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Exenatide extended release is a weekly subcutaneous injectable glucagon-like pep-
tide-1 (GLP-1) receptor agonist approved by European Medicines Agency (EMA) in
2011." The mechanism of action involves the enhancement of insulin secretion from pan-
creatic beta-cells, the delaying of gastric emptying and the suppression of glucagon secre-
tion which is known to be inappropriately elevated in patients with type 2 diabetes, lead-
ing to lower glucagon concentrations and therefore to decreased hepatic glucose output.
The most frequently reported adverse reactions were nausea, diarrhea and injection site
reactions (such as pruritus, nodules, erythema). Interestingly, angioedema is documented
as a potential side effect of exenatide by its manufacturer however its frequency of occur-
rence remains unknown' and only one case has been reported in literature.” Angioedema
is a self-limited subcutaneous or submucosal swelling caused by a localized increase in
microvascular permeability. Angioedema subdivides in three main categories: histamine-,
leukotriene-, and bradykinin-mediated. Allergic angioedema (or histamine-mediated) is
one of the most common causes of angioedema and can be triggered by exposure to cer-
tain foods, drugs or insect bites.’

A 43-year-old woman with a history of diabetes mellitus admitted to the emergency
room with an exuberant progressive swelling of the lips and periorbital region, associ-
ated with pruritic rash on the chest and abdomen with a reported 3 days of evolution. She
had no history of allergies, trauma or family history of angioedema. No other alterations
on examination were found. The patient initiated an extended release exenatide 13 days
before admission and had her second dose 6 days prior. The diagnosis of angioedema sec-
ondary to exenatide was assumed and she was treated with antihistamines and corticos-
teroids, with resolution of symptoms. The patient was discharged the following day with
a course of corticosteroids and antihistamines, given the prolonged half-life of exenatide,
and an indication to discontinue exenatide. She made a full recovery.

Regarding our patient’s symptoms (angioedema associated with pruritic rash), the
temporal sequence (2 weeks post-first injection, which concurs with the first peak plasma
concentration of exenatide),* the resolution with conventional treatment (antihistamines
and steroids) and the negative family history, allergic angioedema secondary to exena-
tide was assumed. The underlying mechanism for the development of drug-associated
angioedema is multifactorial’ and since GLP-1 agonists induced angioedema is a rarely
reported adverse effect, this mechanism remains uncertain.
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Figure 1. Angioedema — Front view: Exuberant swelling of the lower lip, right-
side of upper lip and face.
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Figure 2. Angioedema — Lateral view: Exuberant swelling of the lower lip,
right-side of upper lip and face.

This case aims to raise awareness to the extremely rare poten-
tial adverse effect of angioedema secondary to exenatide, which
has only been reported once in literature. Moreover, this case re-
minds us to a fundamental detail, the necessity of prolonging the
course of treatment due to the prolonged half-life of exenatide.
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