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Efficacy and Safety of Tongxie Yaofang Combined with Sinisan in the Treatment of

Diarrhea — Predominant Irritable Bowel Syndrome:A Systemic Review
HU Yanjun,HUANG Jieyao ,XIAO Yaping ,FANG Wei,YANG Haoran,ZHONG Liangcai,LUO Xiaohe,Ll Boqun
(Chongging Three Gorges Central Hospital,Chongqing .China  404000)

Abstract: Objective To evaluate the efficacy and safety of Tongxie Yaofang combined with Sinisan in the treatment of diarrhea -
predominant irritable bowel syndrome (IBS - D). Methods The randomized controlled trials (RCTs) of Tongxie Yaofang combined
with Sinisan (experimental group) compared to chemical drugs (control group) in the treatment of IBS — D in the PubMed, The
Cochrane Library, Embase, Medline, CNKI, WanFang, VIP and CBM were retrieved from the inception of the database to February
2022. The data were extracted, and Meta — analysis of the included studies was conducted by the bias risk assessment tool
recommended by the Cochrane and Rev Man 5.3 software. The Chinese herbs in the modified Tongxie Yaofang combined with
Sinisan included in the study were classified according to their use frequency and efficacy,and the use frequency was calculated.
Results Ten studies were included, involving 692 patients. Meta — analysis results showed that the total effective rate of the
experimental group [OR=3.88,95% CI (2.52,5.99),P < 0.01],the score of abdominal pain, bloating, and diarrhea symptoms (MD =
-0.27,95% CI ( - 0.33, -0.21),P < 0.01],the times of stools,stool characteristics,and the score of fatigue symptoms [MD =-0.21,
95% CI ( = 0.32, = 0.10),P <0.01] were significantly better than those in the control group. Modified Tongxie Yaofang combined
with Sinisan contained 20 Chinese herbs, and the six most frequently used Chinese herbs were Bupleuri Radix, Paeoniae Radix
Alba, Atractylodis Macrocephalae Rhizoma, Saposhnikoviae Radix, Citri Reticulatae Pericarpium, and Glycyrrhizae Radix et Rhizoma.
According to efficacy, the Chinese herbs could be divided into eight categories,with the most frequently used being tonifying herbs
(34.67%) , followed by Qi — regulating herbs (25.33%). Conclusion Tongxie Yaofang combined with Sinisan in the treatment of
IBS = D has good efficacy, which can significantly improve symptoms such as abdominal pain, bloating, diarrhea, increased frequency
of bowel movements,and fatigue. However,the safety need further clinical researches to verify.

Key words:Tongxie Yaofang combined with Sinisan;irritable bowel syndrome;diarrhea;clinical efficacy;safety; Meta — analysis
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Fig.2 Results of quality evaluation of included studies
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Tab.1 Basic characteristics of the included studies
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A. Total effective rate

CRAAE B P EERERS

B. Total score of TCM symptoms

Experimental Control Odds Ratio Odds Ratio

Study Events Total Events Total Weight MH, Fixed, 95% CI MH, Fixed, 95% CI

T
Chen2014 25 30 18 30 13.4% 3.33[1.00, 11.14] .
Jiang2014 29 30 20 24 3.3% 5.80[0.60,55.81] —_—
Li2012 29 30 22 30 3.3% 10.55[1.23, 90.66] em
Liu 2011 55 60 30 40 13.4% 3.67[1.15, 11.72] - om
Liu 2012 58 59 48 56 3.7% 9.67[1.17, 80.03) — -
Ma2016 21 23 16 23 6.2% 4.59[0.84,25.16] s
Shi2014 2 42 22 40 24.0% 2862[1.02, 6.73] —
Tang2011 2 25 17 25 9.1% 3.45[0.79,15.01] T oa
Wang2015 25 30 18 30 13.4% 3.33[1.00, 11.14] .
Ya02015 29 32 24 33 9.9% 3.63[0.88, 14.91] -

1
Total (95% CI) 361 331 100.0% 3.88 [2.52, 5.99] -
Heterogeneity: Tau” = 0; Chi® = 2,54, df = 9 (P =0.98); I = 0%
Test for overall effect: Z = 6.13 (P <0.01) 01 0512 10

A

Std. Mean Differenc
IV, Fixed, 95% CI

L] Std. Mean Difference
IV, Fixed, 95% CI

Experimental Control
Study Mean SD Total Mean SD Total Weight
Liu2011 3.38 1.2300 60 5.36 1.6500
Tang2011 537 21600 25 7.51 2.5100
Yao2015 4.22 2.9900 32 592 2.5500
Total (95% CI) 17

40 41.9% -1.39[-1.84, -0.95]
25 24.4% -0.90[-1.48,-0.32)
33 336% -0.61[-1.10,-0.11]

98 100.0% -1.01 [-1.30, -0.72]

Heterogeneity: Tau® = 0.116; Chi¥ = 5,49, df = 2 (P = 0.06); I* = 64%

Test for overall effect: 2 = -6.84 (P <0.01)

Study or
Subgroup Mean

Experimental Control
SD Total Mean SD Total

B

Mean Difference
Weight IV, Fixed, 95% CI

7
._Ih_

i
i
451050 05 1 15

Mean Difference
IV, Fixed, 95% CI

Abdominal pain

Chen2014 1.93 0.4100 30 2.32 0.3100 30
Ma2016 0.33 0.2000 23 057 04000 23
Tang2011 1.07 0.3800 23 141 06100 21
Yao2015 0.61 0.7000 32 0.83 06500 33

Total (95% CI) 108 107
Heterogeneity: Tau® = 0; Chi® = 1.61, df = 3 (P =0.66); I = 0%
Test for overall effect: Z = -5.37 (P <0.01)

Bloating

Chen2014 1.29 0.3200 30 1.55 0.2600 30
Ma2016 0.19 01500 23 0.38 0.2400 23
Tang2011 0.92 0.3100 19 1.21 0.5400 18
Yao2015 0.50 0.6700 32 0.96 0.6400 33

Total (95% CI) 104 104
Heterogeneity: Tau® = 0; Chi® = 2.74, df = 3 (P =0.43); ¥ = 0%
Test for overall effect; Z = -5.61 (P <0.01)

Diarrhea
Chen2014 2.19 0.5300 30 2.48 0.4100 30
Maz2016 0.42 02000 23 0.71 0.3000 23

Total (95% CI) 53 53
Heterogenelty: Tau® = 0; Chi* = 0, df = 1 (P = 1.00); ¥ = 0%
Test for overall effect: Z = 4.53 (P <0.01)

Total (95% C1) 265 264
Heterogeneity: Tau® = 0; Chi* = 5.37, df = 8 (P =0,80); I* = 0%
Test for overall effect: Z = -8.93 (P <0.01)

Test for subgroup differences: Chi* = 1.02, df = 2 (P =0.60)

10.3% -0.39 [-0.57, -0.21]
10.5% -0.24 [-0.42, -0.06]
3.8% -0.34 [-0.64, -0.04]
3.2% -0.22 [-0.55, 0.11]
27.8% -0.31 [-0.42, -0.19]

16.1% -0.26 [-0.41, -0.11)
26.2% -0.19 [-0.31, -0.07]
4.3% -0.29 [-0.58, -0.00]
3.4% -0.46 [-0.78, -0.14]
50.0% -0.24 [-0.32, -0.16]

6.1% -0.29 [-0.53, -0.05]
16.1% -0.29 [-0.44, -0.14]
22.2% -0.29 [-0.42, -0.16]

100.0% -0.27 [-0.33, -0.21]

C

Mean Difference
Weight IV, Fixed, 95% CI

-0.5 0 0.5

Mean Difference
IV, Fixed, 95% CI

Study or Experimental Control
Subgroup Mean SD Total Mean SD Total
Stool times

Yao2015 0.69 0.5400 32 1.07 05500 33
Tang2011 1.02 04700 22 1.34 0.4000 20
Total (95% CI)

54
Heterogeneity: Tau® = 0; Chi® = 0.1, df = 1 (P =0.75); ¥ = 0%
Test for overall effect: Z = -3.67 (P <0.01)

Stool property

Yao2015 0.66 0.8300 32 091 0.8000 33
Tang2011 1.24 0.5000 25 1.51 04300 25
Total (95% CI) 57 58

Heterogeneity: Tau® = 0; Chi® = 0.01, df = 1 (P = D.93); ¥ = 0%
Test for overall effect: Z = -2.39 (P =0.02)

Symptoms of fatigue

Yao2015 0.50 0.5600 32 0.59 0.6500 33
Tang2011 0.68 0.3200 14 071 03000 16
Total (95% CI)

46 49
Heterogenelty: Tau® = 0; Chi® = 0.1, df = 1 (P =0.75); I = 0%
Test for overall effect: £ = -0.57 (P =0.57)

Total (95% CI) 157 160

Heterogeneity: Tau® = 0.002; Chi* =564, df =5 (P =0.34); ¥ =

Test for overall effect: Z=-3.75 (P <0.01)
Test for subgroup differences: Chi* = 5.43, df = 2 (P =0.07)

17.4% -0.38 [-0.64, -0.12]
17.7% -0.32 [-0.58, -0.06)
35.1% -0.35 [-0.54, -0.16]

7.8% -0.25[-0.65, 0.15]
18.3% -0.27 [-0.53, -0.01]
26.1% -0.26 [-0.48, -0.05]

14.1% -0.08 [-0.38, 0.20]
24.6% -0.03 [-0.25, 0.19]
38.8% -0.05 [-0.23, 0.13]

100.0% -0.21 [-0.32, -0.10]
1%

D

C. ML IR JBLVB JE R AR 5

fatigue symptom

T T
06-04-02 0 02 04 086

D. RAZ 5 2 Fp g2 R AR
3 FEEEAENERIATT SRS BE ST Meta 5 7 R 1R E

C. Scores of abdominal pain, bloating , and diarrhea symptoms

Fig.3 Meta — analysis plot of the two groups

D. Scores of stool and
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