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Abstract

Proprotein convertase subtilisin/kexin type 9 (PCSK9) plays a key role in the regulation
of lipid metabolism. We aimed to investigate the effects of PCSK9 (R46L, 1474V, and
E670G) polymorphisms on lipid levels in 495 participants (307 urban, 188 rural) from a
Southern Thai population. In addition, the plasma PCSK9 and its association with lipid
profiles were investigated in 78 normolidemic subjects. Anthropometric and biochemical
variables were evaluated. PCSK9 polymorphisms were analyzed using PCR-RFLP.
Plasma PCSK9 was measured by sandwich ELISA. The 46L urban male carriers had
significantly higher diastolic blood pressure (DBP) and fasting blood sugar compared
with non-carriers. In contrast, the 46L urban female carriers had significantly lower total
cholesterol (TC) and LDL-C levels compared with non-carriers. The 474V rural female
carriers had significantly lower HDL-C levels than non-carriers. The 670G urban female
carriers showed significantly higher TC and LDL-C levels compared with non-carriers.
Plasma concentrations of PCSK9 ranged from 56.45 to 133.06 ng/ml with a mean
concentration of 86.24 + 15.41 ng/ml in normolipidemic subjects. Plasma PCSK9 levels
were significantly higher in women than in men (89.67 £ 14.59 ng/ml vs 72.96 + 10.76
ng/ml, p<0.05). However, there was no correlated of plasma PCSK9 with lipid levels. In
summary, PCSK9 R46L, 1474V, and E670G may be genetic risk factors for
cardiovascular disease (CVD) in urban males, rural females, and urban females,
respectively. In contrast, R46L had a favorable lipid profiles that may protect against

CVD in urban females. However, plasma PCSK9 may not be used as an indicator for



CVD risk in normolipidemic subjects in Southern Thailand. The measurement of plasma

PCSKO9 in a larger sample size should be needed in further study.
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