rhE P RS A ek 2018 4E 1 45 38 45 1 1§ CJITWM, January 2018, Vol. 38, No. 1 - 25 -

Xﬁ“é?'ri A R L IE CYP2C19
BE R R AR W 2 T T Y

HaedE EAR E & Kk M R R

HE BB TR F A% i (RGERD) M & 3E CYP2C19 2 B £k B oL & 25 T F 77 2K,
MR BRI A & %@Uﬂb&%@ﬁr% J(PPI) Bt oAbk A A Bk 8 752 R., HiE 82 #) RGERD /% &
iE % %47 PCR-RFLP #: 47 A 1 4R, 4 A 3% K4 A 20 68 1) Fo 35 KM AL 20 14 ), #5408 % % £ RJA PPl & ak
Jz SR AN B A4 B IR PR E BRI R R P B A (RDQ 2 &) S kR 4 Fo B o B % g2 Ik & 4
TAENL, BR é&ﬁaﬁméﬂ B e RO RS B TREIA RIS % RDQ B 0BRSS WTRE TR
(P<0.05), ok VMR RS H AREBEZFHELEERY(P<0.05), %%4&1%*’Jéﬂ$%/ 7 Ja R
BR BRI RS almd% MRS % RDQ %9 % T 2 £ F L5t EXL(P>0.05), 40 %% Ak
Z ) A EH I EEG T R F MY (P <0.05), &it RGERD ﬂﬁ%féwﬁmﬁz%%ﬁafcﬁ‘%é;@ CYP2C19
H B Ak X PPl B4 2574 55 RGERD s CYP2C19 AW B MAF A E AL E,
KW MEBHEFRERAA; MEIE; CYP2C19; AR 25K

CYP2C19 Gene Expression of Refractory Gastroesophageal Reflux Disease Patients with Pi Defi-
ciency Syndrome and Intervention of Chinese Herbs XIAO Ru-ping, JIANG Li-shuang, CUI Ya,
CHEN Jian-hai, ZHONG Jie, and BO Ping Jiangsu Key Laboratory of Integrated Traditional Chinese
and Western Medicine for Prevention and Treatment of Senile Diseases, Clinical Medical College of Yang
zhou University, Jiangsu (225000)

ABSTRACT Objective To observe the expression of CYP2C19 gene and the intervention of Chi-
nese herbs (CHs) on refractory gastroesophageal reflux disease (RGERD) patients with Pi deficiency
syndrome (PDS), and to observe the effect of proton pump inhibitor combined with Buzhong Yiqi Granule
(BYG) on them with different metabolic types. Methods Totally 82 RGERD patients with PDS were geno-
typed by PCR-RFLP and assigned to strong metabolism group (68 cases) and weak metabolism group
(14 cases). On the basis of PPI, all patients additionally took BYG for 4 successive weeks. Finally, the
symptom score and total score of the RDQ scale (reflux disease questionnaire) and the symptoms of
PDS were observed in the two groups. Results The scores of reflux, heartburn, noncardiogenic chest
pain, and total score of the RDQ scale were significantly decreased after treatment in strong metabolism
group (P <0.05).Besides, tastelessness, poor appetite, tiredness, and loose stool occurred significant-
ly in less patients of strong metabolism group (P <0.05). In weak metabolism group scores of acid regur-
gitation, reflux, heartburn, noncardiogenic chest pain, and total score of the RDQ were decreased after
treatment (P >0.05). In addition, poor appetite, tiredness, and loose stool occurred significantly in less
patients of week metabolism group (P <0.05). Conclusions The effect of drug intervention on RGERD
patients with PDS was related to the expression of CYP2C19 gene. PPI combined with CHs for treatment
of RGERD had more significantly effect on strong metabolic type of CYP2C19 gene.

KEYWORDS refractory gastroesophageal reflux disease; Pi deficiency syndrome; CYP2C19; ge-
netic polymorphism

BT - E K B AR EG YT H (No.81673736)

VERE B N I PR IS 2= BE VIR A8 1 PG PR 45 & AR B VA TS 3530 =8 (VIJ8 225000)
WIRfEH: b OF, Tel: 0514 87978872, E-mail: boping@yzu.edu.cn

DOI: 10.7661/j. cjim. 20171207. 453



- 26 - v E R PR A AR 2018 4R 1 A 5 38 #4 1  CJITWM, January 2018, Vol. 38, No. 1

MEA M 248 S R (refractory gastroesop
hageal reflux disease,RGERD ) &8 5% 5 i 7] &
() S5 ZE AR (PP EYT 8 J 5 R Fa A ( 88) e it 55
SEIRTCH] BRI B o DR B9 K I RGERD
5 CYP2C19 St 4 A0 ¢, R iZ 4N 2 5 PPI1E
RN, (H CYP2C19 fA7E & Mk 5, JE
Sy RIS PPITEMAR A AU 13852, 5200 PP Y 245 4k
FE AR M T RO 2% 0 X PPLIRIT RCR AR
R U R R IR B AR 20 PP
HZRYT IR U R S5 5 IR RGERD W87k

BRETE

1 LWibRME  KIE 2016 4F 7 K HLIX B 245
TR ERIER T SR AR ER B PP AT 8 IR
AR TC B B 23, 28 RGERD, 1 EEi2 I
ZREEERBEHRPESITFIRERLY R EEE R
Vi P LS 42T 3R L, RGERD 4 IE 3=
UE Beats W 5 R, IR, A VIR, KA 59 5 1K
hE B0, BARE B2, IR, Kk igK, EiF
B UCRE 3T L B AT 27

2 HUABRUE R HEBRARE  AAARRIE: (1) R
20 ~70 % ;(2) A e & H X% GERD 4EAR,
SRR (CH N P25 25 A R A R ) 20 mg,2 ]/
H .8 JEIGY7 JE iR IC I W8 i, HLAF & Lk b B2 i
RS WIbRUE; (3) A TEIMAARTIFGE , 3252 I i P 509 [+
% (RDQ#3) O P8, A FmiEFEE B
FRAmsifE: (1) 2210 S gL I 45 (2) WAt s B4
Bk S M A e E TR R
Hi(3) BATEEL TV EEREERE ()
R DA ISR (AR e R 3 o

3 — k¥R P 2014 48 H—2016 45 H
LA BN REBTHEAEH 11212 W RGERD Lk
WF#E 82 1, 82 fjil RGERD M ik i & v, B 43
], % 39 i, 4% 20 ~70 %, -1 (53.28 +13.22)
% il 3 PCR-RFLP 776 82 {5 2% 43 5 AR i
(extensive metabolism, EM) %I 25 1 55 18 i4f ( poor
metabolism ,PM) %4 EM %izH 68 i, 5 82.93%,
Hrr 55 35 f4i], 2z 33 i, B4 L 1.06: 1, F ¥4 ¥
(52.98 +13.53) %, PM BIZH 14 4], 5 17.07 % , Hirp
8 4,4 6 %, Bt 1.33: 1, F 44 (59.00 =
9.12) %, PIZH B E MR AR SO B LB 8K
(F1) , 2R IG2:EX(P>0.05),

4 RITE A B EEV R R TS e g
FAVER B A 19 A R B e, G A RS, S v

R PH IR

TiH EM HIZH (68 f]) PM HEIL (14 )  t/y? P
P ()

5 35 8 0.150  0.699
e 33 6
Bl 1.06:1 1.33:1
T ( %, x£s ) 52.98 +13.53  59.00+9.12  2.518  0.116
SCARREE (1)

WEH 9 5 4.157  0.245
INERLLTF 25 4

B EE 20 3

KRk 14 2
AL (f))

i 71 32 6 0.082 0.774
5 36 8

A8 CEBE R S L 2 ENR S, 45T BRI
CH M U 25 25 BR 2> W] L 4ik5 : H10950086 ) 20 mg,
FIR,2 U/ H [R) s i P b rb g SORIORE [ 2H A - 5 BT
5 HHE Y H AR (K) TR S R A
2 R PR RIRG , ALt DU R 258 IR A w5
22004012013 g, 7K vp ik, /K of 150 mL, KL i
1 WG 3EIRAT 4 4.

5 CYP2C19 fRit/r AL ¥ E il RGERD i
HEUE B E 2 ANE I 2 mL, BT EDTA Fikt&th, %
i QlAamp 00 & (72 E Qiagen 723 w]) 44 HAk A i
DNA B He st 5 |9, 8 it 22 5 e B - R 1l 1
B K LA (polymerase chain reaction-restric-
tion fragment length polymorphism, PCR-RFLP)
P T CYP2C19 JE[H 435U ( B e WEBE I f vk, 241
KT WS A , AT H) & CYP2C19 e AY, fttdy
GG/GG. GG/GA . GA/GG ., GG/AA . GA/GA . AA/GG.
Hrp EM f1 5 GG/GG. GG/GA .GA/GG 3 Ffi JL [A 4y
1, PM 1135 GG/AA .GA/GA .AA/GG 3 FliJE[H 4371 ,

6 WEIERR LTk

6.1 RDQ&#EEIERIr SMPEETE R
T IF % V4 4L 56 22 A DE 0 b v S, R A 4 R
B2 SO Bl AR OO 4 FIEIR , FEREARFR T 0
RN 57 o WARIRFREE 150 TehEARIC 0 43, TE R
IR EE T A BC 1 70 SR, 520 H R AR TS (R
MR 3 43 S ARAE T W R, 2 H R AR, F5 RNk
e 5 4o FERAT 1 ~3ich2 0, F3~5%0
N4 oo MOBRNMEETH TR <1 R
PRI 2 ~3 RIFT 4 ~5 RIF”.“6 ~7 K/
J&” r5hie A 0.1.2.3.4.5 70, RDQ & ML T
oy ST o Z L

6.2 ThEBEIBRARIEIL  WESPIAL A 7R b



rhE P RS A ek 2018 4E 1 45 38 45 1 1§ CJITWM, January 2018, Vol. 38, No. 1 - 27 -

R2 PRI S UUERPEIY i RDQ B L (I, x £s )

251 Bi% B [A] R Bl E| NN/ 0 RDQ &4y

EM % 68 VRITHI 6.03 +2.05 4.91+1.34 4.75+2.44 4.09 £2.51 19.78 +5.18
BITIE 5.62+1.76 3.65+1.64" 4.06+2.13" 3.15+2.25* 16.47 +4.76 "

PM 7Y 14 TRYTHT 5.50+1.70 3.43 +1.50 4.21+1.48 3.79+2.26 16.29 +4.03
BITIE 4.93 +1.49 2.86+1.10 3.64+1.15 3.21+1.42 15.21 £3.21

- SAGIRITHT AL, "P <0.05

W2 SBURL AT G H R B DGR g = Ty R
B RAZARE L

7 Git o B SPSS 17.0 Sit Mk
P THREVEREL X s 05, R ¢ Kue, VPROV0R
iR FH x 2K P <0. 05 HESH 2B X,

# R

1 WLLIRYT TS & BUE R4 S RDQ 43 L
B(F£2) SIBJ7RTHE, EM R4HE)T IR R Bl
LU N & RDQ S5 2 T % (P <0.05) ,PM
R RYT I R i beot RO IR MR & RDQ &
A N HZERIESFE (P >0.05) .

2 PRYLIRYT S G TEAE IR AR AL B0 b (3
3) SIRYFETELES, EM BIAIRYE S IR VB D YR
P =2 7 A5 £ 51 45 ) 9 (P < 0. 05) , PM
RIIRYT G B /DGR i 2 g A U R85 sk
/B(P <0.05) , HIMREH BA WD (HER TG
BN (P>0.05),

&3 PALAYT RGP IR R ARG O ()
'

45 % Hif ¥ , i
ZH 7 %R i) " mR =4 {5
EM 7 68  AYrHI 53 47 50 42
WITE 417 33" 28" 30"
PM # 14 WBITET 9 9 10 11
wIYkE 4 5" 4 4"

W S5RGBT, "P <0.05

Wi

RGERD %wtILiil H §i 75 A 5¢ 4= WA, 3 &% A)
e — M B TR AN T R B S B
b R BRI RE BT (R SO A G £ X RGERD Y&
S bILt, H AT R EARIH R PR 8 B8R 53 A 8 17 3h
T BRI B E RS 25697 {5 RGERD 835 1 b2
AT B ) S S RE IR AT TC I S A L I R 5 R B
RGERD 5t f& [H & AH X, Horh i 20 & CYP2C19
FER H L A5 n] EE R PP R N 4 1M 24 9k i, i
CYP2C19 KH Z & E v %1 PPl % RGERD MG Y7

HOR'Y AW CYP2C19 3L LA MR 12
P | 2% R IR AP FERL M AR A K, T X IR R
LRSI R &L/, CYP2C19 SeH £ 52
PPI Iy F R W 5 A B IR

RGERD nJHJ& A Hr B 2410 A 07 kiR |
B TE N = Tt R - RN PO ] I 3o
MAERE R E A, ZHEEEARY, A w i, L
FHRE IR 3 PRE AN K 2ok B, B0 S 5 s A 1
RS 5 , AR, B AR, 1 PR AR VR
PO F R AT, BRI &, FoE DLIE
TUAT I AR IR BT 5 A 028 R e g 5 R, e i B
FE 55 UE R AR B 2%, 3 AT R -5 HL e R A R R AR 48
ZH—-ERRS . PEEIIE, T RS ZHE. R
M AEAZ R S N DA A7 1) 5 B IR, SRR oM < 5
RZAR” o AREEE BRI w8 7
T o R S R T R TIRE K L A
MRS EA LAz gh ke sl AT hid, IREs
BT M T2 /M iE— L AR, Rk, B 32 0E
R, LARE R AL, LT 1, B OCER2E

R SR RS S R OHE Y H R
(K) THRR e R AR KA 10 BRI, R
FHBhAS IR PR E . B-FOMIRGE 0 G #2010
N B A 25 | B 2 N - R T e
HHEENE AP THHE R S AR
HR g A, A g IS O B R S R, 25 JH b il AR
B THR S DNR 2 T2 B, 25 A 4
J5, — RN AR, B 5 R AR A VR, — TR R, T
R ETHEZ TIRE .

A5 I H AN [ AR I R A e b 25 R
FE B PO VEAr B, DL HE AT 56
AR R, IR PPIECG  2536 97 RGERD M7 44,
CYP2C19 K [H Z &Mz m PPI X, EM Ui
L RFEINK PP ARk AT DLk B EAE RO, AR
FERREL, TE MR A b 55 AOPORLfS , EM BUZH A PME B
IR IR B e RO U M dR & RDQ BT T
B, JFH IR VB GNR i Z A U R PR A
F00 A R B, 5 PM U4 e #, EM U4



- 28 - v E R PR A AR 2018 4R 1 A 5 38 #4 1  CJITWM, January 2018, Vol. 38, No. 1

Ha A 25 SO , RDQ 2 & PE4r S H ik
P2 J) . M UE AR OEE R N BR Y B B, R
CYP2C19 EM Y £ 25 1 { FH AR 7 i i Ab b 25 <
UKL, TT R R B

i bR, 8 PPLHEA #b 45 SOBURLR IR T
RGERD LIRS 4= A%, JLH X EM %! RGERD 5 :
BT WOR R PY BS54 10 7 ok 4 5 RGERD i UE
(A LR SRR AL R e Y

2 % x #

[1] Fock KM, Talley N, Goh KL, et al. Asia-Pacific
consensus on the management of gastroesopha-
geal reflux disease: an update focusing on refrac-
tory reflux disease and Barrett's oesophagus[J].
Gut, 2016, 65(9): 1402 - 1415.

[2] Takeuchi T, Oota K, Harada S, et al. Characteris-
tics of refractory gastroesophageal reflux disease
(GERD) symptoms—Is switching proton pump in-
hibitors based on the patient's CYP2C19 genotype
an effective management strategy? [J]. Intern
Med, 2015, 54(2): 97 —105.

[3] Kuo CH, Lu CY, Shih HY, et al. CYP2C19 poly-
morphism influences Helicobacter pylori eradica-

(4]

[5]

(6]

(7]

(8]

(9]

tion[ J ]. World J Gastroenterol, 2014, 20 (43):
16029 -16036.

AR R 2P E S E . BB R T R ieY T AL
WEIL(2009, I [J]. PEARE, 2010, 51(9):
844 -847.

HEHR YRS G F R RRIR L& 2. R
B b Y R A 327 LR L (2010) [J ] A & o

PEEELE A2, 2011, 31(11) 11550 - 1553,
P E B EE R IR UMEA. Rt ERR A &
HRORRIZE RO EL ] 4R, 2003, 23
(11): 651 -654.
B, FE5E, X%, 5. CYP2C19 M B 4L
MRS 2R [ ] R 2 e, 2013, 11
(2):22-26.
Furuta T, Sugimoto M, Shirai N. Individualized
therapy for gastroesophageal reflux disease: po-
tential impact of pharmacogenetic testing based
on CYP2C19[J ]. Mol Diagn Ther, 2012, 16(4):
223 -234.
TG, AT, A S e Y o B I AL A 5 A
[J].dtHEs, 2015, (5): 757 -759.

(ks : 2017 -06 -09 &l 2017 -11 -18)

TR AR

YECTT G TR D AR

%4&4&4&4&4&4&4&A&A&ALé&é&é&é&A&A&A&éﬁé&é&é&é&A&ALALA&A&A&A&A&A&A&A&A&A&A&A&A&AL&LA&A&A&A&A&A&#

A
3

3 PEHREAGEHARSENI S 2018 FERELE
F_EPEPAELEES

#

Wb E 545
Bk E P E S LR

EXAE

fESCER

(AR A BT IR A ) o
BREAR

P J 0 J 1 J 1 g 10 R 10 Rt 10 I 10 I 10 I 10 I 0 I 0 0 I 0 I 0 N O I O O I O R O R O R 0

AR FAD 2N, TP EHRFHE
~5

T & I 18 IR 1E 3T A0

AT PESHRFPWES —ER(GINT AL ER) s RME, R E, £15.0571 -85288275; R ¥ E 2 X
FE—WEER B A, KR, 15:022 -27432592; ¢ B ¥ EA R IR ER B, 245, ©45:010-62835134 ; A F E 2
RFHWBERF A, A0E, 35028 —-85229280 4 214 ; HHEA K F W B L7 P EERR, #$5%,010 -52176045,

K =

B (I B # 4L B 1) R, 3 A
Hra2018 #FAFLEE B TEATHELLFTAHSSLE HIERFARESS L
ERAFRFLHT2018 54 A20-22 B AWM LITTILBEBTF, RAKFHITFHRREZALRELE T REasT
W27 (35) K5 4137 B A S X S AL AR R R R S F MRS, AR Ll s de T

(M BERREFHFFHRRA () FPE. FTHEZHGTHEKR 5 5 i E;(3) FHRHER(FH
REEHIVRAER AT ARG RR; (4)RES ARESF SHEFFIAMEFAYTLEEL; (5) 4
G5 ke B AR R R 2Rk A; (6) B B A Tk eh K IR I 15 000K (7) bl B4 A X,

(1) L RAF Lk, kG R A 500 ~1000 FHIHE, QML ANG Tk ERPERAFAR,HVE
B TFREGAERE B, FEWEL, FEREL RS TAEEIE BRI B A B A B s &L TR H;(2)
# L —4 A Word XA#% XM, Rk, 14 55,15 84738, (3) A2k LA R A M L&A, LR E B T4 £ zyyxx-
nk@126.com (#5432 Ashm A) , A S F ok T MR BHAE L FH XA B A 2018 52 A28 8

IO O ix ¢ i O i O i O M () M () ) M ) M ) M ) M ) M ) M ) M ) M ) M ) M &) M &) M ) M ©) M &) M ©) M ) i O el

*7???????????????????????7?????????????7?????????????7?????7??????f???????f?@?f?f?f??????????*



