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Clinical Efficacy and Mechanism of Tongxie Yaofang on Patients with IBS-D of Liver

Depression and Spleen Deficiency
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[Abstract] Objective: To observe the clinical efficacy of Tongxie Yaofang on irritable bowel syndrome-
D (IBS-D) of liver-stagnation and spleen-deficiency type, in order to explore its mechanism in regulating brain-

intestine interaction by changing the intestinal flora before and after treatment. Method: Totally 116 patients
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with IBS-D with liver stagnation and spleen deficiency who were diagnosed from July 2016 to December 2018
were randomly divided into observation group and control group, with 58 patients in each group. Observation
group was treated with Tongxie Yaofang orally. Control group was treated with pivalvonium orally. Both groups
were treated for 4 weeks. Scores of traditional Chinese medicine pattern curative effect scoring system (TCM-
PES), IBS quality of life questionnaire (IBS-QOL) , self-rating anxiety scale (SAS) and self-rating depression
scale (SDS) of two groups were compared before and after treatment. Calcitonin gene-related peptide (CGRP)
and vasoactive intestinal peptide (VIP) were detected before and after treatment by enzyme-linked
immunosorbent assay (ELISA). Real-time fluorescent quantitative polymerase chain reaction (Real-time PCR)
was used to detect changes in Escherichia coli, Bifidobacteria, Lactobacillus acidophilus and Streptococcus
faecalis and other intestinal flora before and after treatment. Result: TCM-PES and IBS-QOL scores of two
groups were improved after treatment. TCM-PES and IBS-QOL scores of observation group were higher than
those of control group (P<0.05). TCM syndromes of observation group were significantly higher than those of
control group (P<0.05). SAS and SDS scores were significantly lower after treatment. SAS and SDS scores of
observation group were lower than those of control group after treatment (P<0.05). Plasma CGRP and VIP
decreased after treatment. Plasma CGRP and VIP in observation group were significantly lower than those in
control group (P<0.05). There was no significant change in E. coli after treatment in two groups. After
treatment, L. acidophilus, Bifidobacterium, and S. faecalis increased (P<0.05). In control group, intestinal
L. acidophilus increased after treatment (P<0.05). The differences of intestinal L. acidophilus,
Bifidobacterium, S. faecalis in two groups were statistically significant (P<0.05). Conclusion: TCM can
alleviate clinical symptoms, such as abdominal pain and diarrhea in patients with IBS-D, improve patients' bad
mood and improve their quality of life. This may be related to improvement of intestinal flora imbalance,
regulation of brain intestinal peptide secretion and reduction of visceral hypersensitivity.

[Key words] Tongxie Yaofang; irritable bowel syndrome-D (IBS-D); intestinal flora; brain-intestinal
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%2R B HIL B 32 10K BIF 58 6 42 0 Sl L8 2 e %of
MR, 4% 580, WA/ H BrE28 A, wh30 A,
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N e 33 AL ARIS 19~55 % S I 4E I3 (33, 945. 3)
& R L 0~5. 04F P B (2. 5+1. 3) 4 ; P2 AR
FARIT HOE DI AR O A — R 22 R gt
S0 S0, T HEAT AT HE A F o A AR P A B )
It 7% o

1.2 IBS-Di2WitnifE Ak W58 IBS-D 12 Wi br
ZWBE TV IBS K I AE M I8 15 /Y12 Wi br il 2,
R RAER IR S A RiE 3 AN H B
A3 dHBEEIR, &IF LT 2 2w £ 4, QHEE 5 4E
AR 5 @ K AR I A AT HEAE 4526 >3 Yk /d 8 <3 WK/
P AT A R B AN WL Bk A, A7 >25% i ] A {5t
TR A B A BE i <25% A Bt i) K0 R TE o B2 i
FERAEAE =6 A HIT 34 H W6 2 LA s

1.3 JFFEAE NG R IE 2 Wi bk i RS W bR i S
(B 5 B A AR B 297 & R IR WL (2017) )
HhJFF AR ML K TE 32 W A o, S TE S IR RS L TS S R
% (R A I A SORS R Bk T R RSO E ) . RAIESh
o2, 0 Bkl R Bk oZ Bk A . B RS 130
URAIE 3 T, B 3 90E 2 90 (CH P 3 1 300 O 45 100 Ain ik
IE 2 3,

1.4 AARUME  £54 IBS-D 2 Widn ik, b BEIE R4
A AR MG R IIE 5 4F 0 18~60 % ; 58 % 12 5 i 1 Ibe AR 1k
WHoE N AT 2% F IR B S a5 .

1.5 HEBRbsE  mELEBUE R OREE AE
TR Ko FLWE AN T 22 45 oAt J5L R 5 ke i 1 TS 5 & O
Jn B R BH 2E L M AT AR 2 IR 2l
o2 R S BT g8 2 B ) DG AR ol il T RE 52 i)
DAL O 50U 1 1 25 9 5 A 4 B 22 B e b 25 IR T S 4T
i Wi L0 S O A ™ B

1.6 JRIF ik WEAREEZPAOIRIBIT,
v 2 F 24 F DO 1158 % 60 24 0l AR 7 e A BORE , b 7 40
BAL AR - 1A (HE S 15040071) 20 g, B XU (4 5
15030017)10 g, B4 Bz (415 15010112) 15 g, FIAR (4t
5 15030022)30 g, ik FH 7 ¥ : k7K 100 mL # iz F AT
WORE 1 VKSR, 30/d, T A/ R IR 4 T . X
W A B 3 DG 2 6 5 T R (v T R R 2 )
[ 24 v 7 H20120127, 50 mg/F ), 50 mg/¥k , 3 K/,
7T, O M4 . PIALERE YEYT 4T R YT )
BEFEBEREWR,SEHFEARAL EY AIL
il i o

1.7 WMEHE R

1.7.1  FZIF R QO i B R R 7 8007 4
(TCM-PES) , i 41 &8 35 TR I7T TR 1 M 4 B3R 97 45
W 3 d N HEAT B IR & R T 4. TR R S

24 37 24 11 PR BIF 5% 4 5 T D) )2 e it Y5 K A
JE VI I A 8 6 2 G b o, 32 B P A E R A 4 IR
T A AN LR R R B K PR AR A i BEURE
AR TE B H, R IR 19 & A 40 R T B 2 AR K 0~
943, VF 43 1 ve e 7 e OB ™ T o MR v S IE 4 R
53 K e B8 OF- 157 ok H R VR T RO o 9T AR B
(N)=[ GRIT W53 =167 Ja PF 20 ) AR I7 11 9F 43 ]
100% . JCRL, N<30% ; H %% ,30% <N<70% ; ‘i 5%,
70%<N<95% ;A A1 ,N295% . WA M HR=1G i+
B RO A IRIT AN Bx100% . QIBS A i it &
7] & ¥F 4> (IBS-QOL) , M4 41 [ % T iR J7 I U i Mz 4
JENARYT A5 R G 3 d N BEAT IBS A2 3% Ji ik R) 457 4
7] 5 P 2% T B ARG 45 R DL R RS I IRCR L
K18 H RSB K E s H AR T AR
Wi 55 N 25, ) 45 32 LDVl J8 38 YR 9T A I A 3 AL
LR oy BOR R RN B A TR IR YT

1.7.2 WEITRUER ARG E I, W4 B H
TIRIT IR TT M 4 IR YT 45 3 d W AT = R4 .
K Zing g il £5 08 [ PF 5 % (SAS) FAMAR [ 3 &
F(SDS) IEAM E A RAE % . SAS 15 20 iR
B, BAKED 1~4YT58 1 RR A B2
Y FIRDBED 3 BRI IIE L 450 F£R
o B4y I ) w A R B, o s S AN K E R
Gy N R4y, 2 R e 50 4 i FOR A A R
%44 . SDS Y5 SASIT4ME XA F H 2044 H 43
TSI H Y R > 53 43 i SR AT AR
1.7.3  AHSCHE TR I 2% 06 i K 5 kA2 10
Z O AL E TIRIT R R AT M 4 IR YT 45 3 d Y
Jré B 25 M DK ML, SR P T K 72 W BRI 5 (ELISA)
0 2% 2036 F7 WS I B K b o A5 S P i IR
(VIP) , & 55 2 JE A AH 5C ik (CGRP) & & 19 2 1k .
ELISA K I CGRP i 57 & ( 116 74 I 2B W) Bl H A FR
N A A5 1004101) , VIP (g o £ A 4 TR 8 5%
B4t 5 1804071) . M 18 B A A L IR 9T T
AET A 4 JEIRIT 45 R 3 d N R B BT 3, T
4 CCIRBEARAE , TR AE I 58 2 MEAH O SCHR #8451
TIANamp Stool DNA Kit i 7 ( K R A= fb Bl £ A R
/N )L S DP328-2) 2 HUE {# DNA, KL B-Hlsh & H
(B-actin) 4 N =, PCR 5| ¥ H Prime 5. 0 #X 1% it
M A TAE Y TR () et A7 BR A & & 8L, 51 97
UL 1, W 8 FE AR A b T 1) DNA 3E4T 52 1)
¢ 5E 11 PCR JX W (SYBR Premix Ex Tag Il 1 H X
% Takara 2% ®) , 4lt 5 RR820A; & F 3¢ [E Thermo
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Fisher 2 &) PIKORed 96 %I 52 i} 5¢ 5t % B ACAS I )
JL N 25 A% 94 °C T ZE 1 3 min, 94 °CAE M 30 s, 18 &
HEE (KR A B 53 °C, B BEERE 51. 8 °C, FE R 7L
FEH 52 °C, BB FE 1 53. 5 °C )38 4 30 s, 72 °C ZEfif

1 min, 35 MEH, 72 °CE M S min, T A b5 A ¥
AT AL LA/ IR 25 o KA D 45 B v Y 2 A AR
P UL RS o 286 40 R 3 TR 4 0 S B T A
A log, (¥5 D1 £ /g) 27 B HE £

*1 5l9F7
Table 1 Primer sequence
il Bkl P4 R B /op
PN % 5'-GTTAATACCTTTGCTCATTGA-3' 340
U7 5'-ACCAGGGTATCTAATCCTG-3'
g R FLAT B 75" '-AGCAGTAGGGAATCTTCCA-3' 341
T 5-CACCGCTACACATGGAG-3'
KIEC T 7 37 5'-TCGCGTCYGGTGTGAAAG-3' 243
T 5-CCACATCCAGCCTCCAC-3'
FEBE IR JE - #% 5'-CCCTTATTGTTAGTTGCCATCATT-3' 144
FU# 5-ACTCGTTGTACTTCCCATTGT-3'
B-actin 7 5-ACTCCTACGTGGGCGACGTAG-3' 312

N 5'-CAGGTCCAGACGCAGGAGGC-3'

1.8 Siil2¢ ik R SPSS 20. 0 4 i #1444
AT AT . TR TEORH & £ s TR, 4L g
G5 s TTECBREF9 (% ) Ko L 2] O H ) A
5. LAP<0.05 hERAZRIT¥E L,

2 g#R

2.1 P48 FIGI7 AT )5 TCM-PES, IBS-QOL - 43
W SARARIT TR, W4 B &R YT )5 TCM-
PES ¥4+ ¥ T B , IBS-QOL - 43 ¥ 7+ &5 (P<0. 05) ;
IRIT A 5T R AL LA, AR 4 B E TCM-PES 1 4
fI& T X BE 41, IBS-QOL ¥ 43 & T X B 4 (P<0. 05) .
W2,

R2 FWHBERTAEES LR G+ 5,0=58)
Table 2 Efficacy of TCM-PES and IBS-QOL scores between two

groups of patients(X + 5,n=58) 55
215 i 7] TCM-PES IBS-QOL
PUEZS YBIT 12.7£2.8 110.57+35.38
BT R 8.5+1.6"2 146.37+31.71"-2
X 1R YR IT T 13.1+2.4 114.31+£37.28
BT A 10.7+2.0V 132.47+30.25"

0 ARSI VP <0.05, 5% ALY 5 I 2P<
0.05(F 4~617) .

2.2 WABEPEEMRITTRILE BERIT4H
Jei B IE YT R AR, LR IR T A R T R
H(x’=12.27,P<0.05)., W3,

2.3 P EIBITHIG SAS M SDSIF/r s 5
ALY I L HE WA 4 i 5 SAS, SDS P43 1 R %
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Table 3 Overall efficacy between two groups of patients

(%)

aH R 3% Ak Tk B
WEE 24(41.38) 13(22.41) 10(17.24) 11(18.97) 47(81.03)
XPHE 18(31.03) 11(18.97) 11(18.97) 18(31.03) 40(68.97)

(P<0.05), % B 4H 3% SDS PF4r &K (P<0. 05) . A
ST )5 5 0 BB 2 A, LS 4H B SAS, SDS BRI (P<
0.05), W4,

F4 FWHEBEIGKETHIESAS,SDSTFS LB (X £ 5,n=58)
Table 4 Efficacy of SAS and SDS scores between two groups of

patients(x + s5,n=58) Vi
205 5 i) SAS SDS
Uk -3 YR IT T 36.48+13.57 34.93+9.34
BT IR 30.34+8.21"2 31.17+4.351-2
Xt iR Mgl 35.72+11.45 35.24+7.99
BT R 34.34+6.24 33.24+4.07"

2.4 WYL HIBITHIG CGRP,VIP K- [big 5
AAIGIT R LS, P41 E 12K CGRP, VIP ¥ R [
(P<0.05); 5 X5 AR YT I HL#C, WA 20 78 4 1 9%
CGRP, VIP /KPR (P<0.05), WL# S5,

2.5 WABFEIRITIIEMIE RS 54K
R 9T HT R, WA A R IR T ) W 1B VE TR L AT
P RUBE AT TR L ZE 4 BR 0 24 T i (P<0. 05) , % B4 A
F W A8 V8 R FLAT B TE S (P<0. 05) , R4 K 3% 4 1
A2 T G E X 5 AR TS g, W
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®5 WMARERTHAGME VIP, CGRP K F LB (X + 5,n=58)
Table 5 Plasma VIP and CGRP between two groups of patients

(x + 5,n=58) ngL”!
21 5 s [71) CGRP VIP
pUEZS TR IT T 24.57+8.67 10.20+3.57
BT A 17.64+6.52" 7.3542.24
X 1R RITHT 23.27+8.94 9.73+4.15
BT R 20.30+6.41"2 8.92+1.10"2

B HIRIT I I 8 v R LT T OBUBE T B | 2E BEER
WBCR TS (P<0.05), W6,

*6 MABERTAEHERBTENMILE (T £ 5,0=58)

2.6 ARG AVEIES W4 EE TEAR RTE
¢ P A R Y B R R RN
3 iFie

IBS-D i BT K LR 34 R 42, i I K I
HeAH 55 5 BORS B 0 88, AR R AR AR
RG24 . IBS-D AR 4l H il R 38 87T )3 T v B 2 < it
57 G 7 A I T W L R B, B R
LB R 22 U M AR IE L (G 4 B )il 3k
TS Y AR AR 7E T LS LS AR K 0 22 0 AR 0 5
JIF, AR AE M, M2k i, Ak 8 A AL, ik R TE TS
TS BT A (FHE DR ), AR X 4 A T 2 9 i

Table 6 Changes in intestinal flora between two groups(x + s,1n=58) log,,(¥5 Wl #/g)
4151 ik i) Kl ¥ 75 1 I 2 FLAF I XL FF T4 FEHE R
pUE 3 TRITHT 5.61+1.27 4.25+1.31 5.37+1.23 3.39+0.78
BT IR 5.82+1.31 5.57+0.74"2) 6.57+1.49"2 4.23+0.92"2
X} 1 TRIT T 5.42+1.38 4.15+1.24 5.71+1.14 3.50+0.82
BT 5.60+1.13 5.08+0.53" 6.01+1.21 3.80+1.00

WERCALKE &0 o b R AN IR, AT R 22 2k
S, R B BRI R NELRD RS i RGOS & IR
NHMAsI a2 2y, 24N R IETS , E A
1R AR 22 WS A 1k PRIR YT AR A 2
iR TR B 2 H T IBS B AR A A
TCM-PES #t 3% i i # b 70 07 4 WF A6 IBS A&
B R R A R AR Y R SR
JIG i T B E A B AR AR B, K TCM-PES 3 43 45 2
K FH JC B8 b -3 R A7 A 8501 43 9%, T T B B b K
PIFPGE T J7 % IBS AEAR A #21fil . IBS-QOL it 1]
PN A TR N I S o ) B (B ]
EA T BE IR RS R AR TR T, R OE R DL AR
14 A T A AR PP AL IR T R A A A L TR
o SR ROUL AR I . FEAS IR ST, T A R R T
Hl TCM-PES, IBS-QOL 143 JC i 3 2% 5, W2 4 |
HIRIT S5 TCM-PES PF 43I T X5 BRAH , HOWL %< 4 A8
P E ARG T A ROR S T IR U W R S 2y
AT 85 5% i AR i A RE IR 0 AR L O IE i 48
Fro W4 E 29477 )5 IBS-QOL ¥ 40 ¥ 45 412 i, W
gL 4H B H BT R IBS-QOL 43 & T % IR 2H , 1 BH
V5 L7 AE B0 HRE T R R A R B o R e R A
T T R A X R AL . MR e R 2Z A Rl
A Z U5 ML A 7= A . BRI, 3 B i, 3
W iE k. BRIk, IFER IS 2 IBS-D /3% 2 WLANAR £
BN RGN, IBS B W AR R & T A

L YA S EON R BRI E R E
15 A I PR AE AR o A YT 5% 45 S 3 W 75 22 07 11 IR
N R R AK B SAS, SDS & £ iT4r , A IT 5 SAS,
SDS P4 I T X B 2H , 10d B 75 28 07 1 IR AT ol 5 AR
U HAR DL, B N R ik R T 2R T R R ARG
e AE L 5 B AL ) A . LIU 6 &
L IBS-D f8 & 5 AR IE BB E AF A8 AR ALY i 18 R RE
T W A R R B 2 R B OE E R R A B v
b3 B i T8 T BE AR AL AE TBS-D UK 0 BEPE
(1 & Az v H AT AL VR T o T b 2496 97 v A A
TIAEREB R EREEE EE NI S -
o - il 4 A

H HT, W06 B8 58 5| i 9 E = B ol 2
IBS-D % A fie 2 B0 JRL K 2 — i P 3 v B A i
Lol AL P (S IS S N Bl U R 2 A
W R G0 S B B o B 0 IR A 2R S B T B
T, 0 P A S T3 s A P e L R K R
P, PR P R GEaE A 2 R IR
SR Gt 7/ L R N 7B 1 R N
40 A W A B 45 25 I 3 TR AR LA AR 6 R Y B
w B S 50 A Y R, K
ST R, IBS M W 18 R R A5 R S RN
W S 22 0, 3 SR Bk RO KT L LA R S A 25 A
B e B AR B 3 B R DT RS A R AR, BUR
SRR KU 38 m' ), IBS g A 18 B R K 0 B iE
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S5t Wi Ty et B A R T S E A B, T AR Y
JIES A 4 e AR J8A AH 2R B R R R A T, R
FIBS-D B A H Nz B0 7 5 A AR . B
AEWFIE R S Z 05 R AT B AR A
25 50 25 X} IBS-D 8 #1718 T RE 25 4 A2 Ak = A sg
Jo 1 DA RE 5O TS O R AR AR AR B ORI
B AR A8 22 & 80 1 AR R 34 in /I B T8 BUEE AT B L 3L
FETE , 0035 38 I TR R . B I A5 OR G s F
GER I, R AT S LR b 24 W] G 3 g R L
FEBR B4 10 5 o T 2 400 5 OR R B 1k W 5% ke BTG
B B XK RV AT A2 1 R 3 A B4 ARG, BB XL
YE 51 G245, BAT B 580 V5 2 7 0 1B TS B 1 5 v
S5 IE 1 P9 v AR R Y g el AN TR
1149 10 i JER 1) 355 102 23X 5 AR IR R 9 25 R A A o AR
W FE T, WA AL BB E IR YT IS T A g R FLAF TR WL
b7 FF B L 3B BR B A B Y, 5 ) R LA 2
S B, U BH R VS O nT R T i 1 B R R R B
Jo 8 A 5 R A . AFSE K IBS-D R E 45 1 5
Ji5E K ifi % VIP, CGRP 8 IE # AR 2 FH = . VIP
J2 T Ak R A 2 s T 2 — T A it i 3 7
JUL, 5 B0 A 45 B I () 406 i, 7K o W A 3 5 4, AT
B RN A B R B 22 . CGRP AN BRI 75
Wiz sh Ui e, 0 n] A 5 98 a BRI B8 AR L D
VIP, CGRP >4 - 3 iy figi iz K 6 fivi 7 22 B v ] B H24E
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