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Abstract (en)
[origin: WO9701344A2] Method for inducing cell damage by administering a restraining agent (RA) to a target cell population at a concentration
and under conditions sufficient to retard but not arrest the progress of the target cells through the cell cycle, and administering a targeted cytotoxic
insult (TCI) concomitant with or subsequent to the application of the RA. The invention also relates to a microculture indicator system and auxiliary
data analysis procedures for identifying, designing and using new agents as restraining agents or targeted cytotoxic insults, and for improving
synergistic combinations of existing agents. In embodiments of the invention, the RA can be a ribonucleotide reductase inhibitor, a dihydrofolate
reductase inhibitor, a thymidylate synthase inhibitor, a DNA polymerase inhibitor, a protein kinase inhibitor or a topoisomerase inhibitor. In addition,
embodiments of the invention include, as TCI, indole carbazoles, such as staurosporine, K252a, KT5926, and KT5720. In a specific embodiment,
the RA is thymidine and the TCI is staurosporine.
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