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Synthesis and Bioactive Studies on phenylphthalimide analogues
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Thalidomide [N(a)-phthalimidoglutarimide] is a sedative agent, but withdraw from
the market, because it caused infants born with a severe deformity of the limbs. At
present, this drug is useful to treat inflammation common to a host of diseases, and
combat weight loss and aphthous ulcers in AIDS patients, on the eye disease macular
degeneration, on breast, prostate and brain cancer, on Kaposi&apos;s sarcoma (a form
of cancer common in AIDS patients), and other related diseases. The treatment for
these diseases may result from thalidomide can regulate tumor necrotic factor
(TNF-a), which secreted mainly by activated monocyctes or macrophages. Because
optically pure forms of thalidomide readily racemize and undergo hydrolysis, we tried
to simplify the part of glutarimide of thalidomide to obtain four series of phthalimide
derivatives, including phenyl-phthalimide, pyridyl-phthalimide, aminobezyl-
phthalimide, and diphenylazo-phthalimide analogues. In order to further structural
studies and bioactivities, we used anhydrides to replace the 1H-isoindole moiety of

phthalimide derivatives to obtain related compounds. We used anhydrides and amino



substrates to prepare all the above compounds and to evaluate the bioactivities. The
compounds were evaluated in vitro cytotoxicity against five human tumor cell growth
(HL-60, Hep-2, Hep G2, HONE-1 and NUGC). The data indicated that almost
compounds are non-cytotoxicity. On the other hand, we evaluated the effects of
thalidomide and the thalidomide-like compounds on the synthesis of nitric oxide (NO).
The data suggest that thalidomide and the thalidomide-like compounds potent
inhibiting activities on NO. The results are helpful to further studies on

immunological diseases, tumor growth and angiogenesis.



