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ABSTRACT

Purpose: The aim of this study was to evaluate the
safety and efficacy of combination treatment of
rosuvastatin with ezetimibe in patients with primary
hypercholesterolemia.

Methods: This multicenter, randomized, double-
blind study comprised a main study and an extension
study. In the main study, the efficacy and safety of a
combination of rosuvastatin (5, 10, and 20 mg) with
ezetimibe (10 mg) were compared with those of
rosuvastatin (5, 10, and 20 mg) alone. The subjects
who achieved the National Cholesterol Education
Program Adult Treatment Panel III LDL-C goal in
the main study and agreed to a further study were
enrolled for the extension study. In the extension
study, ezetimibe 10 mg was also administered to
subjects who had received rosuvastatin (5, 10, and
20 mg) alone in the main study, and the same
treatment was continued for subjects who had re-
ceived a combination of rosuvastatin with ezetimibe in
the main study.

Findings: At the end of the main study (week 8),
LDL-C levels were significantly lower in subjects
receiving combination therapy than in those receiving
rosuvastatin monotherapy. Other lipid profiles also
significantly improved in the combination therapy
group. These improvements continued in the exten-
sion study. The combination therapy of rosuvastatin
and ezetimibe was generally well tolerated. At the end
of the main study, more subjects achieved the Na-
tional Cholesterol Education Program Adult Treat-
ment Panel III LDL-C goal in the combination therapy
group than in the monotherapy group. The increased
dosage of rosuvastatin was also well tolerated in the
combination treatment.

Implications: Combination therapy of ezetimibe 10
mg with varying doses of rosuvastatin that are
commonly used in the clinical field improved the lipid
profile and allowed more subjects to reach the LDL-C
goal in primary hypercholesterolemia compared with
rosuvastatin monotherapy. In addition, the efficacy of
the combination therapy was maintained for the
extended period. Additional beneficial changes were
also achieved with combination therapy even in
patients who responded well to rosuvastatin mono-
therapy. ClinicalTrials.gov identifier: NCT03288038.
(Clin Ther. 2018;]:]]]–]]]) & 2018 Published by
Elsevier HS Journals, Inc.
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INTRODUCTION
Primary hypercholesterolemia is a lipid disorder char-
acterized by high levels of cholesterol in the blood.
Hypercholesterolemia is closely associated with an
increased risk of coronary heart disease (CHD).1–7

The National Cholesterol Education Program (NCEP)
established guidelines in which LDL-C was identified
as the causative factor for CHD and the main target in
lipid-lowering treatment.8 Furthermore, the 2013
American College of Cardiology/American Heart
Association guideline on the treatment of elevated
blood cholesterol recommended the use of statins,
along with lifestyle modification, for prevention of
atherosclerotic cardiovascular disease.9

Although the percentage of population that con-
sumes lipid-lowering medications has increased, the
overall prevalence of hypercholesterolemia has not
decreased. According to data from the National
Health and Nutrition Examination Surveys in the
United States, the prevalence of hypercholesterolemia
in adults aged ≥20 years increased to 27.8% in 2011–
2014 from 22.8% in 1988–1994. In the Korean
population, the prevalence of hypercholesterolemia
increased to 17.9% in 2015 from 13.5% in 2010
and from 8.0% in 2005.10 Despite use of lipid-
lowering medications, a significant number of
patients do not reach the NCEP Adult Treatment
Panel III (NCEP ATP III) LDL-C goal.11–13 This
finding indicates that LDL-C is poorly controlled in
patients diagnosed with hypercholesterolemia, possi-
bly due to poor compliance, inadequate response to
therapy, and side effects, particularly at higher
doses.14–18

In previous studies, the ezetimibe (EZE) and statin
combination therapy was effective in lowering LDL-C
levels and was safe and tolerable. Rosuvastatin (RSV) in
combination with EZE demonstrated better efficacy in the
EXPLORER (EXamination of Potential Lipid-modifying
effects Of Rosuvastatin in combination with Ezetimibe
versus Rosuvastatin alone). and ACTE (EfficACy and
SafeTy of Ezetimibe Added On to Rosuvastatin Versus
Up Titration of Rosuvastatin in Hypercholesterolemic
Patients at Risk for Coronary Heart Disease) studies
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