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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 the following glucagon products: 

 GlucaGen® HypoKit® (glucagon for injection) 

 Glucagon Emergency Kit (glucagon for injection) 

 Gvoke™ (glucagon for injection)  
 

Medical Necessity Criteria 
 
Glucagon products (GlucaGen HypoKit, Glucagon Emergency Kit, Gvoke) are considered medically 
necessary when the following are met:  
 

Coverage for glucagon products varies across plans and may require the use of preferred products. 
Refer to the customer’s benefit plan document for coverage details. 

 
Non-covered drugs are considered medically necessary when there is documentation of ONE of the 
following: 
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A. The individual has had inadequate efficacy to the number of covered alternatives according to the 

table below  
 
OR 
 

B. The individual has a contraindication according to FDA label, significant intolerance, or is not a 
candidate* for the covered alternatives according to the table below  

 
*Note: Not a candidate due to being subject to a warning per the prescribing information (labeling), 
having a disease characteristic, individual clinical factor[s], other attributes/conditions, or is unable to 
administer and requires this dosage formulation)  

 
Employer Group Non-Covered Products and Preferred Covered Alternatives by Drug List: 

Non-Covered 
Product 

Standard / 
Performance 

Value / 
Advantage  

Cigna Total 
Savings 

Legacy 

GlucaGen HypoKit 

(glucagon for 
injection) 
 

Covered as 
Preferred Brand 

ONE of the following:  

 Baqsimi (glucagon nasal powder) 

 Generic glucagon, human 
recombinant (glucagon for injection) 

 Zegalogue (dasiglucagon) 

Covered as 
Preferred Brand 

Glucagon 
Emergency Kit 
(glucagon for 
injection) 

Covered as 
Preferred Brand 

 Generic glucagon, human 
recombinant (glucagon for injection) ± 

 

Covered as 
Preferred Brand 

Gvoke Hypopen 
Auto-Injector, Kit 
or Prefilled 
Syringe (glucagon 
for injection)  

Covered as Non-
Preferred Brand 

ONE of the following:  

 Baqsimi (glucagon nasal powder) 

 Generic glucagon, human 
recombinant (glucagon for injection) 

 Zegalogue (dasiglucagon) 
 
For individual less than 4 years of age,  
approve  

Covered as Non-
Preferred Brand 

±Where applicable, documentation that individual has tried the bioequivalent generic product AND cannot take due to a 
formulation difference in the inactive ingredient(s) [for example, difference in dyes, fillers, preservatives] between the brand 
and the bioequivalent generic product which, per the prescribing physician, would result in a significant allergy or serious 
adverse reaction. 

 
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. 
 
Note: Receipt of sample product does not satisfy any criteria requirements for coverage. 
 

Reauthorization Criteria 
 
Glucagon products are considered medically necessary for continued use when initial criteria are met AND there 
is documentation of beneficial response. 
 

Authorization Duration 
 
Initial approval duration is up to 12 months. 
 
Reauthorization approval duration is up to 12 months. 
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Conditions Not Covered 
 
Glucagon products are considered not medically necessary for ANY other use. 
 

Background 
 
Overview 
An estimated 34.2 million people in the US have diabetes, representing 10.5% of the total US population.1 Of 
these, a total of 90% to 95% of cases are type 2 diabetes. Intensive glycemic therapy reduces the risk for 
microvascular complications, including nephropathy, retinopathy, and neuropathy.2 It has also been associated 
with reduced macrovascular complications. However, achieving glycemic goals is often limited by the risk of 
hypoglycemia.  
 
Normally, low plasma glucose results in decreased insulin secretion and increased glucagon secretion, 
stimulating gluconeogenesis.3 Decreased blood glucose also stimulates increased sympathetic activity, leading 
to characteristic symptoms of palpitations, tremor, sweating, and hunger. Glucagon secretion from pancreatic 
alpha cells is suppressed by insulin. Therefore, when patients taking exogenous insulin (or an insulin 
secretagogue) experience low blood glucose, the typical insulin decrease and corresponding glucagon increase 
do not occur, leading to inability to counter-regulate low glucose levels. In addition, recurrent hypoglycemic 
episodes induce “hypoglycemia unawareness” via decreased sympathetic neural responses, in which individuals 
do not experience symptoms until plasma glucose reaches lower and lower levels.3, 4 Acute hypoglycemia in 
patients with diabetes can lead to confusion, loss of consciousness, seizures, and death.  
 
The American Diabetes Association (ADA) and Endocrine Society use a plasma glucose value of 70 mg/dL (3.9 
mmol/L) to define hypoglycemia, although it is acknowledged that this level may not produce symptoms in 
individuals with tight glycemic control or frequent hypoglycemic events.4 Conversely, individuals with poorly 
controlled diabetes may experience hypoglycemic symptoms at higher plasma glucose levels. The ADA defines 
level 1 hypoglycemia as glucose < 70 mg/dL but ≥ 54 mg/dL. Level 2 hypoglycemia is defined as glucose < 54 
mg/dL.5 Severe (level 3) hypoglycemia is defined as hypoglycemia with altered mental and/or physical status, 
requiring the assistance of another person to actively administer carbohydrates, glucagon, or other corrective 
action.4,5  
 
Event rates for severe hypoglycemia in type 1 diabetes have been reported as 115 to 320 events per 100 
patient-years.4 In type 2 diabetes, the incidence of severe hypoglycemia has been reported as 35 to 70 events 
per 100 patient-years. Hypoglycemia is more frequent in patients with endogenous insulin deficiency (i.e., type 1 
diabetes or advanced type 2 diabetes) and is caused by treatment with a sulfonylurea, glinide, or insulin. The 
incidence increases with duration of diabetes. Other risk factors include advanced age, recent hospitalization, 
and polypharmacy. In children with type 1 diabetes, variable eating patterns, erratic activity, and inability to 
detect or communicate symptoms are all challenges in prevention of hypoglycemic events. Insulin requirements 
also change over time, such as during puberty, pregnancy, and postpartum.  
 
Discussion of the Class  
There are four commercially available glucagon products. GlucaGen HypoKit and Glucagon Emergency Kit 
(GEK) are supplied as a vial of lyophilized powder, along with a prefilled syringe of diluent. The vial must be 
reconstituted and the contents drawn back into the syringe prior to use. For both GlucaGen and GEK, it is 
recommended to use the reconstituted product immediately and discard any unused portion. These products 
may be given by subcutaneous (SC), intramuscular (IM), or intravenous (IV) injection at a dose of 1 mg or 0.5 
mg, based on patient weight. Gvoke is also given in doses of 1 mg or 0.5 mg; however, unlike the other 
parenteral glucagon products, Gvoke is supplied in a stable aqueous solution and does not require reconstitution 
prior to use. Gvoke is available as prefilled syringe or a prefilled autoinjector device. Gvoke is intended for SC 
administration only. Baqsimi is an intranasal formulation of glucagon indicated for patients ≥ 4 years of age. The 
recommended dose of Baqsimi is 3 mg (one actuation) into one nostril. Refer to Table 1 for a comparison of the 
commercially available glucagon products for hypoglycemia. Of note, glucagon is also available in vials (without 
co-packaged diluent) for use as a diagnostic aid in gastrointestinal (GI) imaging procedures, as glucagon can 
inhibit GI motility. Use of glucagon as a diagnostic aid will not be further reviewed in this document. 
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Table 1. Comparison of commercially Available Glucagon Products for Hypoglycemia6-9, 10, 11 
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“Cigna Companies” refers to operating subsidiaries of Cigna Corporation. All products and services are provided exclusively by or through 
such operating subsidiaries, including Cigna Health and Life Insurance Company, Connecticut General Life Insurance Company, Cigna 
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