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IN BRIEF
Gl Effects of GLP-1 Receptor Agonists

Glucagon-like peptide-1 (GLP-1) receptor agonists and
the dual glucose-dependent insulinotropic polypeptide
(GIP)/GLP-1 receptor agonist tirzepatide (Mounjaro)
are widely prescribed for treatment of type 2 diabetes
and weight management (see Table 1), but they delay
gastric emptying and commonly cause nausea and
vomiting.! Gastroparesis and bowel obstruction (ileus)
have also been reported with their use.

ILEUS — The package inserts of all GLP-1 receptor
agonists and tirzepatide have been updated to include
postmarketing reports of ileus associated with their
use. According to the FDA, the additions were based
on 90 postmarketing cases of ileus reported to the
FDA Adverse Event Reporting System (FAERS). Long-
term randomized, controlled trials evaluating the risk
of ileus with these drugs are lacking.

Possible Mechanism - In rodent studies, use of
GLP-1 receptor agonists has been associated with
increased intestinal length, weight, and villus height,
which could reduce motility. Whether similar effects
occur with use of these drugs in humans has not
been established.?

EFFECT ON ORAL DRUGS — The delay in gastric
emptying caused by GLP-1 receptor agonists and
tirzepatide can alter the absorption and efficacy
of orally administered drugs, including hormonal
contraceptives. The labels of both tirzepatide
products recommend that women taking oral
hormonal contraceptives switch to a non-oral
contraceptive method or add a barrier method of
contraception for 4 weeks after starting tirzepatide
and for 4 weeks after each dose escalation.

PREOPERATIVE MANAGEMENT — Delayed gastric
emptying can increase the risk of regurgitation
and aspiration of stomach contents during general
anesthesia. Due to these concerns, the American
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Table 1. GLP-1 Receptor Agonists and Tirzepatide’

Drug FDA-Approved Indications
GLP-1 Receptor Agonists
Dulaglutide
Trulicity » Treatment of type 2 diabetes in patients
>10 years old
» To reduce the risk of MACE in adults with
type 2 diabetes and established CVD or
multiple CV risk factors
Exenatide
Byetta » Treatment of type 2 diabetes in adults

Bydureon BCise  » Treatment of type 2 diabetes in patients
>10 years old

Liraglutide
Victoza » Treatment of type 2 diabetes in patients
>10 years old
» To reduce the risk of MACE in adults with
type 2 diabetes and established CVD
Saxenda » Chronic weight management in adults
with a BMI >30 kg/m?, or >27 kg/m? with
at least one weight-related comorbidity
» Chronic weight management in patients
>12 years old who weigh >60 kg or have a
BMI corresponding to 30 kg/m? for adults
Semaglutide
Ozempic » Treatment of type 2 diabetes in adults
» To reduce the risk of MACE in adults with
type 2 diabetes and established CVD
Rybelsus » Treatment of type 2 diabetes in adults
Wegovy » Chronic weight management in adults

with a BMI >30 kg/m?, or >27 kg/m? with
at least one weight-related comorbidity

» Chronic weight management in patients
>12 years old with a BMI >95™" percentile
for age and sex

GIP/GLP-1 Receptor Agonist

Tirzepatide
Mounjaro » Treatment of type 2 diabetes in adults
Zepbound » Chronic weight management in adults

with a BMI >30 kg/m?, or >27 kg/m? with
at least one weight-related comorbidity

CV = cardiovascular; CVD = cardiovascular disease; MACE = major adverse

cardiovascular events

1. Liraglutide and lixisenatide (which is no longer available alone) are
available in combination with long-acting insulin for treatment of type
2 diabetes.
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