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	In the current oncology drug development paradigm, trials are designed to maximize the chance of an effective therapy and often include patients with advanced disease and a limited life expectancy. Based on the strategies that were originally developed for cytotoxic chemotherapies, dose selection for the clinical development of targeted agents and cancer immunotherapies are typically based on the MTD, which is commonly identified in phase I studies and oftentimes with a limited knowledge of long‐term tolerability. For traditional oncology molecules (e.g., chemotherapy, targeted agents), it is also common for the recommended phase II dose (RP2D) to also be the MTD. The selection of the MTD as the RP2D for cancer therapeutics is commonly based on the assumption that greater efficacy is associated with a higher dose; however, this approach has multiple limitations.
	

	Healthy male and female subjects aged 18–65 and with BMI between 18 kg/m2 and 30 kg/m2 were enrolled into this double-blinded, placebo-controlled, dose-escalation trial. Subjects were randomized 3:1 to intravenous VPA or placebo infused over an hour. Serial plasma samples over 72 hours were assayed by liquid chromatography tandem mass spectrometry and analyzed by non-compartmental and population pharmacokinetic methods.
	

	The QT interval on the ECG is prolonged by more than 50 marketed drugs, an effect that has been associated with syncope and/or sudden cardiac death due to an arrhythmia. Because changes in heart rate also change the QT interval, it has become standard practice to use a correction formula, such as the Bazett formula, to normalize the QT interval to a heart rate of 60 bpm, that is, the rate-corrected QT or QTc.
	



