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Meta-analysis on Trimebutine Maleate Combined with Oryzanol in Treating Irritable Bowel Syndrome
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ABSTRACT: OBJECTIVE To systematically evaluate the efficacy and safety of trimebutine maleate combined with oryzanol
in treating irritable bowel syndrome(IBS). METHODS Randomized controlled trials(RCTs) of trimebutine maleate combined
with oryzanol in treating IBS were identified by searching electronic databases including Cochrane Library, Springer Link, CNKI,
PubMed, Embase, CBM, Wanfang Data and VIP Database. Two reviewers extracted data independently and assessed literature
quality according to the Cochrane Collaboration Risk Assessment Criteria and meta-analysis was conducted by using RevMan
5.3 software. RESULTS A total of 15 RCTs were included, involving 1 338 patients. The results of meta-analysis showed that
compared with the control group, trimebutine maleate combined with oryzanol had better clinical efficacy [RR=1.26, 95%CI(1.20,
1.33), P<0.000 01], and improved clinical symptoms, abdominal pain [SMD=-0.94, 95%CI(-1.22, —-0.66), P<0.000 01], diarrhea
[SMD=-1.33, 95%CI(-1.68, —0.98), P<0.000 01], daily average number of bowel movements [SMD=-1.41, 95%CI(-1.79,
—-1.03), P<0.000 01], abnormal proportion of stool characteristics [SMD=-2.82, 95%CI(-3.42, -2.22), P<0.000 01)], and
reduced adverse reactions [RR=0.40, 95%CI(0.27, 0.60), P<0.000 1] in the treatment of IBS. CONCLUSION Trimebutine
maleate combined with oryzanol has better clinical efficacy and lower adverse reactions compared with trimebutine maleate in
the treatment of IBS.
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Tab.1 Basic information of included studies
W FEAS & AL 5 590 (5 /2)/51 T it S
(T/C)/H) T C qj C T C

T, . 201408 69/71 32.7 34.1 32/37 31/40 C+3 4% 10 mg, tid TM 100 mg, tid 414 OE)
. 20110 34/29 39.1 41.7 14/20 12/17 CHA4EZFK 100 mg, tid TM 200 mg, tid 45 )
B FI35, 25, 2015000 35/32 58.9 57.6 21/14 17/15 C+A 4% 60 mg, tid TM 200 mg, tid 30d OG
WkEFs. 2016011 60/60 51.4 51.4 65/55 65/55 C+A 4% 60 mg, tid TM 200 mg, tid AP ©©)
SR 201202 42/42 30.2 30.2 32/52 32/52 C+3 4% 60 mg, tid TM 200 mg, tid 30d OE)
W4, 4. 2015081 25/25 37.0 37.0 13/12 14/11 C+4 4% 60 mg, tid TM 200 mg, tid 414 OE)
M AP, 201704 60/60 38.9 39.5 32/28 34/26 C+ 4R 40 mg, tid T™M0.1~02 g, tid  A¥f 0O
MRAEBE, 4. 2011050 30/28 46.8 47.5 17/13 16/12 C+A 4% 60 mg, tid TM 200 mg, tid 44 OE)
B 2012016 37/40 30.0 30.0 32/45 32/45 C+A 4% 60 mg, tid TM 200 mg, tid 1A 0©)
fit: SCAL. 2013007 39/39 36.5 36.5 47/31 47/31 CHA4EE 10 mg, tid TM 200 mg, tid 44 )
. 201608 45/42 41.6 41.6 53/34 53/34 C+&4E% 10 mg, tid TM 200 mg, tid 1H V)
REM. 201409 33/33 38.7 38.9 21/12 19/14 C+ 4R 40 mg, tid TM 0.1~0.2 g, tid 1A )
P 20120201 30/28 47.8 42.9 14/16 12/16 C+43 4% 50 mg, tid TM 200 mg, tid 1A )
A, 2017020 100/100 50.2 50.5 35/65 34/66 CHA 4K 10~30 mg, tid TM0.1~0.2 g, tid 45 )
AR k. 20140221 35/35 413 40.7 15/20 16/19 C+54E% 30~50 mg, tid TM 200 mg, tid 4 J ®

E: T-RRA; C-XRA; TM-SRERMEARTT; O-IRARITRH: @-FRRE; @-AEREE .

Note: T—test group; C—control group; TM—trimebutine maleate; (D—clinical effect; @-adverse reaction; (3-symptom improvement.
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Fig. 3 Individual risk bias of included studies
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Fig. 4 Meta-analysis on clinical efficiency
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B4Eg 2014 67 69 62 I i
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Fig. 5 Meta-analysis on clinical efficiency about different doses of oryzanol
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i A S A Std. Mean Difference Std. Mean Difference

Study or Subaroup  Mean  SD Total Mean SD Total Weight IV, Random. 95% Cl IV, Random., 95% Cl
ST F 5

IMiE2012 062 019 37 084 021 40  46%  -1.00[1.57,-0.60] -
HEE2016 042 02 45 096 052 42 47%  -1.38[1.85,-0.81] -

R 2016 06 018 B0 081 063 B0 49%  -0.45[0.51,-0.09] -

B2 015 05 03 25 08 03 25 44%  -0.98[1.57,-0.39] -
BSEEI012 06 02 42 08 02 42 47%  -0.099[1.45 -0.54] -

RGBS 2011 061 021 34 082 026 33 46%  -0.58[1.38,-0.39] -
Subtotal (95% CI) 243 242 279% 094 [-1.22, -0.66] L]

Heterogeneity: Tau®= 0.06; Chi*=10.67, df=5(P=0.06); F=53%
Testfor averall effect Z=6.59 (P = 0.00001)

W% 9
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BRiGEE2011 057 02 34 078 027 33 46%  -0.88[1.38-0.37] -
Subtotal (95% CI) 243 242 27.6%  -1.33[-1.68,-0.98] 4

Heterageneity: Tau*= 013, Chi*=15.14, df= 2P =0.010}; F= 67%
Testfor overall effect 2= 7 .44 (P = 0.00001)

EEElk i e

EIm{Ez012 1.82 0449 a7 25 041 40 4.6% -1.35 [-1.84,-0.89] -
352016 1.79 0.1 60 242 037 [<11] 4.7% -2.08 253 -1.63] -
B3 7015 2 1 15 3 1 25 44%  -098[1.57,-0.39 -
PiPEI012 18 05 42 28 05 42 4T7%  -1.38[1.87,-0.91] -
R EE 2011 18 052 34 243 0A7 33 46% 114166 -057] -
Subtotal (95% CI) 198 200 23.0%  -1.41[-1.79,-1.03] ]

Heterogeneity: Tau*=0.13; Chi*=11.64, df=4{(P=0.02); F=66%
Testfor averall effect Z=7.20 (P = 0.00001)
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ImfE2012 025 004 37 045 008 40 43%  -2.81 [3.44,-217] -
AL 2016 022 003 B0 043 007 60 44%  -3.87[4.49,-3.26] -

015 02 01 25 04 01 25 47%  -1.07[2.85 -1.28] -
BrskEI012 024 005 42 045 01 42 44%  -276[3.36,-2.15] -
HRfGEE2011 023 008 34 044 0078 33 42%  -263[3.29,-1.96 -
Subtotal (95% CI) 198 200 215%  -2.82[-342,-2.22) L

Heterogeneity: Tau®= 0.36, Chi®*=17 .62, df= 4 (P=0.001), F=77T%
Testfor averall effect =919 (P = 0.00001)

Total (95% CI) 882 884 100.0%  -1.56 [-1.88, -1.24] +
Heterogeneity: Tau= 0.51; Chi*=180.53, di= 21 (P < 0.00001); F= 88% =-1u 5 1 5
Testfor averall effect Z=9.58 (P = 0.00001)

Testfor subaroun differences: Chi*= 31.12. df= 3 (P = 0.00001), F= 90.4%
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Fig. 6 Meta-analysis of clinical symptoms after treatment

iR A HHE Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ZEMHZ014 1 33 12 33 16.0% pog@oot, 060 — —*=
2012 3 ar 5 40 B.4% 0ES[017, 2.53] —
HEFE2011 3 34 4 29 5.8% 064 [0.16, 2.63] I
BEg 2014 3 G9 5 71 B.6% 0E2[015 2.48] -1
EHE 2015 2 35 3 32 4.2% 061011, 3.42] e B
HF2017 1 G0 15 B0 20.0% 0.07 [0.01, 0,48
BEfg2015 2 25 13 25 17.4% 015[0.04, 0.61] -
BFES2017 5 100 B 100 8.0% 0.83[0.26, 2.64] I
A R012 3 42 4 42 5.3% 075[0.18 3.19] -1
HE2012 1 an 0 28 07% 281012 66.17]
phTAR 2013 2 39 3 39 4.0% 067012 3.77] .
FRfEEE2011 4 30 4 28 5.5% 0.83[0.26, 3.39] -1
Total (95% CI) 534 527 100.0%  0.40[0.27, 0.60] L
Total events 30 T4

Heterogeneity: Chi*= 1455 df=11 (P =020}, F= 24%

Test for overall effect. £=4.39 (P = 0.0001) 0.01 01 ! 10

Favours @5 Favours #
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Fig. 7 Meta-analysis on adverse reactions
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Tab. 2 Results on sensitivity analysis

HeBR — Tt 58 RR (95%CI) P Z
RE. 201409 1.24(1.18, 1.30) 17% 8.40
WBLH. 2012006) 1.25(1.19, 1.32) 28% 8.81
W 20110 1.24(1.18, 1.30) 24% 8.53
W, 5. 201410 1.26(1.20, 1.33) 4% 8.64
55, 2015010 1.24(1.18, 1.30) 20% 8.43
Bt 201608 1.25(1.19, 1.31) 29% 8.56
¥ikEFS. 2016011 1.25(1.19, 1.32) 30% 8.65
A FE. 201704 1.22(1.16, 1.28) 0% 7.85
Y4, 4. 201500 1.25(1.19, 1.31) 30% 8.77
& %24 201721 1.26(1.19, 1.32) 29% 8.42
RXSEHE. 201202 1.25(1.18, 1.31) 29% 8.63
AR . 20140221 1.25(1.19, 1.31) 29% 8.60
P 20120200 1.25(1.19, 1.31) 29% 8.76
Fiti SCAL. 20130171 1.24(1.18, 1.31) 29% 8.60
MrAe BT, 2. 2011009 1.25(1.19, 1.31) 29% 8.85

. P J<0.000 01,
Note: P values are all <0.000 01.
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Fig. 8 Funnel plot for clinical efficacy
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