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1. 50 ULEEBE 5 A 5% 1 ANR TL 2 R 40 5 X 19 B A% 7 R 2 A4 firs 109652151
rs10738605[1)47 34 51 7T il & FH TR -5 O U B 5 JAE D% 9 B ) 8 o 1) FH G, HLARAIE7E
T R 3 544 B4 SEQ 1D NO: 1FISEQ ID NO: 27k ¥ 31 s

Frik 519645

(1) f&rs10965215SEQ 1D NO: 1HI R FHIHIY 18 514 «

1EE 5145 —GGATGTTTTGCAGGACTATT-3" (SEQ ID NO:3)

S 519 :5 ~GGAATCATCACAGCATGGAC-3 (SEQ ID NO:4) , LA K&

(2) f & rs10738605/SEQ 1D NO: 2HT /R FHIHIH 18 514 «

1EE 5145 ~TTTTCCAGTGGTGTTTCTAAATAA-3" (SEQ ID NO:5)

S 514 :5 —CCTCTGATGGTTTCTTTGGAGT-3" (SEQ 1D NO:6) ;

BT iR ANRTLIE [K 40 2 X 1 S A% H IR 2 A4 irs 10965215, HAEL7 S (K 26t AG/A, Xt
RISEQ 1D NO: 1Fr7Ri 75 H 55 26907 1 % 1 R AT IR ANRT LI R 71 B X I BRAZ T IR 2 35
fr Birs10738605, H AR A7 HE A s X N C/G, X RZSEQ 1D NO: 2B 7 1) 3 31 H 58 30047 1 7% 1
78

B B R 2 A5 firs 1096521 51 57 47 G rs 10738605 1 S5 457 A7 k1 CHE inA™ 44
O JVUBE BB IR T AU o

2. T K 5 O WA FE 5 A S FIANRILZE R A 5 F X B B R 1 8 2 A 67 5
rs10965215F1rs 10738605 1 e S PR AR £ 78 il £ FH T4 -5 o DUBE BE &5 JoAH 20 (9 3k 7 6
(1) g, R AEAE T - BAG a0 LA e AR L

%#Zﬂ

KIIUSEQ 1D NO: LFT7R P FH ) 22 2547 mirs 1096521 5[F FAMBREL :

5 —GTGGCAAATAGTCCTGCAAAACATCTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
TTTTTTTTT-3" (SEQ ID NO:7)

FEMISEQ 1D NO: LR 781 I 2 2547 mirs109656215 1 GHR T«

5 =TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTCTCTCT
TGGAATCCTTTGAAATGTC-3 (SEQ ID NO:8)

R IISEQ ID NO: LR e B Hh i) 22 A5 sirs 109652 15[ ATRET -

5 =TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTCTCTCTTG
GAATCCTTTGAAATGTT-3" (SEQ ID NO:9) ;

e

REMISEQ 1D NO: 2Fr7R 731 I 2 2547 mirs10738605 I FAMEREL -

5 —CACACCTAACAGTGATGCTTGAACCTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
TTTTTTTTT-3" (SEQ ID NO:10)

REMISEQ 1D NO: 2Hr7R 731 H i) 2 2547 mirs10738605 1) CHR 4«

5 =TTTTTTTTTTTTTTTTTTTTTTTTTITTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
TTTTGTACTGACTCGGGAAAGGATTCCAG-3" (SEQ ID NO:11)

KrSEQ ID NO: 275 FrFH ¥ 2 4567 sirs 10738605 1) GHREL «

5 =TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
TTTTTTGTACTGACTCGGGAAAGGATTCCAC-3" (SEQ ID NO:12) s Frik B i% B 2 &7

2
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rs1096521 5[ A7 A7 5GHIrs 10738605 S5 A7 A7 s CIE N4 o UBE FE ) & T PRUSS: o

3. G AR e A5 i & F T I 5 0 JULBE BE 55 S8 AH DG R ANR TL S (R 70 8 X () B A 1 1
2 5407 B RS R IS, AR T« 51 A BCR R 1B i TR -5 O JULEEBE 55
JEFH IS IR ANRT LA [R] 0 S5 - IX 1) FRAZ AT IR 22 A5 55 19 5140, 3R AL BRI B SR 2 iR (%) B T4
50 WUREFE 55 18 AH IS I ANR T LS (B 40 2 X B 1 R 22 28 7 I 5 S PR IR s Pk B
WA R 2 A7 Hirs109652 15K Z8 7 7 55 G MIr s 10738605 (K] Z8 i 7 s CH A O UL BE 1)
R Ip3 AU o
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ELANESE 5 B FH SR HANR | LESE SR F X BAZETR B 7S
RN ERENH

BR G
[0001] A I8 S AR MR P O URBE FE AR DG B AT AR UL, BAR S B 5 O IUBESE 2l A
FRITANR LI PR M5 X B A% IR 22 A5 7 ) A I ik S HE R Y o

BRREAR

[0002] OALFEAE (coronary artery disease) & B i HE e A CoEIR LR FIAE TR 28—
PEIR R, FoR IR R ANFE T 2R ARIR B b A3 o — TR RIS 14 ] Jo P A9 90 T 20 30 =[] o
WUBEBE I AR 36 222300 77 - B A TR E A O Z R H 00 e, AMITARE 77 B2 A & 3l
O B AR B A HH O S 50 PR 2= BRI 0, O DUBE B 5 22 4 PR O ML P e i 4 B R BTy,
IR R R ] 2 AR (R 1) B B 2 — o B BT 28 UE SE 1o DU BB 3= BEAG G PR R A4 -
P ML R AR 0L S R DR e R PR | 0 R P ) 45 o U SR I T A R IR, A — A
A RN BH ) 2R S 3RS IB AR DR R AR TS RO WURE R ) 3t R vh ¥ J 2R - R A%
TR 2 A5 (single nucleotide polymorphism,SNP) A& 20 A Xt i 18t 4% 5 B B 3
BALRE

[0003]  SNP&¥5 A /K P | HH BN 1 IR AR S I 5| S I DNA J7 31 2 45 7% - SNPag A e
6] AN 2 7] 22 S i a8 AL W S il 2 — o SNPAIF Z0 (1) R 0 S il 2 2 7 L TR SR JBE , ‘B A2 FR
PRR ) FR 10 S8 A7 DR i A2 2 1) 838 PR AR , AR 55 50 0o 1 DR 5 1) S5 o7 22 DR AE R AT A A= v
IR 2 o 24— NI AL bR e () SN2 A0 i 3 v B R T AR i ), R ER B AR 10 5 5 i R Bk
SNP 2 9 22 DR 8 Aor v Bl R FE I A T 32 AR - — & AR 93 o8 A7 X Jeoh R B0 SNP , 31X i
SNPF) H I AT BE B4 5 80 1 DRAE 5 S5 K- B B 7K 1 B AR 4k, RO A 1 J R 3R 18 BBk
B LR Y ) BT AL A A, AT A SO Bl e R A B AR A A R BRI EA B 5
I8 ZRESNPYE A — DB AR, 5 B Bl R T A B

[0004] KAEEAESRAERNA (long non—coding RNA, IncRNA) f&— 284 5 AR K & #81200nt (1
IREMERNAF, BN — A S 5 & Fidntd . IncRNA T B R IFRAL | B s i #5 N % a
RS 2 AN 2 [ ST R IR B R4, 25 P75 A0 388 A A T 55 22 Fh AR ik e
FEAE O MU B0 1) R AR R R R R A & o0 B /R o T 47K, IneRNATE N — Fh Zh e
RNA 375 0o L 2 995 7 100 10 A FH A B e 52 31 AAT19%3E o ANRTL  (antisense noncoding
RNA in the INK4 locus,ANRIL) J&INK4a—ARF-INK4bkPR#%E b8 5tk i) e XAE 4hs
RNA, 72 B 44 9p 21 XI5k Hh sl TR BN 0k e o 482 A% 2 I8 Pk A i (1) A i, L5 00 IILBE BB 25 T AH 2%
s T 72 B ANRTLAE TR 20 ik 1 22 99 S22 38 A1 J I PBMC's A& Bl Dk 53 A5 B B o g 3R I8 ol i
X bR B Mk P s i A1 JE L PBMCs FH BNk S A A4 B Bl 2H 2R SRR AR 1) 43 A, R IMANRIL
BN AL 25 PIAH G , HR KAV B FF i 5 o 17 7™ BLRR B EL A O, IX /R ANRILIF) R 1K
FJE 5 TR B KRR E AL 1 T B B A 2% o I A F AT R IR, ANRTL FE DR (1) 3E 4 b5 X SNP s 1
rs1333049.1s10757274, rs2383206. rs2383297 Flrs10757 278 KU 25 A7 F K 7] LA g 3%
PREEANRTLIG R IE L, IF Sp14™  p1 5™ fip 162 835 = B PIAH IS , MM 7E B0 ik 38
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FERRAL T O R v R 3 BB A, JF— 20 BT IR Bk  , $o/m X LESNP ] e 1t 72
WA ANRT LY 325 5 330 1 41 32 el R 50 ok o A A AL BB (1) T R R R, I S 22 338 T TR 1)
I KU o

[0005]  LiRIXEEXFANRIL 5O MUY 5 K SS9 32 B4 b AR H R 4R A5 X SNPs . 12 4
H RANRILFE R A1 0 [X (¥ SNPs 5 U [ UBE B 18 % 5 S 1) 9% 22 1w AR WL AR T8 < AR 2 A RNA S [R] 1)
A0 X SNPsFE AT 0 3o B B2 52 ma 1% 3 2 RERNA ) 2 1) 25 147 , 36 1T s ma Hofa g MR35, DRIt
TESI S i AL Lo

b4 B

[0006] AR H K2 — TN IMAEARRKA L, #2550 NUEEFE 55 B AH G ANRIL
FEIA

[0007] AR E K Z AT E RN IMAEARRKA L, #2550 NUEEFE 5 B AH G ANRIL
BRI R A IX BRAZ T R 22 A A s R I 5 7

[0008] A EHE E ()2 =AE TR R ILAE BEARRIAZ , 3-A4 FH T4 5 O UBEBE 55 J8AH 5%
[RJANRTLIE R 70 2 X I B A R 22 A5 6 /U 51 40

[0009] AR EHE B 1) VU AE T2 R EAE BARBIAS Z , 384 FH T4 -5 0 U BE 55 S8 5%
(KJANRTLZE K] 71 5 - [X 1 BRAZ Y R 22 A5 A7 K0 e S PEAR T o

[0010] AR EHE B )2 TAE TR R ILAE BARRIAS Z , 3-A FH T4 -5 O IUBEBE 55 J8AH 5%
[RJANRTLIE R 70 2 [X 1) B A 1 1R 22 A5 6 s iR

[0011] AR K B K ZANETE AN IMAEARRKAZ , #2550 NUEEFE 25 B AH G ANRIL
SR A0 L IX () A% Y R 22 A5 7 S 7R O AR BT (1) 5l B 12 Wi R 442 75 oA O U BT
Ty B AT T I R A

[0012] AT SEIL FIR BRI Z —, AR BERHU AR £

[0013] 3Rt 5.0 HUESE 5 A I ANRTLIE K], FriRANRTL 3L DR F) 4% FH R 51 LA SEQ 1D
NO: 1HISEQ ID NO: 2Ff7RIIF%;

[0014]  Hdv,SEQ ID NO: 1R FHH, 526907 NG,

[0015]  SEQ ID NO: 2B ~i 331, 5530047 HC,

[0016] B iRANRIL BRI A1 i~ X (1) BAZ 7 R 2 A5 A7 1N 1 vs 109656215 , HLAF A7 JE (K] mi 4y
G/A(RISEQ ID NO: 175 5526960 I 1% H D AIFTIRANRIL B PR A1 X (1) B A%
B2 2 A7 KN :rs10738605 , H A4 B A minf C/G (RISEQ 1D NO: 2B /(¥ 7 31+ 5530047
(FIAZAT D

[0017] Pk B A% R 22 A7 Hirs 10965215 F1rs10738605-5 00 LI 50 FE B A C
[0018] A TSEEL A L AR R AR T %

[0019]  $&fit bk Bk (¥ 55 /0o LA B 5 S8 AH 2C [ ANRTLJEE PRI 40 S IX R AZ 7 IR 22 25 67 I
Ko7, e AR N DR,

[0020] D IR—, B BANRILER AP E FX MR Z TR Z 508 (rs10965215F1
rs10738605) , BISEQ ID NO: 1F7~HI 771 55269467 M AZ HF R FISEQ 1D NO: 2F/RI 7 %)
H S 30047 (M AZ T I 5

[0021] PR, SR 5 Atk QU B — 7% 828 55 20 B2 (PCR-LDR) [ 40 FAE M) 2= B R K

5
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DN PG DU AE 5t R JANRIL B RO B X & AR AE B IR H IR 2 A ML LB TR 2 A1) 2R
i,

[0022]  BaRHEARTy S, Ik B IR o, Bk SR A B U NAR 3O B P IR R AT
P AR N 20u 4R REY 38 B, 3 7l d 3 HSEQ ID NO: 1RISEQ ID NO: 2Fi/RI T
B, FEAHE : B ] £ i 2L D ZADNARGE B W Lul, 2mM dNTP 2ul, 3mM MgClz 0.6ul, %R IE [
438 514 %1.0ul, 1 XBuffer 2ul, 1847 Tag DNAZE 510. 2ul ,ddH20 12.2ul;
[0023] PR EE AEFEE R BFR T A SEQ 1D NO: LT R BB 3 i B AE95 °C FRAS 1t 2
35T, 94°CA M3 fT , #EAT40150°CIR k1533088, 65 °C LEAH3OFP I BG TR , i Ja #E4T65
‘CLOZr BRI s SEQ 1D NO: 2F /s R AU 38 S B AE95 C AR 293, 94 CAZ 304D
J& > BEAT40153°CIR K143 30%0, 72 CIEMB0FP (9 SETEER , ft Ja #EAT72°C L0 B R AP
[0024]  FIRFEARTF R, firak 20 B v, B ol T g i XS B A4 R DL S & oML T4 -
PCR #)4ul, B S PE4REF Lul, 1 XBuffer lul, 2407 %8R0 . 05ul , ddH0 4ul s

[0025] Pk i R RE AU N P N« IR BEAE 95 C AR PE243 8 s , 4T 40194 C AL P 15,
50°C I N 25s I TEFR MY o

[0026] B 7 SEE R B2 =, AR IR AN FEAT £

[0027] it FH -Tdar I b3k Fradk 1) 45 0o D URE BB 5 JEORH O R ANRTLE: AT A1 7 X1 B A% 1 IR
Z AN R G, Bk 51 ) H AR FE -

[0028]  (1)SEQ ID NO: 1Hi7R/P3 (B & rs109656215) W43 5147 -

[0029]  1E[A 5|4:5 — GGATGTTTTGCAGGACTATT -3’ (SEQ ID NO: 3)

[0030]  J¢ [ 5|4):5 — GGAATCATCACAGCATGGAC 3" (SEQ ID NO: 4)

[0031]  (2)SEQ ID NO: 2Hr7R/P3 (& rs10738605) 438 5147«

[0032]  [E[A 5|4:5 — TTTTCCAGTGGTGTTTCTAAATAA -3’ (SEQ ID NO: 5)

[0033] % [A5|4:5 — CCTCTGATGGTTTCTTTGGAGT -3’ (SEQ ID NO: 6) .

[0034]  h 7 SEIW bk B 192 VU, AR B R AN T EoR T % «

[0035] i fit FH -T-dar I b3k B ik 1) 5 Lo DURE BB 5 JEORH O R ANRTL 2 DRI A1 5 7 X1 B A 1R
2 A7 R e R L RE R AL SRR

[0036] ZE—4:

[0037]  #GIMSEQ 1D NO: 1Rl 24547 il (rs10965215) FAMERET :

[0038] 5 —GTGGCAAATAGTCCTGCAAAACATCTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
TTTTTTTTTTTTT-3" (SEQ ID NO: 7)

[0039]  AFIISEQ ID NO: 1Fr7m i i) 224547 1l (rs10965215) GEREL -

[0040] 5 ~TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTCT
CTCTTGGAATCCTTTGAAATGTC-3  (SEQ ID NO: 8)

[0041]  #ZISEQ ID NO: LFrRFHIH I 24547 5 (rs109656215) [ ATRET

[0042] 5 =TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTCTCT
CTTGGAATCCTTTGAAATGTT-3"  (SEQ ID NO: 9) ;

[0043] 25 4.

[0044]  FGISEQ 1D NO: 2F7 78731 ) 2 #5475 (rs10738605) [ FAMERET :

[0045] 5 —~CACACCTAACAGTGATGCTTGAACCTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
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TTTTTTTTTTTTT-3 (SEQ ID NO: 10)

[0046]  AFIISEQ ID NO: 2Fr7R /731 i B 24547 5 (rs10738605) [ CER %L -

[0047] 5 ~TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
TTTTTTTTGTACTGACTCGGGAAAGGATTCCAG-3"  (SEQ ID NO: 11)

[0048]  AFISEQ ID NO: 2Fr7R /731 o B 24547 1 (rs10738605) IGERET -

[0049] 5 ~TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
TTTTTTTTTTGTACTGACTCGGGAAAGGATTCCAC-3"  (SEQ ID NO: 12).

[0050] N TSEEL EIREMZ L, AR RHU AR %E:

[0051]  FR At T4 -5 /0o UAS BT 25 T8 AH O (1) ANRTLIE: DR 40 5 X 1) A% R 22 A5 67 s (1)
WA, AR T - e85 LR PR i AT #0005 O AT 55 B A DS [ ANRT L2 R 41 B
X B A% IR 2 A 07 s 514, UL K 3R i (04 A T4 00 5 0o U BT 5 JEAH S T ANR T L2
PR S0~ X 1) SR AZ A BR 22 A5 A s (1) e e PR AR

[0052] TSRl IR E 2N, RRHRHU ARG %

[0053] A3t 55 0 JULAEFE 5 JBAH D% I ANRT LI DR A0 S 1 X 1) B A% 7 PR 22 287 s AE o o UL AgE
TR 58 B2 W I A 8 75 A O JUUREBE 2 B PR 3E4T AT 19 B2 S BITIRANR L TR Ak 2
X B AZ IR 2 AL s FIR Fridk s 10965215 1rs10738605

[0054] AR SIAF AR E, A & R T

[0055] (1) AR TANRILEER 4 B F X B AZH IR 2 547 A (rs10965215 1
rs10738605) 5.0 JIUREFE 52 I FE FE A DG 1 , BA J2 % 2 A MR AR 0 e 0 U B 55 S N 5 T
() FH3E o Hod, rs 1096521 51K &4 57 5.6 MIrs 1073860511 S5 A7 A7 i CI4IBE 39 A4 O U LA BT
(19 o RS o

[0056]  (2) | FHA A BH Fir i (it (1) 5 00 JUUBE BB 5 S AH G B ANRT LS [R] e 22 28547 s (1) A% 12
FE 3, A8 T O URE BT 5 i N TR S AT 388 A 2 0 20 140 kR0 2 s 12l ) B R 8 182 FH 1568 JTLASE
Feiw N B EZ W, R 2 5 B O WUBESE 55 S 1 34T VP A

[0057]  (3) A K HIBEW Ik LArs 1096521 5M1rs10738605% A7 f N EEFR I 225, Bl
JIANRILFE R A0 5T IX () SR IR 2 A7 Airs 1096521 58 1rs 107386051 Sy 24 M it 785 76 41 5
K1 AT 259, 36 AT P ATANR TL 3L R R IB H G -, (R BB 1016 7 O USSR Z5 4
(¥ R0 » AT A T o DLBE R Y TR - BRI W VR TT

[0058]  (4) A& BH i 4 2.1 7732 mT T i ABJANRILZE IR P 31 B 40 67 X B A A 1
Z A7 Hirs10965215[K)G /A% FE R Y DL S rs 107386051 C/GA A JE K L, ke i AT Xk L
FEBE( 5 B2 W A AR 75 A O UREE 55 i3 PR EAT PIWT , A i A 1T 0 U B () TRy
HVEIT

[0059]  (5) F| A A B $R AL 1) 51 40 R0 S e R T BE WS4 5« i RS DU HE SEQ 1D NO: 1
B 7 8 58 51 o 85 26947 (1) 2 2547 SURISEQ 1D NO: 27 (1T 51 4 30047 [ 22 A5 47
[0060]  (6) | FH A BH AR A1 15 00 WU B 2 B AH DG (1 ANR T L D] % e 22 257 s 19 2 31
FEPR 43 BT, Be M M G O UREBEBEAT 738 4% 2512 W A R

[0061]  (7) BT A K IR ALK 55 0 WUBEBE 7 A R I ANRTLEE R AR AT BRIt 2 5 7 HoA 5
B T S N IS B Ak R A D o FE I R AR R, R, AR B X A SR IR AR
ANRILZEDR 5 HAZIR I 9% REEAL T 230 AN LA

7
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it [&]15% BA
[0062] &1 /ZANRIL ALK £ 807 5 1s1096521 51 LDRI A HL vk I
[0063]  [K[2/ZANRIL JEIKI[) 2 &7 Hrs107 3860501 LDRI > HL ik &

BREHES

[0064] Sy T AFAR K T IR R M B AR T R A SR E IS RO, U TS S
B LR S e 451, 6o A R BH 33EAT 1E— 20 PEAI UL o B2 2 ER A, S A B f 348 1) B A SEZ i 451 1S AN
PUREREA KR, FEA TR E AR B

[0065]  SEJtifi1 .

[0066] 5.0 LAAE 55 S A SS I ANRTLAE [K] , 1ZANRTLIE K O AZ A 12 37 51 LA SEQ 1D NO: 1
FISEQ 1D NO: 2P i 251 s

[0067] M, SEQ ID NO: 1FTREIFFIH, 5526947 HG;

[0068]  SEQ ID NO: 2ffr~EIFE%H, 5530047 KC,

[0069]  Fib , iZANRILFE R A B 5 [X (Y BLAZ R 2 2507 538 : 1510965215, H {7 FE R £
XPONG/A(RISEQ ID NO:  LFr~ [ 7 F1H S5 26 967 [ AZ 1 1) FIZANRTLIE PR A0 B X [ B A%
TR 2 07 2N 110738605, HAE A7 FE PR s 2C/G (BISEQ 1D NO: 2Fr7Rif 731 H 45300
B AZAT D

[0070]  ZPARZTF IR 2 A7 Hirs1096521 5 rs10738605 5 0 HIIAERE 5 A5 B A%
[0071]  sLjEfs]2.

[0072] 5.0 JLEESE 55 JkoAH 9% ANRT LA PR A0 2+ X BEAZ B IR 2 A s iR U7 7%, e A
FHEUL T AP ER

[0073] PR —, A EANRILEN A B F XM EZ TR 2 56 8 (rs10965215 0
rs10738605) , BISEQ ID NO: 1F7~i e 8526967 (I HFBE FISEQ 1D NO: 2HT /R JF71
H S5 3007 (M AZ T I 5

[0074]  JDER ., R F IR A ik XU B — 3% 1220 552X B2 (PCR-LDRO (1) 73 F AE W) 28 AR K
DU FFeASE DUAE it R B ANR T L DR A1 3 [X 2 T A7 AR SR AL IR 2 A MDA R R 2 8 I 26
i,

[0075] i, sPER b SRAEHEE R MR RN BN EE BT AN AR N 20u L4 R I
AR N, 4 SAT E HHSEQ 1D NO: 1FISEQ 1D NO: 2F7Ri 231, JE A4 « BT il 4% 1 PR 4
DNAFS B Lul, 2mM dNTP 2ul,3mM MgCls 0.6ul, %R A IE AT 54 % 1.0ul,1 X
Buffer 2ul, 7 ff)Taq DNASE A0, 2ul,ddH0 12.2ul;

[0076]  BR-AFaE R R MR A :SEQ 1D NO: 1R e B3 1 fe B AE 95 CTRAS PE 2434
94°CAFME30FD i, BEAT 40150 CIB K 143 30F0, 65 CIEMH30FPHI I 4G IR, & 3E4765°C 10
AP s SEQ 1D NO: 2Fr7R P FI 4 3G I S AE95 C il A8 M 243 %, 94°CAZ PR30 i, 3
AT401N53CaB K 1433040, 72 CIEMF30FP 4 IEIG IR , B ST HEAT 72°C 1O BRI 1T~

[0077] i PER b R EE U RAR R DL S R 0L :PCR 7 4ul 5 e MEAR
BF1ul, 1 XBuffer lul,2ANERA7 R0 . 05ul, ddH0 4ul

[0078] ik o S S FE N « IS AE 95 C TRAR 243 Bl i, HEAT 40194 °C A8 P 155, 50°C
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N 258 BTG PR I N o

[0079]  sLjafs3 .

[0080]  FH-F-#6 I 55 .00 WIUAE ZE 55 S kH 5% [ ANR T L322 R 4 &5 7 X 11 B0 1 R 22 28567 55 1 51
Y, 1% 519 B AR

[0081]  (1DSEQ 1D NO: 1Hi7R/F3 (B & rs10965215) K438 547 -

[0082]  IE[AI5|4:5 — GGATGTTTTGCAGGACTATT -3 (SEQ ID NO: 3)

[0083]  f¢[A] 5|4):5 — GGAATCATCACAGCATGGAC -3’ (SEQ ID NO: 4)

[0084]  (2)SEQ 1D NO: 2Fi7R/F3 (B & rs10738605) 438 514 -

[0085]  IE[AI5|4:5 — TTTTCCAGTGGTGTTTCTAAATAA -3’ (SEQ ID NO: 5)

[0086] Sz [al 5|4:5 — CCTCTGATGGTTTCTTTGGAGT -3 (SEQ ID NO: 6) .

[0087]  sLjfs4.

[0088]  FH-T-H&: I O JUASE B S JoRH S R ANR TL 3 PR A1 58— [X P BR A 17 1R 20 A5 7 A P e S
PEEREL , GG AR e AR L

[o089] SE—H:

[0090]  FWISEQ ID NO: 1R8] 2 4547 il (rs10965215) FFAMERE

[0091] 5 —GTGGCAAATAGTCCTGCAAAACATCTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
TTTTTTTTTTTTT-3  (SEQ ID NO: 7)

[0092]  AFIISEQ ID NO: 1Fr7m/F80 i B 224547 1 (rs10965215) FGERE

[0093] & —TTTTTTTTTTTTTTTTTTTTTITTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTCT
CTCTTGGAATCCTTTGAAATGTC-3 (SEQ ID NO: 8)

[0094]  AFIISEQ ID NO: 1Pr7n/F8 i B 224547 1l (rs10965215) AR

[0095] & —TTTTTTTTTTTTTTTTTTTTTITTTTTTTTTTTTTTTTTTTTTITTTTTTTTTTTTTTTTTTCTCT
CTTGGAATCCTTTGAAATGTT-3"  (SEQ ID NO: 9) ;

[0096] 25—

[0097]  F¥ISEQ ID NO: 2Jr7R 5381t i) 22 547 /i (rs10738605) FYFAMAREL

[0098] 5" —CACACCTAACAGTGATGCTTGAACCTTTTTTTTTTTTTTTTTTITTTTTTTTTTTTTTTTTTTTTT
TTTTTTTTTTTTT-3" (SEQ ID NO: 10)

[0099]  AFIISEQ ID NO: 2Fr7R 781 i 1) 2 4547 1 (rs10738605) [ CHER 4L

[0100] & —TTTTTTTTTTTTTTTTTTTTTITTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
TTTTTTTTGTACTGACTCGGGAAAGGATTCCAG-3 (SEQ ID NO: 11)

[0101]  KZIMSEQ ID NO: 2B/ F8H 1 2441 il (rs10738605) [HGERET :

[0102] & —TTTTTTTTTTTTTTTTTTTTTITTITTTTTTTTTTTTTTTTTTITTTTTTTTTTTTTTTTTTTTTT
TTTTTTTTTTGTACTGACTCGGGAAAGGATTCCAC-3"  (SEQ ID NO: 12).

[0103]  SLjifafs5.

[0104]  F-T-46 I O JUUASE BE S JERH 5% T ANR TL 3 PR A S5~ X F B A 17 R 22 A5 7 A Rk 771
& B ARE S 30 FH TR 5 O UBEBE 5 SR G ANRTLIE PR 71 i X I BRAZ A IR 2 35
Br sS55I A R S a4 ) FH T4 -5 0 lIUASE BB 275 J86FH DR (1 ANRT LA PR /14— [X 1) B A% 7
PR 20 A0 55 R SRR L

[0105]  SLjitEfs6 .
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[0106] .00 [IURERE 5 I AH DR ANR T LS PR A0 5 5 [X () B 1 R 22 A5 67 s AE X0 JULAE ZE 1
i B2 W A AN A A 75 B A O ULRE T 55 86 PR 34T I 6 2 5 iZANR T LS IR 4h B2 1 IX )
TR 2 A7 S NSE ] 1110965215 F1rs 10738605

[0107]  =2Bé

[0108]  — . MLy A AR Py AC B R0 22 DR 4L DNA) $EX

[0109] M1l T 58— AR R AN AR B 2B b i I e SR 4R 21 1 286 400 U BT AR 4%, °F
BIHERY62.03 £ 12.04% i) , Hrp 222614 53 M o O ILEEFE 12 W b v 2 B8 [ B 00 5
220 JWHOMW AR iy 44 I 1 o U7 1 5 44 B2 AR, B 28 38 A0 4 L 20 ) s PR R B
5 S ) HL R SR DA B O LB A BB M R B, I 4 BB 48 el IR Bh ik i SR S2 o W HEZH B 48
O IFECT GO RZ 2 D e Ik CTA (CTiaE ik e 150 BIGRE AR Bk o 5 S Ao 25 HF 5 O U ZE Y A
W, 164647 , I US61.58 = 12.28% (hrifE %) , Hor 378414 53 1 . BT A7 O IURE B 76 3
FIIE 5 X BEAMA A R T M 45 0¢ ZR B 46 T XU N B, HERR S R PR U9 < O DL 7™ 22 B
FE RN R , LR AR LR L .

[0110]  HITIANamp IIL ¥ 2 DA 20 472 B 57 2 (TTANGEND M i i 52 20 1) AL Y s A 2 B L [A]
ZHDNAJE , £ i DNAZGE —FBE 9 20ng /ul , /E ADNAARAR o

[0111] 1 FREZH AN LR AE ZH 1 FE AR F

[0112]

[0113]  Hrbr, FRlrha yR IEAFHS PRI ROMH iy o vag s 0 PR A e L G 55 A &
[0114] = BIZ IR 2 &AL R4 AL

[0115] 2 BHR FHE T 56 A ik QU B2 1) BRAZ 1 1R 22 A5 B (PCR-LDR) , X ANRI L JE A
AT IX AR 2 2547 55 rs 10965215 CHLAERAL FE R m5 X HG/A) Fllrs 10738605 (CH 254

10



CN 104404044 B w Bg B 8/10 Tt

lﬁﬁﬁW®fﬁm@ﬁﬁM@$LﬁTﬁlﬁi

[0116]  PCRJZ M.AEM] PTC-2004% 2§ I3

[0117]  PCR/ MiAk R M2 FTIH

[0118]  ApANEE S AT IS AR AR N 200 144 2R B4 3G S B, 43 il 4 35 HH SEQ 1D NO: 1A
SEQ 1D NO: 2877~ 7 51 o A 22 rp A0 ] 4% (14 2 R A DNARG B Lul , 2mM dNTP 2ul, 3mM
MgCla 0.6ul, % R IE R M 3514 1.0ul, L XBuffer 2ul, 1P Hf7fTag DNAKR &
0.2ul,ddH20 12.2ul.SEQ ID NO: 1Jf7nFEHIHI 1 e N AES ‘C AR P24 %f, 94 CAZ 1430
I, #4740150 CIB K 1433048, 65°C LEAHB0FP [ IETEIN , & J5 #4765 °C 1043 BRI P
SEQ TD NO: 2Hr/RIFFIRIY 3 [ BAEIS CTAR 14 243 8, 94 CAE PR30 )5 , 14740153 CiE
K1533088, T2°CIEAH30FD B H GG IR , B Ja AT 72°C 105 B I AR~

[0119]1  SEQ ID NO: 1FRF% (B &rs10965215) 434 514 -

[0120]  [E[A5|#):5 - GGATGTTTTGCAGGACTATT -3’ (SEQ ID NO: 3)

[0121] % [E 514):5 — GGAATCATCACAGCATGGAC -3 (SEQ ID NO: 4)

[0122]  SEQ ID NO: 2Fi7R/F%1 (& rs10738605) 4 34 514 -

[0123]  1E[A 54:5 — TTTTCCAGTGGTGTTTCTAAATAA -3’ (SEQ ID NO: 5)

[0124] [z 519):5 — CCTCTGATGGTTTCTTTGGAGT -3’ (SEQ ID NO: 6)

[0125] P2 42t s U S B2 (LDRD T v 0t 47 3943 21 (14 2 9 80bp A0 2 AANRIL SEQ 1D
NO: 1HTR 3 BRI B 18 1bp I & ANRIL SEQ 1D NO: 2FRJEFIMIDNA A BR P i 2 35
B AT HE R 3 B o e BiAR 22O 10ul, A B PCR 7 H)4ul, Fe e MEAREF Lul , 1 X Buffer lul,2
ANERAT RGO, 05ul , ddH20 4ule R BIAEIS CTUAS 24 8 )5 , EAT4041M94 CAE P 155,
50°C [ N225 s FEFR M. . SEQ ID NO: 17 7 1 I LDR v B A S 43 731 9 166 bp M1168bp » SEQ
ID NO: 20/~ JFFIILDR i B K 2 93 ) A 1 78bp M180bp o /= MI£2ABT 3TTHLUKIN T , 45 iz
FiGeneMapper 4. 0334T Z085 50 o 0l LB, LDRIM 37 HE 3K 8 B {2 7R rs 10965215 H4%
TR 2 25 T S TR AGHE DR 84 004 , AAFIGG 2 DR L A 50 o 1T 27 7~ » LDR U J i Kk A P Y 7
rs10738605 FL1Z% 1 1R 2 25 PSS Y CG L DA 2R SAy AU , CCRNGG A R 284 g B

[0126]  Hp e PEARET A0 D

[0127]  FGIISEQ ID NO: 1Jr7R 381 Hh i) 22 2547 1l (rs10965215) FFAMERE :

[0128] 5 —GTGGCAAATAGTCCTGCAAAACATCTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
TTTTTTTTTTTTT-3" (SEQ ID NO: 7)

[0129]  AFIISEQ ID NO: 1Fr7m 8 i) 2447 1 (rs10965215) GEREL

[0130] 5 =TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTCT
CTCTTGGAATCCTTTGAAATGTC-3"  (SEQ ID NO: 8)

[0131]  #ZISEQ ID NO: LFrRFHIH I 24547 5 (rs109656215) [ ATRET

[0132] 5 =TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTCTCT
CTTGGAATCCTTTGAAATGTT-3" (SEQ ID NO: 9)

[0133]  AFIISEQ ID NO: 2Fr7R 381 i ) 2 447 i (rs10738605) [ FAMERE «

[0134] 5 ~CACACCTAACAGTGATGCTTGAACCTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
TTTTTTTTTTTTT-3" (SEQ ID NO: 10)

[0135] A ISEQ ID NO: 2Fr7R/FHH I 24547 s (rs10738605) 1) CHRET

11
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[0136] & =TTTTTTTTTTTTTTTTTTTTTTTTTT T TTTTTTTTTTTTTTTT T TTTTTTTTTTTTTTTTTT
TTTTTTTTGTACTGACTCGGGAAAGGATTCCAG-3  (SEQ ID NO: 11)

[0137]  FISEQ ID NO: 2Fr 7R /73 i B 2 4547 5 (rs10738605) IGHER %

[0138] & —TTTTTTTTTTTTTTTTTTTTTTTTTT T TTTTTTTTTTTTTTTT T TTTTTTTTTTTTTTTTTT
TTTTTTTTTTGTACTGACTCGGGAAAGGATTCCAC-3"  (SEQ ID NO: 12).

[0139]  ZR Jk BH 38 3 XTANR L PR A1 S5~ X wp B P00 N B s /> S o PR AT 22 K T 10%
SNPsf7 5 (rs10965215.1rs76521274.1rs76184305.1rs10738605Frs78766516) HEAT 71, K
Mrs10965215 SNPHY G Z5f7 B2 Flrs 10738605 SNPIRIC 25 L PR 351 B8 386 0 /M4 O L RE BB
(1) % 9 RS o

[0140] = ANRILFZEPRHME X BIZH R 2 407 mirs10965215Hrs 107386055 O JIFEFE
(R FHIC 4

[0141] Gt 777k : Ml fHgoodness—of —fit x256 2 547 m f 2L R A 946 & B A7 A Hardy -
Weinberg V-4 . iz FISPSS TNV Gi v 27 3k 11 , 1 F R U7 Far 56 0 i N 2R BRZH bR Ak vh 22 2547
s R R Y o Al RER HEAT G vt A o FHAE SR A 3R DA 3 i it % 2 A7 1L 5 O U SE
(R AH R 14 5 5 FH e S S WA S5O O UBSE B S B DR 2R )30 AT R I, v S A T S B 2 (T EEAEL B (OR)
JOBNEATIX[H] (CD o Gu vt 2 11 2 25 P 22 7Kg P <005,

[0142]  Sputaf R A R HE AL AR AR L JUIAEAE 5 N2 rs109656215F1rs10738605 % 2547
S BE DR B R SR AT A A AR AR 2 7

[0143] K2 fi FEx) RO AR AR WL IH A 1 rs10965215 110738605 2 2547 mi &
DRI 284 Ko S AT s 43 AT AR

[0144]

[0145]  Hovpr, FR2rpa AR IEAFES L PRI TR R g e IO Rl R R e T R AR

[0146]  HRAE R 2D AIAE, rs10965215F1s107386057E %f HE 2H b 7% fr) 52 DR 78 43 22 43 A5 35
5 rHardy-Weinberg V47 . N3 20] W, , ANRILFE Rl A% IR 2 547 firs1096521 51 G5 Air
P AR O U T £ 3 FEAR 1 o0 A AR B 2 PR (P=0. 020) KT HLAE Xof B ZE T A v 1 90 A1 A3
23 rs107386051) CEEALAL A1, 750 WUBEBE £ FEAR (1) 4 A A2 8 25 PR (P=0.019) KT K
FEXT HEZH TR A op 1) A A AR o FH S PR L 33— 28 93 M rs 10965215 4 B, AH X AAJE R B,
AG/ GG PR R AR 149 43 A1 7 ] B 4L 0995 181 2 v A7 B8 35 2 1) 22 3l (P=0.. 030D , L H1AG/GGHE A

12
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AN JR O JUUASE BT 1) FE B0 1 A AN DRI RN 1) 1. 4565 o B B PR 3 — P 3 HTrs 10738605
REII» FHXTGGE PRI B AN, GC/ CC PR 2R AN AR (1 43 A 1 %) HE A 0995 191 2H Hh A B S 5 1 22 1) (P
=0.008) , H:H1GC/CCHE PR BN L A BT 1) S s P2 A CC L PR B AMA T 1. 581 o

[0147] PO & A 576

[0148]  dhl] 24 I O WIUASE BE 25 S Pk 9l ) 6, oAb 3 N AU S R IR 514 %), T A&
I %eF B2 (1) e DR A R A e o S PR 840 S AT ANRTL 7 51 11 32 DR 4L 1 i o

[0149]1  SEQ ID NO: 1FRF% (& Ts10965215) 434 514«

[0150]  TEA 5|4:5 — GGATGTTTTGCAGGACTATT -3 (SEQ ID NO: 3)

[0151]  J[A1 5|4):5 — GGAATCATCACAGCATGGAC -3’ (SEQ ID NO: 4)

[0152]  SEQ 1D NO: 2Fi7~/7%] (B rs10738605) 14 34 5144«

[0153]  E[A B|4:5 — TTTTCCAGTGGTGTTTCTAAATAA —3° (SEQ ID NO: 5)

[0154]  Jz Al 5|4:5 — CCTCTGATGGTTTCTTTGGAGT -3 (SEQ ID NO: 6)

[0155]  ZAX MG & P e S PEEREL , T TS AR A rs 10965215 F1rs10738605 % 2%
7 s (R S R 2

[0156]  KrISEQ ID NO: 1R8] 2 &5 47 /i (rs10965215) FFAMERE

[0157] 5 ~GTGGCAAATAGTCCTGCAAAACATCTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
TTTTTTTTTTTTT-3  (SEQ ID NO: 7)

[0158]  AFIISEQ ID NO: 1Pr7n/F8 i B 224547 1 (rs10965215) GER 4

[0159] 5 ~TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTCT
CTCTTGGAATCCTTTGAAATGTC-3"  (SEQ ID NO: 8)

[0160]  AFIISEQ ID NO: 1Pr7n/F8 i B 24547 1l (rs10965215) AR

[0161] 5 ~TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTCTCT
CTTGGAATCCTTTGAAATGTT-3  (SEQ ID NO: 9)

[0162]  FWISEQ ID NO: 2Jr7R 581 Hh i) 2 A547 /i (rs10738605) FYFAMARE

[0163] 5 ~CACACCTAACAGTGATGCTTGAACCTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
TTTTTTTTTTTTT-3  (SEQ ID NO: 10)

[0164]  AFIISEQ ID NO: 2Fr7R /781 i 1) 2 4547 1 (rs10738605) ¥ CHER 4L -

[0165] 5 ~TTTTTTTTTTTTTTTTTTTTTTTTTTTTITTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
TTTTTTTTGTACTGACTCGGGAAAGGATTCCAG-3"  (SEQ ID NO: 11)

[0166]  FFIISEQ ID NO: 2Fr7R 781 i 1) 2 4547 1 (rs10738605) FRGEREL -

[0167] 5 =TTTTTTTTTTTTTTTTTTTTTITTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
TTTTTTTTTTGTACTGACTCGGGAAAGGATTCCAC-3™  (SEQ ID NO: 12).

[0168] £ 5 B2 >4 i BH K2 , DA b St 491450 A DA i BH A R BH R 430 AR T 8 5 i AR 48 & B AR
730 B R PR ] A 2 RIS ST AR R B A T T At U B AR ST ) A s RN RS
YR fF, T LA AR BB T R AT S OB S R i, AN AR R B R T S sk
JRAIYE .
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[0001] L[ F1%

[0002]  <110> J ZRIE22Pe

[0008] <1205 150 IUBERE 54 BARSE (IANRIL KL A1 5 [ 3 DR W 2 A A0 R %
LR

[0004]  <160> 2

[0005]  <210> SEQ ID NO: 1

[0006]  <211> 533

[0007]  <212> DNA

[0008]  <213> ANRIL

[0009]  <400> SEQ ID NO: 1

[0010]  GGTGACAAAACCATTGGTAGACAGTGGTTGAGAAACAGAATAGTCTCAGGATATCACTCCGTAGATTTA
TTCATTAATTAAAAAGAGAAAATGTGCTTTGAGAGAGAGAAAGCTATTACCGTCTTTATCAAATAGGAGAGCCTGAT
CATGTGTGGTCTGAAGTTTATCTAATGGGATTCCTGATGGAATGTTTAGTCTGAATCTAATCACATAGAGACTTGTC
TGACAAATCCAGATTTTTTGGATGTTTTGCAGGACTATTTGCCACGACATTTCAAAGGATTCCAAGAGAGAATATTG
GTGTCCATGCTGTGATGATTCCTCAGCTCCTCTCATCTGATCTCCGTCCTGGCCCCCATGACTTTCTTTGTGGTAGT
TAGGGTGTGGTATGTGCCACTGAGGCCCACACCTATTGCTGTAAGTGCTGTTTGGGAAACCATCATCTTTCAGGTCT
GTGTGATAAAAGAAGAGCCTTGGGGAAATGTTCTCTTCCAAATTTAATCTTTACATTATTAGAAAATATTTTGATGA
CC

[0011]  <210> SEQ ID NO: 2

[0012]  <211> 534

[0013]  <212> DNA

[0014]  <213> ANRIL

[0015]  <400> SEQ ID NO: 2

[0016]  TGACAATGAGAAATATTTAATGGCAAACTTAGTCTTCTAATTTGAAAATGGAAATCATAACAGTTCTTG
CCTCTTAGGGATAGTGTGAGACAAGTGAAATAATCCATGTAAGAGGTATAGTACTATGCTTGCCATTCTTTAAGAGC
TCAACAAATATTCACTTTTTACCTATTAGTATCAATCTTAATTCTAAAATTCTATTATTTAATATTTTCCAGTGGTG
TTTCTAAATAATATCTAATGACTAGGCTAATACACTATGTGGTTCTTCTAGGGTTCAAGCATCACTGTTAGGTGTGC
TGGAATCCTTTCCCGAGTCAGTACTGCTTTCTAGAAGAAAACCGGGGAGATCTATTTGGAATGTATCTAACTCCAAA
GAAACCATCAGAGGTAACAGGTAGGAGATATGAAACGACCTTTTAGATATGAACCCTAATTGAATAAAAGTTGCCAA
ACAACTGTTCCCAAACATCTAAAGAAGAGTTTTAGTCTAAGTGGAATGGCTGGAGAGTATGGGAAGAGTTCTTTCCT
ACT

14
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