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Effect and mechanism of acetaminophen on epithelial barrier function in
tumor-bearing mice
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Abstract: Objective To explore the barrier dysfunction induced by acetaminophen, and provide guidance for the clinical rational use
of drugs. Methods 2 x 10° Lewis lung cancer cells were subcutaneously tumor-bearing in the right axillary of C57BL/6 mice. The
general states of the mice were observed, and the tumor metastasis were detected by pathological morphology, HE and
immunohistochemistry. At the same time, mRNA expression levels of barrier related proteins were detected by qRT-PCR, to explore
the potential mechanism of acetaminophen affecting epithelial barrier. Results Compared with control and model groups, the lung
tissue of mice in acetaminophen group showed obvious tumor metastasis. Pathological and immunohistochemical staining results
further showed that the lung tissue metastasis was significantly increased in mice of acetaminophen group. qRT-PCR results showed
that mRNA expressions of barrier related proteins such as Claudin 5, Occludin, ZO-1, and DSG2 were significantly decreased in lung
tissues of mice in acetaminophen group. Conclusion Acetaminophen may reduce the expression of epithelial barrier-related proteins,
induce epithelial barrier dysfunction, and then induce the risk of tumor metastasis.
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Table 1 Primer sequence
ElEZEAXiN FF 3l
Claudin 5 F TGGTGCTGTGTCTGGTAGGATGG
Claudin 5 R GTCACGATGTTGTGGTCCAGGAAG
ZO-1F AGCTGCCTCGAACCTCTACTCTAC
ZO-1R GCCTGGTGGTGGAACTTGCTC
Occludin F TGGCTATGGAGGCGGCTATGG
Occludin R AAGGAAGCGATGAAGCAGAAGGC
DSG2 F GAGAGGCGGCGTAGGAGGTG
DSG2 R GGTGAGGAGGCTTCTGTGTTCTTC
GAPDH F AAGAAGGTGGTGAAGCAGGCATC
GAPDH R CGGCATCGAAGGTGGAAGAGTG
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B ZH A IR o, AFAE—E RS, WEEH|
DEIMUNERS I SR, X O
HANRBIBHLR I T R MR Bt (Fi kA
R, P<0.05).
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Xof ] Xt LB AL

1 FENBRABEAKRBFES
Fig. 1 Gross morphology of lung tissue in mice of each
group
R 2 Lewis BERENRAEBHER (x25n=10)
Table 2 Lung metastasis in tumor-bearing mice with Lewis

lung cancer ( x+ts,n=10 )
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Fig. 2 HE staining of lung tissue of mice in each group
(x50)
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Fig.3 Immunohistochemical staining of lung metastases (x 50)
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B4 ZEDRMERRFEHEXER mRNA FIRIEKTE
Fig. 4 Expression of mRNA of barrier related protein in lung tissue of mice in each group
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