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Abstract: Objective To systemically review ezetimibe combining statins versus double-dose statins therapy on major
cardiovascular diseases. Methods Relative randomized controlled trials (RCT) about ezetimibe combining statins versus double-
dose statins therapy for treating major adverse cardiovascular events were searched in Cochrane Library, PubMed, EMBASE, CBM
database, CNKI database, and Wanfang database from their inception to April 1, 2018. Two reviewers independently screened
literature, extracted data, and evaluated the methodological quality of included studies. The meta-analysis was conducted by using
RevMan 5.3 and R 3.3.1 software. Results A total of 16 RCTs involving 3 534 patients were included. The results of meta-analysis
showed that compared with double-dose statins therapy, ezetimibe combining statins significantly decreased the incidence of angina
[RR=0.36, 95%CI(0.21, 0.63), P=0.0003], myocardial infarction [RR=0.59, 95%CI(0.36, 0.95), P=0.03] and major adverse
cardiovascular events (cardiogenic death, angina, myocardial infarction, revascularization) [RR=0.58, 95%CI(0.38, 0.87), P=0.009].
However, no statistic difference was found in revascularization, cardiogenic death, stroke, and all-cause mortality. Conclusion
Current evidence shows that compared with double-dose statins therapy, ezetimibe combining statins therapy can reduce the risk of
cardiovascular events. However, more multicentre and large-scale RCTs need to be conducted to verify this conclusion.
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Fig.2 Meta-analysis of forest plot of angina between two groups
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Fig.3 Meta-analysis of forest plot of myocardial infarction between two groups
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Fig.4 Meta-analysis of forest plot of revascularization between two groups
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Fig. 5 Meta-analysis of forest plot of heart failure between two groups
[P ] i Risk Ratio Risk Ratio
Study or Subgqroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Farnier 2016 1] 48 1 48 11.7% 0.33 [0.01, 7.99]
Liu 2107 13 108 1 111 B4.4% 1.21 [0.47, 2.589]
Makamura 2012 1 3z a N 3.9%  2.91[012 68.81]
Total (95% CI) 188 190 100.0% 1.18 [0.58, 2.39]
Total events 14 12
Heterogeneity: Chi*=0493, df=2 (P=063); F=0% ID.DD1 D!'I ‘i 1'0 ‘IDDD'

Test for overall effect: Z= 0.46 (P = 0.64)

6

A ZE F ) Meta-53 TR PR B

Esdh] [FRfEEH]

Fig. 6 Meta-analysis of forest plot of stroke between two groups

3 iTig

3.1

RERETT RIS

SR P B B T A 2 AR AN B0 I 4, 2010

S JIE [ B35 77 W 7T B AR 4L (CTT) A& A ) Meta- 73

Mra N 1 26 TR A /2 KT 1000 ] 1) BE AL

fii PRt

5, 450N N LB 28 LDL-C /K 447 , LDL-C 7K
- 43 FE A% 1 mmol/L(37.8 mg/dL) , 32 B0y 45 S5 44
R AR EARL 20%2 . 2434k LDL-C /K FK T
HARER , BRSO RIKIRAFAE . X — S5 IBIESE
T BRI E [ B K T & ASCVD B 3 3K 25 IR A



+ 2092 -

Hassaati. Drug Evaluation Research 4155 114 2018511 B

Ba PSE
Study or Subgroup

Events Total Events Total Weight M-H. Fixed, 95% CI

Bays 2015 1 55 i} a7 4.0%
Farnier 2016 1 a3 i} a3 4.0%
Liu 2107 5 108 5 111 39.9%
Matsue 2013 o 117 1T 133 11.4%
Stein 2004 o 305 1 3B 11.59%
FERfE-2017 i} <13 1 B2 125%
Wi 2103 ] a0 1 a0 9.1%
Ht+E 2015 1 1] 1 1] 8.1%
Total (95% CI) 814 842 100.0%
Total events e 10

Heterogeneity: Chi®= 2.23, df= 7 (P =0.99);, F=0%
Testfor overall effect: Z=0.15 (P = 0.88)

Risk Ratio Risk Ratio
M-H, Fixed, 95% CI
2.11 (013, 74.68]
3.00[0.12, 72.02] —
1.03 [0.31, 2.45] ——
0.38 [0.02, 9.20] p—
0.35 [0.01, 8.44] —_—
0.31 [0.01, 7.55] —
1.00 [0.06, 15.55] e
1.00 [0.06, 15.62] ——
0.94 [0.43, 2.08] -
: } : |
0.001 01 10 1000

EA] FRfEA]

7 FEGRMETE T Meta- 23 47 FR 4R E

Fig.7 Meta-analysis of forest plot of cardiac death between two groups
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Fig. 8 Meta-analysis of forest plot of all-cause mortality between two groups
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