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Development of Radiation-Activated Prodrug bearing Bromouridine Unit and Hypoxia-
Responsive Groups ('College of Science and Engineering, Aoyama Gakuin University) O
Yuho Ochiai,' Tatsuya Nishihara,' Kazuhito Tanabe'

Hypoxic tumor cells contribute to malignancy and therapeutic resistance, and therefore, there
are increasing demands for selective treatments. To design the drugs for hypoxia treatment, we
prepared a prodrug of radiosensitizer which was activated in tumor hypoxia. We selected
bromodeoxyuridine (BrdU) as active radiosensitizer and introduced an indolequinone (IQ)
moiety to produce prodrug 1Q-BrdU. 1Q-BrdU was selectively reduced to form BrdU under
hypoxic conditions in rat liver microsomes. In A549 cells, IQ-BrdU showed cytotoxicity only
under hypoxic conditions with X-ray irradiation.
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Figure 1. Activation mechanism of IQ-BrdU
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