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Development of method for setting the rational and safe initial dose in first in
human (FIH) studies.

Yamada, Yasuhiko

2,800,000

first in human ; FIH

NOAEL MABEL
FIH

Determining the safe initial dose of investigational dru?s in the first in
human (FIH) studies is one of the most important steps in clinical trials. ldeally, the initial dose
should be low not to cause any harm in humans, while it is expected to be not too low for efficacy.
The no observed adverse effects level (NOAEL) based approach was the most frequently used to set
initial dose. Also, the minimal anticipated biological effect level (MABEL) based approach was used.
However, there have been no reports on rational method for setting the initial dose. In this study,
we tried to develop the method for setting the rational and safe initial dose by using target
molecular binding occupancy theory.
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Fig.2 Comparison of @, in therapeutic doses(Usual doses)
in various antagonists
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Fig.7 Distribution of mean usual dose ratio (US/JP) .
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