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Wortmannin Enhances Trichostatin A-Induced Tumor Cells Apoptosis Through Downregulation of
Survivin and Acceleration of Caspase-cascades

LOU Wei', LIU Bin?, SONG Yiz*(l.The Third Affiliated Hospital of the Zhejiang Chinese Medical University, Hangzhou
310005, China; 2.Beijing Institute of Radiation Medicine, Beijing 100850, China)

ABSTRACT: OBJECTIVE To study the interaction between Wortmannnin, a selective inhibitor of PIKKs, and TSA, to
explore the role of DNA damage signals in HDIs induced tumor cell death. METHODS The cell cycle distribution and cell
apoptosis were detected by flow cytometry. The expression level of Caspase-2, 3, 7 and Survivin were determined by Western
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blotting with the antibody against each protein. RESULTS While low-dose Wortmannin alone had little effect on the tumor cell
viability, it inhibited Trichostatin A (TSA) induced G,/M arrest and enhanced TSA induced apoptosis. TSA induced human acute
lymphoblastic leukemia (MOLT-4) cells apoptosis through activation of Caspase-2, 3, 7. When pretreatment with Wortmannin,
activation of Caspase-2, Caspase-3, and Caspase-7 by TSA was accelerated, and Survivin, a member of inhibitor of apoptosis
protein (IAP) family, was also significantly decreased coincident with the acceleration of cells apoptosis. CONCLUSION Asa
PIKKSs inhibitor, wortmannnin has been proposed as a potential anti-neoplastic agent. Wortmannin enhances TSA-induced tumor
cells apoptosis through down-regulation of Survivin and activation of Caspase-cascades.

KEY WORDS: Wortmannin; histone deacetylase inhibitor; trichostatin A(TSA); tumor; apoptosis
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Fig 1 The effect of Wortmannin on MOLT-4 cells’ apoptosis
induced by TSA after 24 h of administration(n=3)

Compared with control group, "P<0.05; compared with TSA group,
Pp<0.01
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were treated with Wortmannin and TSA after 24 h
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Tab 1 The effect of drugs on MOLT-4 cell cycle detected
by flow cytometry
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China; 2.School of Pharmacy, Second Military Medical University, Shanghai 200433, China; 3.Department of Pharmacy,
Zhejiang Xiaoshan Hospital, Hangzhou 311201, China)

ABSTRACT: OBJECTIVE To study the effect of grape seed proanthocyanidin and its compositions with tea polyphenol or
curcumin on rabbit model of atherosclerosis. METHODS The rabbit model of atherosclerosis was established by high-fat diet.
Rabbits were divided into six groups: normal control group, atherosclerosis model group, proanthocyanidin group,
proanthocyanidin and tea polyphenol group, proanthocyanidin and curcumin group, and simvastatin group. After atherosclerosis
rabbit model established, the rabbits were given proanthocyanidin compositions for four weeks. The blood-lipid level was
measured. Hepatic tissue and aortic atherosclerosis were observed by transmission electron microscope and the Oil red staining.
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