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[(fEE] a .8t % 8 k% Z 1K 1(sulphonylurea receptor 1, SUR1) £ F Lt % W 2 8 # B % & ¥ ( single nucleotide poly-
morphism, SNP)16-3¢/t 2 S1369A M # 5| FHEBAEERA KT, FE AP TARITO ML TRk 2 ARRKEH 115 4,
R BB FF 4697 8 Bl (R4 7 & 40 mg bid, RAEH 15 KA % 29 R = M 8 8 A &, K 40 mg, & A F EH 120
mg bid) ., %7 A JE 4 A A M = B i 4% (fasting plasma glucose, FPG) 4t i 41 & & (HbAle) JE & E R & K %48
#, it £ HOMA-B ft HOMA-IR 48 %, 36 97 21 € 3 AT 2, A 98 b K BRI 4 3 A A2 0l B % SURL 2 B 16-3c¢/t & S1369A
SAME LR FRAERNBEHAIFETRNZER, R (DEF 01 AEFTRAHRE, L P 163c/t FAMT c &1
HEMEN 0.56,t FMEEMEN 0.44;S1369A LA F SERLEFEME 0.8 AL MEFMEN 0.42; DAL HAE A
#% 33657 FPG.HbAlc . HOMA-B 5 #% ¥ ¥ & &% # (P<C0. 05), HOMA-IR 4§ # % # W B & . (P>>0. 05); (3) 16-3t/t & #
HbAlc X HOMA-BH# WA =R E W E & T 16-c/c X 16-3c/t £H (P<C0.05),SI1369A Z AMN A RXHA & H i Lk
FHREREZHEFELF(P>0.05), #®R:SURI ZH S AW LB A FHGEET REGHER, XHERTES
SNP & fL & # %,
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Influence of gene polymorphism of sulphonylurea receptor 1 on glucose-reducing effect of gliclazide

CHEN Li-li', LI Qiang', XING Hou-xun’, REN Xiao-wei’, SUN Yu-gian', LIU Feng-chen', LIANG Mei-hua', ZHANG
Zhong', ZHANG Jin-chao' (1. Department of Endocrinology and Metabolism, the 2" Affiliated Hospital of Harbin Medical
University, Harbin 150086, China; 2. Beijing Huaanfo Pharmaceutical Research Center Co. Limited, Beijing 100026)
[ABSTRACT] Objective: To study the common single nucleotide polymorphism (SNPs) of sulphonylurea receptor 1(SUR1)
gene (16-3c¢/t and S1369A) and its relationship with the glucose-reducing effect of gliclazide. Methods: A total of 115 patients
with type 2 diabetes were enrolled in this 8-week, open-label, cohort study. All patients were required to take gliclazide for 8
weeks. FPG, HbAlc and insulin were assayed before and after therapy and HOMA-B and HOMA-IR indices were calculated to
assess the therapeutic effects of gliclazide. The gene polymorphism of SUR1 was analyzed by Tag-Man technology and the
effects of gliclazide were compared between patients with different phenotypes. Results; (1) The study was completed in 101 of
the 115 patients and the frequencies of ¢ and t alleles were 0. 54 and 0. 44, A and S were 0. 58 and 0. 42, respectively. (2) FPG,
HbAlc and HOMA-B indices were significantly improved after therapy in patients with all kinds of genotypes (P <C0. 05);
HOMA-IR indices had no significant change after therapy(P>>0.05). (3) The changes of HbAlc and HOMA-B indices of t/t
group were more obvious than those of ¢/c and ¢/t groups (P<C0. 05). S1369A polymorphism had no association with the effect
of gliclazide(P>>0. 05). Conclusion: The polymorphism of SUR1 can influence the glucose-reducing effect of gliclazide and this
influence might be associated with loci of SNPs.
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LT REETTI2IAER 30~65 % /N T 5 4E F 3
A A A AT o] e A 24 0 1) I JR U B DU 2 BB IR
e R 115 B, 3G 101 91 58 3 58 A 42 38 52 56 O 1F
1748 2 28R,

1.2 IR FHA% 51 55 4 (R i 24 R 3B 25 ) 8
JE A UE ) &8 40 mg.2 X /d. LA 6 mmol/L HFx
WELRIEEE 15 KA 29 K 25 7 I e 3 1 3 24
Y7o L R 40 mg. i KA 120 mg.

2 W /d,

1.3 ARARE U0k EANE I DNA,
FHRT ML AR B 7K A 4R 51 H AR K S1369A S 16-3c¢/t
L4 %itFar HBEAH s BAFER, HO-

MA-B il HOMA-IR 48 8 A S8 % &% 3 )5 2047 48
a8, FH ANOVA X Kruskal-Wallis H # %
HEAT 20 [R] L 55 SNK-q 6 56 F F 75 P L4 L B %t ¢ &
B HEATIRIT TG B . SPSS 10. 0 3k {447 4

2.1 ABEy>AEMER 2 P2 BN K
SRR R ATOR A3 A A 3R 1, & S L BRI A A A
Hardy-Weinberg Y- ,

®1 SURIEFASSHEEEFNIT
PR RZ KT B rag] g AEALEER LES
16-3c¢/t
c/c 0. 27 c 0.56
c/t 0.61
t/t 0.12 t 0. 44
S1369A
SS 0. 36 S 0.58
SA 0.46
AA 0.18 A 0.42

Hardy-Weinberg test; P>>0. 05

2.2 AEKFWERAFEGIE 2 ZEMER 2
TRV B g £ 1) R 4 it A AN T RE 2 A S
25 A 22 8] R e AR 2 R LR G e R
(P>0.05),

2.3 AW LEMKT FHERTZNGZ AR U
o, AN HFABE LT 8 HMIBIT. FBG,
HbAlc fl HOMA-B #8805 46 b 56 V7 A0 LL B4 A
B 22 5% (P<<0.05), % 44 HOMA-IR 18 50 iR 97
A% A W B AL (P>0.05), %573 K A2
16-3t/t B HbAlc A1 HOMA-B 35 % it 748 1k 1
WE T 16-3¢/c Ml 16-3c¢/t B #H (P < 0. 05),
S1369A ZAMEXT [ IR H8 45 14 A8 (b AT B i 5 i) L 4%
HEHEMEBEEW BB ERARIT¥E X (P>
0.05),

R 2 BIFRHERETHS SURI EE S EMHXR

(z£5)

NP — FPG (cp/mmol « L™1) HbAlc (%) HOMA-B #5$0( %) HOMA-IR #8%( %)
IRITHT RIT R IRITHT RIT R TRITHT RIT R RITH HITR

16-3¢/t
¢/c(n=27) 11.5%2.4 9.042.5 7.941.5 L841.27 22.1+11.6 43.6+32, 3" 4.0+£1.7 3.641.6
¢/ttn=>59) 10.84+2.1 8.342.2" 7.8%1.4 L5E1.2¢ 29.4+21.3 53.3+£32.6" 4.5%2.6 4.0£2.7
t/t(n=15) 11.2+4.2  8.0£1.9 8.8+2.5 L5127 24.0+17.6 72.6495.5" 3.4%2.0 3.8%£1.5

S1369A
SS(n=36) 11.743.0  8.942.4 8.241.7 L9114 25.9419.8 59.0463.3" 4.0£1.7 4.4+2.1
SA(n=46) 10.64+2.2  8.3+2.1 7.6+1.6 L3E1.0% 27.6420.2 46.4427.5" 4.5+2.6 4.1£2.5
AA(n=19) 10.9+1.8 7.8+2.4* 8.24+1.5 L6E1.2” 25.7+14.2 58,2433, 7" 3.4+2.0 4.4+2.3

* P<C0. 05 5RIT R LA 2 P<C0.05 5 c/c il o/t 41 L4
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i 15 SURI 2 [H Ay 2 4 8 6y 44 4 ABCCS
(ATP-binding cassette sub-family C member 8) ,1%
BT 11 SR @R 15,1 X, 304 39 MM
F, 4K 8402 kb, 1 ABCC8 £:4i#4 1 SURL &
M 1580 M LM AL, & SU FEH 324, 2] H Fr

ik, ABCCS 3 [H 25 & IMA 200 £~ SNP, M3
i Bk, ABCCS A I Ay 2848 7T fig 43 5 | ke 2 11 o 45
ok A B e 38 S, DT 52 M) K o 195 P T 01 86 JOR 25
25 Ve kA AR Ak
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AF(16-3c/t) A1 1 369 %S F L T—G &4
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(S1369A) %t SU fE H 19 52 Wi, 33X 1 4> 28 A8 5 PR A
R AE 2 BUBEROR R Th oy A Tz T SU 259
B PR 20 4 00T 5% R0 S B 0, FH A I R 12 25 HLAT O &
B

AT IE B 45 R R, L 48 8 SRR IR T I L T
FE DR R AR A IR KOS RUBR S B A RE YA
WA, TR A, SURT 2E 8 B AY 22 25 1 53X Fh
o A A B R s AR L X R R 16-3 i
M ERBAA T o/t FEE AP HbAle 19 KM
HOMA-B 8 1 #2 = B . /5 F 16-3¢/c Al 16-3¢/t
B, R UL, R R S R R R Y B4 Th RE B
SRR, ¢/ ¢ B 25 W) 1R G 1 5 243
P3N 2 HbAle AR R M TR, BT 4410
FPG Ay F B A2 B2 AR L, 7 LA AT LA 16-3¢/¢ SR 3
HbAlc TR &MY =2 RN & d T 0 BRI T &
A S IR X 5 A% B 5 AR Y 2 B AR A —
;Y

16-3c/t ZEMRENE FRAE AR EETH
SURI1 8 F 456 09 58 L BT AHE I 3% 2 A8 PE X% SU %
W7 RO A A T B AR 2 5 I A9 R IR B 1R
(1)16-3¢/t AN TN & F-H 74k b B
16 4h 81 HA 2 A, %0 B o] 8 & X mRNA
(4 B 32 K T A S e, T 52 M SURT e (] i 3¢
K5 (2) 1SR4 5 8] 0 H At AH 3 2 (AN K6, 2 5
HAE) bR AR R K8 18 I fE ) 12 R A AR
U NS I S R B i B L o T e .Y 4
B T B — A B 5 0 LAE I

ARHFFEH S1369A 2 45 1 X 4% 51 55 45 11 [ E 97
SOOF T W B, 2 A A A% A 3R DR R A
FEMIE . A LR ) fig 2 i T % SNP 7 T4 33
A b R SURL BREE foR 3, 7 TR S B

ML, AR SU 5 SURT W25 A Ik
FEAE A SRR A2, BT LRIl % A T 4 R AR S
B SR R T R RERE W SU RYVE AR .

i TR fE SU KH#EA/E M B &, SURL &
VEEEEMMER, SURL KL AN SU M1E
MeAW R, XAEmYS SNP /& ke
Ak, WA, N IZA SURD FEH 1y HAb 2 &
PEVEUE— 25 B A 5% DAAE B A AR 0 FH 26 A M Ak 1 22
KA HL R FRAE TR 2, AR A IR G TR IR R A R R
IOL I A L 3 T S T 24 R 3 S R R 2 ) Sk A
A0 iR o2 = N TR
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