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OPolymorphisms in CCR5 chemokine receptor gene in Japan
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Mutations in the human CC chemokine receptor 5 (CCR5) gene may alter the expression or
function of the protein product, thereby altering chemokine binding/signaling or human
immunodeficiency virus type 1 (HIV-1) infection of the cells that normally express CCR5
protein. We performed a systematic survey of natural sequence variations in an 8. 1-kb
region of the entire CCK5 gene as well as CCR2V641 in Japanese subjects and evaluated the
effects of those variations on CCR5 promoter activity. There was no 32-bp deletion observed
in European—Americans but 2 types of non—synonymous substitutions in CCR5. Our results
showed several novel characteristics of the CCR2-CCKR5 haplotype structure that were not
reported from studies on European—Americans and African—Americans. In particular, nearly
all non—synonymous polymorphisms in CCR5 occurred in haplotypes with elevated promoter
activity. These results suggested the presence of a certain selective pressure favoring
low levels of CCR5 expression during human evolution.



OA three-base—deletion polymorphism in the upstream non—coding region of human interleukin 7
(IL-7) gene enhances levels of IL-7 expression
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In this report, we demonstrated that out—of—frame ATGs in the upstream non—coding exon
of IL-7 gene reduced the translation efficiency of IL-7. We also found a naturally occurring
ATC deletion polymorphism at position -29 to —27 in the upstream non—coding exon next to
one of the upstream ATGs. This polymorphism was found to be capable of increasing the gene
expression. This is the first time human genetic polymorphism has been identified that
affects translation efficiency of a protein by changing the translation efficiency from
the out—of-frame AUG in the upstream non—coding region of mRNA.
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