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RATIONALE FOR INCLUSION IN PA PROGRAM 

Background 

Demser, (metyrosine) is a tyrosine hydroxylase inhibitor indicated for the treatment of 

pheochromocytoma. Blocking tyrosine hydroxylase results in decreased endogenous levels of 

catecholamines (e.g., epinephrine, norepinephrine, and dopamine). In patients with 

pheochromocytoma, who produce excessive amounts of norepinephrine and epinephrine, 

administration of Demser has reduced catecholamine biosynthesis from about 35% to 80% as 

measured by the total excretion of catecholamines and their metabolites (1). 

 

Regulatory Status  

FDA-approved indications: Demser is indicated in the treatment of patients 12 years of age and 

older with pheochromocytoma for (1): 

1. Preoperative preparation of patients for surgery 

2. Management of patients when surgery is contraindicated 

3. Chronic treatment of patients with malignant pheochromocytoma  

 

Demser is not recommended for the control of essential hypertension (1).  

 

The maximum biochemical effect of Demser usually occurs within two to three days, and the 

urinary concentration of catecholamines and their metabolites usually returns to pretreatment 

levels within three to four days after Demser is discontinued. In some patients the total excretion of 

catecholamines and catecholamine metabolites may be lowered to normal or near normal levels 

(less than 10 mg/24 hours). In most patients the duration of treatment has been two to eight 

weeks, but several patients have received Demser for periods of 1 to 10 years (1). 

Most patients with pheochromocytoma treated with Demser experience decreased frequency and 

severity of hypertensive attacks with their associated headache, nausea, sweating, and 

tachycardia. In patients who respond, blood pressure decreases progressively during the first two 

days of therapy with Demser; after withdrawal, blood pressure usually increases gradually to 

pretreatment values within two to three days (1). 

 

The recommended initial dose of Demser for adults and children aged ≥ 12 years is 250 mg four 
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times daily. This may be increased by 250 to 500 mg every day to a maximum of 4.0 grams/day in 

divided doses. When used for preoperative preparation, the optimally effective dose of Demser 

should be administered for at least 5 to 7 days. Optimally effective dosages for Demser are usually 

between 2.0 and 3.0 grams/day, and the dose should be titrated by monitoring clinical symptoms 

and catecholamine excretion. In those who are hypotensive, the dosage should be titrated to 

achieve normalization of blood pressure and control of clinical symptoms (1).  

 

Guidelines from the Endocrine Society recommend alpha1-adrenergic receptor blockers as the first 

choice to control blood pressure and prevent a hypertensive crisis in patients with 

pheochromocytoma (2). 

 

The safety and effectiveness of Demser in patients less than 12 years of age have not been 

established (1). 

 

Summary 

Demser (metyrosine) is a tyrosine hydroxylase inhibitor indicated for the treatment of 

pheochromocytoma for: preoperative preparation of patients for surgery, management of patients 

when surgery is contraindicated, and chronic treatment of patients with malignant 

pheochromocytoma. Blocking tyrosine hydroxylase results in decreased endogenous levels of 

catecholamines (e.g., epinephrine, norepinephrine, and dopamine). Demser is not recommended 

for the control of essential hypertension. The safety and effectiveness of Demser in patients less 

than 12 years of age have not been established (1). 

Prior approval is required to ensure the safe, clinically appropriate and cost-effective use of 

Demser while maintaining optimal therapeutic outcomes. 
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