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Abstract 1:

Two data sets, each comprising data from healthy Japanese individuals of difference sample sizes,
were used to build custom classifiers for HLA imputation using HIBAG R package. HLA
imputation accuracy in five HLA classes (HLA-A, HLA-B, HLA-DRB1, HLA-DQB1 and
HLA-DPB1) increased from the 82.5-98.8% obtained with the original HIBAG references to
95.2-99.5% with our custom classifiers (Seik-Soon Khor et al. The Pharmacogenomics Journal, in
press)

Abstract 2:

Significant associations between CHB infection and five DPBI alleles (two susceptibility alleles,
DPBI"05.01 and *09:01, and three protective alleles, DPBI1*02:01, *04:01, and *04.02 were
confirmed in a population comprising 2,605 Japanese individuals.

Abstract 3:

Odds ratios for CHB were higher for those with both DPBI susceptibility alleles than for those
with only one susceptibility allele; therefore, effects of susceptibility alleles were additive for risk
of CHB infection (P = 0.019, Figure 1A). Similarly, protective alleles showed an additive effect on
protection from CHB infection (P = 0.011, Figure 1B).

Abstract 4:

Genome-wide SNP typing was performed for 844 Japanese individuals. The following GWAS was
carried out using a total of 1,975 Japanese individuals, which comprised 844 newly and 1,131
previously acquired samples. GWAS with all 1,975 samples and stratified GWAS with samples
harboring protective DPB1 alleles identified a new susceptible locus (Gene B, P = 7.04x10°8, Figure
2).

Abstract 5:

For target capturing of HLA-DP region, we designed five primer pairs and validated the feasibility
of these primer pairs (Figure 3). Target capture sequencing of HLA-DP region using 192 Japanese
individuals were carried out and revealed that identified HLA-DP genotype by NGS was 100%
concordant with the one by the traditional PCR-Luminex method.

Abstract 6:

Phylogenetic tree, based on amino acid sequence of HLA-DPB1 identified by NGS sequencing,
showed different branches of susceptible lineage and protective lineage (Figure 4).

Abstract 7:

We developed the software which support to execute SNP imputation using IMPUTEZ2 software, in
collaboration with DYNACOM Co., Ltd..

Abstract 8:
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Meta-analysis of HLA-DPB1 SNP rs9277535 using six independent studies together with our
study showed that a significant association with CHB infection was replicated in Asian
populations (P =1.10X 104, OR = 0.63 (0.56-0.71)) (Nishida N et al. Journal of Clinical and
Translational Hepatology 2013).

Abstract 9:

HLA-DPA1/DPBI1 genotyping in 3,167 samples including Japanese, Korean, Hong Kong, and Thai
populations identified a new risk allele HLA-DPB1*09:01 (P = 1.36X10%, OR = 1.97 (1.50-2.59))
and a new protective allele DPB1*02:01 (P = 5.22xX 106, OR = 0.68 (0.58-0.81)) to chronic hepatitis
B infection, in addition to the previously reported alleles (Nishida N et al. PLoS One 2014).
Abstract 10:

The association of variations on HLA-DPA1/DPB1 gene with CHB infection was identified by
GWAS using Japanese HBV patients and healthy controls, and was replicated in independent set
of Japanese samples together with samples from Korean, Hong Kong, and Thai (Nishida N et al.
PLoS One 2012).

Abstract 11:

Six HLA loci, including HLA-A, HLA-B, HLA-C, HLA-DRB1, HLA-DQB1, and HLA-DPBI1, were
genotyped to detect the signature of recent positive selection in 418 Japanese subjects, and then
assessed the haplotype homozygosity (HH) of each HLA allele. Among the 80 HLA alleles with
frequencies of more than 1%, we identified that DPB1*04:01 has recently undergone strong
positive selection in Japanese population.
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Figure 1. Associations of HLA-DPB1 allele with chronic hepatitis B infection. A. in patients
harboring DPB1*02:01, B. in patients harboring DPB1*05:01 and/or *0901.
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Figure 2. Manhattan plot of stratified GWAS in patients with protective HLA-DPBI1 alleles
(DPB1*02:01, *04:01, and*04:02)
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Figure 3. Deep-sequencing of HLA-DP region in CHB patients who is homozygote with one of
five DPBI alleles.
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Figure 4. Phylogenetic tree based on amino acid sequence of HLA-DPB1
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