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Tokyo 143-8541
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Professor Shinichi Kawai, MD, PhD Date
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2. SYNOPSIS

Name of Executive Investigator: | Individual Study Table
Shinichi Kawai Referring to Part of the Dossier

Name of Study Drug: Volume:
Simvastatin
Name of Active Ingredient:
Simvastatin

Study Title: Global Clinical Study on Ethnic Differences in Drug Metabolism Based on
the Joint Statement by the Japanese, Chinese and Korean Ministers of Health

Clinical Pharmacokinetic Study of Simvastatin in Healthy Adult Male Subjects

Principal Investigators: <Japan> Tomoko Hasunuma
<China> Cui Yimin
‘<Korea> In-Jin Jang
<US> Masaru Kaneko

Study Sites: <Japan> Kitasato University, Research Center for Clinical Pharmacology
Bioiatric Center
<China> Peking University First Hospital
<Korea> Seoul National University Hospital
<US8> SNBL Clinical Pharmacology Center Inc.

Publications: Not applicable

Study Period™:
Date of first admission Date of final follow-up
<Japan> 5 July 2010 9 July 2010
<China> 9 August 2010 18 August 2010
<Korea> 10 August 2010 28 August 2010
<uUs> 27 August 2010 10 October 2010

*When the study is conducted in the divided several groups, the date of the first admission of
the first group and the date of final follow-up of the last group were described.

Clinical Phase:
Clinical pharmacokinetic study

Objectives:

To investigate whether or not there were ethnic differences in the pharmacokinetics of
simvastatin in healthy adult Japanese, Chinese, Korean and Caucasian male subjects based
on the same protocol among the four countries.

Methodology: This was an open-label, single administration study in male healthy volunteers.
In Japan, China (the Han race) and Korea, the nationalities of these subjects were the same
as those of grandfather, grandmother, father and mother. In the US, only European
Caucasian was eligible.

One 20 mg tablet of simvastatin was orally administered with 150 mL of soft mineral water
(hardness<100, Volvic® efc.) after fasting for at least 10 hours. Water drinking was prohibited
up to 2 hours after taking the study drug. Food intake was not allowed up to 4 hours after
administration.

The calories and the balance of three major nutrients (PFC balance) of the dinner on the day
before administration and the first lunch and dinner after administration were unified among
the countries as much as possible.

Safety assessments were performed at pre-determined times during the study period. Adverse
events were monitored throughout the study.

Number of subjects (planned): 40 subjects for each country (Total 160 subjects)

Diagnosis and main criteria for inclusion: Healthy adult male volunteers aged 20-35 years,
with body mass index of 18.5 to <30.0 kg/m2 and body weight of 50.0 to 100.0 kg, having
given written informed consent.

Study drug, dose, administration route and batch numbers:
One 20 mg tablet of simvastatin (Lot No.107093) was administered with 150 mL of soft
mineral water (hardness<100, Volvic® etc.).
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SYNOPSIS (continued)

Name of Executive Individual Study Table
Investigator: Referring to Part of the Dossier
Shinichi Kawai

Name of Study Drug: Volume:
Simvastatin

Name of Active Ingredient:
Simvastatin

Duration of study: 3 days: hospitalization (-Day 1) to discharge (Day 2)

Reference therapy, dose, administration route and batch numbers: None

Criteria for evaluation:

Safety:

Subjective symptoms and physical examination, laboratory test values (hematology, blood
biochemistry and urinalysis), vital signs (body temperature, blood pressure and pulse rate),
body weight and adverse events were included in the safety evaluation.

Statistical methods:

Safety parameters:

For laboratory test values (hematology, blood biochemistry, and urinary pH), vital signs
(temperature, blood pressure and pulse rate) and body weight, basic statistics (means and
standard deviations) were obtained at each test period. For the laboratory safety data out of
range values were to be flagged in the data listings and a list of clinically significantly
abnormal values was to be presented.

Adverse events were tabulated and summarized according to MedDRA (Ver.13.0), and
classified by System Organ Class and Preferred Term.

SAFETY RESULTS:

A total of 164 eligible subjects that consisted of 40 subjects each for Japanese, Chinese and
Koreans and 44 Caucasians were enrolled in the study. Two Caucasian subjects withdrew
their informed consent with personal reason before administrating the study drug, and 1
Chinese subject withdrew his informed consent after administration. Other 2 Caucasian
subjects were judged as deviation because of Ineligible (the use of a prohibited concomitant
medication) or other deviation (the principal investigator’s judgment on the necessity of ECG
investigation). All other subjects satisfied with all of the inclusion criteria and none of the
exclusion criteria. Consequently, 160 subjects were evaluated for safety and 159 subjects
completed the study.

A total of 10 adverse events occurred in the study. Seven events in 6 Japanese subjects, 2
events in 2 Korean subjects and 1 event in 1 Caucasian subject were reported. One diarrhoea
in 1 Korean subject was judged to be “probably related” to the study drug. The most frequently
reported adverse events were somnolence and diarrhoea (2 events each). Only 1 event of
elevated bilirubin observed in 1 Caucasian subject was moderate in severity, and all the
others were mild. Adverse events other than the Caucasian subject who did not accept a
follow-up test were short lasting and resolved without concomitant medication or other
intervention. There were no deaths or other serious adverse events.

Laboratory measurements and clinical safety assessments (vital signs and physical
examinations) did not show any clinically relevant abnormalities.

CONCLUSION:

Almost all of the reported adverse events were mild in severity, and none required
concomitant medication or intervention. Laboratory and other safety assessments did not
show any clinically relevant abnormalities by the administration of simvastatin.

The data from this study indicate that simvastatin 20 mg is safe and relatively well-tolerated
similarly in healthy male Japanese, Chinese, Korean and Caucasian.

Date of the final report: 24 December 2010
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