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We sought to find new causative genes of juvenile-onset diabetes and also to
solve problems during the genetic diagnosis of known causative genes of monogenic diabetes. In the
former, it was clarified that the p.Arg200His mutation of PAX4 plays an important role. In the
latter, we clarified that it is possible to detect chromosomal microdeletions by devising the data
analysis of the whole exome sequencing method in the genetic diagnosis of HNF1B abnormality. We also
clarified the important points when using in silico dysfunction prediction tools in the genetic
diagnosis of HNF1A abnormality.
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(3) HNF1A in silico
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(area under the curve) cut-off Clinver pathogenic
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cut-off in silico
VEST4 PROVEAN REVEL BayesDel
in silico
AUC | Cut-off AUC | Cut-off
SIFT4G 0.973 0.004 77.1 100REVEL 0945 0828 88.6 100
VEST4 0.948 0.804 914 100/BayesDel_withAF 0925 0317 97.1 100
PROVEAN 0.943 -3.01 943 100[Eigen 0911 0472 80 90
DEOGEN2 0.914 0.974 68.6 100(CADD _phred 0.903 253 82.9 90
Polyphen2_HDIV 0.900 0.999 77.1 100ClinPred 0895  0.989 85.7 100
LRT 0.880  0.000007 68.6 90M-CAP 0894 0411 97.1 80
SIFT 0.876 0.003 80 100
fathmm_XF 0.872 0.925 65.7 95
fathmm_MKL 0.783 0.925 68.6 70
Mutation Taster 0.779 0.81] 914 75
FATHMM 0.745 -537 486 100
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