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Meta-analysis of the Effects of Multi-drug Resistance Gene MDR1 C3435T Gene Polymorphism on Thera-
peutic Efficacy of Proton Pump Inhibitors-based Triple Therapy for Helicobacter pylori Eradication
PU Qianghong, LYU Qiuju(Leshan Municipal People’s Hospital, Sichuan Leshan 614000, China)

ABSTRACT OBIJECTIVE: To systematically evaluate the relationship of multi-drug resistance gene MDR1 C3435T gene polymor-
phism with therapeutic efficacy of proton pump inhibitors (PPIs)-based triple therapy for Helicobacter pylori eradication. METH-
ODS: Retrieved from PubMed, EMBbase, CBM, CJFD, Wanfang database and VIP, clinical studies about MDR1 C3435T gene
polymorphism and PPIs-based triple therapy for the eradication of H. pylori infection were collected. Meta-analysis was performed
by using Rev Man 5.3 statistical software after data extraction and quality evaluation by using STREGA statement. RESULTS: A to-
tal of 7 studies were included, involving 1 019 patients. The results of MDR1 C3435T genotyping in patients were classified as
wild homozygote genotype (CC), mutant heterozygous genotype (CT) and mutant homozygote genotype (TT). The results of Me-
ta-analysis showed that there was no statistical significance in the eradication rate of H. pylori among CC, CT and TT groups of
MDR1 C3435T gene polymorphism [CC vs. CT: OR=0.99, 95% CI(0.69,1.42) ,P=0.95;CC vs.TT: OR=1.44, 95% CI(0.66,
3.15),P=0.36;CT vs.TT: OR=1.54, 95%CI(0.86, 2.73),P=0.14]. Subgroup analysis showed the eradication rate of H. pylori in
CT genotype group was higher than that in TT genotype group among Asian population [OR=2.35, 95% CI(1.53,3.62), P<
0.001]. CONCLUSIONS: MDR1 C3435T gene polymorphism basically do not affect therapeutic efficacy of PPIs-based triple thera-
py for H. pylori eradication. For Asian population, gene detection is useful for the treatment.

KEYWORDS Multi-drug resistance gene; MDR1 C3435T gene; Gene polymorphism; Proton pump inhibitor; Helicobacter pylo-

ri; Meta-analysis; Therapeutic efficacy
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Tab 1 Basic characteristics of included studies

S RN Jekl SRR Wi TR BEGI
Oh JH(2009)" EFiiE 70 W [ A PCR-RFLP™ FHEAIIEA0 me/ I TR 0.5 o/ FTECFHE 1.0 /2K, bid | 210
HiEAL(2014)" Bt PCR-RFLP* %A 30 me/i SERIE K 0.5 g/ FIZEPIAR 1.0 g/3K, bid 2 80
ok (2013)7 Bith PCR-RELP* SRR 20 mg/ Wi I 20 mg/ WK TR R 0.5 g/ WETH 1.0 g/, bid | 106
WiZkate(2012)" B RIS S AT R PCR-RFLP™ AR 20 m/ KR 20 mg/ I HRITE 0.5 g/ JTSTH: 1.0 g/, bid 2 101
Gawronska-Szklarz B(2010)"  BHt%5 PCR-RFLP* PRI 40 mg/?’)(\qaﬁﬁﬂék(].S g/&\miﬁ%].o g/?’)(,bid 1 139
Furuta T(2007)" B TR R PCR-RFLP* %M 30 mg/ K HATE R 0.2 g/ I FIELRHK0.75 g/ bid 1 313
|

Gawronska—Szklarz B(2005)" Bt + —fehaii . B A& R

PCR-RELP* A2 mg/ K SRR Z 0.5 g/ BB 1.0 g/0%, bid; HEAERINE40 mg/ UK FREIEQ.S g/ 2K,

70

WL 1.0 g/, bid

2.3.1 MDR1 C3435T RN HIF CCH 5 CTA B & 1]
IEAFREARBR R LA TR L T CC 415 CT 4Lk
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Tab 2 Quality evaluation of included studies

AR RN HARRAA DIRERAN  AMACREUEREN  AHRAREAIA T ERRI AR B AR &
OhJH(2009)" b 7 2 s ® R 6
HiAAL(2014)" % & & & & # 4
013" % % 7 % % & 6
FiARaE(2012)" s & & & & & 6
Gawronska=Szklarz B(2010)" & & & & £ = 6
Furuta T(2007)" & R’ & R’ 3 & 6
Gawronska-Szklarz B(2005)" # & & i) = & 4
o Meta 73 A 25 A 7 , AL A WA T TIRATF IR AR BR 38tk X [OR=0.55,95%CI(0.14,2.09),P=0.38].
iﬁa 2L 7 L [OR=0.99,95% CI(0.69,1.42) , I I B | ounse
S N 2.2.1 Asian
P=0.95]. WZHI3Hr& W], 72 AHE[OR=0.97,95% iy BR OB Dum e =
N N PR 2012 2 29 17 21 136% 0.62[0.16,2.41) 2012 _':_
CI(0.64,1.47) , P=0.88]FIF M E ABEOR=1.05, 95% %2 23 @ ouum  amemesa —
Subtotal (95% CI) 251 194 69.2% 2.13[0.96,4.73) >
N e a even
CI(0.53, 2.11),P=0.88]H", [ 211 f& 35 i [ ] AT PR AR B ey T8 <335 - <0< 73
327 > :‘—‘L»il“ aucasian
%‘: ttﬁ b % iﬁﬂaé}ilﬂ{‘ éﬁ:ﬁshsmms 2005 " 27 13 18 143% 0.26 [0.07,0.96) 2005 —
Gawrofiska-Szkdarz 8 2010 3 4 25 34 166% 1.080.39,3.00] 2010 —
cc cr Odds Ratio Odds Ratio Subtotal (95% CI) 7 52 30.8% 057[0.14,2.24] e
1.2.1 Asian - :ime:el :;:nliw Tau®= 0.64; Chi*= 2 82 df=1(P=0.09); F=65%
Furuta T 2007 83 101 112 139 28.0% 1.11[0.57,215) —_ Testfor overall effect Z=0.81 (P =0.42)
Oh JH 2009 62 75 92 109 21.6% 0.88(0.40, 1.94) "
3kFH 2013 2% 31 44 51 89% 0.830.24,2.88) I Total (95% C1) 322 246 100.0% 1.44[0.66, 3.15] -
B, 2014 15 15 10 15  05% 16.24(0.81,325.88) T— Total events
AR 2012 27 28 45 51 150% 0.35(0.11,1.14) t Heterogeneity: Tau™= 0.70; Chi*= 18 15,df=6 (P 0.006); "= 67% 001 01 10 100
Subtotal (95% CI) 251 365 74.1% 0.97[0.64, 1.47] > Test for overall effect Z=0.81 (P = 0.36) Favours [CC) Favours [TT]
Total events 303 Testfor suborouo differences: Chi*= 2.68. df=1 (P= 0.10). F= 62.7%

Heterogeneity. Chi*= 6.54, df = 4(P 01G)F 39%
Testfor overall effect Z=0.15 (P = 0.88)

1.2.2 Caucasian

Gawrofiska-Szkiarz B 2006 127 10 25 102%  1.03(034,313) —_—
Gawnofiska-Szkiarz B 2010 33 44 45 61 157%  1.07(0.44,260) >y

Subtotal (95% CI) 7 86 259%  1.05[053,2.11] -

Total events

Heterogeneity: Chi*= 0.00, df= 1 (P Yo 96 P= n%

Testfor overall effect Z= 0.15 (P = 0.88)

Total (95% CI) 322 451 100.0%  0.99[0.69, 1.42] L 4

Total events 251 358

Heterogeneity: Chi*= 6.64, df= 6 (P = 0.35), P= 10% b o0

Testfor overall effect Z= 0.06 (P = 0.95)
Testfor subaroun differences: Chi*= 0.04. df= 1 (P=0.84). P= 0%

Bl1 MDR1C3435TZERFEE P CCHECTHBREZMI]
R B R B 2 B Meta 2 AT R AR [E]
Fig 1 Forest plot of Meta-analysis of H. pylori eradica-

01 10
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tion rates between CC and CT genotypes of

MDR1 C3435T gene polymorphisms
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3o Meta M2 5 B , PR AH AR WA T TIBAT RAR [ R EL
B, R LG E L [OR=1.54,95%CI(0.86,2.73) ,
P=0.14]. WAHHTRA, WM AR CT AR E 1Y 12
FRARBRRE E S T TTYH, ZERA %22 L[OR=
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B2 MDR1C3435TERFEEHPCCHAETTAHBREM]
BT ER B 28 Meta 2 AT R AR E
Fig 2 Forest plot of Meta-analysis of H. pylori eradi-
cation rates between CC and TT genotypes of
MDR1 C3435T gene polymorphisms

cr m Odds Ratio Odds Ratio

v T % Cl om, 95% C1
3.2.1 Asian
Furuta T 2007 12 139 44 73 212% 273[1.46,5.13) ——
OhJH 2009 92 109 20 26 146% 162057, 4.63) ~—
K 2013 44 51 16 24 131%  314(098,10.07] —
B, 2014 1015 25 50 126% 2.00(0.60, 6.69) T
PR 2012 45 51 17 21 108% 1.760.44,7.03) —_1
Subtotal (95% CI) 365 194 72.4% 2.35[153,3.62] L 2
Total events 303 122
Heterogeneity. Tau®= 0.00; Chi*=1.17, df= 4 (P = 0.86), F= 0%
Testfor overall effect Z= 3.88 (P = 0.0001)
3.2.2 Caucasian
Gawrofiska-Szdarz B 2005 1025 13 18 116% 0.26(0.07,0.95) —
Gawroriska-Sziarz B 2010 45 51 25 34 16.0% 1.01(0.39,262) —t—
Subtotal (95% CI) 52 27.6% 0.55[0.14,2.09] i
Total events
Heterogeneity. Tau®= 0.60; Chi*= 1 73 of=1(P= 0 m) P=64%
Testfor overall effect: Z= 0.88 (P = 0.38)
Total (95% C1) 451 246 100.0% 154[0.86,2.73] d
Total events
Heterogeneity. Tau®= 0.30; Chi*= 1258 df= 6(P nnﬁ) P=52% TR b o0

Testfor overall effect: Z=1.46 (P = 0.14)
Testfor subaroun differences: Chi*= 4.10.df= 1 (P= 0.04). F= 756%

3 MDR1 C3435T EEE F1 CTHSE TT Hld [ TIE4F
BIR B R A Meta 2 HT 7R 4k B
Fig 3 Forest plot of Meta-analysis of H. pylori eradica-

1
Favours [CT] Favours [TT)

tion rates between CT and TT genotypes of
MDR1 C3435T gene polymorphisms

2.4 EFRIRESTH

MDR1 B[R Z 35 Eh CC41 5 CT 4l .CC41 5 TT
4 .CTH S TTH R BURME e R LK 3, thak3n]
L ASHIFEFIASEE TR A WL AR it 77 , B A5 o
&3 MDRIEREZTMHERIELRRFEITHE

Egger’s 5 Begg s I8 45 R
Tab 3 Egger s and Begg’s tests for detecting publica-
tion bias of MDR1 genetic polymorphisms

T gger SRR Begg s RRA

CCHlw. CTH P=0491 P=0652
CCHlws. TTH P=0854 P=0.764
CT#H vs. TTH P=0254 P=0548
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Meta-analysis of Aidi Injection Combined with S-1 for Advanced Gastric Cancer
CHI Zhiheng, YU Shun, CUI Meng (Institute of TCM Literature Research, Nanjing University of TCM/Jiangsu
Collaborative Innovation Center of Tumor TCM Prevention and Treatment, Nanjing 210023, China)

ABSTRACT OBIJECTIVE: To evaluate therapeutic efficacy and safety of Aidi injection combined with S-1 for advanced gastric
cancer systematically, and to provide evidence-based reference. METHODS: Retrieved from CJFD, Wanfang database, VIP,
CBM, Cochrane Library, PubMed and EMBase, randomized controlled trials (RCTs) about Aidi injection combined with S-1 (tri-
al group) vs. S-1 alone (control group) for advanced gastric cancer were collected. Meta-analysis was conducted by Rev Man 5.3
software after data extraction and quality evaluation by risk bias evaluation tool of Cochrane Handbook Version 5.1.0. RESULTS: A
total of 8 RCT were included, involving 690 patients. Results of Meta-analysis showed that there was no statistical significance in
therapeutic efficacy of solid tumor between 2 groups [OR=1.19,95% C1(0.88,1.61) , P=0.26]. The improvement rate of survival
qualityfOR=3.62,95% CI(2.48,5.30) , P<<0.001], immunoglobulin level [CD3:SMD=1.31,95% CI(1.06, 1.56) , P<<0.001;CD4:
SMD=1.71,95%CI(1.38,2.04),P<<0.001; CD8:SMD=—1.46,95%CI(—1.68, —1.23),P<<0.001; CD4/CD8: SMD=1.45,95%
CI(1.14,1.76),P<<0.001] in trial group was significantly higher than control group. The incidence of leukopenia [RR=0.52,95%CI
(0.40,0.68),P<<0.001], thrombocytopenia [RR=0.49,95% CI(0.36,0.67),P<<0.001] and gastrointestinal disorder [RR=0.56,95%
CI1(0.43,0.71),P<<0.001] in trial group were significantly lower than control group, with statistical significance. CONCLUSIONS:
Compared to S-1 alone, S-1 combined with Aidi injection can not significantly improve therapeutic efficacy of solid tumor therapy,
but can improve survival quality and immunity of patients, as well as reduce the occurrence of ADR.

KEYWORDS Aidi injection; S-1; Gastric cancer; Meta-analysis; Therapeutic efficacy; Side reaction
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