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The regulations in the package inserts of psychotropic drugs regarding automobile driving are different in
Japan than in other countries. Only the Japanese package inserts uniformly prohibit car driving while taking
medications. The effect of taking medicines on driving performance has been evaluated mainly through the
Dutch highway driving test, and it is considered important to provide appropriate information to medical
professionals and patients in order to prevent traffic accidents. It is ethically and legally impractical to
conduct a highway driving test in Japan, and a driving simulator (DS) is expected to be utilized, but how to
evaluate the effects of medicines on driving performance has not been established, except for the Dutch
highway driving test. Therefore, the aims of this study are to establish an evaluation system with reliability
and validity for assessing the effects of medicinal drugs on driving performance, and to develop draft
guidelines for assessing the effects of medicinal drugs on driving performance. The DS in this study is a
portable and simple driving simulator developed based on literature review and past our works, and is
capable of evaluating three basic driving performance: road-tracking task, car-following task, and harsh-
braking task. First, the test-retest reliability of the assessment indices was verified for healthy males and
the high reproducibility was confirmed. Next, we conducted a validity test using alcohol in healthy males
(only the highly active type of aldehyde dehydrogenase was included). The primary endpoint, SDLP, was
confirmed to increase in an alcohol concentration-dependent manner, and the clinical threshold of this DS
was determined. In addition, zopiclone and placebo were administered before sleep in a randomized, double-
blind, crossover trial to healthy males, and driving performance was assessed 9 hours after dosing. The
primary endpoint, SDLP, was significantly higher in the zopiclone group than in the placebo group, indicating

the sensitivity of the positive control. Driving performance of patients taking antipsychotics and antiepileptic
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drugs were also evaluated, and this DS was found to be safe for use in patients’ group. In the European Union,
the degree of influence of medicines on driving performance has been classified into four levels. However, the
details of the evaluation and judgment methods have not been disclosed in detail, and it has been difficult to
extrapolate them directly to the Japanese population. Recently, the U.S. FDA has issued guidance on driving
tests, however, it does not describe specific evaluation methods, making it difficult to apply the guidance as
is in Japan. The existence of Japanese guidance for evaluating the effects of medicines on driving
performance was essential to improve the description of the Japanese package inserts based on scientific
evidence. Therefore, we have developed a draft guideline on how to evaluate the effects of psychotropic drugs
on driving performance. This guideline will provide for a comprehensive evaluation of the effects of
psychotropic drugs on driving performance by pharmacological properties, clinical trial results including

driving tests, and epidemiologic reports.



