ZHBREESR%EE C2 EREREERS TA
73 R B TS TLARE B E B AR I Sl 80 R EXTASS

HEAL L PR L AR, KA

(L AERTBE B, R S AR B 2 vh s 1] 52 T AR A B 2 i RS 96 v o, v ] R 2 B B 3 AR R A W Bt , bt
10073032, [ G0 AE Hh o/ B 52 96 I DR 12 2 F 5 v /v 56T I 2 802 g A ot I R 5 2 g i 8 I o, b it
100021)

o OE.[HM] W =B RR R TT 45 & & 558 & C2(ATP binding cassette subfamily C member 2,ABCC2)
FE P B T TR 2 A5 (single nucleotide polymorphism,SNP) 5 TA % (R 42 25 25 W)+ BUAR 2 259 ) B 4l
Bh AT LR BB BE I A AR OGP [k ] 556 SR A TA 7 S8 i Bh Ak 7 i Lot FL R e R 3 L 1k
ST R AL 2ml KO , 0 2 AR 28 SNP, R Sequenom MassARRAY 3 [Fl 43 # 5F- & #E 17 bR 25 SNP 437,
I3 Hrbr s SNP 5 ZL MR B B BE M H i 5 R . R 2 &K Logistic 1715 43 A 1153 KU e K H: 95% 1]
fE X a] [ 4553 it 3 R4 SNP rs717620 13740066 152273697 , 5 #H 1s717620CC J= K A AH L |
Al 19717620 CT %5 IR 1Y B 3% 5 6 4 i B2 B2 3 &5 ,OR K M 95%CI i 1.72 (1.18~2.52), H#E iy
1s3740066 CC FEHAIFH L, #5717 rs3740066 CT & K #1 /5 2 5 6 00 ) 72 5 07 8, OR M H: 95%CI 4 1.47
(1.02~2.12) . FFrHr b 7s , Bifi 2 A6 5 DR 980 A K5 0 34 o, 20 % 982 0 3 B0 Ak 7 S0 3 100 3 00 ) DR 6 14
T, OR B 95%CI 7 1.27(1.05~1.53) 55 0 /4> JRUBS: K& PR BUAH HL 4 2 A JRU: 56 DR 780 28 35 - 40 o 2
BEEH ,OR X H 95%CI & 1.30(1.07~1.57), [45i] ABCC2 #:H 15717620 1 rs3740066 5 TA J5 %47
A B A7 LR R S B B A AR O, TR Sk 0 2L AR g B A Bl Ak BB A R A R B E AR B
KW LR IR =R IR AT &5 A SR s Ik C2 IE N 2280, T R 5 W il Bh AL T B BE I 1
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Association of ABCC2 Gene Polymorphism with Myelosuppres-
sion in Breast Cancer Patients Undergoing Neoadjuvant

Chemotherapy of TA Regimen

DU Zhong-li', XU Cheng-shan', BIAN Zhi-min?,ZHANG Bai-lin

(1. National Center for Clinical Laboratories,Beijing Hospital ,National Center of Gerontology; Institute of
Geriatric Medicine ,Chinese Academy of Medical Sciences, Beijing 100730, China; 2. National Cancer Cen-
ter/National Clinical Research Center for Cancer/Cancer Hospital , Chinese Academy of Medical Sciences and

Peking Union Medical College,Beijing 100021, China)

Abstract : [ Purpose | To assess the association of single nucleotide polymorphisms (SNPs) in ABCC2(ATP
binding cassette subfamily C member 2) gene with myelosuppression of breast cancer(BC) patients undergoing
neoadjuvant chemotherapy of TA (taxane and antharcycline) regimen. [Methods] Total 556 female BC
patients were recruited and treated with neoadjuvant chemotherapy of TA regimen. Blood samples were col-
lected from patients before chemotherapy. Tagging SNPs(tag-SNPs) were selected ,and the association of tag-
SNPs with myelosuppression was analyzed by Sequenom Mass ARRAY system platform. The odds ratios
(ORs) and 95% confidence intervals (Cls) for myelosuppression were calculated by multivariate logistic re-

gression model. [Results] Three tag-SNPs(rs717620,rs3740066,1s2273697) were selected for study. Com-

pared with individuals carrying rs717620 CC genotype,the risk of myelosuppression was significantly in-
creased in individuals carrying rs717620 CT genotype (OR=1.72,95%CI:1.18~2.52,P<0.005). Compared
with individuals carrying the rs3740066 CC genotype,the risk of myelosuppression was significantly in-
creased in individuals carrying rs3740066 CT genotype had worse myelosuppression(OR=1.47,95%CI:1.02~
2.12,P<0.038). Accumulation analysis showed that with the increase of the number of risk genotypes,the
risk of myelosuppression increased (OR=1.27,95%ClI:1.05~1.53,P<0.013). Compared with individuals car-
rying no risk genotype,individuals carrying two risk genotypes had worse myelosuppression (OR=1.30,95%
CI:1.07~1.57,P<0.008). [Conclusion] The variations of rs717620 and rs3740066 in ABCC2 gene are sig-
nificantly associated with myelosuppression,which might serve as biomarkers for predicting myelosuppres-
sion in BC patients treated with neoadjuvant chemotherapy of TA regimen.

Key words:breast neoplasms; ABCC2 gene;polymorphism,single nucleotide ;neoadjuvant chemotherapy;
myelosuppression
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AT 5 1R 9 ™ 20 e R BUE 2 BB T
FEIR AR R, BB ST AR ARG )
T RS R4, 4 8 T A A R AR A I )
B BRI S PR ER T R I R, MR
I B AT 7 RCRN A8 8 ) o 400 ) R T R A A D
FARF A AR TG B o PR 78 TA 5 2 4ky7 i 2
o, B TA 5 S 0B A R A S e X2 DL
BEAR], B0k TA 7 58 BA 5 097 280 s S AR Y o

X TIRYT A 25000 7, I DR 2590 SO i 1)
MEERE AN FHEN D RER R, A1
e 2E 9T 3R WY, 245 ) R DG ke [R  4 IX 35 A5 708 | A
AT 8 2 5 M (single nucleotide polymorphism, SNP)
A] I RS SR R SRk, T G A X AL AR R R
e BT 24 % 2 1 2 R A 1, T S BOZ A i —
G55 K6 R A W) T P e B Al e e 2 R AT 25 4
PR AZ BRI 2 A R AR 2 F 0 2 R
Z— R BUR 25 W) 2 B SR AR T R e 25 )T
RS RN WA T 7R, SNP AT BB & 5%
0 27 B s A7 i RE AT A A E P R

= WERR R 45 G & 5% 18 1K C2(ATP binding cas-
sette subfamily C member 2,ABCC2) , X FK 2k 2 24 Ifif
R M 2,02 H ABCC2 P gm i 1) — A AL =+
aa R, ARt bR AW RS A
P2 Z TR R AR Y R A2
EZ A E N 2 Witz 2z —", JF H ABCC2
5 IR AZ I 2 W T 254G D6 ABCC2
Al BeJE — i s SR B PE IR 25 M i 25 B 12T o Y
FEYGER R, TR HAE /N RS RN 12
B2 AUl o R A T ZAE Y, ABCC2 5[] SNP
A BB 38 2 AR A s AR 1 R Y R IA KO B 5,
O % 32 Yy fg & Az s 2s 107 DT 52 i AR 7 A 25 2
Yl ARG YR E . k] WL, ABCC2 2 [N /Y
16t 1 A8 S5 T R SR 52 M L MR AT R ) Y E
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J7 S0 A0 B A L g RE R A A 09 A G DA
PRV ABCC2 £: K SNP 7 T i 7L B 6 26 &8 4 B 1k
I B B A A 1A

I RS

11 HRITZ
AR QO B2 Wk 12 0 1 LA e s QAR U
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& [ 955 A Bk A 2= 5142 (American Joint Committee on
cancer, AJCC)F 79w TNM 4 AR HE (55 6 i), IIf IR
G300 T~ T3 5 BTE H A 5 & i Jed 5 3k 17 v (=17
AR, BEZHEEHFRBEXR ;O EH 1
Hh I S o By e iR B e % 52 TA J7 5808 Bl B 1k
IT, AIT Z B AR 2 S AT AT S A OGTR YT

2003 4F 1 J 2 2016 4F 12 A fF & AL PF
FLIR I A 556 1), X1 o Lotk AR 23~72 % A
AR 48 %
1.2 #RE

I P W AR AR R R A RS MER 2
{& (estrogen receptor, ER) IR A& | 223 & 22 1K (proges-
terone receptor, PR) IR . AR A KK FZ1k-2
(human epidermal growth factor receptor-2, Her-2 )}k
B CEREMER] AT R L RGR] AR B RE
WA A 5 [ [ 50 A AF 5 o o] 5 1) B L2 P s o
3.0 U (NCI-CTC 3.0) , # ##0 il = | DUk & % 7 3
P A A5 5k B B R AS S A R
SRk 2 B e e IE 5 T 0 M e B B A B R B 2 Y S
i, BEBEENNRES,
1.3 RITHE

BE PR TA 7= 4J7 . BRI &
166.4mg/m?, 4 ki 7 >3h; 2 74 fib 58 - 34 57 &
70.2mg/m?, # K EE>1hy #E HE SR N
72.9mg/m?, £ ¢ [0 B 1P ¥ 5 45 1mg/m? , # JTk
T B3RO 1A B 4~6 AR AL
7 AT AT FARIGTT .
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JFA BB AEARST AT 2ml SRR K, SR
Py - AT IR FE IO P 20 DNA L, AR 45 [ B - 3 P 2
THRIDURE AT RE P BB 12 (2013 4F 6 A A5 1%L
Bi6) , e 3 T ABCC2 HE PN (FE MK BE 71.14kb) A K
LD i 2kb 3 A A Gt DX DU AR TR AR
(i IR =0.10 B9 T4 DIHEIX I SNP, - A7 14 4
AV Hr, FEASE IO IZIK A T P>0.8, ARAE
HapMap T3 % A 19 v [ 30 5 b X0 N i PR A
B4 2 (Rel 27 Phase I +1I Feb09,NCBI B36 assem-
bly,dbSNP h126) % JH SRR ) ik Pk s SNP,
FEAS & R/ B I K - #>0.81, 2k ] Sequenom
MassARRAY 2 ] 53 B 5 BEAT 1526 SNP 43 7, SNP
o3 B g ] AR (96 MR AEA) hA 1 AN B
Xf BT AN BHAE X BR 2 A E A B ALAE A X IR (R AT A

N
H
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ALFE A 100%) .
1.5 ZitZExH*E

HI SPSS 18.0 Ziit 43 Hr o x* K 5 43 Hr b % SNP
i) Hardy-Weinberg “F-ffif (Hardy-Weinberg equilibrium,
HWE), Z[H% Logistic [0l )38 A 715 7L MR85 TA 7
SRR i By A LR SR BE A ) Y XUBS: L (odds
ratio,OR) M 95% 7] {5 X.[0] (confidence interval,
CI), Haploview 4 (v4.4) 43 #7 Rl — Z& e a4k I
SNP 22 [1] B 32 BAS P47 . JIT A 180G 56 47 DA RS0 4G 56
K5 7K 1 a=0.05,

2 &5 B

21 WRMIZMIGKEARZR

556 il [ b, HEORE R BE 0 AR E 331 4
(59.5%) , % P i wE A ) 28 2 225 1] (40.5% ) . 484
J& 4 231 4] ,ER PR Al Her2 ¥ B4 390 41, 11
1 T340 50 R 237 91319 i, 3~4 A4~ JE 4L T i
# 405 11 (72.0%) (Table 1), ¥.[H 2 Logistic [21H 4>
Br it ,48 2 LA b (1% J8 35 i BE 40 1 35 ™ 5 OR
1.55,95%C1 A 1.10~2.19, /A [R] & % 0 il R34 19 &
BHEEE ZVihTE REWE ZFZHEM DK &
W22 TG L, 2 E Logistic [BIH T,
AN R AF % 2 B E BB BRI 22 R R g e X
(Table 2),

22 TA AR ITILIRE BE BRI HIHEEM
ABCC2 ER & &

i 3 A4 AR 2 SNP, 43 3 & 18717620,
153740066 F1 1s2273697 , 147G Hardy-Weiberg V-1
EfE (P50 0.826.0.275 F10.395), rs717620
F1 153740066 5 TA J7 Z8 8 4l B Ak IT FLR 8 B B
BEID A 2 A G H 1s2273697 5 TA 7 Z8 i Bk
57 L g S5 B B A A G 3 ARG

HEAT 1s717620 CCCT TT J [K Y g 2 o i 1
350 e B 4 3k 59.2% 36.9% 3.9% . 5
13717620 CC J& K BUAH [L , #5747 15717620 CT & [H 71
FECE R BE R O OR K H 95%CI R 1.72
(1.18~2.52) , WAERIAL . Z R Logistic 111973 H7 24
IR, B T S50 56 PR i 0 o A
#,OR & H 95%CI H 1.64(1.14~2.36), R,
Z & Logistic [MH 73 Hr 45 W, 2L AR 57 4 B
FBI7 B3 - BEPD 6 OR K H: 95%C1 2~ 1.43(1.04~
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1.95)(Table 3) .

#5417 rs3740066 CC CT TT 5 X AU 8 35 & B
A e B4 50 56.6% 39.1% 4.3% , 5 A
1s3740066 CC % K BIA] Lt , #5747 1s3740066 CT 3 [A
UG B RE D ) FE B E L OR e 95%C1 o 1.47
(1.02~2.12) , WPERBIRL . Z A F Logistic 1911443 #r 45
Ron, T 73 N RRCE I B 0 ) R
#,0R M 95%CI Jy 1.46(1.03~2.08) (Table 3),

Table 1 Clinical characteristics of myelosuppression
in breast cancer patients treated with neoadjuvant
chemotherapy of TA regimen

Number of Myelosuppression *

patients (%) Severe (%) General (%)

Characteristics

Age (years)

<48 290(52.2)  158(47.7)  132(58.7)

>48 266(47.8)  173(52.3) 93(41.3)
Menopausal status

No 325(58.5)  185(55.9)  140(62.2)

Yes 231(41.5)  146(44.1) 85(37.8)
ER status

Negative 216(38.8)  130(39.3) 86(38.2)

Positive 340(61.2)  201(60.7)  139(61.8)
PR status

Negative 240(43.2)  137(41.4) 103(45.8)

Positive 316(56.8)  194(58.6)  122(54.2)
HER-2 status

Negative 334(60.1)  193(58.3)  141(62.7)

Positive 134(24.1) 82(24.8) 52(23.1)

Unknown 88(15.8) 56(16.9) 32(14.2)
ER/ PR/HER-2 status

Negative 390(70.1)  234(70.7)  156(69.3)

Positive 78(14.1) 41(12.4) 37(16.5)

Unknown 88(15.8) 56(16.9) 32(14.2)
TNM stage

I 237(42.6)  131(39.6)  106(47.1)

I 319(57.4)  200(60.4)  119(52.9)
Cycles of chemotherapy(cycles)

3~4 405(72.8)  242(73.1)  163(72.4)

5~6 151(27.2) 89(26.9) 62(27.6)

Total dose intensity(Mean+SE)(mg/m?)
Taxane-based
Paclitaxel 461(82.9) 732.0£9.9 723.7+12.2
Docetaxel 95(17.1) 318.3+10.5 319.5+11.7
Antharcycline-based
495(89.0) 3242445 321.7+5.5

61(11.0) 194.1£9.2 182.6+13.5

Epirubicin

Doxorubicin

Notes:OR:0dds ratio;Cl:confidence interval ; ER :estrogen receptor; PR :
progesterone receptor; HER-2:human epidermal growth factor receptor-2.
“:general ,0-2 grade;severe 3-4 grade,according to NCI-CTC 3.0
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Table 2 Association of clinical characteristics with myelosuppression in

breast cancer patients treated with neoadjuvant chemotherapy of TA regimen

CI & 1.30(1.07~1.57)., Zjm#nl. 2K
& Logistic [MIH 45 R B, BEH K

Characteristics OR (95%ClI) P OR * (95% CI) P i S R 750 B S 5 A
Age(years) ; " N
A E B 1 JX I 184 H
<48 1.00(reference) 1.00(reference) ¥ %F‘ B IR L OR B
>48 1.55(1.10~2.19) 0011  1.59(0.92~2.74) 0008 95%Cl 7 1.27(1.05~1.53)(Table 4).
Menopausal status
No 1.00(reference) 1.00(reference) 3 ‘TJ- -L/E
Yes 1.30(0.92~1.84) 0.137  0.93(0.53~1.63) 0.808
ER status
Negative 1.00(reference) 1.00(reference) ARBFF P EAT LB S TA J5 28
Positive 0.96(0.68~1.36) 0.803  0.81(0.49~1.33) 0.405 %l By Ak y7 L I e BB 25 B B 410 4 4H 5% Y
L S SNP {17 £ 1717620 ,1s3740066 43 51 fi
Negative 1.00(reference) 1.00(reference) T ABCC2 [ 40 14 57 IR 5 X A
Positive 1.20(0.85~1.68) 0.305  1.44(0.90~2.30) 0.134 N R
HER.2 status AN T X ABCC2 R T NS A 20
Negative 1.00(reference) 1.00(reference) 10g24.2 X B, gAY 2 25T 2454 R
Positive 1.15(0.77~1.74)  0.498  1.16(0.74~1.80) 0.517 1 (multidrug resistance-associated pro-
ER/PRIHER-2 status tein 2, MRP2) =1 2243175 T 1 400 J i1 5 s
Negative 1.00(reference) 1.00(reference) RNy 45 s A (02 ]
Positive 0.74(0.45~1.20) 0.224  0.74(0.45~1.21) 0.230 B lﬁﬁ DA 69 T i B, L
TNM stage Kz fp NZE g 4 e, 5. MRP2 1 b
I} 1.00(reference) 1.00(reference) Jed 4 L v Y 3R 5K 25 S T R el i R A i
1 1.040.74~1.46)  0.830  0.87(0.57~1.33) 0.524  XPALIF 258 0T 25004 7 T-40 M pe |-
Cycles of chemotherapy(cycles) MRP2 5525 ¥ M40 [ PN 55 1 40 i L R A
3~4 1.00(reference) 1.00(reference) 4 N . .
4 B4 BRI =Y ’
5~6 0.97(0.66~1.41) 0.862  1.03(0.70~1.51) 0.901 IHH@ W%%ﬁfg*ﬂ;{% [ijﬁﬁi PEAEH.
Total dose intensity l&ﬁﬁ{ﬁﬁj‘% @ Elg%ojﬁmfxlf%:{l_j\ ABCC2 El@
Taxane-based HEK-293 4 i %) B 25 2= Fl 3% Pl 85 2= 19 it
Paclitaxel NA 0.5958" NA NA 2y T AR e S FEBR B P ABCC2
Pocetaxcl NA 093970 NACNA R g kBT U 9 T 24
Arareyclnebased N o xa M (T ABCC2 RSN BT LY SNP &
pirubicin . "

Notes:OR:odds ratio;Cl:confidence interval ;NA:not applicable;ER:estrogen receptor;
PR :progesterone receptor; HER-2:human epidermal growth factor receptor-2; “:adjusting
for age,menopausal status,ER status,PR status, HER-2 status,TNM stage and cycles of

chemotherapy; ":Two-sided t test

23 EMREERBEES TA ARFHEBLTEES
B HP 1 B9 < BX 43 A

MR Al A8 RS R B 5 ABCC2 &[] SNP ¢
B o M B9 25 B, K 1s717620 CT.rs717620 TT.
1s3740066 CT H1 rs3740066 TT 15 Ay KUK 3 PR 754

PEAT O A U 36 KR 1 A4S KURS: 3 (R R 2 4~ KL
o B D AU AR 3 i RE R A R LG 9 43 0 R 55.0%
5.5%FN 39.5% , %% B F wE S5m0 o 62.1% |
10.7% M 27.2%., 5 0 4~ KU 56 RUAR LG 457 2 4>
DRI S5 D] 78 A 5 1 41 ) R B T OR M 95%

312

PR A G B 4G B R R MRP2
Ik e 1K B ELIE 20 R 1Y) 245 Wl 25018 AT
U, ABCC2 8t 4% 48 5 DL & MRP2 7¢
i 93 24 A 245 Py ik 245 47 v kA AR T,

ABCC2 F:[H 15717620 £ F 5B 5% 5 XX, it
AT g 5 MRP2 By RIRZKFFITE HEAROC . A 5%
K 15717620 (1748 5 5 AP X mRNA IR 3R 35 it
U 245 Wtk 245 47 561 AHAE S P CREAS A G, — T &R
G LS RO R 1717620 S 05 25 PURUR 259
LE =S T O i RIS e ER R AT NS P & N3
PIZAH 420 Haenisch 28 2WF9E &30, 1s717620 1%
TR 5 ABCC2 2K mRNA Fl MRP2 & 1134
B0 R IS PRI O . Razali 55 2R KB,
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Table 3 Association of rs717620 and rs3740066 with
myelosuppression in breast cancer patients treated with
neoadjuvant chemotherapy of TA regimen

AHE2e,
13740066 v T- ABCC2 R4 28 5 4h i

Myelosuppression

FIX, J@ F R S, T e AE T ABCC2 mR-

4 oCl P?
OO Severe(t) General) O NA 1 5 i mRNA B HE A, 3
rs7 Clg620 b o 15000 100t ) Wi 2 1 5 R 2835 7K F |, 13740066 9 418 5
. : .00(reterence i [27] . ; ) Y& b 2
CT 122(36.9)  58(25.9)  1.72(1.18~2.52) 0.005 A A % S A PG AL B P et R Eﬂ"ﬁ
TT 133.9)  9(4.0)  1.06(0.68~1.65) 0796 A XSGR 251 K 25 4H G, 1 H A=
Dominant mode 1.64(1.14~2.36)  0.008 B yth 1] SO AF 5% O R AT H — g R A4y
Rece.:s.sive mode 1.06(0.44~2.53) 0.903 2 1H ,153740066 ERIRIPNEE R A O]
3:(1?)1(;25 cmode 1.43(1.04~1.95)  0.026 W9 I T 5™ Sharifi 26 BUBF 25 5L % IR
IS )
cC 185(56.6)  146(64.9) 1.00(reference) BRI Y P AR L A0 a5 S L 9 A
CT 128(39.1)  71(31.6)  1.47(1.02~2.12) 0.038  #PE rs3740066 & M K, Sagi %5 5E &
T 14(4.3) 8(3.5)  1.16(0.74~1.83) 0.512  F 53740066 nJ GE P& 75 2 ME bk 40 M 3 i s
Dominant mode 1.46(1.03~2.08) 0.036 R R WAL S O UE B
Recessive mode 0.85(0.35~2.07) 0.718 R ~ P g 2z
Additive mode 1350.99-1.84) 0055 | RIAKL, ABITA I 13740066 55 TA T
Notes: OR :odds ratio;CI :confidence interval; *:adjusting for age; ":one sample 4£ﬁ%%ﬁﬁp %IJ E%j‘ﬁ#ﬁ s %% T %ﬁi% ‘%%‘

genotyping failure; :four samples genotyping failure

Table 4 Accumulation analysis of the association between risk

) P A0 ) A R
12273697 i T ABCC2 R:HE 11 S48

genotypes of rs717620 and rs3740066 and myelosuppression in breast

cancer patients treated with neoadjuvant chemotherapy of TA regimen

FIX, R AR R4l R 4F AT 5[ MRP2 H 5

Risk genotypes*® Myelosuppression OR" (95%CI) PP FR DX B VALTT 2 R A 4 ’ AT HE & AR R i AR
- 5180(55("8 Gf;;(?z“‘ﬁ’) i [R5 T e L2 s 1 B 7T R LR ) 254

d o d reference N Iy e .
1 1855 24(107)  058030-1.12) 0103 TAHEAN ﬁﬂﬁ% o AFERIR 152273697 5K
2 12939.5)  6127.2)  1.30(1.07~1.57) 0008 = PU-F5IE M2 A KN 35 A e, H
Additive mode 1.27(1.05~1.53)  0.013 %45 AE 9 ob—F SCHk b R 15 5 —Zegh 4 H

Notes : OR : odds ratio; CI:confidence interval; a:Five samples genotyping failure.
Risk genotypes :1s717620 CT,rs717620 TT,rs3740066 CT,rs3740066 TT. The

number of risk genotypes was the sum of meylosuppression risk genotypes in

these two loci; b:adjusting for age

rs717620 5 Th % V4 Y L 2k bk EL 20 1 1 s 16 T
Jei 48 /INHSF i v F 2 W 4 R JEE 7K ST BT R S M A 11 B
RIVEF A OC . Liv 582058 & 80, 76 v B 2obE ik
£ 40 i P 006 8 L rs7 17620 A% R o AE i 2 1
JNT R EENS T IR 45 2 48h JE R 25V, TRl
WEEIG I T WSS IR, A I R S
PE o D3 AME B B IS b B A s AR L TR
FEWE ST % BT ABCC2-24C>T % iR M8 1 # L
I3 Y M P e B T S MG A R R ) TR R
REAG P WA 1 25 2 2, DARRARBE A FHY, ARHIFIE
5 2 S 245 ) 5 | 1 5 VR T — 3, #5717 1717620
T A5 FE R B3 0 TA 5 2251 R 1 84 ) 3 %9
Jin,OR K H: 95%CI 4 1.64(1.14~2.36), 4, i A
FER I rs717620 5 55 FHIRERS A B A EAS R B
TP 52 B SR O UG I e A 1 O
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FINH R GV RA AN MRP2 B Y 2, B
k3R 0 T B 25 22 43 BN R 152273697 1 3
ok APk 88 57 X8 0 T 24 0 1100 T 2 XL 2967
{EAHIF 5% I & B 12273697 5 FL IR & TA 7
ZARYT T | R B A A DG

B H M 1k, T SCER I 15717620 133740066
5 TA J7 288 5 Bh Ak 7 20 MR g R B O A OC
R AR R, AT T B IR R 15717620
1 13740066 5 TA J7 Z8 4697 51 B9 B #6410 ) A
FHIRENE X P SNP a8k 5 HE 1 BN 1 Y
SNP 7] fig £ 52 W ABCC2 i [H Y 38 15 /K - 55 ol A8
ABCC2 HEFMTIGE, MIMISZm TA J7 2215500 B i
PR o T — 20 STk B TA J7 24k
J7 245 ) B A ) AR A B

25 LR ,ABCC2 HE P rs717620 F1 rs3740066
5 TA J7 Z2 8 5 B Ak 7 20N g R A B i B A
Ko AT T L R g S R B AT B A o R
FE Byt priaki

BE -+

*
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