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Fig. 2 Morphological changes of Hela cells induced by the different concentrations of (R)-roscovitine
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Fig. 4 Assessment of late apoptotic cells by DNA fragment assay
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Caspase-Dependent and-Independent Pathways for
(R)-Roscovitine-Induced Apoptosis in Hela Cells

ZHANG Jun-ping, LIU Hui-jie, YANG Yang, XU Rui-an

(1. Institute of Molecular Medicine, Huaqiao University, Xiamen 361021, China;

2. Engineering Research Center of Molecular Medicine, Ministry of Education, Huaqiao University, Xiamen 361021, China)

Abstract: Hela cells used as a model, investigate that the cell apoptosis pathways induced by cyclin dependent kinase in-
hibitor (R)-roscovitine and further understand that molecular mechanism by which (R)-roscovitinee induced cell apopto-
sis. The results showed that the proliferation of Hela cells was significantly inhibited by (R)-roscovitine, the cell viability
was reduced by 8.48% —33.76%, 25.19% —86.41% and 47. 90% —88. 08 % , respectively, after treatment with (R)-
roscovitine (17.5—140.0 pmol « L™") for 12, 24 and 48 h. After treatment of Hela cell with (R)-roscovitine for 24 h,
the obvious changes in cell morphology occurred by cell shrinkage, round and adherence decrease. Characteristic change of
apoptosis with DNA ladder was induced and apoptosis increased with increasing concentration of (R)-roscovitine. Moreo-
ver, in the presence of caspase-3 special inhibitor Ac-DEVD-CHO or caspase-pan inhibitor Z-VAD-FMK, the (R)-rosco-
vitine induced apoptosis was reduced by about 20% , suggesting that caspase dependent pathway particaipated in the apop-
tosis induced by (R)-roscovitine. (R)-roscovitine induced apoptosis inducing factor( AIF), which could release from mito-
chondria to nuclei, in the presence or absence of Z-VAD-FMK, demonstrating that (R)-roscovitine could induce apoptosis
and its mechanism by which was through both caspase dependent and independent caspase pathways.

Keywords: (R)-roscovitine; cyclin-dependent kinases; apoptosis; apoptosis inducing factor; caspase
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