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with regard to the risk of the primary and key 
secondary composite end points were largely con-
sistent across major subgroups, including those 
based on age, sex, and type of atherosclerotic vas-
cular disease (Fig. S5 in the Supplementary Appen-
dix). The benefits were also consistent across 
quartiles of baseline LDL cholesterol levels, from 
patients in the top quartile, who had a median LDL 
cholesterol level of 126 mg per deciliter (interquar-
tile range, 116 to 143) (3.3 mmol per liter [inter-
quartile range, 3.0 to 3.7]) at baseline, down to 
those in the lowest quartile, who had a median 
LDL cholesterol level of 74 mg per deciliter (inter-
quartile range, 69 to 77) (1.9 mmol per liter [inter-
quartile range, 1.8 to 2.0]) at baseline. The benefit 
of evolocumab was also consistent across levels 

of intensity of statin therapy, regardless of ezeti-
mibe use, and with both the dosing regimen of 
140 mg every 2 weeks and that of 420 mg monthly.

Safety
No significant between-group differences were 
seen in the overall rates of adverse events, serious 
adverse events, or adverse events thought to be 
related to the study agent and leading to discon-
tinuation of the study regimen (Table 3). Like-
wise, the rates of muscle-related events, cataract, 
neurocognitive adverse events, and hemorrhagic 
stroke did not differ significantly between the two 
groups. Injection-site reactions were rare, but they 
were more frequent with evolocumab (2.1% vs. 
1.6%). The large majority of reactions (approxi-

Outcome
Evolocumab 
(N = 13,784)

Placebo 
(N = 13,780)

Hazard Ratio 
(95% CI) P Value*

no. of patients (%)

Primary end point: cardiovascular death, myocardial infarction, 
stroke, hospitalization for unstable angina, or coronary 
revascularization

1344 (9.8) 1563 (11.3) 0.85 (0.79–0.92) <0.001

Key secondary end point: cardiovascular death, myocardial  
infarction, or stroke

816 (5.9) 1013 (7.4) 0.80 (0.73–0.88) <0.001

Other end points

Cardiovascular death 251 (1.8) 240 (1.7) 1.05 (0.88–1.25) 0.62

Due to acute myocardial infarction 25 (0.18) 30 (0.22) 0.84 (0.49–1.42)

Due to stroke 31 (0.22) 33 (0.24) 0.94 (0.58–1.54)

Other cardiovascular death 195 (1.4) 177 (1.3) 1.10 (0.90–1.35)

Death from any cause 444 (3.2) 426 (3.1) 1.04 (0.91–1.19) 0.54

Myocardial infarction 468 (3.4) 639 (4.6) 0.73 (0.65–0.82) <0.001

Hospitalization for unstable angina 236 (1.7) 239 (1.7) 0.99 (0.82–1.18) 0.89

Stroke 207 (1.5) 262 (1.9) 0.79 (0.66–0.95) 0.01

Ischemic 171 (1.2) 226 (1.6) 0.75 (0.62–0.92)

Hemorrhagic 29 (0.21) 25 (0.18) 1.16 (0.68–1.98)

Unknown 13 (0.09) 14 (0.10) 0.93 (0.44–1.97)

Coronary revascularization 759 (5.5) 965 (7.0) 0.78 (0.71–0.86) <0.001

Urgent 403 (2.9) 547 (4.0) 0.73 (0.64–0.83)

Elective 420 (3.0) 504 (3.7) 0.83 (0.73–0.95)

Cardiovascular death or hospitalization for worsening heart 
failure

402 (2.9) 408 (3.0) 0.98 (0.86–1.13) 0.82

Ischemic stroke or transient ischemic attack 229 (1.7) 295 (2.1) 0.77 (0.65–0.92) 0.003

CTTC composite end point† 1271 (9.2) 1512 (11.0) 0.83 (0.77–0.90) <0.001

*  Given the hierarchical nature of the statistical testing, the P values for the primary and key secondary end points should be considered sig-
nificant, whereas all other P values should be considered exploratory.

†  The Cholesterol Treatment Trialists Collaboration (CTTC) composite end point consists of coronary heart death, nonfatal myocardial infarc-
tion, stroke, or coronary revascularization.

Table 2. Primary and Secondary End Points.
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