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MR R O MEEE (& 3C) : We performed mutation analysis of 10 genes (RYK(3q22) .

EPHB2 (1p36. 1-35) . EPHB3(3q28-27) . DLX3(17q23) . TBX10(11q13.1) . TGF-B3(14q24) .

PAX9 (14q12—q13) . CLPTM1(19q13.2). PVRL1(11q23). TBX22(Xq2l.1)), case—control study,
TDT ( transmission disequilibrium test) in the parents with the patients with cleft lip
and/or cleft palate. We found a gene associated with the appearance of disease of cleft
lip and/or cleft palate.
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TGFB3 (SNP) Case—control study

SNPposition SNP ID Alleles Miner allele frequency p-value
mNwCBI
(Major Minor) CLFP Contral
IVS1+2118 rsI268626 AL w37 0359 nonz4
IVE1+2183 oT 0.000 0.034 0.0047
IVS1+3306 rs1284792 oT 0.304 0466 0.0233
IVS1+5321 rs3017168 AT 037" 0462 00016
IVEI+8417 rs3917169 GA 0377 0462 00016
IVSI-1572 rs1268625 AL 0.344 0408 0.023%
IVS1-1283 rs2268624 G 0.344 0408 0.023%
IVS1-952 151268623 G 0.344 0408 00239
IVS3+1041 rs1268622 Al 0.347 0412 0.0271

Significant Bonfervoni-corvected p-value is 0.00062 (0.0 76)
IVEL+2321 and IVE1+2417 are in complete linkage disequilibrium (LD) {ri=1)
IVSL-1572 and IVS1-1283 and IVS1-952 are in complete LD (ri=1)
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TGFB3 (haplotype) Case—control study

Haplotype-constructing Haplotype Frequncy of haplotypein pevalue

SNPs -
CLP Control

IVS1+8321 /IVS1-1572 AA L6133 04660 G00DEE

T/A LIXIER L 0.1265 00677

IVSI+5321  IVS1-1253 AG 0.6153 0.466% 000055

TG h0549 01265 00677

IVS1+5321 /IVS1-9582 AG L6153 04669 000055

TG 00549 01265 00677

IVE1+5321 / IVS3+1041 AA 0.6070 04636 000102

IVEL1+5321 / IVS4+156 AG 03712 04291 000159

Stgnificant Bonfervoni-corvected pvalueis 0.00104 (0,05 45)
IVSI-1572and IVS1-1283 and IVS1-952 are in complete (LN (r?=1)
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TGFB3 (SNP) TDT
SNPposition  SNPID Alleles p-value*
in NCBI (Major/Minor)
IVSI+2118  rs2268626 AlG 0.7630
IVS1+5321 rs3017168 AT 0.0412

* Calculated by FBAT version 1.5.5
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RYK (haplotype) Case—control study

Haplotype Frequncy of haplotype in

Japanese Vietnamese

Case Control  p-value  Case Control  p-value

RYE  AZSTG/IVSIZFI3A-C/IVS 1363 T-C

CLP
AAT 0.134 0.149 055 0365 0.296 0.07
GAT 0272 0273 0.97 0069 0.077 0.73
ACT 0.369 0384 .68 0013 0004 0.18
GCT 0.126 0126 0.57 0403 0416 0.51
AAC 0.016 00006  Sx 107 0.163 0.207 0.16
GAC 0.202 0.1589 051 o 0 1

CPO
AAT 0.076 0149 130 365 0296 0.25
GAT 0.8 0.273 001 0,122 0077 022
ACT 0.346 0584 .69 9.3 10°% 0,004 .61
GICT 27X 104 0.126 .56 324 416 015
AAC 0.038 0.0006 25X 10¢ 0.189 0.207 0.74
GAC 12X 107 0189 ool o 0 1
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