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Safety of dapagliflozin in patients with type 2 diabetes mellitus and hypertension inadequately
controlled by a renin-angiotensin system blocker with/without a second agent

T.A. Mansfield®, M.A. Weber?, J.F. List!, A. Ptaszynskal;

!Bristol-Myers Squibb, Princeton, 2SUNY Downstate College of Medicine, New York, USA.

Background and aims: Hypertension is common in patients with type 2 diabetes mellitus (T2DM)
and is often treated with an ACE inhibitor (ACEi) or an angiotensin receptor blocker (ARB) plus other
antihypertensive (AHT) agents if needed. Dapagliflozin inhibits renal glucose reabsorption causing
glucosuria, weight loss, diuresis and decreased BP. Dapagliflozin significantly reduced HbAlc and
seated and ambulatory systolic BP versus placebo in clinical studies of patients with T2DM and
hypertension. Here we describe key safety data from these studies.

Materials and methods: In two, randomized, double-blind, 12-week studies, patients with T2DM and
inadequate glycaemic control (HbAlc 7.0-10.5%) and BP (seated systolic BP / diastolic BP: 140-164 /
85-104 mmHg) receiving an ACEi or an ARB (Study 1) plus a 2nd AHT drug (Study 2) were
randomized to dapagliflozin 10 mg or placebo over 12 weeks. Preliminary efficacy results have been
previously presented.

Results: In Study 1, 613 patients on an ACEi or ARB were randomized to treatment. In Study 2, 449
patients on an ACEi or ARB plus a 2nd AHT drug were randomized to treatment. In each study,
similar proportions of dapagliflozin and placebo experienced adverse events (AEs), with few serious
AEs reported. In Study 1 and 2, fewer dapagliflozin (1.0 and 0.4%, respectively) versus placebo (1.3
and 1.8%) patients withdrew due to an AE. Few hypoglycaemic events occurred (3.3 and 5.8% with
dapagliflozin vs 1.3 and 2.7% with placebo), none of which led to discontinuation. No serious BP
related safety issues were noted; one orthostatic hypotension AE occurred with dapagliflozin in Study
1. Serum uric acid decreased with dapagliflozin but there was no effect on serum sodium, potassium,
or calcium, despite its diuretic effect (Table).

Conclusion: Dapagliflozin had a good safety profile over 12 weeks when used in combination with an
ACEi or ARB = 1AHT in patients with T2DM and inadequately controlled hypertension.
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Clinical Trial Registration Number: NCT01137474, NCT01195662
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