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Abstract
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Abstract:

Renieramycin M is a marine bistetrahydroisoquinolinequinone alkaloid, which is isolated
from the Thai blue sponge Xestospongia sp. found in the Si-chang Island of Thailand. In this work,
the new series of renieramycin M derivatives were synthesized including 22-O-amino ester, 5-O-
amino ester and 5-O-acyl-ester of renieramycin M and 5-O-acetyl ester of renieramycin T. More than
20 compounds with different ester substituents at carbon 5 and 22 positions were obtained in
moderate to high yields. The evaluation of non-small-cell lung cancer cell cytotoxicity against
aggressively metastatic H292 and H460 cell lines were analyzed by the anti-proliferative MTT assay.
All renieramycin derivatives exhibited cytotoxicity toward H292 and H460 lung cancer cell lines in
nanomolar concentrations. Interestingly, 22-O-ester derivative was possessed more cytotoxic activity
than that of 5-O-ester derivative. The most toxic candidates in these series were 22-O-acyl-N-Boc-L-
glycine ester of renieramycin M (IC5;, 3.56 nM), which showed 6 folds more toxic than that of
renieramycin M (IC5, 24.56 nM) toward H292 cells and 5-O-acetyl ester renieramycin T (IC5, 1.69
nM), which showed 6 folds more toxic than that of renieramycin M (IC5, 6.50 nM) toward H460 cells.
Thus, the more potent non-small-cell lung cancer cell cytotoxic agents have been developed by
using renieramycin M as a lead compound. The new renieramycin derivatives will be further studies

and developed as potential anti lung cancer candidates for animal and clinical study.
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