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[ Abstract] Objective To investigate the effect and underlying mechanism of Shizao decoction (SZD) on
inducing apoptosis in breast cancer transplants in nude mice. Methods SKBR3 cells were cultured and transplanted

into nude mice to construct tumor models. SZD was applied by continuous intragastric administration for 4 weeks and
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its effects on tumor growth were observed. After administration, the mice were killed and the transplanted tumor
tissues were separated. Lactate dehydrogenase (LDH) levels in tumor tissues were detected using an LDH Kkit.
Morphological changes in transplanted tumor tissues were observed by Hoechst33342-propidium iodide staining,
reactive oxygen species ( ROS) were evaluated by 2’ , 7’ -dichlorodihydrofluorescein diacetate staining, and
mitochondrial membrane potential was evaluated by JC-1 assay. Caspase3, Caspase8, and Caspase9 activities in the
transplanted tumor cells were detected by enzyme-linked immunosorbent assay. Fas and Fas ligand (FasL) protein
expression were detected by Western blot. Caspase3, Caspase8, Caspase9, Fas, and Fasl gene expression were
detected by quantitative polymerase chain reaction. Results Compared with the model group, SZD significantly
increased LDH production (P<0. 05, P<0.01) by transplanted breast cancer cells in nude mice, induced apoptosis,
increased the ROS content (P<0.05) and mitochondrial depolarization ( P<0.05, P<0.01), increased the gene

expression and enzyme activities of Caspase3, Caspase8, and Caspase9 (P<0.05, P<0.01) , and increased the gene/

protein expression of Fas and FasL. (P<0.05, P<0.01). Conclusions

SZD can induce apoptosis in transplanted

breast tumors, possibly via the apoptotic caspase and Fas/Fasl. pathways tumor.
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Figure 1 Effect of SZD on growth inhibition in transplanted tumor of nude mice with breast cancer
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Table 2 Effect of SZD on the weight of transplanted tumor tissue in nude mice with breast cancer and the tumor inhibition
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Figure 3 Effect of SZD on morphological change in cells of xenografted tissue
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Figure 4 Effect of SZD on contents of ROS and change in

cells of xenografted tissue (x+s, n=3)
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Figure 5 Effect of SZD on change of mitochondrial membrane potential in cells of xenografted tissue (x+s, n=3)

27 |:| Caspase3 “I Caspase8 . Caspase9 s
o
E ok
e
y
o Hok
£y 18
7 &
=
£9 *
& o
%z
&
=
&
0
E R AR 4 R7/R BN A L
Model group SZD low dose group SZD medium dose group SZD high dose group

T SHOLAURLL, © P<0.05, ™ P<0.01,
B 6 THHXFAIRIHLYNIE T Caspase FHICHEIG AR AU (x+s, n=3)
Note. Compared with model group, *P<0.05, ™ P<0.01.

Figure 6 Effect of SZD on relative activity of Caspase enzyme in cells of xenografted tissue(x+s, n=3)
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Figure 7 Effect of SZD on expression of Fas, FasL protein in cells of xenografted tissue (x+s, n=3)
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Figure 8 Effect of SZD on relative gene expression in cells of xenografted tissue(xts, n=3)
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