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Comparison of the effects of ezetimibe co-administered with statins versus statins
dose-doubling on major adverse cardiovascular events in patients with coronary heart

disease: a Meta-analysis
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[ ABSTRACT] Aim To evaluate the effects of ezetimibe co-administered with statins vs statins dose-doubling on ma-
jor adverse cardiovascular events in patients with coronary heart disease systematically, in order to provide evidence-based
reference for clinical use. Methods The pertinent randomized controlled trials ( RCTs) about ezetimibe co-adminis-
tered with statins trail group and statins dose-doubling control group in the treatment of coronary heart disease were retrieved
from The Cochrane Library, PubMed, Embase, CNKI, CSTJ, CBMdisc and Wan fang Database. The quality of included
studies were evaluated according to modified Jadad quality scale after extracting data. Meta-analysis was performed by u-
sing RevMan 5.3 statistical software. Results A total of 30 RCTs were included, involving 4 757 patients.  The
results of Meta-analysis showed that compared with double-dose statins, ezetimibe-plus-statins markedly decrease major ad-
verse cardiovascular events( P=0.03) , angina( P<0.001) and myocardial infarction( P<0.001) ; the incidence of cardiac
death, revascularization, heart failure and stroke had no significant difference in two groups; ezetimibe-plus-statins signifi-

cantly decrease adverse reactions, such as transaminase elevation( P<0.001) , creatine kinase elevation( P=0.02), and
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muscle pain, muscle weakness and other muscle injuries( P<0.001).

Meta-analysis in subgroup was studied according to

the kinds and dosage of statins and follow-up time, compared with atorvastatin 40 mg, ezetimibe 10 mg plus atorvastatin 20

mg showed more advantages in reducing the incidence of major adverse cardiovascular events and myocardial infarction than

other subgroups.

follow-up time ( <3 months).

However, no effect was found on the results between a long follow-up time ( =6 months) with a short

Conclusions For patients with coronary heart disease, statins combined with ezetimibe

has a significant benefit in myocardial infarction and angina compared with double dose statins, but the benefit of cardiac

death and stroke were not found.
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Figure 1. Flow chart of study selection
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Figure 2. Forest plot of Meta-analysis of MACE in two groups
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Table 1. Summary of studies included
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Figure 3. Forest plot of Meta-analysis of UA in two groups
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Table 2. The results of Meta-analysis of adverse reactions in two groups

£zt s AR s A 16 ki RR 95%CI P
A >ULN 14 2578 P=0.96, ’=0% fi] 0.45 0.31~0.65 <0.001
>3 5 ULN 11 2 350 P=0.86, I'=0% Fipaes 0.46 0.31~0.67 <0.001
ALT>ULN 10 2142 P=0.85, I'=0% il 0.42 0.28~0.64 <0.001
AST>ULN 2 566 P=0.37, P=0% il 0.75 0.27~2.07 0.58
CK>ULN 8 1411 P=0.68, I'=0% s 0.45 0.24~0.86 0.02
WU WLTE ST Wi 10 1 569 P=0.88, I'=0% [ 72 0.27 0.15~0.51 <0.001
Rk 3 654 P=0.84, '=0% b 0.58 0.25~1.35 0.21
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Table 3. The results of Meta-analysis in subgroup

o Bz WIFE MEAE S DA 5 SPTEE RR 95%CI P
MACE BETIE =6 H 7 859 P=0.02,"=61% REAIL 0.70  0.43~1.13  0.15
BEDI T <3 H 6 1023 P=0.41,I=0% il 0.68  0.49~0.94  0.02
UA REEE =6 H 6 689 P=0.53,I"=0% Eiyss 0.48  0.29~0.82  0.007
TR Rl <3 H 7 863 P=0.02,I*=59% Fiti L 0.39  0.20~0.78  0.007
MI BEDTIE =6 H 6 829 P=0.39,"=5% Eib 0.54  0.30~0.96 0.04
BEDII A <3 H 6 860 P=0.50,I"=0% Eibed 033  0.17~0.63 <0.001
LIRPESET BETI Al =6 H 6 780 P=0.92,"=0% [ 1.00  0.47~2.13  1.00
BEDTIE <3 H 4 570 P=0.68," =0% Eiba 0.56  0.23~1.34  0.19
Ezt+Atr10/Atr 20 MACE 4 598 P=0.67,I"=0% Eip 1.08  0.71~1.65 0.71
Ezt+Atr20/Atr 40 MACE 5 1 003 P=0.02,I"=65% BEHL 0.48  0.26~0.87 0.02
Ezt+Atr10/Atr 20 UA 4 428 P=0.39,1"=0% E 037  0.19~0.71  0.003
Ezt+Atr20/ Atr 40 UA 5 827 P=0.03,"=62% BEHL 0.44  0.18~1.07 0.07
Ezt+Rsu10/Rsu20 UA 2 143 P=0.90,I=0% [ 023  0.04~1.30 0.10
Ezt+Atr10/Atr 20 MI 6 806 P=0.19,=33% i 0.66  0.40~1.07  0.09
Ezt+Atr20/ Atr 40 MI 5 928 P=0.57,I"=0% [ & 037  0.19~0.72  0.003
Ezt+SIM20/SIM40 MI 2 133 P=0.79,=0% ik 0.74  0.17~3.16  0.68
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Figure 5. Inverted funnel plot
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