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Elucidation of the effect of variants in the PCSK9 gene and molecular type on
lifestyle-related diseases and its regulatory mechanism
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_ The variants in the PCSK9 gene detected in Japan were annotated in familial
hypercholesterolemia (FH) according to ACMG guideline. The E32K variant in the PCSK9 gene can cause

FH, but the V4l variant alone does not contribute to the pathophysiology of FH. The V4i

E32K

variants in the PCSK9 gene showed no difference in the levels of intracellular expression and
secretion of PCSK9, intracellular and membrane expression of LDLR and LDL uptake compared to wild
type of PCSK9 using cultured cells. In addition, the prevalence of diabetes mellitus was lower in
patients with variants in the LDLR and PCSK9 genes than in patients without variants in the LDLR and
PCSK9 genes. Patients with FH with variants in the LDLR gene and V41/E32K variant in the PCSK9 gene

had poor prognosis compared to patients with a variant in the LDLR or PCSK9 gene.
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720 . FH OJRREMEHRIN ¥ & L CHERET D 2 L 2VRIR S, LDLR 3 fiRLISN ORI OSREE A
TORELBEZbND,

—J7 PCSK9 EE'EIL, ATk MEkEvil) & T8I o 2 FEO 5 TR CHFET b,
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PCSKOTEARF B VAL E2K NN T > b 232577 A Ra b MEEMRIEE M- HEK293
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et al. in preparation), PCSK9i&fr VAL « E32K /NU 7 > FDFAET HENLIL, ~ 7 AT
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