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Clinical significance of high-density lipoprotein cholesterol uptake capacity in
patients with stable coronary artery disease
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High-density lipoprotein cholesterol uptake capacity (HDL-CUC), a new
measure of HDL functionality, and oxidized lipoprotein(a)[OxLp(a)] are attracting attention as
residual risk factors for major adverse cardiovascular events (MACEs) in patients with stable
coronary artery disease (CAD). A case-cohort study was conducted involving stable CAD patients from
the Randomized Evaluation of Aggressive or Moderate Lipid-Lowering Therapy with Pitavastatin in
Coronary Artery Disease (REAL-CAD) study. HDL-CUC and OxLp(a) at baseline and 6 months after
randomization were measured in 2061 participants selected from the REAL-CAD study population. After
multivariable adjustment, higher OxLp(a) at 6 months were significantly associated with a higher
residual risk of MACEs. However, the significant association between HDL-CUC at 6 months and the
residual risk of MACEs was not observed. In conclusion, OxLp(a) may be a potent marker of residual
risk of MACEs in statin-treated patients with stable CAD.
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p=0.04 6 p <0.01 LDL-C p<0.01
p = 0.02
LDL-C 6 19 7.5
p for interaction <0.0001 and p for interaction = 0.02
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LDL-C, low-density lipoprotein cholesterol; HDL-C, high-density lipoprotein cholesterol.
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44yhr1, CUC Adjusted HR (95% CI) Adjusted HR (95% CI)  Adjusted HR? (95% CI)
1st < 76.6 Ref. Ref. Ref
274 76.6 — 94.3 1.05 (0.75 — 1.47) 0.99 (0.64 — 1.49) 0.87 (0.56 — 1.62)
3 0431147 1.01 (0.71 - 1.44) 0.89 (0.57 - 1.39) 0.88 (0.51 - 1.38)
4th > 1147 1.01 (0.69 - 1.47) 0.83 (0.51 - 1.37) 0.98 (0.59 - 1.62)

P-for trend 0.984 0.417 0.927

By 2-fold 1.00 (0.96 — 1.05) 0.97 (0.91 - 1.02) 1.00 (0.94 - 1.08)

P value 0.893 0.237 0.925

Adjusted for established risk factors (male sex, body mass index, systolic blood pressure, heart rate, hypertension, diabetes
mellitus, smoking status, myocardial infarction history, percutaneous coronary intervention history, coronary artery bypass
history, atrial fibrillation, heart failure, malignant disease, peripheral artery disease, and estimated glomerular filtration rate),
hemoglobin Al., high-sensitivity C-reactive protein, low-density lipoprotein cholesterol, and triglyceride at 6 months.

HR, hazard ratio; CI, confidence interval.
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431, nmol/L Adjusted HR (95% Cl) Adjusted HR (95% CI)  Adjusted HR? (95% CI)
1st < 0.024 Ref. Ref. Ref.

21 0.025-0.126
39 0.126 - 0.29

2.03 (1.381- 2.97)
2.29 (1.57 - 3.35)

2.13 (1.27 - 3.69)
1.95 (1.11 - 3.42)

1.96 (1.06 — 3.63)
2.87 (1.61 - 5.09)

4t > 0,029 2.85 (1.94 - 4.20) 3.14 (1.77 - 5.57) 2.88 (1.58 - 5.24)
P-for trend <0.0001 0.0003 0.0002
By 2-fold 1.17 (1.11 - 1.24) 1.18 (1.08 - 1.29) 1.18 (1.09 - 1.29)
P value <0.0001 0.0003 0.0001

Adjusted for established risk factors (male sex, body mass index, systolic blood pressure, heart rate, hypertension, diabetes
mellitus, smoking status, myocardial infarction history, percutaneaus coronary intervention history, coronary artery bypass

history, atrial fibrillation, heart failure, malignant disease, peripheral artery disease, and estimated glomerular filtration rate),
hemaoglobin Al,, high-sensitivity C-reactive protein, low-density lipoprotein chalesterol, triglyceride, and high-density lipoprotein
cholesterol at 6 months. HR, hazard ratio; Cl, confidence interval; Ref, reference.
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