(®)
2013 2016

A genetic study of extremely severe Kawasaki disease patients
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To obtain clue to the unexplained part of genetic background of Kawasaki
disease (KD), we focused on extreme phenotypes of KD such as developing giant coronary aneurysms and
frequently recurrence which are not expected to be caused by common variations in the population.
We collected 48 KD patients with giant coronary aneurysms and carried out whole exome sequencing for
47 of them. B% excluding variants with frequencies of 0.3% or more in public and in-house databases

and those with CADD scores smaller than 20, we obtained 4,400 candidate alleles. Whole genome
sequence analysis for frequently recurring KD cases was also carried out. 2 sibling cases and their
family members and one singleton KD patient were analyzed. Narrowing down of the candidates by
considering consistency within families and the impacts of the variants on the genes was done.
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PRPF40B 1 18 55.6
MIER3 1 72 13.9
AC005493.1 1 84 11.9
ORS5AK2 11 930 11.8
KRT18 13 1293 10.1
IGHV3-66 3 348 8.6
MIER2 13 1638 7.9
CTC-487M23.8 1 132 7.6
CTD-3105H18.14 1 141 7.1
RPL22 1 143 7.0
GO0S2 2 312 6.4
AP005482.1 1 159 6.3
AL391152.1 1 171 5.8
C190rf70 2 357 5.6
C100rf35 2 366 55
DEFB133 1 186 5.4
MARK4 1 187 5.3
ZNF550 2 378 5.3
WDR89 6 1164 5.2
RPL19 3 591 5.1
AICDA 3 597 5.0
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1000
IGHV3-66 3 348 8.6 611
G0S2 2 312 6.4 105
AICDA 3 597 5.0 35.4
S100P 1 288 35 255
LCN2 2 597 34 26.3
LST1 1 315 3.2 202
TRAV13-1 1 337 3.0 69.7
IGLV3-27 1 339 2.9 62.7
C170rf103 1 339 2.9 12.9
TRBV5-5 1 343 2.9 73.8
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AICDA 3 597 5.0 26.6
Clorf227 1 297 3.4 102
TRAV13-1 1 337 3.0 412
TRGV3 1 354 238 17.2
IGKV2-24 1 360 238 35.9
TNFRSF12A 1 390 26 10.8
TACL 1 390 26 11.1
UPK1B 2 783 26 133
HIST2H2AB 1 393 25 17.6
CA7 2 795 25 11.0
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KRT18 13 1293 101 133
IGHV3-66 3 348 86 59.2
AICDA 3 597 5.0 389
GNG13 1 204 4.9 45,0
FAM19A4 2 423 47 157
LCN2 2 597 34 16.7
HIST1H4A 1 312 3.2 495
TRAV13-1 1 337 3.0 55.4
IGLV3-27 1 339 2.9 57.6
TRBV5-5 1 343 2.9 52.6
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