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Antidiabetics –  
Amylin Analogs  

Medical policy no. 27.15.00-1   Effective Date: July 1, 2018 

Background: 
Pramlintide is an amylin analog designed for patients with type 1 or type 2 diabetes who use mealtime 

insulin and have failed to achieve desired glycemic control despite optimal insulin therapy. Amylin is a 37-

amino acid peptide that is stored in pancreatic beta cells, is co-secreted with insulin, and has a similar 

plasma kinetic profile. It affects glucose control through several mechanisms, including slowed gastric 

emptying, regulation of postprandial glucagon, and reduction of food intake. Glucose influx is better 

regulated, allowing exogenous insulin therapy to more easily match physiologic needs. Pramlintide is dosed 

before major meals and titrated as tolerated. Pramlintide has an anorexic effect and carries a black box 

warning for risk of severe hypoglycemia. 

 

Medical necessity 
Drug  Medical Necessity 
Pramlintide (SYMLIN®, 
SYMLINPEN®) 

Pramlintide may be considered medically necessary when: 
Used for the treatment of type 1 or type 2 diabetes with mealtime insulin 
and have failed to achieve desired glycemic control despite optimal insulin 
therapy 
 

Clinical policy: 
Drug  Clinical Criteria (Initial Approval) 
Pramlintide (SYMLIN®, 
SYMLINPEN®) 

Symlin may be covered when ALL of the following are met: 
1. Diagnosis of Type 1 or Type 2 diabetes 
2. Failed to achieve desired glycemic control despite optimal insulin 

therapy 
3. Currently receiving optimal mealtime insulin or continuous insulin 

infusion (insulin pump) 
4. NONE of the following: 

a. Diagnosis of gastroparesis or requiring medication to stimulate 
gastrointestinal motility (i.e. metoclopramide or erythromycin) 

b. Hypoglycemia unawareness (e.g., inability to detect and act 
upon the signs or symptoms of hypoglycemia)  

c. Poor compliance with current insulin regimen 
d. Poor compliance with self-blood glucose monitoring 
e. HbA1C (hemoglobin A1c) level greater than (>) 9% within the 

last 3 months 
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f. Recurrent severe hypoglycemia that required assistance during 
the past 6 months 

 
Approve for 6 months 

 Criteria (Reauthorization) 

Symlin may be continued when ALL of the following are met: 
1. Currently receiving optimal mealtime insulin or continuous insulin 

infusion (insulin pump)  
2. Documentation of positive clinical benefit 
 
Approve for 12 months 

Dosage and quantity limits 
Drug Name  Dose and Quantity Limits 

Symlin vial #4 vials (20mL) per 28-days 

SymlinPen® 60 #4 pens (6mL) per 28-days 

SymlinPen® 120 #4 pens (10.8mL) per 28-days 

References 
1. The American Association of Clinical Endocrinologists and American College of Endocrinologists (AACE/ACE) 

Diabetes Resource Center. [Online database]. Available at: http://outpatient.aace.com/type1-
diabetes/treatment Accessed December 2017.  

2. Garber AJ, MD, PhD, FACE et. al. Consensus Statement by the American Association of Clinical 
Endocrinologists and American College of Endocrinologists (AACE/ACE) On the Comprehensive Type 2 
Diabetes Management Algorithm 2016- Executive Summary. [Online database]. Available at: 
https://www.aace.com/publications/algorithm Accessed December 2017.  

3. American Diabetes Association. Living With Diabetes: Treatment and Care: Medication: Insulin and Other 
Injectables: Insulin Basics. [Online database]. Updated July, 2015. Available at: 
http://www.diabetes.org/living-with-diabetes/treatment-andcare/medication/insulin/insulin-basics.html 
Accessed December 2017.  

4. U.S. Food and Drug Administration: Emergency Preparedness: Information Regarding Insulin Storage and 
Switching Between Products in an Emergency. [Online database): Updated May, 2015. Available at: 
http://www.fda.gov/Drugs/EmergencyPreparedness/ucm085213.htm Accessed December 2017.  

5. Detail-Document, Comparison of Insulins and Injectable Diabetes Meds. Pharmacist’s Letter/Prescriber’s 
Letter. [Online database]: November 2012. Available at: 
https://pharmacist.therapeuticresearch.com/Content/Segments/PRL/2015/Mar/Comparison-of-Insulins-
8205 Accessed December 2017.  

6. Dowlat HA, Kuklmann MK, Khatami H, Ampudia-Blasco FJ. Diabetes Obes Metab 2016 Aug; 18(8):737-46 doi: 
10.1111/dom. 12676. Epub May 2016. Interchangeability among reference insulin analogues and their 
biosimilars: regulatory framework, study design and clinical implications. Available at: 
http://www.ncbi.nlm.nih.gov/pubmed/27097592 Accessed December 2017.  

7. McCulloch DK, MD, Nathan DM, MD, Mulder JE, MD. General Principles of Insulin therapy in Diabetes 
Mellitus. UpToDate-Online Database. Updated March, 2016. Available at: 
http://www.uptodate.com/contents/general-principles-of-insulintherapy-in-diabetes-mellitus Accessed 
December 2017.  



 
 

Policy: Amylin Analogs Medical Policy No. 27.15.00-1  Last Updated 04/18/2018 

3 
 
 

8. Plank J, Wutte A, Brunner G, et al. A Direct Comparison of Insulin Aspart and Insulin Lispro in Patients with 
Type I Diabetes. Diabetes Care. 2002; 25:2053-2057. Available at: 
http://care.diabetesjournals.org/content/25/11/2053 Accessed December 2017.  

9. Hedman CA, Lindstrom T, Arnqvist HJ. Direct Comparison of Insulin Lispor and Aspart Shows Small 
Differences in Plasma Insulin Profiles After Subcutaneous Injection in Type 1 Diabetes. Diabetes Care. 2001; 
24:1120-1121. Available at: http://care.diabetesjournals.org/content/24/6/1120 Accessed December 2017.  

10. Von Mach MA, et al. Differences in Pharmacokinetics and Pharmacodynamics of Insulin Lispro and Aspart in 
Healthy Volunteers. Exp Clin Endocrinol Diabetes. 2002; 110:416-419. Available at: 
http://www.ncbi.nlm.nih.gov/pubmed/12518253 Accessed December 2017.  

11. Marso SP, MD, et al. Liraglutide and Cardiovascular Outcomes in Type 2 Diabetes. N Engl J Med 2016; 375: 
311-322, July 28, 2016. Available at: http://www.nejm.org/doi/full/10.1056/NEJMoa1603827 Accessed 
December 2017.  

12. Package insert for Adlyxin® (lixisenatide). Sanofi-Aventis, LLC. Bridgewater, NJ. July, 2016. Available at: 
http://www.accessdata.fda.gov/drugsatfda_docs/label/2016/208471Orig1s000lbl.pdf Accessed December 
2017.  

13. Package insert for Xultophy (insulin degludeg and liraglutide). Novo Nordisk, A/S. Bagsvaerd, Denmark. 
November, 2016. Available at: http://www.novo-pi.com/xultophy10036.pdf Accessed December 2017.  

14. Package insert for Soliqua (insulin glargine and lixisenatide). Sanofi-Aventis, U.S. LLC. Bridgewater, NJ. 
November 2016. Available at: http://products.sanofi.us/Soliqua100-33/Soliqua100-33.pdf Accessed 
December 2017.  

15. Gough SCL, Bode B, Woo V, et al. Efficacy and safety of a fixed-ratio combination of insulin degludec and 
liraglutide (IDegLira) compared with its components given alone: results of a phase 3, open-label, 
randomised, 26-week, treat-to-target trial in insulin-naïve patients with type 2 diabets. DUAL I. Lancet 
Diabetes & Endocrinology. (2014). 2(11):885-893.  

16. Lingvay I, Perez MF, Garcia-Hernandez P, et al. Effect of insulin glargine up-titration vs insulin 
degludec/liraglutide on glycated hemoglobin levels in patients with uncontrolled type 2 diabetes: The DUAL V 
Randomized Clinical Trial. JAMA 2016; 315(9):898-907.  

17. Buse JB, Vilsbøll T, Thurman J, et al. Contribution of liraglutide in the fixed-ratio combination of insulin 
degludec and liraglutide (IDegLira). DUAL II. Diabetes Care. (2014). 37(11):2926-2933.  

18. Rodbard HW, Bode BW, Harris SB, et al. Safety and efficacy of insulin degludec/liraglutide addedto 
sulphonylurea alone or to sulphonylurea and metformin in insulin-naïve people with type 2 diabetes: the 
DUAL IV trial. Diabetic Medicine. (2016). doi: 10.1111/dme.13256  

19. Hampp C, Borders-Hemphill V, Moeny DG, Wysowski DK. Use of antidiabetic drugs in the U.S., 2003-2012. 
Diabetes Care. (2014). 37(5): 1367-1374. doi: 10.2337/dc13-2289  

20. Aroda VR, Bailey TS, Carious B, et al. Effect of adding insulin degludec to treatment in patients with type 2 
diabetes inadequately controlled with metformin and liraglutide: a double-blind randomized controlled trial 
(BEGIN: ADD TO GLP-1 study). Diabetes Obes Metab. (2016). 18(7):663-670. doi: 10.1111/dom.12661  

21. Weinzimer SA, Sherr JL, Cengiz E, et al. Effect of pramlintide on prandial glycemic excursions during closed-
loop control in adolescents and young adults with type 1 diabetes. Diabetes Care. 2012 Oct;35(10):1994-9. 
Epub 2012 Jul 18.  

22. Hollander PA, Levy P, Fineman MS, et al. Pramlintide as an adjunct to insulin therapy improves long-term 
glycemic and weight control in patients with type 2 diabetes: a 1-year randomized controlled trial. Diabetes 
Care. 2003;26(3):784.  

23. Hollander P, Maggs DG, Ruggles JA, et al. Effect of pramlintide on weight in overweight and obese insulin-
treated type 2 diabetes patients. Obes Res. 2004;12(4):661.  

24. Ceriello A, Lush CW, Darsow T, et al. Pramlintide reduced markers of oxidative stress in the postprandial 
period in patients with type 2 diabetes. Diabetes Metab Res Rev. 2008;24(2):103. 

 


