nasopharyngeal squamous cell carcinoma.  
EBV-related non-keratinizing undifferentiated carcinoma is the most common type, particularly in 
Southeast China (Kanton/Hong Kong areas), while PTH-rP production is mainly seen in EBV-
negative differentiated type squamous cell carcinoma with a poor prognosis.
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Differentiated squamous cell carcinoma of the nasopharynx seen in a 
Japanese male patient aged 50’s.  The patient presented with 
hypercalcemic episodes.  At autopsy, the cancer metastasized to the 
lungs and liver.  Keratinization is focally observed (H&E-1).



Differentiated squamous cell carcinoma of the nasopharynx seen in a 
Japanese male patient aged 50’s.  The patient presented with 
hypercalcemic episodes.  At autopsy, the cancer metastasized to the 
lungs and liver.  Keratinization is focally observed (H&E-2).



Differentiated squamous cell carcinoma of the nasopharynx seen in a 
Japanese male patient aged 50’s.  The patient presented with 
hypercalcemic episodes.  The cancer cells are immunoreactive for PTH-
rP in the center of the cancer nest (immunostaining for PTH-rP-1).



Differentiated squamous cell carcinoma of the nasopharynx seen in a 
Japanese male patient aged 50’s.  The patient presented with 
hypercalcemic episodes.  The cancer cells are immunoreactive for PTH-
rP in the center of the cancer nest (immunostaining for PTH-rP-2).
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