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MERRIARIE . KB KRR IR R 3 WO TN T B T A E =S
72BEDYS | N T OB 2RO ONLBEBLOANLIFOREAENEDEZAR
DOIVRWNEENDZ NV ENEHIRZ IR DI, BRI (4 8.5mL) (X, PAXgene Blood DNA
Tubes (QIAGEN) Z =, ZNHITA T, BED A BHEEICE S 74 —aK arkU i
BONBE LVRESNTZb D TH D,
2. DNA il

QIAamp Blood Mini KIT (QIAGEN) & VT, RIS Mg 0 DNA ZHhiH L7,
3. SNP #AE 7

1) #—7 Yy NEIEFDEE

MARTERDIRR L2 VIG LB T2 MARER T DT80 D SNP XA T OL—5 N a 1L
LC, T HULIRERE THLY —7 7)o OFEAE T 28 xF TdHd SERPINEL [serpin
peptidase inhibitor, clade E (nexin, plasminogen activator inhibitor type 1), member 1;PAI-1].
CYP2C9 (cytochrome P450, family 2, subfamily C, polypeptide 9) . 7 mbha v ERE K75 7.
EEE R 745 9, BEREIR 745 10, GGCX (y ~Z ANV ARFTF—8) D T-IE FITHONWTHE
HL, ZNETIZHARN THEZIV TS SNP A HU0NTE 23SNPs 23 E LTz, SHIZAEERIZE
2R AMEIRRORIE R E R 2 T8RS F CHEREHIZR/TL TS TGFRIZEHRL
TTGF B EZDLETZ—IZDWT SNPA#RFE LT, TGF B 11X BARANIZHITS SNP O# 23
b=, TGE B L7 % —1 (TGF BRI DN TGE B L& 7% —I1(TGF BRID % HAANIZE
DT ST T DM AFE TOMAEIZLD SNP DI B —F 40 78 T I /B ZE Bk



IHDEHINTEIRU T2, Fo, GGCX LRIU 2 FYtafk BTk, BROAE IR (272 LiGHT
IXE/A2 > TN 128D VAMPS (vesicle—associated membrane protein 8)IZh#&E H L=, it
D 4 BB FITOUVTEF 6SNPs Z384R L, #85T 29SNPs (1) IZ DWW THAE L T 2To72,

2) SNP A7 J5ik

F9°, X —4 ko SNP &4k ¢ 200~400bp FEHE DHEMEFEY) 2155 7- 2 PCR 24T 7=, IRIZ,
35407 PCR pEY)% Template &L CHV T Typing PCR#{T57-, PCR @@%ﬂ%ai\ Go Taq Flexi
DNA Polymerase (Promega) & V7=, BEAIKENZ TN ROF BEMGRL CHIE L, 7 T4~

— G L OV PCR Sl 3 E L MALIRA L) X AT T ) AT 427 TR TN —IT T T,
4. HEAERE
Fisher O 1EHERERME (Fisher’ s exact test) [ZKAAIR EET T 7=,
#*1. #—% > ~& L7-SNP
Gene JSNP dbSNP(rs) Location
IMS-JST005633 rs11178 3'UTR c.1570C>T
IMS-JST058119 rs6092 CDS (Ala/Thr) c.43G>A
SERPINE 1(PAI-1) IMS-JST058120 rs6090 CDS (lle/Val) c.49G>A
IMS-JST005631 rs2070682 INTRON ¢.700+1921C>T
IMS-JST005632 rs2070683 INTRON c.1087+859T>OA
CYP2C9 IMS-JST052819 rs2298037 INTRON c.1149+147C>T
CYP2C9 *3 rs1057910 CDS (lle/Leu) c.1075A>C
CYP2C9 *13 rs72558187  CDS (Leu/Pro) ¢.269T>C
IMS-JST005890 rs2070850 INTRON ¢.240+83T>C
IMS-JST005891 rs2070851 INTRON ¢.316+2125C>T
F2 (prothrombin ) IMS-JST005892 rs2070852 INTRON c.422+90G>C
IMS-JST005893 rs5896 CDS (Met/Thr) c.494T>C
IMS-JST031911 rs2282686 INTRON c.1472+251C>T
IMS-JST031912 rs2282687 INTRON ¢.1654+290C>T
F7 IMS-JST017150 rs6042 CDS-synonymous c.525C>T
F9 IMS-JST178462 rs3817939 INTRON c.88+75A>G
IMS-JST069694 rs5960 CDS-synonymous c.792T>C
IMS-JST103451 rs3211719 INTRON ¢.70+270A>G
IMS-JST117973 rs2026160 INTRON ¢.256+98A>C
F10 IMS-JST119689 rs3211736 INTRON c.231+64C>T
IMS-JST152051 rs3838839 INTRON ¢.502+211572116
IMS-JST190984 rs3829391 INTRON ¢.502+2531A>G
GGCX IMS-JST006491 rs2028898 INTRON ¢.2084+408C>T
IMS-JST041766 rs12888 CDS-synonymous c.201A>G
VAMPS IMS-JST085287 rs3731828 CDS-synonymous c.138C>T
TGF B1 IMS-JST096736 rs1800470  CDS-synonymous c.29C>T
TGF BRI rs7861780  CDS-synonymous c.1125A>C
TGF BRI rs1050833 CDS(Glu/Val) c.946A>T
rs3209742 CDS(Ala/Val) c.1606T>C
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# 2. NLOIBSE O SNP 21675 5

Patients
Gene JSNP dbSNP(rs)
adverse events no adverse events
IMS-JST005633 rs11178 | TT| TC|CC|CC|| TC| TC|TC|TT|CC|CC|TC|TC|TC|CC|CC|CC|TC|CC|TC|TT| TT|CC|CC|TC|CC|TC
IMS-JST058119 rs6092 GG| GG| GG| GG| GG| GA| GG| GG| GG| GG| GG| GA| GG| GG| GG| GG| GG|| GG| GG| GA| GG| GG| GG| GA| GG|| GG
SERPINE1 (PAI-1)| IMS-JST058120 rs6090 |GG|GG|GG|GG|GG|GG|GG|GG|GG|GG| GG| GG| GG| GG| GG| GG| GG| GG| GG| GG| GG| GG| GG| GG| GG|| GG
IMS-JST005631 | rs2070682 | TT| TC|CC|CC|TC|TC| TC| TT|CC|CC|TC| TC|TC|CC|CC|CC|TC|CC|TC|TT|TT|CC|CC|TC|CC||TC
IMS-JST005632 | rs2070683 | AA| AT| TT| TT|AT|AT| AT|AA|TT|{ TT|AT| AT|{AT|TT| TT| TT|AT| TT| AT | AA|AA| TT| TT| AT| TT || AT
CYP2C9 IMS-JST052819 | rs2298037 | CC| CC|CT|CC|CC|CC|CT|CC|CC|CC|CT|TT|CT|TT| TT|CT|CT|CT|CC|CT|CT|CT|TT|CT|CC||CT
CYP2C9*3 rs1057910 | AA| AA| AA| AA|| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AC| AA| AA
CYP2C9*13 rs72558187 | TT| TT| TT|TT|{TT|TT| TT|TT|TT|{TT|TT|TT|{TT|TT| TT|TT|TT| TT|{TT|TT|{TT|TT| TT|TT|TT| TT
IMS-JST005890 | rs2070850 | TT|CC| TT| TT|{ TT|CT|CT|TT|TT|{CT|CT|CC|CC|TT|CT|CT|CC|CT|CT|TT|TT|CC|CT|CT|TT|CT
IMS-JST005891 | rs2070851 | CC| TT|CC|CC|CC|TC| TC|CC|CC|TC|CC| TT| TT|CC|CC|TC|TC|TC|TC|CC|CC| TT|TC|TC|CC|| TC
F2 (prothrombin) IMS-JST005892 | rs2070852 | GG| CC| GG| GG| GG| CG| GG| GG| GG|CG| GG| CC|CC|GG| GG|CG| CG| CG|CG| GG| GG| CC| GG|CG| GG|| CG
IMS-JST005893 rs5896 TT|CC|TT|TT| TT|TC|CT|TT|TT|TC|TT|CC|CC|TT| TT|CT|CT|CT|CT|TT|TT|CC|CT|CT|TT|CT
IMS-JST031911 | rs2282686 | CC| TT|CC| CC|CC|CT|CC|CC|CC|CT|CC|TT|TT|CC|CC|TC|TC|TC|TC|CC|CC|TT|CC|TC|CC||TC
IMS-JST031912 | rs2282687 | CC| TT|CC|CC|CC|CT|CT|CC|CC|CT|CC|TT|TT|CT|CC|CT|TT|CT|CT|CC|CC|TT|CT|CT|CC||CT
F7 IMS-JST017150 rs6042 CC|CC|CT[CC|CC|cC|CC|CC|CC|CC|CC|CT|CT|CC|CC|CC|]CC|CC|CC|CC|CC|CC|cc|cc|cc|ce
F9 IMS-JST178462 | rs3817939 | AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| GG| AA| AA| AG| AA| AA| AG| AA| AA| AA| AA| AA| GG| AA|| AA
IMS-JST069694 rs5960 TC|CC|TC|TT|TT|TC| TC|TC|TC| TT|TC| CC|{CC|TT| TC|TC|CC|TC|TC|TC|TC| TT| TC| TC|TC|| TC
IMS-JST103451 | rs3211719 | AG| AA| AG| AG| AA| AG| AG| AG| AG| AA| AA| AG| AG| AG| GG| AA| AA| AG| AG| AG| AG| AA| GG| GG| AA|| AA
F10 IMS-JST117973 | rs2026160 | AA| AA| AA| AC| AA| AA| AA| AA| AA{ AA| AA| AA[CC| AA| AC| AA| AA| AC| AA| AC| AC| AA| AC| AA| AA|| AA
IMS-JST119689 | rs3211736 | CT| CC|CT|CT|CT|TT|CT|CT|TT|CT|CC| TT|{CC| TT| CT|CC|CC|CC|TT|CC|CC|CC|CT|CT|CC||CC
IMS-JST152051 | rs3838839 | —| —-| —| —-|—|—-|——|——1—-1——1——1—-1—\—1—0——|—|—|—|—|—
IMS-JST190984 | rs3829391 | AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA[ AA| AA| AA| AA| AA| AA AA| AA| AA| AA| AA| AA| AA|| AA
GGCX IMS-JST006491 | rs2028898 | CC| CC|CC| TT|{CC|CC|CT|CC|CC|CC|CC|CC|CT|CT|CT|CC|CT|CC|CT|CT|CT|CC|CT|CC|CT|CC
VAMPS IMS-JST041766 rs12888 | AG| GG| AA| GG| AA| AA| AG|AG| AA| AG| AA| AA| AG| AG| AG| GG| AG| AG| AG| AG| AG| GG| AG| AA| AG| AA
IMS-JST085287 | rs3731828 | CC| CC|CC| TT|CC|CC|CT|CC|CC|CC|CC|CC|CT|CT|CT|CC|CT|CC|CT|CT|CT|CC|CT|CC|CT||CC
TGFB1 IMS-JST096736 | rs1800470 | CC| CT|CT|CT|CT|CC| TT|CC|CC|CC|CT|CT|TT|CT|CT|CC|CT|TT|CC|TT|{CT|CC|CC|CT|CT|TT
TGFBRI rs7861780 | AA| AA| AA| AA|| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA
TGFBRII rs3209742 | AA| AA| AA| AA|| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA| AA] AA| AA| AA
TGFBRII rs1050833 | TT| TT| TT| TT| TT|TT|TT|TT|TT|TT|(TT|TT|TT|TT| TT|TT|TT|{TT|TT|TT|TT|TT|TT|TT|(TT|TT
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Gene SERPINE 1 (PAI-1)
dbSNP(rs) rs11178 rs6092 rs6090 rs2070682 rs2070683
Allele c T G A G A c T T A
Healthy volunteers n=100] 0.545 | 0.455 | 0.925 | 0.075 | 0995 | 0.005 | 0.545 | 0.455 | 0545 | 0.455
Patients n=26 0.635 | 0365 | 0923 | 0.077 1 0 0.635 | 0365 | 0.635 | 0.365
adverse events n=15 | 0.633 | 0.367 | 0.933 | 0.067 1 0 0.633 | 0.367 | 0.633 | 0.367
no adverse events n=11 | 0.636 | 0.364 | 0.909 | 0.091 1 0 0.636 | 0364 | 0.636 | 0.364
Gene F2 (prothrombin)
dbSNP(rs) rs2070850 rs2070851 rs2070852 rs5896 rs2282686 rs2282687
Allele T c c T G c T c c T c T
Healthy volunteers n=100] 0.56 0.44 0.58 0.42 0.635 | 0.365 0.58 0.42 0.635 | 0.365 0.58 0.42
Patients n=26 0596 | 0404 | 0654 | 0.346 | 0.692 | 0308 | 0.654 | 0.346 | 0.692 | 0.346 | 0.635 | 0.365
adverse events n=15 | 0.633 | 0.367 0.7 0.3 0.733 | 0.267 0.7 0.3 0.733 | 0.267 0.7 0.3
no adverse events n=11 | 0.545 | 0455 | 0.591 0.409 | 0.636 | 0.364 | 0.591 0.409 | 0636 | 0364 | 0.545 | 0.455
Gene CYP2C9 CYP2C9"3 CYP2C9*13 F7 F9 GGCX
dbSNP(rs) rs2298037 rs1057910 rs72558187 rs6042 rs3817939 rs2028898
Allele c T A c T c c T A G c T
Healthy volunteers n=100] 0.705 | 0.295 0.99 0.01 0.99 0.01 0.915 | 0.085 0.89 0.11 0.685 | 0315
Patients n=26 0.615 | 0.385 | 0.981 0.019 1 0 0.942 | 0058 | 0885 | 0.115 | 0.769 | 0.231
adverse events n=15 | 0.667 0.333 1 0 1 0 0.9 0.1 0.9 0.1 0.8 0.2
no adverse events n=11 | 0545 | 0455 | 0.955 | 0.045 1 0 1 0 0.864 | 0.136 | 0.727 | 0.273
Gene F10
dbSNP(rs) rs5960 rs3211719 rs2026160 rs3211736 rs3838839 rs3829391
Allele T c A G A c (0] T - T A G
Healthy volunteers n=100] 0.59 0.41 0.675 | 0325 | 0.905 | 0.095 0.62 0.38 1 0 1 0
Patients n=26 0.519 | 0481 0.615 | 0385 | 0846 | 0.154 | 0.615 | 0.385 1 0 1 0
adverse events n=15 | 0.533 | 0.467 0.6 0.4 0.867 | 0.133 | 0.467 | 0.533 1 0 1 0
no adverse events n=11 0.5 0.5 0.636 0.364 | 0818 0.182 | 0818 0.182 1 0 1 0
-1
*
Gene VAMPS8 TGFB1 TGFBRI TGFBRII TGFBRII
dbSNP(rs) rs12888 rs3731828 rs1800470 rs7861780 rs3209742 rs1050833
Allele A G c T T c A c A T T c
Healthy volunteers n=100| 0.605 | 0.395 0.68 0.32 0.535 | 0.465 1 0 1 0 1 0
Patients n=26 0.577 | 0423 | 0.769 | 0.231 0.423 | 0577 1 0 1 0 1 0
adverse events n=15 | 0.633 0.367 0.8 0.2 0.4 0.6 1 0 1 0 1 0
no adverse events n=11 0.5 0.5 0.727 0.273 | 0.455 0.545 1 0 1 0 1 0

p*<0.05






