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It is hypothesized that the CYP2C19 guided antiplatelet strategy will improve treatment of
patients by maximizing the efficacy in preventing serious adverse cardiac events and
minimizing the risk of bleeding.
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Onderzoeksproduct en/of interventie

Uitkomstmaten

Primaire uitkomstmaten

The primary efficacy endpoint is the number of patients who either died, developed a
recurrent myocardial infarction (MI), underwent urgent target vessel revascularisation (TVR),
developed definite stent thrombosis or stroke at 30 days and at one year after PCI.
<br><br>
The primary safety endpoint is the number of patients with non-CABG-related major bleeding
at one year after PCI.
<br><br>
The primary endpoints in terms of pharmacoeconomics are quality of life, direct medical
costs e.g. costs for blood transfusions, drugs, hospitalization and non-medical costs e.g. costs
incurred due to sickness absence.

Toelichting onderzoek

Achtergrond van het onderzoek

Rationale:

Clopidogrel is crucial as antiplatelet treatment in patients undergoing percutaneous coronary
intervention (PCI) with stent implantation and during one year after PCI, to prevent
atherothrombotic complications. Clopidogrel is converted into its active metabolite by
CYP2C19. Carriers of the non functional CYP2C19*2 and *3 alleles have an impaired CYP2C19
capacity. Clopidogrel is less effective in CYP2C19*2 and *3 carriers. For these subjects
prasugrel is an alternative.

Objective:

To assess the efficacy, safety and cost-effectiveness of the CYP2C19 genotype guided
antiplatelet treatment strategy, using clopidogrel or prasugrel.

Study design:

Randomized, open label, multicenter study.
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Study population:

2500 ST-segment elevation myocardial infarction (STEMI) patients undergoing immediate PCI
with stent implantation. All patients will receive an oral loading dose of clopidogrel of 600 mg
in the ambulance, while being transported to the intervention center.

Intervention:

The intervention group will be genotyped for the CYP2C19*2 and *3 alleles within 24 hours
after PCI. Carriers will receive prasugrel at a dosage of 10 mg once daily starting on the first
day after the intervention for one year. Patients older than 75 years or a body weight of less
than 60 kg will receive prasugrel at a dosage of 5 mg once daily. Non-carriers will be treated
with clopidogrel at a dosage of 75 mg once daily from the first day and continued for one
year after PCI. The control group receives clopidogrel at the same dosage as the CYP2C19*2
or *3 non-carriers of the intervention group. The follow-up duration will be one year.

Main study parameters/endpoints:

Combined endpoint of death, myocardial infarction, urgent target vessel revascularisation,
stroke, stent thrombosis; bleedings; health-care resource use; quality of life assessed by the
EuroQol 5D and SF36 questionnaires (and QALY’s estimated based on these questionnaires).

Nature and extent of the burden and risks associated with participation, benefit and group
relatedness:

The burden for patients participating in the study is that patients will be contacted monthly to
fill out a questionnaire and will be requested three times during follow up to fill out a quality
of life questionnaire. In the intervention group patients who are more likely to have a poor
response to clopidogrel, based on their genotype will receive prasugrel. The efficacy of
prasugrel in preventing major cardiovascular events is not genotype dependent. In de
TRITON TIMI 38 study prasugrel was associated with a higher risk of developing bleeding
complications. However, in a post hoc analysis in STEMI patients, bleedings in prasugrel and
clopidogrel treated patients were similar.

Doel van het onderzoek

It is hypothesized that the CYP2C19 guided antiplatelet strategy will improve treatment of
patients by maximizing the efficacy in preventing serious adverse cardiac events and
minimizing the risk of bleeding.



4 - Kosteneffectiviteit van een op het CYP2C19 genotype gebaseerde behandeling met p ... 25-05-2025

Onderzoeksopzet

Timepoints are 30 days and 12 months following PCI.

Onderzoeksproduct en/of interventie

The intervention being investigated, includes CYP2C19 genotyping, followed by a genotype
guided antiplatelet treatment strategy with either prasugrel or clopidogrel on top of
acetylsalicylic acid.

Patients randomized to the intervention group who carry a non functional allele will receive
prasugrel while those without such an allele receive clopidogrel.

Patients in the control group will all be treated with clopidogrel in combination with
acetylsalicylic acid. Antiplatelet treatment is continued for one year after PCI.

Contactpersonen

Publiek

St. Antonius Hospital<br>
Dept Clinical Pharmacy<br>
PO Box 2500
V.H.M. Deneer
Nieuwegein 3430 EM
The Netherlands
+31 (0)30 6092612

Wetenschappelijk

St. Antonius Hospital<br>
Dept Clinical Pharmacy<br>
PO Box 2500
V.H.M. Deneer
Nieuwegein 3430 EM
The Netherlands
+31 (0)30 6092612

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

1. More than 21 years of age with symptoms of acute myocardial infarction of more than 30
minutes but less than 12 hours;

2. Performed primary PCI with stenting for STEMI.

Belangrijkste redenen om niet deel te kunnen nemen
(Exclusiecriteria)

1. Unable to give informed consent or have a life expectancy of less than one year;

2. Active malignancy with increase in bleeding risk, in the investigators' opinion;

3. Women who are known to be pregnant or who have given birth within the past 90 days or
who are breastfeeding;

4. Having received thrombolytic therapy within the previous 24 hours or oral anticoagulants
during the previous 7 days;

5. Severe renal function impairment needing dialysis;

6. Confirmed or persistent severe hypertension (Systolic Blood Pressure (SBP) > 180 mmHg
and/or Diastolic Blood Pressure (DBP) >110 mmHg) at randomization;

7. Contraindication to anticoagulation or at increased bleeding risk, at the investigators'
opinion;

8. History of stroke or Transient Ischemic Attack (TIA);

9. Cardiogenic shock (SBP <80mmHg for >30 mins) or needing Intra-Aortic Balloon Pump
(IABP);

10. History of major surgery, severe trauma, fracture or organ biopsy within 90 days prior to
randomisation;

11. Clinically significant out of range values for platelet count or haemoglobin at screening, in
the investigators' opinion.
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Onderzoeksopzet

Opzet

Type: Interventie onderzoek

Onderzoeksmodel: Parallel

Toewijzing: Gerandomiseerd

Blindering: Open / niet geblindeerd

Controle: Actieve controle groep

Deelname

Nederland
Status: Werving gestart

(Verwachte) startdatum: 01-04-2011

Aantal proefpersonen: 2500

Type: Verwachte startdatum

Ethische beoordeling

Positief advies
Datum: 09-08-2011

Soort: Eerste indiening

Registraties

Opgevolgd door onderstaande (mogelijk meer actuele) registratie

ID: 47500
Bron: ToetsingOnline
Titel:

Andere (mogelijk minder actuele) registraties in dit register

Geen registraties gevonden.
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In overige registers

Register ID
NTR-new NL2872
NTR-old NTR3017
CCMO NL35106.100.11
ISRCTN ISRCTN wordt niet meer aangevraagd.
OMON NL-OMON47500

Resultaten

Samenvatting resultaten
N/A


