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OVERVIEW

Introduction
Pramlintide is a recombinant DNA produced polypeptide analogue of human amylin that is used in 
combination with insulin in the therapy of diabetes. Pramlintide has not been associated with serum enzyme 
elevations during therapy or with instances of clinically apparent liver injury.

Background
Pramlintide (pram' lin tide) is a synthetic analogue of human amylin that is used in combination with insulin in 
the treatment of diabetes. Amylin is a human pancreatic hormone which, like insulin, is produced in pancreatic 
beta cells and aids in the control of blood sugar after meals by delaying gastric emptying, decreasing glucagon 
secretion and suppressing appetite. The loss of beta cell function that occurs early in type 1 diabetes and late in 
type 2 diabetes leads to deficiency in amylin secretion. Pramlintide differs from human amylin in 3 of its 37 
amino acids, modifications which allow for a longer half-life of the hormone. Pramlintide was approved for use 
in diabetes as an adjunct to insulin therapy in the United States in 2005. Pramlintide is available in solution in 
vials and pens for injection under the brand name Symlin. The typical starting dose in type 1 diabetes is 15 µg 
subcutaneously before each meal, with subsequent titration to a target dose of 60 µg before each meal. The 
recommended starting dose in type 2 diabetes is 60 µg, with a target maintenance dose of 120 µg subcutaneously 
before each meal. Common side effects of pramlintide include nausea, vomiting, anorexia, fatigue, headache, 
dizziness and hypoglycemia. Severe adverse reactions include severe hypoglycemia, particularly in type 1 
diabetes.

Hepatotoxicity
In large clinical trials, serum enzyme elevations were rare (<1%) during pramlintide/insulin therapy and no 
more common than with placebo and there were no reports of clinically apparent liver injury among treated 
patients. Since licensure, there have been no published case reports of hepatotoxicity due to pramlintide and the 
product label does not list liver injury as an adverse event. Thus, liver injury due to pramlintide must be rare, if it 
occurs at all.

Likelihood score: E (unlikely cause of clinically apparent liver injury).

Mechanism of Injury
Pramlintide is a polypeptide and is metabolized to amino acids by serum and tissue proteases, and is unlikely to 
have any direct hepatotoxic potential.
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