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Notification of examination outcome

December. 9, 2015
Applicant
Department of Psychiatry
Kiyokazu Atake
University of Occupational and Environmental Health
President Toshiaki Higashi
Receipt number: H27-184
Study title: Effect of single caffeine intake on neuropsychological functions.
Researcher: Kiyokazu Atake, Reiji Yoshimura, Asuka Katsuki, Yuki Konishi, Ryohei Igata

Decision based on the examination outcome of the University of Occupational and Environmental
Health ethics panel in Jun. 3, 2015 was given below.

Decision Accept

1. Responsible person of study implementation will maintain

Subject to approval records of copy of consent document.

2. You must report an implementation result promptly.

Reason of unapproving

I certify that the copy foregoing is a correct translation.
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Clinical Trial Protocol

Objective:

This study is conducted in a double-blind, randomized, placebo-controlled manner from
January 2016 to December 2016 (Fig 1). The participants are randomly assigned to either
the caffeine group (N = 50) or the placebo group (N = 50) via the envelope method. The
protocol (S1 file) is conducted as follows. First, individuals don't consume caffeine for 3
days prior to the study. Participants are randomly assigned to receive 200-mg doses of
caffeine or a placebo. Blood samples are obtained before and 120 minutes after the
administration of caffeine or a placebo. The plasma caffeine concentration is measured
via high-performance liquid chromatography (HPLC). Thirty minutes after
administration, the cognitive functions of participants are evaluated with the Symbol
Digit Coding Test (SDC), the Stroop Test (ST), the Shifting Attention Test (SAT) and the
Four Part Continuous Performance Test (FPCPT) using Cognitrax, a software program
used to test neurocognitive functions. After the cognitive function tests are conducted, the
driving performance of participants is evaluated using a driving simulator. Main outcome
measure is driving performance before and after the administrations of caffeine or a
placebo. Secondary outcome measures are caffeine concentrations and cognitive
functions.

Subjects

Included criteria

1) Physically healthy, 2) without any psychiatric diseases via the Structured Clinical
Interview for DSM-1V (SCID), 3) have a Japanese driver’s license.

Excluded criteria

1) Heavy caffeine consumers, 2) smokers, 3) taking any medications.

Setting a sample number
One hundred participants are setting according to the power analysis. Duration of the
present study is from July 2015 to June 2018.

Method

Plasma preparations

Whole blood samples are collected in heparinized tubes and centrifuged, and plasma are
stored under -20 C.



Analysis of plasma caffeine levels
Plasma caffeine levels are analyzed using HPLC (Agilent 1220 Infinity 11 LC, Agilent
Technologies, Inc. United States).

Evaluation of driving ability
Harsh-braking test and Road-tracking test are performed using a driving simulator (UC
Win/Road Driving Simulator, FORUMS Co., Ltd. Japan).

Evaluation of cognition
Cognitive function is assessed with the CNS Vital Signs (CNSVS) (CNS Vital Signs
LLC, Morrisville, USA) computerized battery of tests.

Statistical analysis

Statistical analyses are performed using STATA software. Differences between the
caffeine group and placebo group regarding demographics and baseline characteristics,
driving ability and neurocognitive functions are assessed via non-paired t-tests and chi
square tests. Repeated measures analysis of covariance is performed for blood caffeine
concentration levels with the baseline data serving as the covariate. All statistical tests
are two-tailed, and a P-value below 0.05 is considered significant.
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