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Abstract: Objective This study intends to investigate the effects of Changji ’an formula on ultrastructure of colonic
mucosa and levels of ZO-1 and CLDN1 in model rats with IBS—D. Methods 40 SPF grade SD rats were randomly
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divided into five groups, including the normal group, the model group, the pinaverium bromide group(18 mg-kg™'),
the high dose of Changji ’an formula group(33.48 g-kg™"), and the low dose of Changji ’an formula group(16.74 g-kg™),
with eight rats per group. The rat model of IBS—D was established by three—factors method: maternal separation,
acetic acid stimulation and restraint stress. At the end of the modeling, all medication was given by gavage and
lasted for 14 successive days After medication, AWR scores of rectal distention test were performed to evaluate the
visceral sensitivity, the changes of ultrastructure of colonic mucosa were observed by TEM. Immunohistochemistry (IHC)
was used to examine the expression of CLDN1 and ZO-1 in colonic tissues. The mRNA levels of CLDN1, ZO-1 in
colon tissues were assessed using RT-qPCR. Results Compared with model group, AWR scores were decreased in
pinaverium bromide group, high and low dose of Changji’an formula group (P <0.05, P<0.01). The TEM results
showed that the tight junction of IBS—D model group appeared incomplete, disrupted and widen. Changji 'an formula
alleviated the impairment of ultrastructure of colonic mucosa in IBS=D model rats on a certain degree. Compared with
model group, the mRNA levels of CLDN1 and ZO-1 in rats’ colonic tissue were increased after administration of
high and low dose of Changji ’an formula and pinaverium bromide (P <0.05, P<0.01). The average optical density
values of ZO—1 and CLDN1 with immunohistochemistry increased significantly (P <0.05, P<0.01). Conclusion
Changji "an formula can improve the disorder ultrastructure of colonic mucosa and up-regulate levels of ZO-1 and
CLDN1 in model rats with IBS-=D.
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Figure 2 Effect of Changji 'an formula on ultrastructure of colonic mucosa in model rats with IBS—-D(x2 000)
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Figure 3 Effect of Changji 'an formula on ZO—1 expression in colonic tissue of IBS—D model rats(x200)
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Figure 4 Effect of Changji ’an formula on CLDN1 expression in colonic tissue of IBS—D model rats(x200)
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