Fluvastatin and bisoprolol for the
reduction of perioperative cardiac
mortality and morbidity in high-risk
patients undergoing non-cardiac surgery.
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The general objective of the DECREASE-IV trial is to assess the clinical efficacy of beta-
blocker therapy, statin therapy and combination therapy with beta-blockers and statins in
patients undergoing major noncardiac surgery.

Ethische beoordeling Positief advies

Status Werving gestart
Type aandoening -

Onderzoekstype Interventie onderzoek
Samenvatting

ID

NL-OMON21523

Bron
Nationaal Trial Register

Verkorte titel
DECREASE IV

Aandoening

non-cardiac surgery; beta-blocker; statin; perioperative cardiac complications

Ondersteuning

Primaire sponsor: Department of Anesthesiology, Erasmus MC Rotterdam, the Netherlands
Overige ondersteuning: fund = initiator = sponsor

Onderzoeksproduct en/of interventie
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Uitkomstmaten

Primaire uitkomstmaten

The primary efficacy objective is to determine the impact of perioperative administration of
bisoprolol, fluvastatin and their combination on the incidence of 30-day cardiovascular
events, i.e. the composite of cardiac death, and non fatal MI, in moderate and high risk
patients undergoing noncardiac surgery.

Toelichting onderzoek

Achtergrond van het onderzoek

This is an open-label randomised controlled clinical trial of bisoprolol (n=1500), fluvastatin
(n=1500), both (n=1500), or neither (n=1500) in patients undergoing noncardiac surgery.
The aim of the study is to determine the impact of perioperative administration of bisoprolol,
fluvastatin, and their combination on the incidence of 30-day cardiovascular events (defined
as cardiovascular death, nonfatal myocardial infarction, cardiac arrest) in moderate and high
risk patients undergoing noncardiac surgery.

Patients planned for elective surgery will be screened at the preoperative screening visit
according to a newly developed cardiovascular risk-evaluation scheme. A computerised
version of this scheme will be applied, which enables an automated check on all in- and
exclusion criteria. According to the outcome of the risk-evaluation scheme, patients with a
chance of more than 2% on perioperative cardiovascular death will undergo further cardiac
evaluation. Participants will then be randomised according to an open-label, factorial design
between (1) beta-blocker therapy (bisoprolol), (2) statin (fluvastatin), (3) combination of beta-
blockers and statins (bisoporolol and fluvastatin) and (4) neither beta-blockers nor statins
(control group). Study medication is started within 0-30 days prior to surgery and will be
continued until 30 days after surgery. The starting dose of bisoprolol is 2.5 mg orally per day,
irrespective of the resting heart rate (note that patients with a resting heart rate <50 bpm
are excluded). During hospital admission, the resting heart rate will be evaluated on a daily
basis, and the bisoprolol regimen might be modified with +/- 2.5 mg daily (up to a maximum
dose of 12.5 mg daily), in order to obtain the target resting heart rate of 50-70 bpm. If the
resting heart rate is consistently below 50 bpm the bisoprolol dose will be held and the
subsequent dosages will be halved (i.e. bisoprolol 1.25, 2.5, 3.75, 5.0, 6.25 mg). To assess
perioperative cardiac events, an ECG will be made at days 1, 3 and 7 postoperatively. On
these same days bloodsamples will be taken to assess heart- and liverenzymes. Patients will
be evaluated at follow-up visits 30 days and 1 year after surgery. Time-to-the first ocurence
of one of the components of the primary efficacy endpoint will be presented using the
Kaplan-Meier estimator. The rate of occurence of the primary endpoint between the
randomised groups will be compared using the log-rank statistics. Employing the Cox
proportional hazards model, the hazard ratio and its associated 95% confidence interval, will
derive treatment effect. Univariable and multivariable analysis will be ¢ onducted.
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Doel van het onderzoek

The general objective of the DECREASE-IV trial is to assess the clinical efficacy of beta-
blocker therapy, statin therapy and combination therapy with beta-blockers and statins in
patients undergoing major noncardiac surgery.

Onderzoeksproduct en/of interventie

A computerised version of this scheme will be applied, which enables an automated check on
all in- and exclusion criteria. According to the outcome of the risk-evaluation scheme,
patients with a chance of more than 2% on perioperative cardiovascular death will undergo
further cardiac evaluation, including ECG and/or stress myocardial testing. Patients with
extensive myocardial ischemia are exluded. Participants will then be randomised according
to an open-label, factorial design between (1) beta-blocker therapy (bisoprolol), (2) statin
(fluvastatin), (3) combination of beta-blockers and statins (bisoporolol and fluvastatin) and
(4) neither beta-blockers nor statins (control group). Study medication is started within 0-30
days prior to surgery and will be continued until 30 days after surgery.

Contactpersonen

Publiek

Erasmus MC

Department of Anesthesiology
D. Poldermans

Dr. Molewaterplein 40
Rotterdam 3015 GD

The Netherlands

+31 10 4634613

Wetenschappelijk

Erasmus MC

Department of Anesthesiology
D. Poldermans

Dr. Molewaterplein 40
Rotterdam 3015 GD

The Netherlands

+31 10 4634613

Deelname eisen
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Belangrijkste voorwaarden om deel te mogen nemen
(Inclusiecriteria)

Patients who are (1) aged 40 years or older, (2) scheduled for elective noncardiac surgery
and (3) have an estimated risk for cardiovascular death of more than 1%, will be enrolled in
the DECREASE-IV trial.

Belangrijkste redenen om niet deel te kunnen nemen
(Exclusiecriteria)

Exclusion criteria for this trial are: the use of beta-blockers; a contraindication for beta-
blocker use; the use of statins prior to randomisation; a contraindication for statin use;
unstable coronary heart disease, evidence of 3-vessel disease or left main disease; elevated
cholesterol according to the national cholesterol consensus; emergency surgery; unability or
unwillingness to provide written informed consent; and previous participation in this same
trial.

Onderzoeksopzet

Opzet

Type: Interventie onderzoek
Onderzoeksmodel: Factorieel

Blindering: Open / niet geblindeerd
Controle: Actieve controle groep
Deelname

Nederland

Status: Werving gestart
(Verwachte) startdatum: 01-07-2004

Aantal proefpersonen: 6000

Type: Verwachte startdatum

Ethische beoordeling

Positief advies
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Datum: 12-02-2007

Soort: Eerste indiening

Registraties

Opgevolgd door onderstaande (mogelijk meer actuele) registratie
Geen registraties gevonden.

Andere (mogelijk minder actuele) registraties in dit register

Geen registraties gevonden.

In overige registers

Register ID

NTR-new NL885

NTR-old NTR900

Ander register : N/A

ISRCTN ISRCTN47637497
Resultaten

Samenvatting resultaten

Fluvastatin and bisoprolol for the reduction of perioperative cardiac mortality and morbidity
in high-risk patients undergoing non-cardiac surgery: rationale and design of the DECREASE-
IV study.

Am Heart J. 2004 Dec;148(6):1047-52.
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