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Abstract
BACKGROUND Elevsted blood pressure and eleuated low-density lipoprotein (LOL) cholesterol increase the risk of eardiovasculardisease Lowering both should reduoe the risk of cardiovaseular svents
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substanfialty METHODIS Ina rial wiith 2-by-2 factorial design, we randomly assigned 12,705 parfiipants atintermediate risk who did nothave cardiovascular disease to rosuvastatin (10 mg per day) or plscsbo
and o candesartn (16 mg per day) plus hydrochlorothiazide (12.5 mg per day) or placebo. Inthe analyses reporied here, we compared fhe 3180 parfcipants assigned to combined therapy fwith st

and the o antihyperensive agents) vith the 3188 paricipants assigned 1 dual placebs. The first copri foome was the composhe of death f i causes, nonfatal myocardial infarction, or
nonfatal stroke, and the second coprimary outcome additionallyincluded heart failure, cardiac arrest, or revascularization. The median follove-up was 5.5 years, RESULTS The decrease in the LDL cholesterol
level was 33.7 my per decilfier (.87 mmol per lier) greater in the combined-herapy group than inthe dual-placebo group, and the decrease in systolic blood pressure was@.2 mm Hy greater with sombined
therapythan with dual piacebo. The firstcoprimary suicome ocourred in 113 pariipants (3 5%) in fhe combined-erapy group and in 157 (5.0%)in the dual-plaosbo group (hazard raso,071: 85%

interval (G, 0.58 1o 0.80; P = D.005). The sevond coprimary cuicome oocurred in 136 pariipants (4.3%) and 187 parficipants (5.8}, respectively (hazard rafio, 0.72;85% CI, 057 to 0.88;P = 0.003). Musce
weakness and dizziness were more common in the combined-therapy group fhan in the dual-placebo group, but the overall rate of dissontinuation of the tial regimen was similar in the two groups.
CONCLUSIONS The combination ofosuuastatin {10 mg per day), candesar@n (16 mg per day), and hydrochiorothiazide (12.5 mg per day) was associated with 3 significantly lower rate of cardiovascular
‘svents than dual placebo among persons atintermediate risk wiho did not have cardiovascular disease. Copyright® 2018 Massachussts Medical Society. Al rights ressrved.
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