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FAM-CAGGATAGATTAAGTTTC-MGB
VIC- CAGGATAGATTCAGTTTC-MGB

FAM- TGGAGGCTGGATGG-MGB
VIC- TGGAGACTGGATGGC-MGB

FAM-CTCCCTGACGGGAG-MGB
VIC-CTCCCTGATGGGAG-MGB

FAM-TGCGGGAGTCGAT-MGB
VIC-CGGGAGCCGATTT-MGB

FAM-CACACTCAGGATGTAGT-MGB
VIC-CACACTCAGAATGTAGT-MGB

FAM-CTCCCTGACGGGAG-MGB
VIC-CTCCCTGATGGGAG-MGB

5'~ATGACACAACAAGTTACAGGTGAACT-3’

5- GCCCGCATGGTATGTTCCA-3

5'~CCGTGCAGCCACGAACA-3’
5'-GGACACAGCCAGCCAGGAT-3’

5'~GGCTGTGACAGGATGGAAGACT-3
5'~AAGTGGACGTAGGTGTTGAAAGC-3’

5'-GACCTGAAGCACTTGAAGGAGAAG-3
5'~AAAGAAAAGCTGCGTGATGATG-3’

5'-CCTGACCGCTTTGCTAAATCA-3’
5'-AAGTCAAAGTCAGGCACGTTCA-3’

5'~GGCTGTGACAGGATGGAAGACT-3’
5'~AAGTGGACGTAGGTGTTGAAAGC-3’
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23 WRN &{5 7 C1367A L1 & ifiJF 72 & QN RS & O RIE

Genotype

CcC CA AA
Variable (n = 562) (n = 88) (h =2) P value
Sex (male %) 99.5 99.5 100. 0 0. 92
Age (years) 52.5 (7.4) 52.5 (1.9 52.5 (7. 1) 1. 00
Body mass index (kg/m2) 23.1 (2.7) 23.3 (2.9 21.1 (0.3) 0. 40
Systolic blood pressure (mmHg) 133.3 (17.5) 130.4 (17.3) 140.0 (0.0) 0.29
Diastolic blood pressure (mmHg) 78.9 (10.5) 77.8 (11.4) 85.0 (7.1) 0.49
Triglyceride (mg/dl) 138.7 (80.4) 149, 4 (81.3) 143, 2 (80.0) 0. 49
Total cholesterol {(mg/dl) 192.7 (30.4) 195.5 (33.2) 180.4 (5.9) 0. 61
Hypertension (%) 38.9 31.5 100.0 0. 08
4 EDN2 BIsT A985G 24U & I JE 7 &5 QN EGER G & o0 B

Genotype

AA AG GG P value
Variable (n = 22) (n = 424) (n = 1801)
Sex (male %) 92.0 86.0 85.6 0. 66
Age (years) 50.3 (7.7) 51.3 (8.4) 51.4 (8.5) 0.81
Body mass index (kg/m2) 23.0 (2.9) 23.0 (3.0) 23.2 (3.1) 0. 35
Systolic blood pressure (mmHg) 135.5 (13.1) 132.4 (17. 4) 132.3 (16.9) 0. 69
Diastolic blood pressure (mmHg) 80.1 (9.4) 77.6 (10.2) 78.0 (10.5) 0. 50
Triglyceride (mg/dl) 131.9 (58.8) 137.2 (70.4) 139.1 (82.2) 0.84
Total cholesterol (mg/dl) 205.3 (27.8) 196.5 (30.5) 198.5 (32.0) 0.27
Hypertension (%) 59. 1 35. 8 38.2 0.08




5 ACE B=FLH L DOFEES

BrTFHH N &) BEERZE p
mPEE (mg/dl) T 890 98.0 21.7 0. 681
D 967 98. 8 21.3
DD 292 98.0 20. 7
HbA1C IT 208 5. 87 1.27 0. 999
D 240 5. 87 1.27
DD 72 5. 88 1.34
HOMA $5%% I 863 1.68 1.51 0. 732
D 950 1.72 1.90
DD 285 1.63 1.33
TF A RKRTF (ug/ml) I 872 5. 98 4,26 0.016
D 953 5. 92 4,06
DD 289 6.73 5.12
BRECRP (mg/dl) II 823 0.11 0.18 0.051
1)) 905 0. 09 0.16
DD 272 0.10 0.17

%6 AGT Bin T4 L OFEES

B0 N S IR D
MbEE (mg/dl) MM 69 96. 7 21.6 0.776
MT 610 98. 1 22.5
T 1392 98. 4 20.9
HbA1C MM 16 5.70 1.14 0. 842
MT 139 5. 90 1.37
TT 341 5. 88 1.27
HOMA $5%% MM 68 1. 57 1.32 0. 632
MT 600 1.64 1.56
TT 1362 1.70 1.66
TF A RKZYF (ug/ml) MM 68 6.19 4,13 0.186
MT 604 5.79 3. 96
TT 1373 6.17 4. 47
ERECRP (ng/dl) MM 65 0.11 0.18 0.970
MT 572 0.10 0.17
TT 1297 0.10 0.17




£ 7 MTHFR BizF24 L oOFHEE

Bz T N M HE(R 2 p
MmpEE (mg/dl) cC 832 97.8 20.0 0. 154
CT 933 97.9 19.6
TT 330 100. 3 27.5
HbA1C cC 203 5.78 1.15 0. 230
CT 217 5. 88 1.18
TT 85 6. 06 1.66
HOMA #5%% CC 817 1.71 1. 65 0.939
CT 913 1.68 1.75
TT 320 1.70 1.57
7T 4 R%T7F L (ug/ml)  CC 821 6.15 4,33 0.725
o) 921 6. 00 4,23
TT 324 5.99 4,52
SREECRP (ng/dl) CC 787 0.11 0.18 0.190
CT 862 0.10 0.15
TT 306 0.10 0.17

8 GNB3 &EfnTZA L OFREY

Bin 127 N 1) FEER A p
HFEHE (mg/dl) cC 517 98. 3 20. 6 0. 952
CT 1078 98. 1 21.1
TT 521 98. 4 21.8
HbA1C | cC 141 5. 82 1.19 0. 889
CT 246 5.87 1.33
TT 123 5. 88 1.22
HOMA #8545 cC 506 1.75 1.82 0. 648
CT 1059 1.66 1.57
TT 506 1.70 1. 77
T5F 4 BRFRTF (ug/ml)  CC 510 5. 82 4. 38 0.310
CT 1068 6. 17 4,217
TT 509 6. 08 4, 33
BREECRP (mg/dl) cC 482 0.11 0.19 0.592
CT 1006 0.10 0.16
TT 486 0.10 0.17




#9 ONB3 EfnT£M & OFHEY

BinT20 N ¥ R p
MAEE (mg/dl) TT 670 97. 3 18. 2 0. 102
TC 1036 99. 3 23.2
cC 412 97.3 21.0
HbA1C TT 168 5. 77 0.98 0. 475
TC 260 5. 92 1.42
cC 85 5. 90 1.32
HOMA $5%& TT 650 1.71 2.02 0. 562
TC 1019 1.72 1.54
cC 405 1.62 1.41
TFARRYF L (ug/ml)  TT 656 6. 07 4,31 0.916
TC 1026 6.03 4.35
cC 408 6. 14 4.18
BERECRP (mg/dl) TT 624 0.11 0.18 0. 347
TC 970 0.10 0.16
cC 384 0.10 0.17

MDR VA2 & 85— BEREERA ORBIZIBW T,
RREDHFRIE e 10 [TR L, @iEX
140/90 mmHg LA E&H BVMIBEERDOIRHA L EH
L7z, IEFMEOERT, BERIERAR CTLE
140/90 ARG TH v | OILE A PHEE A X220, 45

M LI BT ROEESFR 11 (R L,

V=T AaTFuVas b
DY THHRTAY U —= 7 ShEghERZ M
BETLHTHDH, KEEERE SR L U HF
MTHH L2 BFEHARFERILEEZR L, BILE

Zh BB TFERUT,

mL EDEF L ER L, B UCOHEBRMENFERINE E12) .
#10 XNBEOHREF

2K B ERE 1E 5 L R p

(11526) (3844) (3214)

Bt %) 45, 8 47.3 48.6 0.27
FEim R 54.6+14. 3 62.4+11.3 57.8+8.5  <0.0001
Body mass index (kg/m2) 23.043. 2 23.943. 2 22.6+2. 9 <0. 0001
INFERA M (mmHg) 131.4+19.4 148.0%15.5 121.8+11.4 -
PLAREfE  (mmHg) 78.8*+11.6 86.7+10.5 74.3+8.1 -
ReEIRARA () 18.9 46. 7 -
BarAFma—i (mg/dl) 200.2+35. 1 203.51+34. 4 203. 4+34. 4 0.96
DL =2 v 25 12—/ (mg/dl) 59.2+15.4 58.6+15.7 59.7+15.5 0. 0039
g (mg/dl) 123.5+85. 8 135.4+192.9 117.4£73.3  <0.0001
¥ (mg/dl) 103.8+28.8 109.3+33. 3 103.5+28.7  <0.0001
B (%) 36. 6 34.6 34.9 0.83
2= BEIE (%) 2.0 4.0 0
LR BEETE (%) 5.0 9.3 0




#11 AT LT- 3 >OBEFZE O
Case (n) Control (n)

AA AB BB AA AB BB
# A/G 867 1806 1171 703 1620 891
#3 G/A 681 1828 1335 556 1621 1037
5 C/G 546 1847 1451 499 1465 1250
F 12 AT L7 3 DDOBETLE L EME L O

Allele dominant recessive Genotype

odds p odds p odds p p
#1 A/G 0. 98 0.22 0.876 0.012 1.04 0. 49 0.011
#3 G/A 0.98 0.22 0.90 0. 029 1.03 0. 65 0.043
#5 C/G 1.00 0.91 1. 050 0.32 0. 90 0.12 0. 085

MDR IECHE LN 2 BisT L 3 BBETET VD
HREFRSITR L, BT VORET YU
B HNIehoTe i, FREEL 2 #ET7TET IV
NEL . 2D SNP BUCEREERNTEET S & 3w
L7,

5 MDRIZ & AERRHR
Training Testing p

K5 RS KR
H1+H#3 0. 520 0.520 0.0215
B1+4#3+85 0.519 0.515 0. 3438
#1: AAHAG vs GG
#3: AA vs AGHGG
#5: GG+CG vs CC

SNP#1
AA+AG GG

SNP#3

GG+GA

M1 MORIETRE DIV 2 BRETFRRRETT L

MDR (2 kW tREES N 2 BIEFREERATT V
1R U, BAMN high risk 28, A&
M low risk ZHIT, ZNENDOLAOEME,
IEHEmMEEEER L, ZOETMICOWVWT, K
HBEERZ AW CHIRET 5 &, high risk 28
® odds FhiZ 1. 07 & 720 pfEIZX 0. 0031 Th o7z,
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D I1HT/NSVETH -T2,
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A EIOREHT IV T, WRN BT C1367A 7Y

72 & TNC BDN2 JAET-0 A9856 27 & i fE & 1c
WA BB AT 5 Z LT TE R
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MDR {EOF AMERHER I & &bz, mifuE

R ARG BEREEABRWE S,

F. fERfalRiEa

2L



2.

. WEFEER

. ACHEER

Tamaki S, Nakamura Y, Tabara Y, Ckamura T, Kita
Y, Kadowaki T, Tsujita Y, Horie M, Miki T,
Ueshima H. Combined analysis of polymorphisms
in angiotensinogen and adducin genes and their
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Scientific Meeting, San Francisco, USA, Mayl14-18, 2005

Kohara K, Tabara Y, Nagai T, Nakura J, and Miki T.
Genetic risk factors for arterial stiffness.
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Gene Polymorphisms and Silent Cerebral
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hypertension. Hunting for hypertension genes: The
National Millennium Project in Japan,

Kohara K, Tabara Y, and Miki T. Systemic multiple
candidate genes approach for identification of
susceptible genes for hypertension in a Japanese
population; on behalf of the study group of
Millennium Genome Project for hypertension
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The American Society of Human Genetics 55th Annual
Meeting, Salt Lake City, USA, October 25—29

Kondo I, Yamagatal, Tabara Y, Miki T, Yamaguchi
F, Kuwajima K. NSD1 polymorphic DNA markers for
microdeletion screening in patients with sotos
syndrome.

Miki T, TabaraV, Nakura J, KoharaK. Genom-wide
scan for hypertension: The National Millennium
Project in Japan.
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® Angiotensinogen M235T ZZ!E L T w adducin
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Follicle stimulating hormone (FSH) =248 n
T 5 JERRRGER D — M A SRR B R (B
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59th Annual Fall Conference and Scientific Sessions

of the Council for High Blood Pressure Research in

association with the Council on Kidney in

Cardiovascular Disease. September 21.24, 2005.

Washington, DC

® Tabara Y, Kohara K, Nakura J, Miki T, The study
Group of Millennium Genome Project for
Hypertension. Whole—genome Candidate Gene
Association Study for the Development of
Hypertension; The National Millennium Genome
Project in Japan

® KoharaK, Tabara Y, Nagai T, Igase M, Nakura ],
Miki T. Candidate Gene Approach for Age—realted
Increase in Pulsere Pressure with an Employment
of Arterial Stiffness as an Intermediate
Phenotype: J-shipp Study

® Tabaray, Kohara K, Kawamoto R, Osawa H, Nakura
J, Makino H, Miki T. Association Between
Adiponectin and C-reactive Protein in
Community-based Large Scale Population
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T35 BT, OB — R A R A 3R

NP —EGRERREIETF (WRN) 27 (C1367A) L iEMLTE & OREL RS L-, FOfE,
WEOBE TR & M EE 7 B ONSEINE S A BRI L D bl ho o, Z OFER
TV BTV, BHETATHLRERETH Y | HHICERE SO EEEHIE
LTHEDLLRNole, BT BEMAEERLZER L TR Z1T - 72208,

W O BREEE

A. WEER

7w LSRRI R EE O R FAR RO —
DOTHY ., BERBIREICERTZ EBEmLNT
W5, BRE(CIINAER S EOBEERRE &
V. IHIEY o T EFERRKEET (WRN)
£ (C1367A) ILOAEEORE LHETL 2 &
HEN LN TWA T, AT, AR
BEREZNRE L, BAEORZMEEMLETE LT
MO H A EMELETFEELE LTy = L) —
JEGERERIAE T (WRN) 28 (C13674A) & &L
JEF L OMLEAE & OBSEIZ DUV THRET 21T 2 72,

Fuiiitk

ié%&bto_wo% Kﬁ ®@EKH%

DS NT-H 800 Pl & fEMTRig & Lz, ME, 7
a— U EE, B LR AL F RS O
RIERT. A Fy Z7ZERoL0RFH LK,

RGO 5 7  DNA XARRE L B EYEIZA) - T
i L7=. WRN ®{57- C1367A £HY|%. TagMan 7
0 — YR LT, NIV T 5 A ~=—/
7a—7 O FERSIE LTI L,

WRN J&{sF C1367A 7
Fra—7  FAM- CAGGATAGATTAAGTTTC-MGB
VIC- CAGGATAGATTCAGTTTC-MGB

75 A < 5'~ATGACACAACAAGTTACAGGTGAACT-3’
5~ GCCCGCATGGTATGTTCCA-3

F1 WRNEIEF CI367A L7 & fiF /e & ONC IR R & o B
Genotype

CC CA
Variable (n = 562) (n = 88) (h=2) P value
Sex (male %) 99.5 99, 5 100. 0 0.92
Age (years) 52.5 (7. 4) 52.5 (7.9) 52.5 (7.1) 1. 00
Body mass index (kg/m2) 23.1 (2.7) 23.3 (2.9) 21.1 (0.3) 0.40
Systolic blood pressure (mmHg) 133.3 (17.5) 130.4 (17.3) 140.0 (0.0) 0.29
Diastolic blood pressure (mmHg) 78.9 (10.5) 77.8 (11.4) 85.0 (7.1) 0.49
Triglyceride (mg/dl) 138.7 (80.4) 149.4 (81.3) 143.2 (80.0) 0. 49
Total cholesterol (mg/dl) 192.7 (30.4) 195.5 (33.2) 180.4 (5.9) 0.61
Hypertension (%) 38.9 31.5 100. 0 0.08
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FEAREFNZ BT WRN BA5 7D C1367A 241 & &
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Tamaki S, Nakamura Y, Tabara Y, Okamura T, Kita
Y, Kadowaki T, Tsujita Y, Horie M, Miki T,
Ueshima H. Combined analysis of polymorphisms
in angiotensinogen and adducin genes and their

effects on hypertension in a Japanese sample:
The  Shigaraki  Study.
2005;28:645-50.

Hypertens Res.

Abe M, Wu Z, Yamamoto M, Jin JJ, Tabara Y,
M, Kohara K, Miki T, Nakura ]J.
Association of dopamine beta—hydroxylase
polymorphism with hypertension through
interaction with fasting plasma glucose in
2005;28:215-21.

Mogi

Japanese. Hypertens Res.
Osawa H, Onuma H, Ochi M, Murakami A,
Yamauchi J, Takasuka T, Tanabe F, Shimizu
I, Kato K, Nishida W, Yamada K, Tabara Y,
Yasukawa M, Fujii Y, Ohashi J, Miki T,
Makino H. Resistin SNP-420 determines its
monocyte mRNA and serum levels inducing
type 2 diabetes. Biochem Biophys Res
Commun. 2005;335:596-602.

2. FRER

The American Society of Hypertension 20th Annual
Scientific Meeting, San Francisco, USA, Mayl4-18,
2005
@ Kohara K, TabaraV, Nagai T, Nakura J, and Miki T.

Genetic risk factors for arterial stiffness.

Kohara K, Fujisawa M, Ando F, Tabara Y, Niino
N, Miki T, Shimokata HMatrix Metalloproteinase
Polymorphisms and Silent Cerebral
Infarcts Large Japanese
Population.

Gene

in a General

Tabara Y, Kohara K, and Miki T on behalf of the
study group of Millennium Genome Project for
hypertension. Hunting for hypertension genes: The
National Millennium Project in Japan,

Kohara K, Tabara Y, and Miki T. Systemic multiple
candidate genes approach for identification of
susceptible genes for hypertension in a Japanese
population; on behalf of the study group of
Millennium Genome Project for hypertension



The American Society of Human Genetics 55th Annual
Meeting, Salt Lake City, USA, October 25-29

® Kondo I, Yamagatal, TabaraV, Miki T, Yamaguchi
F, Kuwajima K. NSD1 polymorphic DNA markers for
microdeletion screening in patients with sotos
syndrome.

® Miki T, Tabaray, Nakura J, KoharaK. Genom—wide

scan for hypertension: The National Millennium
Project in Japan.
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59th Annual Fall Conference and Scientific Sessions
of the Council for High Blood Pressure Research in
Council on Kidney in
September 21.24, 2005.

association with the

Cardiovascular Disease.

Washington, DC

@ Tabara Y, Kohara K, Nakura J, Miki T, The study
Group of Millennium Genome
Hypertension.

Project for
Whole—genome Candidate Gene
Association Study for the Development of
Hypertension; The National Millennium Genome
Project in Japan

Kohara K, Tabara Y, Nagai T, Igase M, Nakura J,
Miki T. Candidate Gene Approach for Age—realted
Increase in Pulsere Pressure with an Employment
of Arterial Stiffness as an Intermediate
Phenotype: J-shipp Study

Tabara Y, Kohara K, Kawamoto R, Osawa H, Nakura
J, Makino H, Miki T. Association Between
Adiponectin

Protein in

Community—based Large Scale Population

and C-reactive

. FRRORARERE D HIRE « BRI

L



B 5

MR % AW B —BHEEEAO~A =7

SRR o EZ

7N

BIRNFEFIREFEEFHIE - PR

Mo s
LN HRBEOBRBIE R

BREERBRNZ ST,

R AICHEY ., Bia—EGEXEEAERERT S 1 2OTE
T HERTFIRITH/NE MR 1) OFREZBRIT D & & bIiC, KEEEARAERY
IERCT, BEMECET 2 EE-EERAEERE RWETZ L EERE L, T
AT Y —= 7 ENT 3 0B IMERZMELEFLEUT OWT MIRIECTHET L& 2
A, 20DBIRTERIBNCRBEEANRD b, TOFBKEIRSEE LM TOM
STE 0 1H/NE o7z, MR IEOFRMERHERSIND & &b, BB 58—

A. WFZEEH

1 I EPHE PRI I AR S 5 AT BB O R
EITEHOBBERFBZRK L THEEL TS
EEBZDLNTWD, ZD78, BERIED D\
PRI E R EORBFNZE LT, RIS B
BEMAEEAZ RWETFERLETH D, Bis
—BEREERNERET D1 2OFEL LT, £
K F+ W jt # /N ¥ ( MDR;  multifactor
dimensionality reduction) Zn &L TV 5, MDR
BT Ritchie HIZL VBRI, ZHETELLD
MR CEET - BT RAEEREW LTS
WDIZEREShTER (F1)

#1 MDRIEZRAW-BEEsE ()

JAMA 291, 1642-3 (2004).

Trends in Genetics 20, 640-7 (2004).
BioEssays 26, 170-9 (2004).
Nutrition 20, 69-73 (2004).

Human Heredity 56, 73-82 (2003).
Annals of Medicine 34, 88-95 (2002).
Human Heredity 57, 28-38 (2004).

In Silico Biology 4, 0016 (2004).
BMC Bioinformatics 5, 49 (2004).
Genetic Epidemiology 24, 150-157 (2003).
Bioinformatics 19, 376-382 (2003).
Diabetologia 47, 549-54 (2004)
Circulation 109, 1640-46 (2004).

MDR IE T, 20T —% D 9/10 Z#AWT, K
F ORI LA GDEEETITV., TNENDE
FIAZRKBWT, high risk 28 L low risk %8
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D2ODHBEE LI LD dimensionalilty
reduction #1755, IRWT, BoNTZETILOR
WHAEFRY D 1/10 OF—F % AT prediction
error & LTHEHL, mbBREODRNETNVE
BIRT 5, 207 aEAxEREN 10 B0
LETFNDREZETT I,

—>

Factor
Lacus |
Locus2
Locus 3
Lotus 4
Locus 5
LOC‘P 6

Locus N

Models
Factors Ervor

1,6 19.25
L3 212
4 M3 3 N
L3‘2m4 g §§§§\
L
1 MDR IEDHEARN

AT, BARA—BRHIREREZRIZ, Z
OMRIEZF#AL, ~f = JFEELTOHFH
MWERET S &L & b2, RILEREICET 586
—BEHAAEEREZRWVETZ 2 AME Lz,

B. #FEHIE
=T AhATuaVes FEABUTHEELEA

ARNKIRELERY 7V (]9 11000 4i) ZfFATIC
AW, ZoEMY T IuiE, BBREICRBITAS



DOBEEF AR — MNEERNLEZLOTHY, £
K DERKRIEREHT 5,

REF O DNA L, ENEFI D 2d— MIRBWT,
R X EEICR > TR U7z, fhiH U7z DNA
{&. DOP-PCR IEIZ K D ¥R L TH B ik LTz,
BEFSML, Iv=Tr -7y hoOVS
R CE STz 3 00w 1 &S s 724
DWW THENT LTz, B EEMEZR2T 2 BT,
it L BTS20 BELITERR LRV, B
F-ZIIOMHTIE TagMan "2 — 7 A TET - 72,

FIRRFERE e b7 b B TR Sefm EE
HESITBWT MR EAS [ATEEER & Bk
LR BOBEEROEER] & L TEAREZET
WD, REIE, BRI HORERRAO L E
mC CRE RS2, BABRIE. FTEDOFREIC
Hl» TELLLEBRL TS, Zhubite b
A BIRTFRATARSEIC BT 5 MR fa et 8 L
HLOTH Y, KBFRICET 2 HEE~OEEIL-+
STHD EHIMT LT,

RO FHE B, ThEFNOaR— MEEET
DB W TCTERBINTWD Z & 2R

(fRERHE ~DELAE)

#x2 XBEOHKRYE

L7,

EVIN B I JE R T R p
(11526) (3844) (3214)
Bk %) 45. 8 47. 3 48. 6 0.27
Fiy GR) 54.6+14.3 62.4+11.3 57.8%8.5  <0.0001
Body mass index (kg/m2) 23.043. 2 23.9043. 2 22.6+2.9 <0. 0001
INHEIA f)E  (mmHg) 131.4+19.4 148.0%15.5 121.8*+11.4 -
YEIEHIME  (mmHg) 78.8+11.6 86.7+10.5 74.3+8.1 -
REIEZRARH (%) 18.9 46. 7 -
BarxrFa—L (ng/dl) 200.2+35. 1 203.5+34. 4 203.4+34. 4 0. 96
WL = L 25— (mg/dl) 59. 2+15. 4 58.6+15.7 59.7+15.5  0.0039
FHERERS (mg/dl) 123.5+85. 8 135.4+192.9 117.4%73.3  <0. 0001
¥ (mg/dl) 103.8+28. 8 109, 3+33.3 103.5+£28.7  <0.0001
BimREEE (%) 36. 6 34.6 34.9 0.83
MézE R BETE (%) 2.0 4.0 0
CNREBEEE %) 5.0 9.3 0
#3 AT LT 3 oOBBEFER O
Case (n) Control (n)
AA AB BB AA AB BB
# A/G 867 1806 1171 703 1620 891
#3 G/A 681 1828 1335 556 1621 1037
#5 C/G 546 1847 1451 499 1465 1250
F4 BN L7308 MEFEEE SILE L OFE
Allele dominant recessive Genotype
odds p odds p odds p p
# AG 0.98 0.22 0.876  0.012 1.04 0. 49 0.011
#3 G/A 0. 98 0.22 0.90  0.029 1.03 0. 65 0. 043
#5 C/G 1.00  0.91 1.050  0.32 0.90 0.12 0. 085




C. WroeiER

WEREDERREREE 2R L, @im/EiX
140/90 mmHg LA L HVVIEEROIRAH & €5
Uiz, EWMEOERT, BRERIERHAHE ClE
140/90 R TH 0 . DMLESPHEAEH S22\, 45
WU EoF EEE L,

T LT BT EBOBREEAR 3R L, &
NOLBLRTFLEANT, V=T A Taded b
YT TR Y Y —= S R
I TERTH D, RKEMEMEZXNR L U F@T
THHEL LH2 B ANEEEE R L, BiERK
L UTOFHIMERER I (k4) ., MR
ETEOLNE 2E8ETE 3B FETFVOFREEY
F 5K LTz, BT NVOREZYMEIETRD S
IR 28, FRKEE L 2 Bl FETANmL .
Z D SNP IR BEAER WTEET 5 &Yl LT,

35 MDRIZ X AIEHmER

Training Testing p
FREE R EE
B1+43 0.520 0.520 0.0215
f1+3+5 0.519 0.515 0. 3438
#1: AA+AG vs GG
#3: AA vs AGHGG
#5: GGH+CG vs CC
SNP#1
AA+AG GG

SNP#3

GG+GA

2 MR IECHADIE 2 IR TRAIEAET L

VDR I L W RE S 2 B FARAEERAET IV
R 2R LT, BAH high risk 28, AR
2 low risk ZHTC, ZNEFNOEEOEME,
ERMEHEEEZTR L, ZOFFMIDONT, K
HAELEN 2 A WTHRET 5 &, high risk %4
® odds FbiE 1.07 & 72 0 pfEIE0. 0031 TH o7,
IiE, FNEFROBGRTFERTHRE LA &
D IHT/NEWETH T,
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D. &8

ARFRIZRBN T, SN TREOEBIE RIZD
WT, BB BRRAEERERTT 6 LT
VDR EDH RMENHEE IS & &b, BEfFORK
B L EIMEIC T 28— BB AER DAL
WEEhz, K, oG ERBE-EER
AERY ., BILFEIZHT 5 odds Hid 1. 07 FRE T
Ho, BFEHIZIHALOD, FOBBTIKREL
RNZ EDRRENTL, T ORMEIL. MO MR
T ZRNCBWTHLREETHY . kD 1 BisT
LR L AL T R I TR aRtEN
Hb, SEIOKENSG L, BMLEIEE) O/
WEBETFOFHE/ERAIZL D polygenic 7ZngsZin
BADNDTH, SHEOBRETILMR 2 &% M
WA Z LT, BE—8EREERE SR
HZEBMELNZD,

E. k5%

ZRFEBRDOEBRLE-BEXAEEAZBRET S
L CMDR EOF AMRHER IS L LI, &L
JEWZ% 9 BB E—BEAAEERARRANWE ST,
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1. MMHEE

® [Kohara K, Tabara Y, Oshiumi A, Miyawaki Y,
Kobayashi T, Miki T. Radial augmentation
index: A useful and easily obtainable
parameter for vascular Am ]
Hypertens 2005;18:11-14.

aging.

® Kawamoto R, Kohara K, Oka Y, Tomita H,
Tabara Y, Miki T. An association of
5, 10-methylenetetrahydrofolate reductase
(MTHFR) gene polymorphism and ischemic
stroke. J
2005;14:67-74

stroke cerebro disease

Abe M, Wu Z, Yamamoto M, Jin JJ, Tabaray,
Mogi M, Kohara K, Miki T, Nakura ]J.
Association of dopamine beta—hydroxylase
polymorphism with hypertension through
interaction with fasting plasma glucose in
Japanese. Hypertens Res. 2005;28:215-21.



2. FRER

The American Society of Hypertension 20th Annual

Scientific Meeting, San Francisco, USA, Mayl14-18,

2005

® Kohara K, TabaraY, Nagai T, Nakura ], and Miki T.
Genetic risk factors for arterial stiffness.

@ Kohara K, Fujisawa M, Ando F, Tabara Y, Niino
N, Miki T, Shimokata HMatrix Metalloproteinase
Gene Polymorphisms and Silent Cerebral
Infarcts in a Large Japanese General
Population.

® Tabara Y, Kohara K, and Miki T on behalf of the
study group of Millennium Genome Project for
hypertension. Hunting for hypertension genes: The
National Millennium Project in Japan,

® Kohara K, Tabara Y, and Miki T. Systemic multiple
candidate genes approach for identification of
susceptible genes for hypertension in a Japanese
population; on behalf of the study group of
Millennium Genome Project for hypertension

The American Society of Human Genetics bbth Annual

Meeting, Salt Lake City, USA, October 25-29

@ Kondo I, Yamagatal, TabaraY, Miki T, Yamaguchi
F, Kuwajima K. NSD1 polymorphic DNA markers for
microdeletion screening in patients with sotos
syndrome.

® Miki T, Tabaray, Nakura J, KoharaK. Genom—wide
scan for hypertension: The National Millennium
Project in Japan.
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Angiotensinogen M235T Z57 36 & R o adducin
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59th Annual Fall Conference and Scientific Sessions of the
Council for High Blood Pressure Research in association

with

the Council on Kidney in Cardiovascular Disease.

September 21.24, 2005. Washington, DC

L

Tabara Y, KoharaK, Nakura J, Miki T, The study Group
of Millenmnium Genome Project for Hypertension.
Whole—genome Candidate Gene Association Study for
the Development of Hypertension; The National
Millennium Genome Project in Japan

Kohara K, Tabara Y, Nagai T, Igase M, Nakura J, Miki
T. Candidate Gene Approach for Age~realted Increase
in Pulsere Pressure with an Employment of Arterial
Stiffness as an Intermediate Phenotype: J-shipp
Study

Tabara Y, Kohara K, Kawamoto R, Osawa H, Nakura ],
Makino H, Miki T. Association Between Adiponectin
and G-reactive Protein in Commnity-based Large
Scale Population
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sa—7 FAM- TGGAGGCTGGATGG-MGB
VIC- TGGAGACTGGATGGC-MGB
TIA = 5'-CCGTGCAGCCACGAACA-3

5~GGACACAGCCAGCCAGGAT-3

# 1 EDN2 BfnT A985G 7 & IfJ£ 72 & DN RER B & o BEE
Genotype
AA AG GG P value

Variable (n = 22) (n = 424) (n = 1801)

Sex (male %) 92.0 86. 0 85. 6 0. 66
Age (years) 50.3 (7.7) 51.3 (8.4) 51.4 (8.5) 0.81
Body mass index (kg/m2) 23.0 (2.9) 23.0 (3.0) 23.2 (3. 1) 0.35
Systolic blood pressure (mmHg) 135.5 (13. 1) 132.4 (17.4) 132.3 (16.9) 0. 69
Diastolic blood pressure (mmHg) 80.1 (9.4) 77.6 (10.2) 78.0 (10.5) 0. 50
Triglyceride (mg/dl) 131.9 (58.8) 137.2 (70.4) 139.1 (82.2) 0.84
Total cholesterol (mg/dl) 205.3 (27.8) 196.5 (30.5) 198.5 (32.0) 0. 27
Hypertension (%) 59. 1 35.8 38.2 0.08
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