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Effects of hydroxycamptothecin on hepatic expression of Bax and Bcl-2 genes and a-SMA protein and hepatic
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[Abstract| Objective To observe the effects of hydroxycamptothecin ( HCPT) on hepatic expression of Bax, Bcl-2
genes, and a-smooth muscle actin («-SMA) and hepatic fibrosis in rats. Methods  Sixty-four SD rats were randomly divided
into 5 groups: normal control group, model group, low-dose HCPT group. intermediate-dose HCPT group and high-dose
HCPT group. Hepatic fibrosis was induced in rats by abdominal injection of CCl,. The normal control group was injected with
normal saline only; the low-dose, intermediate-dose, and high-dose groups were injected with HCPT (3 times a week for 8

weeks) at 0.25, 0.5 and 1.0 mg/kg, respectively. At the end of the 8" week, liver tissues were obtained from each group for
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H-E staining and Masson staining to observe the degree of hepatic fibrosis. The expression of Bax . Bcl-2 mRNA and the Bax/
Bel-2 mRNA ratio in liver tissues were examined by RT-PCR. Immunohistochemical staining was used to observe a-SMA
protein expression and TUNEL staining was used to observe cell apoptosis. Results Notable hepatic fibrosis was found in
model group (]Il stage in 2 rats, [V stage in 8 rats). Compared with the model group, each HCPT group had significantly
improved fibrosis (P<C0. 05; low-dose HCPT group: Il stagein 1. [l stage in 8. [Vstage in 1; intermediate-dose HCPT group:
Il stage in 7, Il stage in 3; and high-dose HCPT group: Il stage in 1, [ll stage in 7, [\ stage in 2). RT-PCR results showed that
the expression of Bax and Bcl-2 mRNA in the model group was significantly higher than that in the normal control group (P<C
0.05), and the expression in the three HCPT groups were significantly lower than that in the model group (P<C0. 05), with the
ratio of Bax/Bcl-2 mRNA in the model group being significantly lower than those in the three HCPT groups (all P<C0. 05). The
immunohistochemistry result showed that the hepatic -SMA level in the model group was significantly higher than those in the
intermediate- and high-dose HCPT groups (P<C0. 05). The TUNEL staining showed no significantly positive staining in the
HCPT has protective

normal control group or model group, and positive staining in all the three HCPT groups. Conclusion

effect on CCl,-induced hepatic fibrosis in rats; inhibiting proliferation of hepatic stellate cells, up-regulating Bax/Bcl-2 mRNA

ratio might be part of the related mechanism.
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E1 BFAXRFEALR H-E £ B (A-E) & Masson F & (F-J)
Fig 1 H-E staining (A-E) and Masson staining (F-J) of rat liver tissues in each group

A, F: Normal control group; B, G: Model group; C, H: Low-dose hydroxycamptothecin (HCPT) group; D, I: Intermediate-
dose HCPT group; E. J: High-dose HCPT group. Original magnification: X100
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2 HHARMFHLR Bax Bck2 mRNA RiX
Fig 2 Expression of Bax and BcF2 mRNA in rat liver tissues of each group
M: 100 bp marker; 1: Model group; 2: Low-dose hydroxycamptothecin (HCPT) group; 3: Intermediate-dose HCPT group;
4; High-dose HCPT group; 5: Normal control group. * P<C0. 05 vs model group; “P<C0. 05 vs intermediate-dose HCPT

group. n=10, ks
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Intermediate -dose HCPT

High-dose HCPT
127 4
A
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Normal Model Low-dose  Intermediate- High-dose
control HCPT dose HCPT HCPT

B3 SAXRFEALAS «SMAERRIE
Fig 3 Expression of a-SMA protein in rat liver tissues of each group
a-SMA: a-Smooth muscle actin; HCPT: Hydroxycamptothecin. A-E. Immunohistochemical staining of a-SMA protein (origi-
nal magnification: X100); F: Quantitative analysis of «~-SMA protein expression. * P<C0. 05 vs model group; ©P<C0. 05 vs
intermediate-dose HCPT group. n=10, x5
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TUNEL FH ¥ 3% 5 40 fg 3= 22 48 of T ) ik 20 2000 48

4 HHEKXRIFHEL TUNEL &

Fig 4 TUNEL staining of rat liver tissues in each group
A, F:. Normal control group; B, G: Model group; C, H: Low-dose hydroxycamptothecin (HCPT) group; D, I. Intermediate-
dose HCPT group; E, J: High-dose HCPT group. Original magnification: X100 (A-E); X400 (F-]J )
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