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New drugs

Clevidipine

Approved indication: hypertension
Cleviprex (The Medicines Company)

glass vials containing 25 mg/50 mL and
50 mg/100 mL

Australian Medicines Handbook section 6.3.5

Occasionally, patients present with a hypertensive
crisis which requires their blood pressure to be rapidly
reduced. Controlling hypertension is also vital in
patients having cardiac surgery.

Clevidipine is a short-acting intravenous
dihydropyridine calcium channel blocker. In
perioperative patients, the blood pressure is reduced
by up to 5% within 2-4 minutes of starting an infusion.
Clevidipine is rapidly metabolised and has a terminal
half-life of 15 minutes. Its effect on blood pressure is
gone within 5-15 minutes of stopping the infusion.

Six different doses of clevidipine were tried in a
placebo-controlled study of 91 patients who had
undergone cardiac surgery. The proportion of
patients whose blood pressure reduced in response
to clevidipine increased with the dose. Despite

blood pressure falling by at least 10% there was no
significant change in heart rate although beta blocker
use was not controlled for.!

The ESCAPE trials enrolled patients having cardiac
surgery. In ESCAPE-1, 152 hypertensive patients

were randomised to receive clevidipine or a placebo
infusion before surgery. The target blood pressure was
reached in a median of six minutes with clevidipine.
Treatment only failed in 7.5% of the patients given
clevidipine compared with 82.7% of the placebo
group.? ESCAPE-2 assessed the effect of clevidipine on
postoperative hypertension. After surgery 110 patients
were given clevidipine or a placebo. Only 8.2% failed
to respond to the drug compared with 79.6% of the
placebo group. The median time to reach the target
blood pressure with clevidipine was 5.3 minutes.?

The ECLIPSE trials were safety studies, but also
reported on blood pressure control. They compared
clevidipine with nicardipine, sodium nitroprusside

and glyceryl trinitrate in 1512 hypertensive patients
having cardiac surgery. Clevidipine was significantly
more effective than sodium nitroprusside and glyceryl
trinitrate at keeping the blood pressure within a target
range. There was not a significant difference between
clevidipine and nicardipine for the specified range.*

Clevidipine has also been used to control acute
severe hypertension. In an open-label trial, 131 people
who presented with a systolic blood pressure above
180 mmHg or a diastolic blood pressure above

115 mmHg were given an infusion of clevidipine for

at least 18 hours. The dose was titrated to keep the
blood pressure within a target range. That range was
reached within 30 minutes by 88.9% of the patients.
Most patients were able to switch to oral therapy
within six hours of stopping clevidipine.®

Patients who are not given oral antihypertensives
need monitoring, after prolonged infusions, for at
least eight hours after the infusion stops. This is
because of the risk of rebound hypertension. More
common adverse effects of clevidipine in severe
hypertension are headache, nausea and vomiting.

Some of the adverse effects of clevidipine can be
anticipated from its action. These include hypotension,
tachycardia and a negative inotropic effect which can
exacerbate heart failure. In perioperative use there
are reports of atrial fibrillation.?* In ESCAPE-1, 9.4% of
the patients developed acute renal failure compared
with 2% of the placebo group.? In the ECLIPSE trials,
the overall incidence of death, myocardial infarction,
stroke or renal dysfunction at 30 days was similar for
clevidipine and its comparators.*

Clevidipine is presented as an emulsion containing
phospholipids. It is contraindicated in patients who
are allergic to egg and soy products. Severe aortic
stenosis is also a contraindication.

Clevidipine is likely to be more expensive than the
drugs currently used to reduce blood pressure
urgently, and it may be no safer overall. Although
there were fewer deaths than with sodium
nitroprusside, clevidipine did not reduce the overall
rate of death, myocardial infarction, stroke or renal
dysfunction significantly more than its comparators.*

manufacturer provided additional useful
information
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