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[ Abstract | Objective; To observe the intestinal flora changes during the construction of antibiotic
associated diarrhea ( AAD) model and the effect of Lizhong Tang on intestinal flora changes in AAD model.
Method: Eighty-one male BALB/c¢ mice were selected forpreliminary experiment. High, medium and low dose
(5,1,0.5¢ -kgfl) ampicillin was used to construct intestinal flora disorder model, then the mice were fed with
Clostridium difficile (1.6 x10* CFU, colony-forming units) to construct the AAD model, and finally were treated
with high, medium and low dose (7.5, 5.5, 3.5 g -kg™') Lizhong Tang respectively. According to the animal
phenotype and optimum treatment conditions during preliminary experiment, 20 male BALB/¢ mice were selected
and randomly divided into 4 groups (n =5 in each group): blank group, intestinal flora disorder group, AAD
group, Lizhong Tang treatment group (7.5 g +kg™'). Modeling and treatment were conducted according to
optimization steps. Fecal samples in four groups were respectively mixed as XL1, XL2, XL3, XL4, and then were
subjected to flora changes analysis using 16 S rRNA high-throughput sequencing technology. Result: The
phenotypic changes during AAD model building were consistent with clinical AAD symptom. The intestinal flora
changes at OTUs level were 860, 282, 385, and 394, respectively; the abundance changes at phylum level were
as follows: Proteobacteria (6.94% , 41.77% , 1.99% , 2.89% ), Firmicutes (44.34% , 34.89% , 36.82% ,
32.11% ), Bacteroidetes (46.6% , 22.74% , 60.8% , 64.49% ) respectively; the number changes at genus
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level were 88, 58, 52, and 59 respectively. There were significant flora changesin all groups (P < 0.05).

Conclusion; The intestinal flora structures were changed drastically with decreased diversity and abundance during

the construction of AAD model; Lizhong Tang could change the structure of intestinal flora in AAD model, and

increase the diversity of flora.
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Fig.1 Rarefaction curves of intestinal flora 16 S rRNA of control
group, intestinal flora disorder group, AAD group, Lizhong Tang

treatment group
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Fig.2 Bacterial variation of control group ( XL1), intestinal flora
disorder group ( XL2), AAD group ( XL3), Lizhong Tang 7.5 g-

kg ~! treatment group (XL4)based on phylum level

3.4 ETIEAKCFMAR BN XL L&A 88 4
J& , FRER KR 3 AN E IR R 38, 18% , i

AR HEM M E (No Rank) i 13.73% , 2R 15 &
( Faecalibacterium ) 5§ 6.26% ; H ¥ U H &
(Megamonas) {5 5.91% ; X12 iL&F 58 @, £ &
FREY 3 ANJE S 58 B A B R o 40. 7% ,No Rank (4
29.77% , & FHIREE & 20. 73% ; XL3 H4E5F 52 4>
J& A B R R 3 AR IR & & 56. 47% LI
H B 5 22.65% ,No Rank 5 4.72% ;X14 L& F
SO, FERERXM 4 NE G FKE R &S
37.21% , 8 H W B & 17.98% , &l A W8
( Parabacteroides) 5 14. 78% , ¥ J& ( Bacteroides)
g 11.45% , WA 3,

XL2 Ho XLL /b 7 43 A& Jrom 7 9 4N
AH T XL, 7E XL2,XL3 , XL4 3 A i i 5 25
JE 331 AN AT XLL, 78 XL3 F0 XL4 o3 fin iy
JEAL 9 AN M T XL3,FE S XL4 3 T 6 ANE L, H
B 7 13 A g, BBy & F A BB AL A
T JE FIr o e el 0. 23% 35S 11, 45% 5 BIHUAT I8
JE BT 5 e 3. 51% 36k 14.78% 5 B% 4 T JE
(Sutterella) fT 5 H it 0. 09% 3l 2.09% . WL
K3,

4 SFE AR T 16S TRNA JE PR P 91 1Y 22 55 T ik

H: A5 HR AR f LIBSHUFF 347 P {f 4} Hil} P <0. 05,

R AAD F K IR T R v I 3l R REAE TR 2 T
5o
4 g

ARSLH AAD /) BURERL AR, 2 1 T I R AR
EEC SN RRFAINE = SR e 7B N R R
Mgk d e AN HEE RS R, 58/ B
AT SR g% RIELHAR KR TR BB RERL SR
TEFESE LR 5 AR5 R 4 Bl XE AR T TR & IRt 1T
HEH, HE/DRH BTG, S8 B IR AAD
I Wi 7

4 AFEH 16 S tRNA fR 8 IR I 17 1A 207 51 1
FEAT 15 000 2%, Fi B M 23R B 4 A RE A P 51 2 4
WAICE 1) H bk XL1 [ OTUs Sy 860 4, K W] 2
W) ) I TR R 22 FE A B g 5 B X2 f) OTUSs hy 282
A RUIHE B PUE R T 2R [ s 0 BORMER B
(R XL3) A 3, i BE AR iz 36 )7 Jm (BE dn XL4)
ZAENE R 2 B AT BE — 2 B 39, {EL 1 R BE A B
XL1 #) 7K, ZREPEFE B Chao 2 = 45 %1 Shannon
SR ER B E 4 RS, FE RS 3
OTUs B A —F, S 4 A4 fl o 240 51 22 R 2
AR

-85 -



5521 55 21 1 FEXEFFFRE Vol. 21, No. 21
2015 4 11 H Chinese Journal of Experimental Traditional Medical Formulae Nov. ,2015

streptococcus

-eae uncultured
ultured

__%

Ve
.
Vi
i
We
Hy
Ve

adlinBC27 wastewater sludge

B3 ETEXTFHNZ=ZB4A.HEFEFFLLA.AAD AME 7574 Heatmap

Fig.3 Heatmap of control group, intestinal flora disorder group, AAD group, Lizhong Tang treatment groupbased on gunus level
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