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RISK OF SEVERE HYPOGLYCEMIA WITH GL YBURIDE USE
IN ELDERLY PATIENTS WITH RENAL INSUFFICI ENCY
I. ISSUE
On September 4, 2007, VA MedSAFE sent out information about the increased risk of severe hypoglycemia with glyburide, especially
in patients with renal insufficiency or decreased renal function due to age. Each VISN received a list of patients aged 65 years and
older with an active prescription for glyburide and a serum creatinine ≥ 2 mg/dl so that appropriate intervention, such as a switch to
glipizide, could be taken. While glyburide use in these patients has decreased significantly, there are still elderly patients with
impaired renal function receiving the drug. In the second quarter of FY09, there were over 2000 patients 65 years or older, and not
targeted in the initial intervention, with an active prescription for glyburide and a serum creatinine ≥ 2 mg/dl (To view results, see:
Glyburide and Severe Hypoglycemia Risk Reduction Efforts_RESULTS [NOTE: Intranet use for internal VA employees only.]).
II. BACKGROUND
Glyburide has several metabolites that have hypoglycemic activity and that are excreted by the kidneys. Therefore, accumulation can
occur in patients with renal failure, leading to an increased risk of hypoglycemia. 1,2 Studies have shown that the risk of hypoglycemia
in elderly patients with renal insufficiency is higher with glyburide than with other sulfonylureas.3-5 Because of the higher risk of
hypoglycemia, the American Diabetes Association and the European Association for the Study of Diabetes recommend second
generation sulfonylureas other than glyburide for the management of type II diabetes. 6
III. PROVIDER RECOMMENDATIONS
Given the increased risk of severe hypoglycemia with glyburide, especially in patients with renal insufficiency or decreased renal
function due to age, an alternative sulfonylurea (e.g., glipizide) is recommended. We specifically recommend avoiding glyburide in
patients with a calculated creatinine clearance <50 ml/min. If an oral sulfonylurea is required, a 5mg dose of glipizide is
approximately equivalent to 2.5-5mg of glyburide. The exact conversion will depend upon the degree of blood glucose control while
on glyburide and susceptibility to hypoglycemia. Patients should continue with their normal blood glucose monitoring after the
conversion.
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ACTIONS:
Facility COS and Chief Nurse Executives: Forward this document to all appropriate providers who prescribe/use/handle this
agent (e.g., primary care providers and endocrinology specialists, including contract providers, etc.). In addition, forward
to the Associate Chief of Staff (ACOS) for Research and Development (R&D). Forward to other VA employees as deemed
appropriate.
ACOS for R&D: Forward this document to Principal Investigators (PIs) who have authority to practice at the facility and to
your respective Institutional Review Board (IRB).

