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Since the introduction of cisplatin in the 1970s, platinum derivates have had a major impact in cancer medicine. Platinating agents, including cisplatin, carboplatin and oxaliplatin, have been used as part of the treatment of many types of cancers, including head and neck, testicular, ovarian, cervical, and lung. Unfortunately, their notorious toxicity to the kidneys and the inner ear were immediately recognized as a limiting factor for their widespread use. The interest in platinum drugs for cancer chemotherapy has resurged in recent years because of advances in the elucidation of the mechanisms of tumor resistance and the introduction of new platinum-based agents. However, whereas the introduction of aggressive prehydration techniques was quite successful in ameliorating nephrotoxicity, no similar clinical strategies were developed to prevent platinum derivates-induced ototoxicity. Researchers around the world are still struggling to find successful therapies to protect the inner ear against the toxic side effects of platinum-based agents. A variety of agents with chemoprotective action were successfully tested in animal models, but they failed when translated to human beings. Recent clinical trials with promising drugs such as amifostine and sodium thiophosphate, for example, provided disappointing results. In this presentation I will describe the discovery of the anticancer properties of cisplatin and its clinical introduction, the currently accepted mechanisms of cytotoxicity associated with platinum derivates and, particularly, the lines of research developed in the last 30 years aimed at preventing or ameliorating their ototoxic side effects. Present studies will be discussed in context to possible future strategies to prevent platinum derivates-induced ototoxicity.

