FEEEST-

NOS1AP H:[H 1s12742393 o1 /5 25X B4 91 25 1697 o [T J% 2
T PR s AR B T A ) s e

I %52 #%.8 &% BLEAHB(IGNERAEMEERGZH, IR &M 221002;2.1 %4
HARZRERREFELLRE, LA BN 21053 B NERAFHEER N 2RA, TH &N
221002)

hESES R969.3;R587.1 XERFRERE A XEHS  1001-0408(2018)10-1347-06
DOI  10.6039/j.issn.1001-0408.2018.10.13

B E B RIS R LAY & G (NOSIAP) A 1512742393 45 % % & M3t #4544 71 206 7 4% B sk 2 A 48 Sk %
(T2DM) %% 95 20 %vh . ik R IR2015 48 A —2017 43 A FraM EA K3 Fﬁ/:@,mmm'wy T2DM H k4 % i 44T e 48 8 77
0 % 1006) , 2w HLE T 69 ek Em AR A R 1.0 mg, tid, #4067 2 88, RARESEME R L-TRFIER BT KE %
A EAE M E 5 NOSIAP 3 W 1512742393 45 5. 09 &5 B AL, 5F LR 3L 6 97 91 /6 = M 4% (FPG) (2 )5 £ 4% (PPG) (4B 21 % &
(HbAc) .= Wik 54 (FINS) /5 M 85 7 (PINS) M B 44035 2 (HOMA-IR) \ B A2 B B3 (TC) \ ZBH b (TG) . &5 B M5 & @ iz
BB AKEENE RGBT, SR B EARITHEFEA 1Y), LA 986 B ZRAT ., NOSIAP AR rs127423934,L
AA AC.CC R EF 5 4 39.42 1741, 5 A SR 55 %] 4 39.8% .42.9% 17.3% , 3 454 Hardy-Weinberg T4 (P>0.05) ., &7 8F]
J& , BT A % 9 FPG .PPG \HbA.c . HOMA-IR \TC . TG 7K-F- %% 74 77 3] % T %, FINS .PINS /K T #3677 71 B %71 &, £+ 39 A 404t
FEN(P<0.05). &7, BARA R HEAIGRIGIFILE, ZFHRATFEL(P>0.05), 8575, 5K RA %4 FPG.PPG.
HbA ¢ K -F,AA & % % HOMA-IR K-F,CCA % TCK-F,AA CCREHFTGRFHEETMNEZTH S ARALE

F,AC.CC A &% FINS K-F,CC 2 & # HOMA-IR /K -F 3 #7477 ] % % 71 % ; CC & & % FPG .PPG /K- % 3% \ 13
FH L ABETWG THMEAEE D TAAACEEH ACEEHFPGAR-FEXEHTAARE;AC.CCZ IN 208 ST T nu é’J
J:é’r{ﬁ\HOMA-IR7J<—‘T’*i@i%%ﬂ"ﬁf@kﬂ"AAﬁ,Z\%E]ﬁ%%HOMA-IRfFiié‘ﬁﬁfTﬁ el o 1L R GitEE
(P<<0.05), mAARIGIFEETTAG LLE LR £ ?riﬁﬁt%&%%xu»o 05 APHLTE 74239341,&2%@&%%
Yot AR A 0h 97 3 E Uk T2DM & 569 97 26, L RIA L B C T4 Ef ' PPG .FINS 2 HOMA-IR 7K & 13444
7 A0 97 3

RIF  NOSIAP AP ;rs12742393 4% % KB 5 25 aa.wvma AR T Ay I 2 A g MR B &

B e S e S e St N- e S A o e S s S S At s S

[3] VP Ko %HPLC(JIImi?HX*&EIJE@B,B’- Ay H B, 2006 T-12.
13,3 ,4" - = HILSEIETR[)]. 09 2 52 2 [8] A, 4, $edRys , & B NURME MERE M WFZE [I]. 2

,30 (2):230-231. S Tk, 2016 (7):207-209.
[4] JAVEE,HET, X2, F ARRECR ST & il K 2 [9] Mz, T, s 52 i k2 M2 R A
BT 20k [0 50 B A K 32 52 3R,2017,42 (6) : 688— R T4 Rt , 1989 1340—-1360.
690. [10] #Hlz, FUnge, k. 2522 92 % 05 % 3 (M]3 i db st A
[5] L0, E4Ede, hERE 2R AY) IR IR i £ BRI K i TR Bt , 2001 : 1647-1662.
WA TR AE FH[I]. 583 0% 58 & 3 A A 4R, 2003, 21 [11] bt , 28 B XS, 4 0R B il Sk $2 7R A
(2):65-68. SMIEE IR B 25 5 ,2012,23(31) :2900-2902.
[6] Z&55T, W63, AR, 5 S R HE & Ak i ar [12] 4EWEE, BRHE, B H . 100 Fl op B2 25 K SRR AN R TG
HPTETEHEIIFEI]. 5T M K5 24 (8 K5 ), 2004, FLEEBRA 2RI [T]. £ &4+, 2015, 34 (3):26-30.
21(4):377-379. [13] ERAMZ T L b 2 A K 05 25 8, w3R[S].2015 4F
[7] MIERE, BEARSE A A M 5 B RM] LA P ER T P AL s A B 2R R, 2015: 160-164.

2 A et 42 # R Fedr R L
AJE 4 71 H < 1T 95 25 2 o 1 45 1) 25 25 3 4 B4 BF 01 [14] FEZRbAE-t AR B a9 P 1) LR Fe b K R AR A AL

(N0.201537) s R TR+ H (No.KC15SH005) Eﬁ%[D]'ZI%F%@“I#ﬂE*%’ZOu NI
R EAE 2 WA BRGS0 06 PR 252 . L iF - 0516 [15] W3 40 25 A AL 318 & AT 2 [D]. 22 M 2 22 JH 3 T

85806335, E-mail: misswi2011@126.com Ko, 2012,
HE GRS ARG . BF5E 07 i BE B 252 . HLE - 0516- (ki F9:2017-10-31 &[] H J91:2018-02-26)
85806332, E-mail:dongmeilv@163.com (i : B )

HEIZG 2018 4E45 29 4555 10 ] China Pharmacy 2018 Vol. 29 No.10 -« 1347 -



Effects of NOS1AP rs12742393 Polymorphism on Therapeutic Efficacy of Repaglinide in the Treatment of
Type 2 Diabetes Mellitus in Chinese Han Patients

WANG Tao', LU Qian®, GAO Xing', LI Wei’, LYU Dongmei' (1. Dept. of Pharmacy, the Affiliated Hospital of
Xuzhou Medical University, Jiangsu Xuzhou 221002, China; 2. Jiangsu Key Lab of New Drug Research and
Clinical Pharmacy, Jiangsu Xuzhou 221004, China; 3. Dept. of Endocrinology, the Affiliated Hospital of
Xuzhou Medical University, Jiangsu Xuzhou 221002, China)

ABSTRACT OBIJECTIVE: To investigate the effects of NOS14P rs12742393 polymorphism on therapeutic efficacy of repaglinide
in the treatment of type 2 diabetes mellitus (T2DM) in Chinese Han patients. METHODS: A total of 100 newly-diagnosed T2DM
Han patients without any hypoglycemic therapy were selected from the Affiliated Hospital of Xuzhou Medical University during
Aug. 2015-Mar. 2017. Based on routine therapy, they were additionally given Repaglinide tablets 1.0 mg, tid, for consecutive 8
weeks at least. PCR-RFLP was used to detect the genotypes at NOS1AP rs12742393 in patients. The levels of FPG, PPG, HbAc,
FINS, PINS, HOMA-IR, TC, TG, HDL-C and LDL-C were observed before and after treatment. RESULTS: There were 1 case
of withdrawal and 1 case of follow-up loss, and 98 patients accomplished the study. There were 39 cases of NOS14P rs12742393
AA genotype, 42 cases of AC genotype and 17 cases of CC genotype, the frequency of them were 39.8% , 42.9% , 17.3% , which
were in line with Hardy-Weinberg equilibrium (P>0.05). After 8 weeks, the levels of FPG, PPG, HbA,c, HOMA-IR, TC and
TG were decreased significantly, compared with before treatment; the levels of FINS and PINS were increased significantly,
compared with before treatment, with statistical significance (P<<0.05). Before treatment, there was no statistical significance in
each index among different genotypes (P>>0.05). After treatment, the levels of FPG, PPG and HbA.c in all genotypes, the level
of HOMA-IR in AA genotypes, the level of TC in CC genotype, the level of TG in AA and CC genotype were decreased
significantly; the level of PINS in all genotype, the level of FINS in AC and CC genotype and the level of HOMA-IR in CC
genotype were increased significantly; the levels of FPG and PPG in CC genotype were significantly higher than AA and AC
genotype, and the decrease of two indexes than before treatment were significantly less than AA and AC genotype t vellof
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Note: M was DNA marker; 1, 5 were AA genotype; 2, 3, 4, 7, 8

were AC genotype; 6 was CC genotype
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Fig 1 Electrophorogram of amplified products of

NOS1AP gene after enzyme digestion
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#F1 984 T2DM &£E LT RE

B Il REHREL B (n=98)

Tab 1 Comparison of clinical indexes in 98 patients with T2DM before and after treatment(n=98)

B FPG(xts), PPG(its),  HbAc(xts), FINS[M(P2S,PT5)],  PINS[M(P25,PT5)], HOMA-IR[M(PZS,:}WS)I, TC(x£s), TGM(P25,PT5)], HDL-C(x £ s), IDL-Clrs),
mmol/L mmol/L % mU/L mU/L mU*mmol/L mmol/L mmol/L mmol/L mmol/L

bt 1021+2.26 1720£3.91 9.59£1.86 8.01(6.00.10.56) 2747(17.97,3741) 360(250,4.53) 5184137 178(122,2.84) 1.40+0.44 310£1.08

gzl 730£1.76 11.38+3.36 701084 1026(7.55,13.40) 43.34(29.80,51.43) 3.30(2.16,4.66) 483106 1.56(1.01,239) 1371045 316£1.08

T 12,639 15.012 16.874 —5.3%9 —11.198 223 2714 2212 0422 —0.508

P <0.001 <0.001 <0.001 <0.001 <0.001 0.029 0.008 0.029 0.674 0.613

2.4 NOS14P £ HE rs12742393 fif 51 & A X B & 5 &=
g oAl
3o 3 DRI 78 R PR AR Y BMIL AR LL A —
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BTGB X (P>0.05) . AT )G . 45 3L R 3
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7J<¥ CC #4845 HOMA-IR /K - Y46 97 1 2 35 T i

C AU % FPG . PPG /K V-1 3 & T AA AC R i 3% I
iﬁt‘/ﬁﬁﬁu%?[ﬁ%{ﬁﬁﬁd\?AA ACHIERF ; ACHIR
FPG /K- 2 3 5 T AA B ; AC . CC & #.#% FINS 7K
BORYTRIT EFHAE . HOMA-IR /K -1 8 3w T ek T
AA T £ IR B 2% HOMA-IR 88497 Rij 0728 A0 (8 9 7
I:Biﬁd Z R Gt R L (P<0.05) . A8 HRTE

IRITHTIG I R 2E S B e gt 2 L (P>0.05) , 1

R & S B PINS /KO, AC.CC IR H FINS  [li2~%4,

F2 HBEREZT2DM BEARTTAIEMIEKTELLE (x+5)
Tab 2 Comparison of blood glucose levels among T2DM patients with different genotypes before and after treat-

ment(x + )
A ) — FP(z;Tnnlol/L — PP(z;‘lllmol/L — l'izz‘}\c,%
R R #ff Evig] B #(d Evig] B
AATY 39 9994239 650£127° —3494237 17.24+4.03 10454323 —6.8014.10 9721179 7014 4*0
ACH 4 1045£2.22 7304150 —-315+223 17.23£3.59 1134+2.85° —589+3.61 9.55+1.78 7.0@ —248+131
CCcHl 17 10.10+2.01 9.09£2.05 —1.014085"* 17.04+458 13.614£3.92°% —3444280" 3T 685101 —25142.03

Note: vs. before treatment, “P<<0.05; vs. AA genotype,’P<<0.05;v

R3 BERA®

i 0.986 29056 20313 037 5446 \ 0432 0.251
P 0611 <0001 <0001 0830 0006 0488 0,630 0.778
TE: SIRYTRT LR, “P<<0.05; 5 AA BRI LA, 'P<<0.05; 5 ACHI LA 2
e, P<O 05

Tab 3 Comparison of insulin léfe DM patients with different genotypes before and after treatment
[M(P25, P75 t
A . k NS, mU/L PINS,mU/L HOMA-IR,, mU+mmol/L*

iR %l ] A b g g El

AAT 75(590,1143)  8.68(684,1081)  0.60(—231,205)  27.76(19.73,35.16)  44.38(27.00,4721)" 1279(3.95,2029)  341(249,451) 2.67(1.71,339)" —0.93(—1.69,—0.17)
ACH! 42 782(598,991)  12.04(7.86,1759)  2.85(1.77,539)° 2783(1635,42.71)  45.06(30.65,57.55)"  16.68(6.02,27.29)  3.73(243,499) 3.66(2.65,5.08)°  0.19(—0.36,0.54)"

CCHl 17 830(593,9.89)  11.10(9.23,1357)  3.33(1.36,5.25)° 26.10(16.11,32.61)  41.10(32.73,46.58)"  15.90(7.67, 18.19)  3.55(2.50,4.13) 447(3.28,551)*  0.89(—0.36,0.54)"*
FH 0.081 29713 15.562 0.636 1.099 1973 0.186 10.087 30.878

P 0.922 0.056 <(0.001 0.728 0577 0373 0.831 <0.001 <0.001

TE SAITHT LR, T P<<0.05; 5 AA R LA, "P<<0.05; 5 AC T [L4%,*P<<0.05
Note: vs. before treatment, “P<<0.05; vs. AA genotype,”P<<0.05;vs. AC genotype,“P<<0.05

x4 ZBEREZT2DM BFATTAIEMAS KT LR
Tab 4 Comparison of blood lipid levels among T2DM patients with different genotypes before and after treatment

TC(xs), mmol/L TG[M(P25,P75)],mmol/L HDL-C(¥t5), mmol/L LDL-C(xts), mmol/L

- FE
B e wer 2R e E i e
AA 39 5061097  493+091 —0.13+088  1.86(1.21,248) 1.68(1.15,241)° —027(—0.84,020) 137042 1424048 005£056  3.10£0.81 3254093 0.15£0.92
AC 4 520118 487+117 —039+161  1.78(1.28,3.05) 1.75(1.06,249)  —047(=1.07,030) 141£050 1341042 —007+0.66 3.04+132 3.15%121 0.11+135
CcC 17 5284079  451+1.09° —077+1.12  156(0.83,2.73) 1.04(092,1.560) —029(—1.23,0.02) 144031 1361050 —0.08+0.59 325+097 298+112 —027+1.22
FH 1.610 1.220 3434 2.054 2354 0.812 0.817 0.370 1.993 2.092 0.368 0.836
P 0447 0.300 0.180 0.558 0.101 0.666 0.665 0.692 0.369 0.351 0.693 0437

T SIRYTHT AL, *P<<0.05
Note: vs. before treatment, “*P<<0.05
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Bk 51 2% B R g AR 9, L, 04TP1B1 521T>C

OATP1B1 (4% 1 , T 5 2035

BV BE B FH 19 CYP2C8*3 22 254k W] 5 it
& G122 () 25 3 R 28 AR DR AR5 e 45 T
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