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T ERREL () Prostate cancer susceptibility locus 8924 in the Japanese population.
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MR OBEEE (Fn30) © B AR NFHEVERTNI IR 134 5%, S MERTZ RS 158 f51l3 K ON%HR &
L CHINZARIERAE 120 FIZ3U T 8q24 (ZIFFET 5 rs1447295 & DG8ST3T DEIG X4 A B2 T %
17> 77, DG8ST37 IF-12 allele (OR 1.86, 95% CI 1. 11-3.00, p=0.02). rsl447295 Tlt Aallele
(OR 2.36, 95% CI 1.41-3.94, p = 0.002) NZENLNFIRIERINAME BN TY A7 ZH4kE
RTHoT, 8424 \ZIFHET D 2 DD AN HA NFHEMERTSL IR, B e BN AR
BWTU R Z28INT 5 &2 67,

WFZe R R OMEEE (#32) : This study included probands from 134 familis with familial
prostate cancer, 158 with sporadic prostate cancer and 120 with benign prostatic
hyperplasia as the control subjects. The SNP marker rs1447295 was genotyped by real—-time
PCR using Tag-Man® SNP genotyping assay. And the microsatellite marker DG8S737 was
genotyped using a PCR based assay. There was a significant positive association between
the DG8S737 —-12 allele and familial prostate cancer risk (OR 1.86, 95% CI 1.11-3.00, p
=0.02) and a significant association of risk with the rs1447295 A allele (OR 2. 36, 95%
CI 1.41-3.94, p=10.002). Significant associations were noted for each marker in men with
a high Gleason score. Two alleles at 8q24 are genetic risk factors for familial prostate
cancer and high grade disease in Japanese population.
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WPR ES R B BT B RS IR LT E R
BRI ZE R L TRY, Z0OH LWREIED
FESTIIRB TH D, TD=DITIE, EFEOR
A X OBEEE A 71 = X b ORI A LR 72
DEPBIFIMATH D, AIIREZ R E HD

T, I H LD REENDO B D8 fs 1/
(RN HLEAE 1) ZRET 2R AN
1996 4 Smith ©@O#E (Smith JR et al.
Science 274:1371-1374, 1996) LIk, £¥4T
OILTnD, LoL, HEICE AN AES
EEEFEEIIEAY THY ., —EL TR,




FRICIE L A EOREITRKNERIRE LT
METHY, TUVTANOERICED D,
SITIEHANCBIT DO TR o7, =
U E TOEZLEIRIZED & BT IRFE O F IR
EHETHZENIAZ Ty 7 HX—D1 DT
HHZ L, FEREICLEDZENRETNI LG
HMHENTWD, 2 THAIL 1998 L0 EE
BB I ORZ ORI BT 2 RS B E
CHINL RIS O FHEIE &3 5 fEF] D DNA o
TNENELTEY, BARANOFHEMERINIR
JE 44 SRR DAY ) LR RIE R E 8
fEMr 24T -7~ (Matsui H et al. J Hum Genet
49: 9-15, 2004), fEH, 1p36 38 LT 8p23 1T
SRVVEEE A [AE L, H AN ORI e B R
frf-aEik DS 1 FYtafR, 8 BYAIRIAFET
HATREME AR L, & DOITEEICAEAET DAEmE
{5+ (USRI, LPL, FDFTI)Z->\NTCEEARNT %
HHTND, ZHETHRNIMEORMTH
57 v Ral ARGEMHEIC R D 5 8k 4 78R
TR RS OB ICBE LT
HZOEERE L TE T,

2006 4F, BRM A &KEAIZIEBWT 8q24 1T
FIETDH~A 7% 7T A~ DG8ST37T -8
allele & Fif 32 R @ B 3 23 /R & 1
(Amundadottir LT et al. Nat Genet 38:
652-658, 2006). IRA~ v ELZIEICLY T
7 U H FKEB MBI D B IR S s T
JE & L CYR AR 8924 MM RIE &7z (Freedman
ML et al. Proc Natl Acad Sci USA 103:
14068-14073, 2006), =Dtk 7 7 U H % K[EH
A HZRH¥EA, ~"TA4 A, BRMAB LT
T U RIEIZEBIT D FRBIE D SNPs & HiNE
Mg & OB EIR SN, TE TOMEIC
HARNEFNIE TV,

Z 2T AT 2 X B AR NBISLIRE & 8q24
\ZIFTET 5D SNPs OBEZ G5 Z L12HE
I HICE ST,

2. WO EB

HAR N F M ¥ X OV S8 M Al a7 i s &
rs1447295 36 L OV DG8ST37 DL & B %
BMEtT2Z 2 HME Lz,

3. WOk

FIEVERTN Mg (FPC) 134 5%, WO LR
JiRge (SPC) 158 1], et & L CRIZRAE KSE
FH 120 Bl st e Uiz, dRoeml 7
2 DNA ZHiiH L, rs1447295 3 KUY DG8S737
DBIETHA Y 7 & FE LTz, rs1447295
WA SOV TIE TagMan® Genotyping
Assay (Applied Biosystems) (Fig 1) Z >,
DG8S737 |22 T I forward primer |Zag Yo
WA LT bDOEMHEH LT PCR 21To 71
ABI310 sequencer Tyk#EI9 2 fluorescent
genotyping (Fig 2) TH¥ A 7 L=, ZA
VU IRERIE, ENEROZRICBIT AT L
NMEEB LT ) 24 T ThA ZFHREIC

TT L%, VAT LA ELT, W
ZRND Y R T IF ) B A TRER TN 21TV,
b, MM S 7 7L — I T T
FSHIT o7,

TagMan SNP Genotyping Assay (rs1447295)
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Fluorescent Genotyping (DG8S737)
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4. WFIEARE

rs1447295 O A allele [ XF IR ST HRFERE
(familial prostete cancer: FPC) Tx|MEEE
(benign prostatic hyperplasia: BPH) IZ b
L CHEIZHEMN S (FPC: 29.5% vs BPH:
19.6%) . A allele carrier % FPC B2\ T
OR 2.36 95% CI 1.41-3.94, P = 0.001 &Hif
SCHRIE U A 7 BN L 72 (Table 1, 2),
DG8S737 TlE-12allele A FPCEETHEICS
<. —-12 allele carrier 23 FPC B CAH E TR
SERRHE Y A 7 &2 #E4% (OR 1.86 95% CI
1.11-3.00, P = 0.02) 343720 | rs1447295
@ CA or AA )>> DG8S737 D-12X or —-12-12
1% FPC #£IZ BT OR 2. 17 95% CT 1.25-3. 77
TREIN MR Y 27 280 L7- (Table 4),

Table 1, 2

Allele Frequencies of SNP rs1447295 in Patients with Prostate Cancer compared
with Unaffected Control Subjects
No. of allele (%)

x° Test for Allele (P value)

Allsle Control SPC FPC SPC FPC
c 193 (80.4) 253 (BO.1) 189 (70.5)
A 4T(196) 63 (198) 79(20.5) 0817 0.0099

Odd Ratio (OR) of SNP rs1447295 estimates for Sporadic Prostate Cancer and
Familial PC

OR (95% Cl, P value)

Genotypes SPC FPC
oG 1.00 1.00
CA and AA 1,15 (0.70-1.91, 0.582) 2,38 (1.41-3.94, 0.001)
Table 3
A fation of alleles of mi tellite marker DGBST37 with sporadic and familial PC
No. of allele {9%) OR (85% CI, P value)
Allele  Control SPC FPC SPC FPC
<12 174 45(18.8)  BO(19.0) 69(257)  1.02(0.66-1.56,0.97)  1.50(0.98-2.30, 0.07)
-10 176 3.8) 10(3.2)  822) 0.84(0.34-2.10, 0.88)  0.59(0.21-1.68, 0.46)
8 178 19(7.9) 31(9.8)  29(10.8)  1.27(0.70-2.30,0.53)  1.41(0.77-2.59, 0.33)
6 180 42(17.5) S3(16.8) 51(19.0) 0.95(0.61-148 091} 1.11(0.71-1.74, 0.74)
4 182 31(12.9) 57(18.0) 30(11.2) 1.48(0.92-2.38,0.13) 0.85(0.50-1.45, 0.65)
-2 184 32(133)  30(3.5)  24(9.0) 0.68(0.40-1.16, 0.20)  0.54(0.35-1.12, 0.15)
0 188 11(4.6) 18(5.1)  14(5.2) 1.11(0.51-2.44, 0.95)  1.15(0.51-2.58, 0.90)
2 188 25(10.8) 22(7.0) 19(7.1)  0.62(0.34-1.12,0.15) 0.63(0.34-1.17, 0.19)
4 180 14(58) 25(7.9)  15(56) 1.390.70-2.73, 043)  0.98(0.45-2.03, 0.84)

OR comparing carriers of the indicated allele to noncarriers

Table 4
Association of genotypes of ch 8924 markers with sporadic and familial PC
No. of allele (%) OR (85% CI, F value)

Genotype Control SPC FPC SPC FPC
DGBs737

WK B2(68.3) 105(86.5) 72(53.7) 1.0(Raf) 1.0{Raf.)
x:;z'w'lz 38(31.7) 53(33.5) 62(46.3) 1.09(0.86-1.81, 0.84) 1B6(1.11-0.00, 0.02)
DGBSTATIrs 1447205

XXICC 79(65.8) 100{63.3) 54(40.2) 1.0(Ref) 1.0(Ref)
"'zxrc“?,{a}ﬂz 35(29.2) 50{(31.8) S52(38.8) 1.13(0.67-1.90,0.75) 217125077 0.008)

The X defines the group of alleles in DGBST3T other than the allele of interest

[FI4EIZ Gleason score > 7 MHE(OR 2.11
95%CI 1.19-3.74) & 2 WriseEln> 60 K DHE
(OR 2.25 95% CI 1.28-3. 98) ITB WV T ¥
rs1447295: CA or AA 7> DG8S737: -12X or
-12-12 /X FPCRETHEIC Y 2 7 i HE 8T

»o7- (Table 5, 6),

Table 5

with PC risk stratified by

A jation of of 824

Gleason Sum( Gleason Sum > 7)

No. of allele (%) OR (85% CI, P value)

Genatype Contral  SPC FPC SPC FPC
DGBSTAT

MK B2(68.3) 96(61.1) 59(44.0) 1.0(Ret.} 1.0(Ref.)
X{;:Z.‘Izr“lz 38(31.7) 43(274) 51(38.1) 097(0.57-1.64,089) 1.87(1.09-3.19.0.03)

DGBSTaTIrs 1447295

XKICC 7OB5.8)  B(58.0) 47(35.1) 1.0{Raf) 1.0{Ret.)
Ao T2 35ez)  4N261) 44E28) 1.0200891.75,084) 211(1183.74.002)

The X defines tha group of alleles in DGBSTIT other than the allels of intarest

Table 6

of

of 8g24 markers with PC risk stratified by

age at diagnosis( age at diagnosis > 60)

No. of allele (%) OR (95% CI, P value)

Genolype Contrl PG FPC sPC FPC
DGESTAT

XX B2(BB.3) 96(B0.8) 62(48.3) 1.0(Ref.) 1.0{Ref.)
n&:%qu 38(317) 46(20.1) S54(40.3) 1.03(0.61-1.74,0.89) 1.88(1.11-3.19.0.03)
DGEST3Tirs1447205

xx/ee 79(658) 92(582) 47(35.1) 1.0(Ret.) 1.0(Ret)
T IZN? a5(202) 43(272) 47(36.1) 1.05(0.62-1.81,095) 2.25(1.28-3.96,0.007)

The X defines the group of alieles in DGESTT other than the allele of interest

LLE &0 BANSRIERNL R I BV T
8a24 IZHFET D, 2 DO EKBE TR

(rs1447295, DG8ST37) IXRISLARIEY A7 %
N4 2 Z &850 0 BSLEEAEL LV
HERICE 595 Wtk 2R LT,
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@O Tatsuya Hamano, * Hiroshi Matsui, *,
Yoshitaka Sekine, Nobuaki Ohtake, Seiji
Nakata and Kazuhiro Suzuki. * Equal study
contribution. Association of SNP
rs1447295 and Microsatellite Marker
DG8S737 With Familial Prostate Cancer and
High Grade Disease. (# @A) J Urol
184(2): 2010, 738-42.
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