DOI:10.19405/j.cnki.issn1000-1492.2015.04.037

* 558 - Acta Universitatis Medicinalis Anhui 2015 Apr;50(4)
& <&
1 2 3
(CAD)
CAD
1
(GWAS) CAD . CWAS
CAD GWAS ; ’
(single nucleo—
R 541.4 tide polymorphisms SNPs) SNPs
A 1000 — 1492 (2015)04 — 0558 — 04 SNPs °
CAD GWAS
. 5 .
( genome-wide association Ozaki et al Nature genetics

study GWAS)
GWAS

(coronary artery disease CAD)

2030
13.1% * CAD
CAD

CAD
CAD GWAS
1 CAD GWAS

GWAS

2015 -01 -04
12012

.1
2
230032

3 09
230032

163. com

1 -o (lymphotoxin-a gene LTA)

o

. 94
. 658 92 788  SNPs
. 1133 1
. 006 . LTA
2 SNPs (P<1
x107%) . GWAS CAD
30
- GWAS 2 CAD GWAS
2.1 CAD GWAS
CAD
N Op21 . 1q41 . 12246425
2.1.1 2007 GWAS WTC-
cc® 9p21
:1208085QH155) rs1333049 CAD (P<1x
230001 107"%). 2013  van Setten et al ’ NELSON
2 620 2500 000  SNPs
9p21 (151537370
P=2.3x10"").
E-mail : gmbeauty @ 2.1.2 Larson et al ®



Acta Universitatis Medicinalis Anhui 2015 Apr;50(4) *559 -
GWAS 9p21 CAD 0.89). 14
(P=(2.5~3.5) x10™*) . Polfus et al °
GWAS . 2013
Lee et al CAD
. 2013 PLoS One GWAS 1p13.3 (1s99839) . 9p21. 3
CAD GWAS (rs4977574) < 11q22. 3(1s974819) 3
o CAD o Lee et al
GENOA 915 5125 961 o
FHS 1 025 Hager et al '
CAD GWAS
. TBCID4  ADAMTS9 1 949 2 547

(P=6.9x107° P=7.1x10"%).

. 2014 Lusk et
al 9p21
CAD o ARIC
7 589 ( 3 720 3
869 ) 9p21 SNPs
1rs1333049  1s3217992.
SNPs CAD (P=0.001 OR=1.17;
P<0.001 OR=1.22),
2.1.3 2002  Ozaki et al ’ GWAS
CAD
LTA LGALS2  BRAP CAD
. 2012
GWAS ",
TaqMan assay 806  CAD
1337 451 382 SNPs
P<5x107° 3 052
6 335
12q24 BRAP  ALDH2. 6p21
HLA-PQBI . 9p21 CDKN2A /2B
CAD (P=1.6x10"" P=4.7x10" P=

2014

( myocardial

6.1 x107'°) . Hirokawa et al "

infarction MI) o
Mumina Human610-Quad HumanHap550v3 Geno-
typing 1666 Ml 3198

11 412
MI 28 397
Ml I 3p24.3 PLCI2 (154618210
P=2.60x10"°" OR=0.91);19pl13.3 AP3D1-

DOTIL-SF3A2(rs3803915 P =3.84 x 10’ OR =

PHACTR1  CAD
(OR=1.34 P=8.02x10""),

2.2 CAD GWAS
CAD
o Lietal”
CAD GWAS 9p21
MTAP rs101188757
(OR=1.31 P=0.025).
rs101188757 .
GWAS CAD
. 2011 Wang et al '©  Na-
ture CAD GWAS
P <0.01
SNPs o
6p24. 1 C6orfl05  CAD

(rs6903956 OR =1.51 P =4.87 x
107%) . Chen et al ”
CAD GWAS
KLF14 (rs4731702) (OR
=0.72 P=3.85x10"").

3 Meta
Meta
Meta
- 2012 2 CAD
GWAS  Meta Nature N
CAD 1 515 5 019
15 460 CAD 11 472
. P<5x107°



* 560 Acta Universitatis Medicinalis Anhui 2015 Apr;50(4)
TTC32-WDR35. GUCY1A3. C6orfl0— N - o
BTNL2  ATP2B1
CAD o Davies et al " 10 o Polfus et
CAD GWAS Meta al ’
5 GWAS 7123
6 826 5000000  SNPs 2013 PLoS One
5 GWAS 5211 5 821 CAD GWAS
6p21. 3 CAD o TBC1D4  ADAMTS9
(1s3869109 P =1.12 x 107") . 2013 Chan et (P=
al 6.9x10° P=7.1x10""), Zhang et al *'
Meta o 21 PLSPM -
33 673 9p21
CAD (OR=1.31 95%CI:1.20 PCA o
~1.43) . Meta 4.3 Meta GWAS
CAD GWAS 1 000
Meta CAD
GWAS o N o
4 CAD GWAS
4.1 HapMap Meta o Meta
o 2011 CARDIOGRAM Meta
HapMap 14 GWAS
2 22 233 64 762
o Hap— o 13
Map HapMap 10
o GWAS  Meta
GWAS :
MACH. Impute fastPHASE . PLINK. TUNG o
BEAGKE o 4.4 GWAS GWAS
HapMap CAD
GWAS CAD
5- CAD
B
o CAD
4.2 - N - CAD.
CAD GWAS CAD

o GWAS N



Acta Universitatis Medicinalis Anhui

2015 Apr;50(4) 561 «

DNA

CAD CAD GWAS

”»

GWAS CAD

GWAS

Pearson T A Manolio T A. How to interpret a genome-wide asso—
ciation study J . JAMA 2008 299(11):1335 -44.

Bailey ] N Pericak-Vance M A Haines J L. The impact of the hu—
man genome project on complex disease J . Genes (Basel)
2014 5(3):518 -35.

Wallace C Newhouse S J Braund P et al. Genome-wide associa—
tion study identifies genes for biomarkers of cardiovascular disease :
serum urate and dyslipidemia J . Am J Hum Genet 2008 82
(1) :139 -49.

Mathers C D Loncar D. Projections of global mortality and burden
of disease from 2002 to 2030 J . PLoS Med 2006 3(11):
ed42.

Ozaki K Ohnishi Y Tida A et al. Functional SNPs in the lym-
photocin-a gene that are associated with susceptibility to myocardi-
al infarction J . Nat Genet 2002 32(4):650 —4.

Wellcome Trust Case Control Consortium. Genome-wide associa—
tion study of 14 000 cases of seven common diseases and 3 000
shared controls J . Nature 2007 447(7145): 661 -78.

van Setten J Isgum I Smolonska J et al. Genome-wide associa—
tion study of coronary and aortic calcification implicates risk loci
for coronary artery disease and myocardial infarction J . Athero—
sclerosis 2013 228(2) :400 -5.

Larson M G Atwood L D Benjamin E J et al. Framingham
Heart Study 100K project: genome-wide associations for cardiovas—
cular disease outcomes J . BMC Med Genet 2007 8 (Suppl
1):Ss.

Polfus L M Smith J] A Shimmin L C et al. Genome-wide associa—
tion study of gene by smoking interactions in coronary artery calci—

. PLoS One 2013 8(10) 1e74642.

fication J

10

14

15

16

17

18

20

21

22

23

Lusk CM Dyson G Clark A G et al. Validated context-depend—
ent associations of coronary heart disease risk with genotype varia—
tion in the chromosome 9p21 region: the Atherosclerosis Risk in
. Hum Genet 2014 133(9): 1105 -16.

Takeuchi F Yokota M Yamamoto K et al. Genome-wide associ—

Communities study J

ation study of coronary artery disease in the Japanese J . Eur J
Hum Genet 2012 20(3) :333 -40.

Hirokawa M Morita H Tajima T et al. A genome-wide associa—
tion study identifies PLCL2 and AP3D1-DOTIL-SF3A2 as new
susceptibility loci for myocardial infarction in Japanese J . Eur J
Hum Genet 2015 23(3):374 -80.

Lee J Y Lee BS Shin DJ etal. A genome-wide association
study of a coronary artery disease risk variant J . J Hum Genet
2013 58(3):120 -6.

Hager ] Kamatani Y Cazier ] B et al. Genome — wide associa—
tion study in a Lebanese cohort confirms PHACTR1 as a major de—
terminant of coronary artery stenosis J . PLoS One 2012 7
(6) 1e38663.

LiS] HuWL LiuDT etal. MTAP gene is associated with is—
chemic stroke in Chinese Hans J . J Neurol Sci 2009 284 (1 -
2):103 -7.

Wang F Xu C Q He Q et al. Genome-wide association identi—
fies a susceptibility locus for coronary artery disease in the Chinese
Han population J . Nat Genet 2011 43(4):345-9.

Chen X LiS YangY etal. Genome-wide association study val—
idation identifies novel loci for atherosclerotic cardiovascular dis—
ease J . J Thromb Haemost 2012 10(8): 1508 —14.

Lu X Wang L Chen S et al. Genome-wide association study in
Han Chinese identifies four new susceptibility loci for coronary ar—
tery disease J . Nat Genet 2012 44(8):890 -4.

Davies RW Wells G A Stewart AF etal. A genome — wide as—
sociation study for coronary artery disease identifies a novel suscep—
tibility locus in the major histocompatibility complex J . Circ Car—
diovasc Genet 2012 5(2):217 -25.

Chan K Patel R S Newcombe P et al. Association between the
chromosome 9p21 locus and angiographic coronary artery disease
burden: a collaborative meta-analysis J . J Am Coll Cardiol
2013 61(9):957 -70.
Zhang X Yang X Yuan Z et al. A PLSPM-based test statistic
for detecting gene-gene co-association in genome-wide association
study with case-control design J . PLoS One 2013 8 (4):
€62129.

Schunkert H Kénig I R Kathiresan S et al. Largescale associa—
tion analysis identifies 13 new susceptibility loci for coronary artery
disease J . Nat Genet 2011 43(4):333 -8.

Funk C D. Leukotriene modifiers as potential therapeutics for car—
diovascular disease J . Nat Rev Drug Discov 2005 4(8) :664
-72.



