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CHIEF: Chinese Hypertension Intervention Efficacy study-Multi-center, randomized controlled trial of initial combination antihypertensive, lipid modification and life-type intervention in hypertensive patients 

Wang Wen,1 Ma Liyuan, 1 Zhang Yuqing, 1 Deng Qing, 1 Liu Mingbo, 1 Wang Jiguang,2 Liu Lisheng1 for the CHIEF Collaboration Group.
1Cardiovascular Institute and Fu Wai Hospital, CAMS & PUMC, National Center for Cardiovascular Disease. 100037 Beijing;  2Shanghai Institute of Hypertension.
Study background and objectives
The recently published FEVER study, has demonstrated that the combination of a calcium channel Blocker (CCB)  and a diuretic is more effective than diuretic monotherapy in reducing  cardiovascular events. However, it is unclear whether the combination of a calcium channel blocker plus an angiotensin receptor blocker (ARB) or a calcium channel blocker plus a diuretic is more effective.  The CHIEF study is designed to explore the effects of integrated intervention on cardiovascular events in hypertensive patients with cardiovascular risk factors. It aims to compare the effects of two different initial CCB-based antihypertensive combinations on cardiovascular events, the effects of statin-based lipid-lowering treatment and standard  lipid-lowering control in hypertensive patients with high normal total cholesterol (TC), and to compare the efficacy and feasibility of intensive lifestyle intervention compared with standard management.
Participants 
This study is a large-scale, multicenter, clinical trial with a prospective, randomized, open label, blinded endpoint evaluation (PROBE) . . Hypertensive patients are eligible for inclusion if they meet the following criteria: 
⑴ Aged 50-79 year;

⑵ Essential hypertension ;
⑶ Substantially elevated risk of cardiovascular disease indicated by: a history of stroke, myocardial infarction (MI), stable angina pectoris, coronary artery angioplasty , TIA, cardiac insufficiency , peripheral vascular disease, controlled type 2 diabetes, mild or moderate chronic nephropathy , overweight or obesity, abnormal blood lipid levels  history of premature cardiovascular disease , age ≥65 years, current cigarette smoker, LVH, IMT or carotid plaque . . 
⑷ Patients must also have the ability to provide informed consents.
Study intervention
After registration, potentially eligible patients commence a run-in period. Patients currently receiving antihypertensive treatment will discontinue BP-lowering treatment for 2 weeks. All patients with a SBP of 140-179 mmHg and/or a DBP of 90-109 mmHg in the second week of the run-in period are randomly assigned in a factorial design to the two treatment comparisons: amlodipine 2.5 mg/day and 1/2 amiloride/hydrochlorothiazide 1.25/12.5mg (Group A) or amlodipine 2.5 mg/day and telmisartan 40 mg/day (Group B). Patients with serum TC levels of 4.0-6.1 mmol/L will be randomized to simvastatin10 mg/d intervention  or standard treatment. Communities matched by similar socioeconomic conditions will be randomly designated as intensive  group and a conventional group with regard to the strength of the lifestyle intervention.

Return visits are scheduled at week 2, month 1, month 2 and month 3 and every three months thereafter until the visit at month 48. Antihypertensive agents and their dosages should be adjusted on the basis of target BP and patients’ tolerance in the first 3 months after randomization(Fig 1).
Figure 1. Study medication design.
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Randomization   Follow-up →   →   →   →    →   →    →    →
A = amlodipine, T = telmisartan, D = diuretic (amiloride 2.5mg and hydrochlorothiazide 25mg per tablet).

Study outcomes

The primary composite endpoints include cardiovascular events (non-fatal stroke, non-fatal MI, and cardiovascular death). 
Secondary endpoints are all cardiovascular events ; stroke, MI, cardiovascular death, all-cause mortality, hospitalization for angina pectoris, coronary revascularization, aortic dissection, cerebrovascular disease, heart failure, renal insufficiency, tumor, new onset of atrial fibrillation and diabetes mellitus. 
The BP control rate, change in BP versus baseline,  the MMSE, quality of life (EQ-5D) and lifestyle interventions, and the awareness of hypertension knowledge will also be evaluated.

Study progress
The patients will be followed for up to 4 years. The primary assumption is that the 4-year cumulative combined cardiovascular endpoint is expected to involve approximately 500 events, the BP control rate will reach 70%, and the risk of the composite cardiovascular endpoint is expected to be further reduced about 20% by amlodipine + telmisartan group... A total of 150 clinical centers in China will take part in the study and the expected completion date is 2011.

The first patient was randomised in 29/10/2007. Now 123 centers have randomized 5600 patients. 12000 patients are expected to complete randomization by the end of Oct. 2008.
Source of Funding: The Ministry of Sciences and Technology of PRC（2006BAI01A03）
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SBP/DBP target


<140/90 mmHg for general hypertensive


<130/80 mmHg for diabetes or nephropathy


SBP <150 mmHg for elderly hypertensive


(Dosage will be titrated for uncontrolled hypertension.)






































