VALUE trial _ Its implication beyond BP control 
- 서울의대 최동주
The Valsartan Antihypertensive Long-term Use Evaluation (VALUE) trial tested the hypothesis that for the same blood pressure control, valsartan would reduce cardiac morbidity and mortality more than amlodipine in hypertensive patients at high cardiovascular risk. Fifteen thousand two-hundred forty-five patients (57% men) aged 50 years or over (mean 67 years) with treated (92%) or untreated hypertension and at high risk of cardiac events participated in a randomized, double-blind, parallel-group comparison of valsartan- and amlodipine- based therapy. Duration of treatment was event-driven and lasted until at least 1450 patients reached a primary end point, defined as a composite of cardiac mortality and morbidity.

Patients from 31 countries were followed for a mean of 4.2 years. A total of 1599 primary end points were observed, thus giving the study sufficient power to test its hypothesis.

Additional inclusion criteria were men of women of any racial background, age 50 years of older, and presence of cardiovascular risk factors and/or disease according to an algorithm based on age and gender. The qualifying risk factors were male gender, age of 50 years, verified diabetes mellitus, current smoker, high total cholesterol, left ventricular hypertrophy on electrocardiogram, proteinuria on dipstick, and elevated serum creatinine between 150 and 265 mol/L (1.7 and 3.0 mg/dL). The qualifying diseases were verified coronary disease, cerebrovascular disease, peripheral arterial occlusive disease, of left ventricular hypertrophy with strain pattern.

Patients who were already receiving antihypertensive treatment discontinued their medication and were directly rolled over to one of the two VALUE arms, starting with either valsartan 80mg or amlodipine 5mg, without a placebo run-in period (see Figure). For previously untreated patients, hypertension was defined as a mean sitting systolic blood pressure (SBP) between 160 and 210 mmHg (inclusive), and a mean sitting diastolic blood pressure (DBP) below 115 mmHg. The upper limit of blood pressure for patients already on antihypertensive treatment was SBP 210 mmHg and/or DBP 115 mmHg. Patients with well controlled blood pressure were also accepted into the study; no lower limit for blood pressure was set for treated patients.

The primary end point was time to first cardiac event (sudden cardiac death, fatal myocardial infarction, death during or following percutaneous coronary intervention or coronary artery bypass graft, death due to heart failure or associated with recent myocardial infarction seen on autopsy, heart failure requiring hospital management, nonfatal myocardial infarction, or emergency procedures to prevent myocardial infarction). Prespecified secondary end points were fatal and nonfatal myocardial infarction, heart failure, and stroke. Analyses of all-cause mortality and new-onset diabetes were also prespecified.

The VALUE study was closed on December 5, 2003. The data were cleaned and the study files were locked in March 2004. Data analysis for the primary paper has been completed and the results will be presented during this symposium.

Figure. VALUE trial: Treatment schedules for valsartan- and amlodipine- based regimens.
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Blood pressure was reduced by both treatments, but the effects of the amlodipine-based regimen were more pronounced, especially in the early period (blood pressure 4·0/2·1 mm Hg lower in amlodipine than valsartan group after 1 month; 1·5/1·3 mm Hg after 1 year; p<0·001 between groups). The primary composite endpoint occurred in 810 patients in the valsartan group (10·6%, 25·5 per 1000 patient-years) and 789 in the amlodipine group (10·4%, 24·7 per 1000 patient-years; hazard ratio 1·04, 95% CI 0·94–1·15, p=0·49).
The main outcome of cardiac disease did not differ between the treatment groups. Unequal reductions in blood pressure might account for differences between the groups in cause-specific outcomes. The findings emphasise the importance of prompt blood-pressure control in hypertensive patients at high cardiovascular risk.
