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Polymorphisms of the prion protein gene (PRNP) at
codons 129 and 219 play an important role in the
susceptibility to Creutzfeldt-Jakob disease (CJD), and
might be associated with other neurodegenerative
disorders. Several recent reports indicate that
polymorphisms outside the coding region of PRNP
modulate the expression of prion protein and are
associated with sporadic CJD, although other studies
failed to show an association. These reports involved the
polymorphism PRNP 1368 which is located upstream
from PRNP exon 1. In a case-controlled protocol, we
assessed the possible association between the PRNP
1368 polymorphism and either Alzheimer's disease (AD)
or vascular dementia (VaD).

To investigate whether the PRNP 1368 polymorphism is
associated with the occurrence of AD or VaD in the
Korean population, we compared the genotype, allele, and
haplotype frequencies of the PRNP 1368 polymorphism in
152 AD patients and 192 VaD patients with frequencies in
268 healthy Koreans

PRNP 1368 polymorphism was not significantly associated with incidence of sporadic AD and VaD in Koreans. However, in the
haplotype analysis among 3 PRNP polymorphisms, we observed a significant association between haplotype ht5 and VaD. Our
report is the first association study of a polymorphism outside the coding region of PRNP with AD and VaD.

No significant difference between Korean AD patients and
controls was found in genotype or allele frequency of the
PRNP 1368 polymorphism (Table 2). This result suggests that
the PRNP 1368 polymorphism does not increase
susceptibility to AD. We also investigated the genotype and
allele frequencies of PRNP 1368 in 192 Korean VaD patients
to determine whether this polymorphism correlated with VaD.
There were no significant differences in genotype and allele
frequencies between VaD patients and controls (Table 2). In
addition, analysis of the haplotype frequency was performed
in AD patients, VaD patients and controls. Six haplotypes of
the 3 PRNP polymorphisms were constructed in Koreans.
One (ht 5) of these six haplotypes was significantly over-
represented in Korean VaD patients (Table 3).


