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Figurel Organization of the human prostacyclin synthase (PGIS) gene.
Arrows indicate mutations and polymorphisms.
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Figure2 Genealogy of the patient with nonsense mutation of PGIS. After digestion by
Bst Ell, products of patients with nonsense mutation showed 3 bands of 247 base pairs (bp),

189 bp and 58 bp.
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Figure3 Transcriptional activities of each allele of the VNTR polymorphism. Spl and AP-2 are
cis-elements which the transcription factors bind.
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Figure4 Relative risk of cerebral infarction associated with
tandem repeat numbers.
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Figure5 Genealogy of the patient with splicing site mutation of PGIS.
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Figure6 Nucleotide sequence of 5’ nontranslated region of the NPRA gene.
ATG in bold type indicates the start codon. Cis-elements are underlined. The
eight nucleotides missing in the deletion-type allele are indicated in upper nucle-
otide sequence. The transcription initiation site is shown with a black triangle.
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Figure7 Comparison of BNP levels in each group. Plasma BNP levels in normotensive subjects without
and with the deleted allele and in hypertensive patients without and with the deleted allele (A). Scatterplots
show the relationships between plasma BNP levels and mean blood pressure in subjects with the deleted allele
and without the deleted allele (B). The slope of the plasma BNP levels in subjects with the deleted allele was
steeper than that of subjects without the deleted allele.
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The major impact of the completion of the human genome sequence is the understanding of disease etiology with
deduced therapy. Methodological and conceptual advancesin human genetics have led to the identification of animpres-
sive number of human disease genes. Thiswealth of information has also reveal ed that the traditional distinction between
single-gene and multifactorial disordersis sometimes not as clear as be believed. Here, we review the strategy of identi-
fying susceptible genes, and describe several traditional methods. Furthermore, we introduce several newer methods
established by our group for using prostacyclin synthase (PGIS) gene and natriuretic peptide receptor type A (NPRA)
gene. (J. Jpn. Coall. Angiol., 2004, 44: 183-189)
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