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Fractions of positive individuals for HLA alleles in patients and control population are compared. Odds ratio was calculated with
Woolf's formula. P value was corrected for multiple comparisons for each locus.

HLA allele Patients (n=97) Control (n=308) Odds ratio p,

B*5201 50.50 24.10 3.21 <0.00001

B*39 8.2 3.1 2.79 <0.04
B*3901 4.1 2.7 1.56 ns
B*3902 4.1 0.5 9.59 <0.02

B*67 6.6 2.7 2.54 ns

B*51 12.3 13.8 0.88 ns

DRB1*1502 44.3 25.0 2.39 <0.0005
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Figurel Clinical features of patients with Takayasu arteritis. I:hﬂ-' - -5
Patients are sorted by the presence of HLA-B*52 or B*39. Frequen- | -
cies of complications with Takayasu arteritis are shown in the bar
graph. Significant difference (p<0.05 or less) in the frequency ;_;;-l';]__' log (Pl

between patient subgroups is also indicated.
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Figure2 Association of HLA-linked polymorphic
markers with Takayasu arteritis.

Odds ratio and corrected p value of the alleles which
give the maximal odds ratio for respective loci are
plotted along the physical map of the HLA region.
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(in the parenthesis) are shown.

Table2 IKBL promoter polymorphism observed in Japanese

Five common combinations of four SNPs are designated as
promoter alleles.

0 00O SNPs
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Figure4 Subcellular localization of
IKBL protein.
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Ankyrin repeat

Confocal view (left panel) and its super-
imposition to phase-contrast view (right
panel) are shown.

Table3 Association of IKBL promoter polymorphism with autoimmune diseases
Increase (1 ) or decrease (1 ) in frequency of the IKBL allele in the patients is shown.

Phenotype frequency in patients

IKBLp allele
Takayasu arteritis Type | diabetes Rheumatoid arthritis
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Takayasu arteritis (TA) is an inflammatory vascular disease affecting the aorta and its major branches. The etiology
of TA is still unknown, but previous HLA analyses have revealed strong associations of TA with specific HLA alleles
such as B*52 and B*39 in Japanese. In this study, HLA and HLA-linked microsatellite markers were examined and the
haplotype analysis of these markers strongly suggested that one susceptibility locus for TA isthe HLA-B gene, while
another independent susceptibility locus for TA was mapped between TNFA and MICB. We then investigated polymor-
phismsin the TNFA, NFKBIL1 and ATP6G genes and the analyses revealed that NFKBIL 1 promoter allele IKBLp* 03,
defined by —263A instead of G, was greatly associated with TA (60.0% in patients vs. 35.2% in control, odds ratio=2.84,
pc=0.0002). IKBLp*03 wasin linkage disequilibriawith both HLA-B*52 and B* 39, suggesting that the one susceptible
to TA mapped between TNFA and MICB isthe NFKBIL1 gene. (J- Jpn. Call. Angiol., 2004, 44: 169-174)
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