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INSTRUCTIONS FOR USE 
The following Coverage Policy applies to health benefit plans administered by Cigna Companies. Certain Cigna Companies and/or lines of 
business only provide utilization review services to clients and do not make coverage determinations. References to standard benefit plan 
language and coverage determinations do not apply to those clients. Coverage Policies are intended to provide guidance in interpreting 
certain standard benefit plans administered by Cigna Companies. Please note, the terms of a customer’s particular benefit plan document 
[Group Service Agreement, Evidence of Coverage, Certificate of Coverage, Summary Plan Description (SPD) or similar plan document] may 
differ significantly from the standard benefit plans upon which these Coverage Policies are based. For example, a customer’s benefit plan 
document may contain a specific exclusion related to a topic addressed in a Coverage Policy. In the event of a conflict, a customer’s benefit 
plan document always supersedes the information in the Coverage Policies. In the absence of a controlling federal or state coverage 
mandate, benefits are ultimately determined by the terms of the applicable benefit plan document. Coverage determinations in each specific 
instance require consideration of 1) the terms of the applicable benefit plan document in effect on the date of service; 2) any applicable 
laws/regulations; 3) any relevant collateral source materials including Coverage Policies and; 4) the specific facts of the particular situation. 
Coverage Policies relate exclusively to the administration of health benefit plans. Coverage Policies are not recommendations for treatment 
and should never be used as treatment guidelines. In certain markets, delegated vendor guidelines may be used to support medical 
necessity and other coverage determinations. 

Overview 
 
This policy supports medical necessity review for parathyroid hormone (Natpara ®). 
   
Receipt of sample product does not satisfy any criteria requirements for coverage. 
 
Medical Necessity Criteria 
 
Parathyroid hormone (Natpara) is considered medically necessary when the following are met:  
 

1. Chronic Hypoparathyroidism. Individual meets ALL of the following criteria (A, B, C, and D): 
A. Individual cannot be well-controlled on calcium supplements and active forms of vitamin D alone 
B. Individual’s 25-hydroxyvitamin D stores are sufficient (before initiating Natpara therapy) 
C. Individual’s serum calcium concentration is > 7.5 mg/dL (before initiating Natpara therapy) 
D. Medication is being prescribed by, or in consultation with, an endocrinologist 
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When coverage is available and medically necessary, the dosage, frequency, duration of therapy, and site of 
care should be reasonable, clinically appropriate, and supported by evidence-based literature and adjusted 
based upon severity, alternative available treatments, and previous response to therapy. 
 
Reauthorization Criteria 
 
Parathyroid hormone (Natpara) is considered medically necessary for continued use when initial criteria are met 
AND there is documentation of beneficial response (for example, reduction in the individual’s oral calcium dose; 
reduction in the individual’s active vitamin D dose; maintenance of a stable albumin-corrected total serum 
calcium concentration). 
 
Authorization Duration 
 
Initial approval duration:  up to 12 months. 
Reauthorization approval duration:  up to 12 months. 
 
Conditions Not Covered  
 
Any other use is considered experimental, investigational or unproven, including the following (this list may not 
be all inclusive):  
 
1. Acute Post-Surgical Hypoparathyroidism. Natpara was only studied in patients with chronic 

hypoparathyroidism. 
 
2. Hypoparathyroidism Caused by Calcium-Sensing Receptor Mutations. Natpara was not studied in this 

patient population. 
 
Background 
 
OVERVIEW 
Natpara, a replica of the endogenous parathyroid hormone, is indicated as an adjunct to calcium and vitamin D 
to control hypocalcemia in patients with hypoparathyroidism.1 
 
There are several limitations to Natpara use:  due to the potential risk of osteosarcoma, Natpara is 
recommended only for patients who cannot be well-controlled on calcium supplements and active forms of 
vitamin D alone; it was not studied in patients with hypoparathyroidism caused by calcium-sensing receptor 
mutations; and it was not studied in patients with acute post-surgical hypoparathyroidism. 
 
Before initiating and during therapy with Natpara, 25-hydroxyvitamin D stores should be sufficient.1  In addition, 
before initiating Natpara, serum calcium concentration should be > 7.5 mg/dL  In the pivotal study, a responder 
to Natpara therapy was defined as an individual who had:  ≥ 50% reduction from baseline in the dose of active 
vitamin D, ≥ 50% reduction from baseline in the dose of oral calcium supplementation, and an albumin-corrected 
total serum calcium concentration between 7.5 mg/dL and 10.6 mg/dL. 
 
Natpara has a Boxed Warning about the risk of osteosarcoma.1  Parathyroid hormone has been shown to 
increase the incidence of osteosarcoma in male and female rats; the risk was dependent on dose and treatment 
duration.  A risk to humans could not be excluded.  Natpara is available only through a restricted Risk Evaluation 
and Mitigation Strategy (REMS) program; only certified healthcare providers can prescribe and only certified 
pharmacies can dispense Natpara. 
 
Note:  Natpara continues to be unavailable except for select patients through a Special Use Program.  On March 
22, 2022, the manufacturer (Takeda) released a statement indicating that Natpara’s return to the commercial 
market is indefinitely delayed.2 
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Guidelines/Recommendations 
A consensus statement released in 2019 notes the use of calcium supplements and active vitamin D as the 
conventional therapy for hypoparathyroidism.3  Natpara therapy should be considered in patients experiencing 
inadequate control of serum calcium; patients who require > 2.5 g of calcium or > 1.5 mcg of calcitriol per day to 
control serum calcium or symptoms; patients with hypercalciuria, renal stones, nephrocalcinosis, stone risk or 
reduced creatinine clearance or estimated glomerular filtration rate (eGFR) (< 60 mL/min); or patients with 
hyperphosphatemia and/or calcium-phosphate product > 55 mg2/dL2 or 4.4 mmol2/L2.  Natpara therapy may also 
be beneficial in patients who have malabsorption or who are intolerant of large doses of oral calcium 
supplements or who are noncompliant with taking several tablets a day. 
 
The First International Conference on the Management of Hypoparathyroidism provided some guidelines on the 
management of this condition (2016).4  Conventional management of chronic hypoparathyroidism includes use of 
calcium supplements, active vitamin D or analogs, magnesium, thiazide diuretics (when necessary to help 
manage hypercalciuria and low salt diet), and phosphate binders and low phosphate diet (if necessary to control 
hyperphosphatemia).  Natpara therapy may be considered in patients with well-established chronic 
hypoparathyroidism of any etiology except for autosomal dominant hypocalcemia; variable and inconsistent 
control of the serum calcium with frequent episodes of hypo- and hypercalcemia; nephrolithiasis, 
nephrocalcinosis, or reduced creatinine clearance or eGFR to < 60 mL/min; hypercalciuria and/or other 
biochemical indices or renal stone risk; persistently elevated serum phosphate and/or calcium-phosphate 
product (> 55 mg2/dL2 or 4.4 mmol2/L2); excessive amounts of oral medications required to control symptoms 
such as > 2.5 g of calcium or > 1.5 µg of active vitamin D, or both; and a gastrointestinal tract disorder that might 
lead to variable calcium and vitamin D absorption. 
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