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Standard Response Letter for State Formulary Review

ZEGALOGUE® (dasiglucagon) injection

PURPOSE

This Standard Response Letter has been prepared for you by Zealand Pharma US, Inc. It may include

health care economic information, as defined under 21 USC 502(a) and FDA’s final guidance on Drug

and Device Manufacturer Communications with Payors, Formulary Committees, and Similar Entities

(June 2018). The information is in no way intended to imply or suggest any claims regarding

ZEGALOGUE® beyond its approved indication. Zealand Pharma is not responsible for the decisions

you make based on the information presented.

INTRODUCTION

ZEGALOGUE® (dasiglucagon) injection is a glucagon analog in aqueous formulation for subcutaneous 

dosing.1  It is available in a ready-to-use formulation, not requiring reconstitution, – the single-dose 

autoinjector or a single-dose prefilled syringe – for the treatment of severe hypoglycemia in patients 

with diabetes aged 6 years and older.1

The efficacy and safety of dasiglucagon were evaluated in three pivotal phase 3, randomized, double-

blind, placebo-controlled, multicenter trials in patients with type 1 diabetes mellitus (T1DM).1 Two trials

were conducted in adult patients (n=215) and one trial was conducted in pediatric patients aged 6 to 17

years (n=42).2-4 The primary efficacy endpoint for all 3 trials was time to plasma glucose recovery (PG

recovery) (treatment success) defined as an increase in blood glucose of ≥ 20 mg/dL from time of

administration, without additional intervention.2-4

EFFICACY 

• Following controlled insulin-induced hypoglycemia, the median time to plasma glucose recovery was

significantly faster with dasiglucagon treatment (10 minutes across all 3 trials) than with placebo

treatment (range, 30-40 minutes; p< 0.001 dasiglucagon vs placebo for all comparisons).1
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• In each trial, plasma glucose recovery at 10-, 15-, 20-, and 30-minutes posttreatment was achieved

in a significantly greater proportion of patients in the dasiglucagon vs placebo groups.2-4 Within the

first 15 minutes post-dose, 99% of adults and 95% of pediatrics were recovered, respectively.1

SAFETY RESULTS

• The most common adverse reactions (≥2%) associated with dasiglucagon in adults were nausea,

vomiting, headache, diarrhea and injection site pain; in pediatrics: nausea, vomiting, headache and

injection site pain.1-4

SUMMARY

• Across all 3 clinical trials (2 adult trials and the pediatric trial), a single subcutaneous dose of

dasiglucagon 0.6 mg/0.6 mL resulted in plasma glucose recovery within a median of 10 minutes in

patients with T1DM and insulin-induced hypoglycemia.1

• Dasiglucagon can be stored in a refrigerator for up to 36 months until the printed expiration date on

the label. The product can also be stored at room temperature for up to 12 months or until the

original expiration date, whichever comes first. Do not return dasiglucagon to the refrigerator after

storing at room temperature.1,5

• Important safety information is provided on the following page.
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IMPORTANT SAFETY INFORMATION

INDICATION

ZEGALOGUE (dasiglucagon) injection is indicated for the treatment of severe hypoglycemia in 

pediatric and adult patients with diabetes aged 6 years and above.

IMPORTANT SAFETY INFORMATION

Contraindications

ZEGALOGUE is contraindicated in patients with pheochromocytoma because of the risk of 

substantial increase in blood pressure and in patients with insulinoma because of the risk of 

hypoglycemia.

Warnings and Precautions

ZEGALOGUE is contraindicated in patients with pheochromocytoma because glucagon products may 

stimulate the release of catecholamines from the tumor. If the patient develops a substantial increase in 

blood pressure and a previously undiagnosed pheochromocytoma is suspected, 5 to 10 mg of 

phentolamine mesylate, administered intravenously, has been shown to be effective in lowering blood 

pressure.

In patients with insulinoma, administration of glucagon products may produce an initial increase in blood 

glucose; however, ZEGALOGUE administration may directly or indirectly (through an initial rise in blood 

glucose) stimulate exaggerated insulin release from an insulinoma and cause hypoglycemia. 

ZEGALOGUE is contraindicated in patients with insulinoma. If a patient develops symptoms of 

hypoglycemia after a dose of ZEGALOGUE, give glucose orally or intravenously.

Allergic reactions have been reported with glucagon products; these include generalized rash, and 

in some cases anaphylactic shock with breathing difficulties and hypotension. Advise patients to 

seek immediate medical attention if they experience any symptoms of serious hypersensitivity 

reactions.

ZEGALOGUE is effective in treating hypoglycemia only if sufficient hepatic glycogen is present. Patients 

in states of starvation, with adrenal insufficiency or chronic hypoglycemia may not have adequate levels 

of hepatic glycogen for ZEGALOGUE administration to be effective. Patients with these conditions should 

be treated with glucose.

Adverse Reactions

The most common adverse reactions (≥2%) associated with ZEGALOGUE in adults were nausea, 

vomiting, headache, diarrhea and injection site pain; in pediatrics: nausea, vomiting, headache and 

injection site pain.

Drug Interactions

Patients taking beta-blockers may have a transient increase in pulse and blood pressure when given 

ZEGALOGUE. In patients taking indomethacin, ZEGALOGUE may lose its ability to raise blood 

glucose or may produce hypoglycemia. ZEGALOGUE may increase the anticoagulant effect of 

warfarin.

Please see accompanying Full Prescribing Information
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EMPAVELI™ (pegcetacoplan) injection, for subcutaneous use 
Apellis Pharmaceuticals 

State Medicaid Testimony (submitted upon request) 
Based on May 2021 FDA Label 

 
This statement summarizes key information to support unrestricted access to pegcetacoplan, also known 
commercially as EMPAVELI for the treatment of adult patients with paroxysmal nocturnal hemoglobinuria 
(PNH). 
 
PNH: PNH is a rare, acquired, and potentially life‐threatening hemolytic disease characterized by an attack on 
red blood cells by a component of the body’s immune system called complement.1 PNH impacts approximately 
5,000 to 6,000 patients in the United States and is most frequently diagnosed in patients in their 30s.2‐5 When 
left untreated, patients with PNH have a 10‐year mortality rate of 29% due to fatal complications such as 
thrombotic and hemorrhagic events4 
 

Standard of care/unmet need: Currently, the standard of care for PNH are C5 inhibitors, including eculizumab 
and ravulizumab.6 C5 inhibitors have improved patient survival by addressing intravascular hemolysis, yet 
despite this, many people with PNH continue to experience ongoing hemolysis and persistently low hemoglobin 
often requiring transfusions.6‐8 According to a retrospective study of patients treated with C5 inhibitors, 72% had 
persistently low hemoglobin and 36% required one or more transfusions.9 The economic burden of transfusion 
dependent patients treated with C5 inhibitors can be substantial from a payer perspective. A claims‐based 
analysis assessing the real‐world economic impact of PNH found that transfusion dependence was associated 
with approximately $220,000 higher annual direct medical costs per patient compared to PNH patients who 
were transfusion free.10 There is a need for additional therapies for PNH to address these challenges. 
 
EMPAVELI: EMPAVELI is a complement inhibitor indicated for the treatment of adult patients with PNH.11 
EMPAVELI contains a BOXED WARNING regarding the risks of meningococcal and other serious infections caused 
by encapsulated bacteria (similar to the BOXED WARNINGS for the C5 inhibitors). Patients should be vaccinated 
according to ACIP recommendations prior to starting therapy. The product is only available through a REMS 
program.11 Refer to the full prescribing information for complete safety information including boxed warning, 
contraindications, warnings & precautions, and adverse reactions.  
 
MOA and administration: EMPAVELI binds to complement protein C3 and C3b, acting proximally in the 
complement cascade to control both intravascular and extravascular hemolysis in PNH.11 Unlike available C5 
inhibitors, EMPAVELI can be self‐administered by the patient as a subcutaneous infusion twice weekly.11  
 

Clinical Trials: The safety and efficacy of EMPAVELI in PNH has been assessed in a phase 3 randomized, open‐
label, head‐to‐head study compared to eculizumab in patients who continued to experience hemoglobin levels 
less than 10.5g/dL despite receiving a stable dose of eculizumab.11‐12 EMPAVELI was superior to eculizumab on 
the primary endpoint of change from baseline in hemoglobin level with an increase of 2.37g/dL versus a 
decrease of 1.47 g/dL with eculizumab, demonstrating an adjusted mean increase of 3.84g/dL compared with 
eculizumab at week 16.11‐12 Additionally, EMPAVELI met non‐inferiority on the key secondary endpoints of 
transfusion avoidance and change from baseline in absolute reticulocyte count. 85% of patients in the EMPAVELI 
arm and 15% of patients treated with eculizumab remained transfusion free at week 16.11‐12 From a safety 
perspective, the most common adverse reactions were injection site reactions, infections, diarrhea, abdominal 
pain, respiratory tract infection, viral infection and fatigue.11 Apellis has also conducted studies in patients with 
PNH who did not previously receive C5 inhibitors. Increases in hemoglobin were observed in these trials.11 



                      
 

In summary, EMPAVELI provides a treatment option with the potential to improve hemoglobin levels in all adult 
patients with PNH over current standard of care. We respectfully ask the committee to add EMPAVELI to 
formulary to provide unrestricted access for patients with PNH. 
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