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Once-weekly exenatide can be especially
useful to treat diabetes in schizophrenia

Jeffrey Tingen, PharmD, MBA, and Kyle Burghardt, PharmD

he incidence of diabetes in people
with schizophrenia is 2- to 3-fold
that of the general population—
which has been attributed to several vari-
ables, including adverse effects of antipsy-
chotic drugs, susceptibility related to mental
illness, lifestyle, and social health determi-
nants.! Controlling diabetes is important be-
cause cardiovascular consequences of the
disease contribute to the shortened life expec-
tancy seen in patients with schizophrenia.?
The dosing frequency of a newer
formulation of exenatide, a glucose-
lowering drug that has been available
for almost a decade, can help manage type
2 diabetes mellitus in your patient with
schizophrenia.

What is the new formulation

and why is it appealing?

Exenatide is a glucagon-like peptide-1
(GLP-1) receptor agonist indicated as an
adjunct to diet and exercise to improve
glycemic control in adults with type 2
diabetes mellitus. GLP-1 agonists lower
the blood glucose level by enhancing
glucose-dependent insulin secretion,
suppressing glucagon secretion, slowing
gastric emptying, and enhancing sati-
ety. Exenatide was approved by the FDA
in 2005 as a twice-daily subcutaneous
injection (brand name, Byetta); the once-
weekly formulation, also for subcutane-
ous injection (brand name, Bydureon),
was approved in 2012.

Practical use for psychiatric patients
Because psychiatric patients face medi-
cation adherence challenges, the once-
weekly formulation of exenatide is appeal-
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Adverse effects of exenatide
Diarrhea

Hypoglycemia

Injection-site reaction

Nausea

Weight loss

Thyroid c-cell tumor?

aObserved in animal models in clinical trials; unknown if this
finding extends to humans?®

ing. The patient or a member of his (her)
care team can administer the once-weekly
injection.

Practitioners might be concerned that
patients with comorbid psychiatric illness
and diabetes will overreact to an elevated
blood glucose reading by overusing medi-
cations such as oral hypoglycemics and
insulin. The fixed-dosage of weekly exena-
tide minimizes the risk that a patient will
react to a single elevated blood glucose
reading.

Exenatide can produce weight loss,
which might benefit patients who suffer
from the metabolic adverse effects of an
atypical antipsychotic, including an ele-
vated blood glucose level and weight gain.

Real-world application
We have used once-weekly exenatide suc-
cessfully in a female patient with schizo-
phrenia who was taking quetiapine and
haloperidol, and had uncontrolled diabetes
resulting from medication nonadherence
and lack of insight into diabetes.

The patient’s hemoglobin A level re-
mained at 8.8% (target A, , <7%, as set by
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the American Diabetes Association), de-
spite taking 3 oral diabetes medications at
maximum dosage.

The care team determined that daily
insulin injections were too risky, given
the patient’s compulsive behavior; she
had a history of medication overuse in
response to significantly elevated blood
glucose.

Once-weekly exenatide, however, was
a feasible alternative. Three months after
she was started on once-weekly exena-
tide, and with additional lifestyle modi-
fications, her hemoglobin A, level had
fallen to 6.4%, without any hypoglycemic
episodes.

Select patients carefully

Exenatide is not a first-line therapy because
of its potential side effects (Table, page el),
route of administration, and cost. Consider
the once-weekly formulation of the drug on
a patient-by-patient basis for patients with
schizophrenia whose diabetes otherwise can-
not be controlled.
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