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Introduction

Case Summary
Patient & History:
• Mid-60s male with tobacco history
• Stage IVB (cT3N3M0) p16-positive OPSCC treated with induction 

chemotherapy + concurrent chemoradiotherapy 11 months prior
• Complete clinical response at 5 months post-treatment
Initial ED Presentation (Recurrence):
• Progressive dysphagia, left-sided neck pain, visible neck mass
• CT/PET confirmed recurrent disease with 4.1 cm tonsillar lesion causing 

airway compromise
• Required emergent tracheostomy and gastrostomy tube placement
Laboratory Findings - First Admission:
• Hypercalcemia: serum Ca²⁺ 11.8 mg/dL, ionized Ca²⁺ 1.55 mmol/L
• Hypophosphatemia: phosphorous 2.3 mg/dL
• Normal PTH: 10.7 pg/mL
• Responded to IV hydration and phosphate supplementation
Second Admission (2 months later):
• Symptomatic severe hypercalcemia: serum Ca²⁺ 17.3 mg/dL, ionized 

Ca²⁺ 2.00 mmol/L
• Symptoms: muscle cramps, body aches, constipation, polyuria
• PTHrP markedly elevated at 3.2 pmol/L, confirming HHM diagnosis
• Suppressed PTH: 8.8 pg/mL
Treatment Course:
• IV hydration + calcitonin 200 units q12h → transient improvement
• One cycle carboplatin/paclitaxel (second cycle deferred due to 

bacteremia)
• Zoledronic acid 4 mg IV → temporary calcium reduction to 8.9-10.6 

mg/dL\
• Refractory hypercalcemia persisted: ionized Ca²⁺ 1.90 mmol/L, PTHrP 2.9 

pmol/L
• Denosumab 120 mg SC administered for treatment-resistant disease
Outcome:
• Persistent refractory hypercalcemia prevented effective cancer therapy
• Fatal hemorrhagic event from tumor bleeding one day post-denosumab
• Death attributed to inability to treat advancing underlying malignancy 

due to refractory HHM

Discussion
• First reported case of PTHrP-mediated HHM in tonsillar SCC - while HHM 

is documented in other head and neck SCCs (oral cavity 4.1% incidence, 
base of tongue), tonsillar occurrence not previously established3

• Stage IVB presentation aligns with established patterns; HHM cases arise 
with advanced disease, reflecting tumor burden required for clinically 
significant PTHrP production4

• Refractory hypercalcemia disrupts oncologic management - anticancer 
therapy discontinuation occurs in 26.9% of hypercalcemic vs. 4.3% of 
normocalcemic patients5

• Patient survival of 4 months from HHM diagnosis exceeds typical median 
(<2 months) but demonstrates tonsillar SCC follows same aggressive 
pattern as other head and neck subsites6,7

• HHM secondary to advanced malignancy became the primary clinical 
factor dictating treatment options and survival in this case
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• Humoral hypercalcemia of malignancy (HHM) is a paraneoplastic 
syndrome caused by tumor secretion of parathyroid hormone-related 
peptide (PTHrP), occurring in 2-30% of cancer patients with advanced 
disease1,2

• Most commonly seen in lung, kidney, and breast malignancies; in head 
and neck cancers documented in nasal cavity, oral cavity, larynx, and 
hypopharyngeal SCC1

• Clinical presentation: hypercalcemia, hypophosphatemia, normal-low 
PTH, elevated PTHrP with symptoms of fatigue, polyuria, polydipsia, and 
altered mental status2

• Poor prognosis: median survival of weeks to months despite aggressive 
treatment2

• We present the first documented case of PTHrP-mediated HHM in 
tonsillar SCC

Conclusion
• This case represents the first documented case of HHM in tonsillar SCC
• Paraneoplastic manifestations such as HHM likely to occur with 

advanced disease course. Further investigation needed to determine 
prevalence.
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Table 1. Treatment response and laboratory values demonstrating refractory hypercalcemia despite 
escalating anti-resorptive therapy. Red values = elevated.

Figure 2. Axial CT showing 4.1 cm recurrent 
tonsillar lesion

Figure 1. Extensive recurrent tonsillar SCC 
with external extension

1. Walker MD, Shane E. Hypercalcemia: A Review. JAMA. 2022;328(16):1624-1636. doi:10.1001/jama.2022.18331
2. El-Hajj Fuleihan G, Clines GA, Hu MI, et al. Treatment of Hypercalcemia of Malignancy in Adults: An Endocrine 

Society Clinical Practice Guideline. J Clin Endocrinol Metab. 2023;108(3):507-528. doi:10.1210/clinem/dgac621
3. Iwase M, Kurachi Y, Kakuta S, Sakamaki H, Nakamura-Mitsuhashi M, Nagumo M. Hypercalcemia in patients with 

oral squamous cell carcinoma. Clin Oral Investig. 2001;5(3):194-198. doi:10.1007/s007840100123
4. Clines GA. Mechanisms and treatment of hypercalcemia of malignancy. Curr Opin Endocrinol Diabetes Obes. 

2011;18(6):339-346. doi:10.1097/MED.0b013e32834b4401
5. Won C, Decker DA, Drelichman A, Al-Sarraf M, Reed ML. Hypercalcemia in head and neck carcinoma. Incidence 

and prognosis. Cancer. 1983;52(12):2261-2263. doi:10.1002/1097-0142(19831215)52:12<2261::aid-
cncr2820521217>3.0.co;2-k

6. Mamou E, Gougis P, Abbar B, Spano JP, Morardet L, Vozy A. Prognosis and Phenotypes of Advanced Head and 
Neck Carcinoma Associated With Hypercalcemia. Head Neck. 2025;47(8):2174-2182. doi:10.1002/hed.28126

7. Gupta S, Rastogi A, Singh P, et al. Treatment Outcomes and Survival in Hypercalcemia of Malignancy: A Grave 
Metabolic Emergency. Cureus. 2023;15(3):e35783. Published 2023 Mar 5. doi:10.7759/cureus.35783


	Slide 1

