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Abstract: Objective To investigate the therapeutic effect of sitravatinib on carbon tetrachloride (CCl,)-induced liver fibrosis in
mice. Methods A total of 30 male C57BL/6] mice, aged 8 weeks, were randomly divided into control group, CCl, model group,
and low- (5 mg/kg) , middle- (10 mg/kg) , and high-dose (20 mg/kg) sitravatinib groups. All mice except those in the control group

were given intraperitoneal injection of CCl, for 4 consecutive weeks to induce liver fibrosis, and since the first day of modeling, the
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mice in the low-, middle-, and high-dose sitravatinib groups were given sitravatinib at the corresponding dose by gavage every day. The
serum levels of total cholesterol (TC) , triglyceride (TG) , and alanine aminotransferase (ALT) were measured for the mice in each
group; hepatic hydroxyproline content was measured ; HE staining, Masson staining, and Sirius Red staining were used to observe liver
histopathological changes; quantitative real-time PCR and Western blot were used to measure the mRNA and protein expression levels of
a-smooth muscle actin (-SMA ) and collagen type I alpha 1 (Collal) in liver tissue. The therapeutic effect of sitravatinib was assessed
based on the above results. A one-way analysis of variance was used for comparison of continuous data between multiple groups, and the
least significant difference i-test was used for further comparison between two groups. Results  Compared with the control group, the
model group had significant increases in the levels of TC, TG, and ALT (all P<0.05), and there were no significant differences in the
levels of TC, TG, and ALT between the model group and the low-, middle-, and high-dose sitravatinib groups (all 7>0.05). Hepatic
hydroxyproline content decreased after sitravatinib intervention, with a significant difference between the middle-/high-dose sitravatinib
eroups and the CCl, model group (both P<0.05). Histopathological staining showed that the sitravatinib treatment groups had a reduction
in collagen deposition, along with thinning and fragmentation of fibrous septa, and in the high-dose sitravatinib group, 4 mice had a
fibrosis stage of SO—S1 and 2 mice had a fibrosis stage of S2—S3, suggesting a certain degree of alleviation of liver fibrosis degree
compared with the CCl, model group (mainly S3—S4). The measurement of related molecules showed that sitravatinib downregulated the
mRNA and protein expression levels of o -SMA and Collal (all P<0.05). Conclusion

Sitravatinib can effectively alleviate CCl,-
induced liver fibrosis in mice, possibly by inhibiting hepatic stellate cell activation and collagen synthesis.
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Table 2 Grouping, modeling and drug administration of mice
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Table 3 Comparison of serum TG.TC and ALT levels of each group of mice

24 57 S () TG(mg/dL) TC(mg/dL) ALT(U/L)

Xif HR 2 6 21.68 £7.69 162.10+26.76 63.89 + 12.50
CCl 2 6 100.56 + 25.90" 243.84 +44.73Y 254.60 +39.89"
A A Je AR 2 6 99.50 + 16.00" 245.06 +32.95" 24574 +74.11"
A P 6 87.80+22.07" 228.33 +43.47" 233.62 +25.28"
A e R A 6 84.23 +23.71" 222.46 +22.97" 224.37 +33.62"
FI8 15.76 5.58 4.83

Py <0.001 0.002 0.005

TE 50 IRAL AL, 1) P<0.05, TG, Hith = TC, AR ALT, N2 TR 2L H Rl ; CCL, UGk
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Figure 1 HE staining of liver tissues in mice from each group of mice ( x 100)
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Figure 2 Sirius red staining of liver tissues from each group of mice
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Figure 4 Immunohistochemical staining of F4/80 in liver tissues of each group of mice
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Table 4 Liver fibrosis grades of mice in each group
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