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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.

Indexed keywords

EMTREE drug terms: anfihyperisnsive apent, candesarian; hydrochlorothiazide; low density lipoprotein cholesterol; placebo; rosivastatin; anfhyperiensive agent, banzimidazole derivafive; candesartan;
hydrochlorothizzite; hydroxymethylglutaryl coenzyme A reductass inhibior; low density lipoprotsin rosy :

EMTREE medical terms: adult; Articie; blood pressure  cardi lar accident; blood level; controlled study; dizziness; double blind
prosedure; factorial design; female; heart arest; heart failure; heart infarcion; human; hypotension; major clinical study; middle aged; mutfoenter study; muscie weakness; myalgia; prioriy journal, randomized
controlled tial. revascularization: risk facior;risk reduction; aged; blood Cardiovascular Dissases, ciinical tial; combination drug therapy: comparafive sdy: hyperiension; male; medication compliance

MeSH: Aged; Anfihyperiznsive Agents; Benzimidazoles; Cardiovaseular Diseases; Cholesterol, LDL; Double-Blind Method; Drug Therapy Combinafion; Female; Humans; Hydrochiorotiazide;
Hyedroxymethyiglutaryi-Coé Reducsss Inhibors; Hypenension: Male: Medication Adherense; Middle Aged: Fisk Faciors; Rostvastatin Galciun, Terazoles

Mediine s the source for the Me SH terms of this document

disease; i risk;

Chemicals and CAS Registry Numbers: candesanian, 128481-58-7; hydrochlorotiiszide, 58-83-5; roswvasiafin, 147088-12-8, 147088-20-2Anthypanznsive Agents; Benzimidazoles; candesartan;
Cholesterol, LDL; Hydroshlorothiazide; Hydroxymethyiglutanyl-GoA Reductase Inhibitors; Resuvasiatin Calaium; Tetazoles

ISSN: D0234733  CODEN: NEJMA  Source Typs: Joursd  Original language:
DOI: 10.1058NE Me1B00177  PubMed ID: 27033845 Document Typs: Acscle
Publisher. Massachusses Medcal Socety

Funding details

Funing number Funding sponsar Acronym

AstraZeneca

lowsring In peraona
without cardlovascular dlsass
Loen Basch, |

Cholastarol lowering In Intermediate-risk paraons
without cardiovascular dissass

should Patients with Cardiovascular Risk Factors
Reosiva Intansivs Traatment of H sion to
<120/80 mm Hg Targat?: An Antagonist Wew from the
HOPE-3 Trial {Heart Dutoomee Evaluation-3)

b Vit

{2016) Cireud o

“igw all ralated documents based on raferances

Find mire refsd docurments in Scopus Eossed o

@ futrs | @ Kaywords

Ietrics
[T) 35 ik RN
T 6174 Fiekd Wesghied Citrion gt
= 72 it RN
' 3
v ms i ez
B2
18 n 3 addifional sources




