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Synthesis of Cantharidinimide Derivatives and Related Acid Anhydrided Imides and Their Bioactivity
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Cantharidinimide ; Antitumor activity ; Cytotoxicity
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Cantharidin is the active principle of Lytte caragarae, Mylabris phalerata and Epicauta gorhami and various other insect species.
According to the previous reports that cantharidin and their analogue showed to exhibit a wide spectrum of biological activities
including antitumor properities. Its vesicant and toxic properties make it clinical activity useless. Several of cantharidinimides
without the two methyl groups show avticonvulsant activity, N-methylcantharidinimide show less toxic and inhitory action on
tumor S-180 in animal and H-22 tumor cell in rat and parts of cantharidinimides derivatives showed antihepatoma action on
Hep-3B and SK-Hep-1 liver cancer cells. Here we used cantharidin, phthalic anhydride, himi anhydride, citraconic anhydride etc. as



starting material and diaminobenzene or ortho, meta and para aminobenzylamines and diaminoanilines derivatives as amines
sources to synthesis various other cantharidinmides and imides by heated at ca. 200°C in base condition. We found that some
imides are less toxic and more effect to cancer cells, Hep-3B and Sk-Hep-1 when functional NO/sub 2/ existed and some imides
showed effects on xanthine oxidase. The aim of this study is to synthesize and screen some less toxic and more effect new
cantharidinimides superior to those currently available for the treatment of cancer. We study in this project in vitro to screen
antitumor activity, cytotoxic activity assay by MTT assay, analysis of DNA profile by FACS (Fluorenscence-activated cell sorting),
Detenction of the differentiation f HL-60 cell by anti-CD 11b monoclonal antibody and formation of colony in soft agar. In vivo we

use rats for evalution of antitumor activity.



