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Lipoprotein kinetics in patients with familial hypercholesterolemia due to PCSK9
mutation
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We performed tracer studies using stable isotope technology in order to assess in
vivo kinetics of apoB in 2 homozygous FH patients with PCSK9 gene mutation (E32K). In vivo Kinetic study
revealed that VLDL, IDL, and LDL apoB FCR were markedly delayed as compared with controls. With regard to
production rates, VLDL and IDL PR were increased, but LDL apoB PR remained unchanged. Finally, analysis
of metabolic channeling demonstrated that VLDL tended to be metabolized to remnant before converting to
IDL. In one patient, atorovastatin was administrated and tracer study was repeated under medication.
Atorvastatin significantly improved VLDL catabolism and completely normalized IDL and LDL FCR, but
imcreased VLDL remnant formation remained unchanged. In summary, tracer study revealed that FH with PCSK9
gene mutation have apoB metabolic abnormalities distinct from those with LDL receptor gene mutations.
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Gender male/female =7/1 female female

Age () 41+8 60 45
BMI kgm?  21.4+2.1 36.0 28.8
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Values of controls are shown as mean + SD; BMI, body mass index; TC, total cholesterol;
TG, triglyceride; LDL-C, low-density lipoprotein cholesterol; HDL-C, high-density lipoprotein cholesterol
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