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Abstract
BackgroundJES9501 is dehydroevodiamine, the extract of Evodia rutaecarpa, expected to be a new therapeutic for Alzheimer disease. This study aims to investigate the pharmacokinetics (PK), pharmacodynamics (PD) and safety of JES9501 after single or multiple dosing.

MethodsA double-blind, randomized, placebo-controlled, dose ascending, parallel study was conducted in healthy subjects. A single dose of JES9501 50·100·200·400 or 800 mg and multiple doses of JES9501 100·200 or 400 mg once-daily for 7days was administered. Serial blood and urine samples for PK evaluation were collected. Acetylcholinesterase (AChE) activity was measured for PD evaluation in multiple dose group.

ResultsIn the single dose study, means of dose-normalized peak concentration (Cmax) of 100·200·400 and 800 mg dose group are comparable except 50 mg dose group. Means of dose-normalized area under the plasma concentration-time curve (AUC) from dosing to the last quantifiable concentration of corresponding dose group were similar. At steady state in the multiple dose study, means of dose-normalized Cmax and AUC for dosing interval of 100·200 and 400 mg dose group decreased as the dose increased, however those were not relevant. There was no significant difference of AChE activity between three dosage groups and placebo group. Adverse events related to study drug were all mild and there were no remarkable findings.

ConclusionJES9501 was safe and well-tolerated after single or multiple doses in healthy male subjects. Further studies are warranted to evaluate the PK of optimized dosage form and to prove the drug effect in clinical trials for Alzheimer disease patients.
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[image: Figure F1 ]Figure 1


  Mean JES9501 plasma concentration-time profiles after single oral administration (Left: linear scale, Right: log-linear scale, bar: standard deviation).
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  Mean JES9501 plasma concentration-time profiles after multiple oral administration of JES9501 once daily for 7days (Left: linear scale, Right: log-linear scale, bar: standard deviation).
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  Acetylcholinesterase activity-time profile at predose, Day 4, Day 7 and Day 9 after multiple oral administrations of JES9501 once daily for 7days (bar: standard deviation); Acetylcholinesterase was measured in Placebo group (N=5), and 200 mg group (N=2) on day 4.
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  Pharmacokinetic parameters of JES9501 after single oral administration of JES9501**The values are presented by mean ± standard deviation. †(%, coefficient of variation), ‡median / [ min-max ]. § N=4.
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  Pharmacokinetic parameters of JES9501 on Day 7 after multiple oral administration of JES9501 once daily for 7 days**The values are presented by mean ± standard deviation. †(%, Coefficient Variation). ‡median / [ min-max ]. § N=5.
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