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Allergies to drugs, food, etc.
None of the subjects allergic to drugs, food, etc. were enrolled in any study site.

Medical History

Of 160 subjects, 42 subjects (11 in Japan; 6 in Korea; 25 in the US) had medical
history abnormalities at screening, although none of these abnormalities precluded
inclusion into the study. All subjects were well at the screening visit.

Smoking History

None of the patients smoked just before the study. Although 19 patients (13 in
Japan; 2 in Korea; 4 in the US) smoked previously, they refrained from smoking more
than 6 months before the study.

Alcohol History

Half or more subjects in each study site except China drank alcohol less than 50 g
per day, did not comply with the exclusion criteria. In China, none of subjects drank
alcohol.

Vital Signs and 12-Lead ECG

All values of vital sigh measurements (SBP, DBP, pulse rate and body temperature)
were judged as normal. Several abnormalities were observed in ECG measurements,
but were not clinically significant.

10.4 Measurement of Treatment Compliance
A hand-and-mouth check was performed following study drug administration, and all
drug administration times were recorded in the appropriate CRF.

10.5 Concomitant Medication or Intervention

No concomitant medications or intervention was necessary in any country during the
course of this study.

11. PHARMACOKINETIC EVALUATION

Pk evaluation and gene polymorphism test of the CYP3A4, CYP3A5, ABCB1,
OATP1B1 and ABCG2 related to the PK of simvastatin were conducted in healthy adult
male subjects in each ethnic group. See the report written by Dr. Masahiro Tohkin.
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12. SAFETY EVALUATIONS

121 Extent of Exposure

Every subject received 20 mg of simvastatin in these four ethnic groups.

12.2 Adverse Events

An AE referred to any unfavourable and unintended sign {laboratory values and vital
signs), symptom or disease newly occurred after administration of the study drug,
regardless of the causal relationship with the study drug.

12.2.1 Brief Summary of Adverse Events

Although 10 AEs occurred in the study, no serious AE were observed in these four
ethnic groups.
These 10 AEs were reported by 9 subjects:

<Japanese (Japan)> Six subjects reported 7 AEs
<Chinese (China)> No AE reported

<Korean (Korea)> Two subjects reported 2 AEs
<Caucasian (US)> One subject reported 1 AE

One diarrhoea in the Korean subject was judged to be “probably related” to the
study drug. The most frequent AEs 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. AEs 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 AEs.

12.2.2 Display of Adverse Events

Complete listings of all AEs by subject reported during the course of the study are
presented in Table 12-1. The reported term (original), MedDRA preferred term and
system organ class, severity, seriousness, onset and outcome, relationship to study
drug and treatment required taken are listed.

Table 12-2 summarizes the numbers, incidence and the numbers of events of
reporting each AE after administration of the study drug, and also presents summaries
of AEs by severity.
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<Japanese (Japan)>

Seven AEs occurred were mild in severity. Of them, 6 AEs (2 events of somnolence,
each 1 event of neutrophil count increased, faeces hard, protein urine present and
urinary sediment abnormal) were estimated to be “probably not related” to the study
drug, and 1 AE (diarrhoea) was estimated to be “unknown”.

<Chinese (China)>
No AE occurred.

<Korean (Korea)>

Two AEs occurred were mild in severity. One (feeling hot) was estimated to be
“probably not related” to the study drug, and the other 1 AE (diarrhoea) was estimated
to be “probably related”.

<Caucasian (US)>
One AE (elevated bilirubin) occurred was moderate in severity and estimated to be
“probably not related” to the study drug.
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Table 12-1  Listing of Adverse Events by Subject

<Japanese>
Subject | Age Adverse Event . X Administered Onset Outcome Relationship to | Treatment
. — Severity | Ser - " .
Tdentifier |(years) ele PT Original Date Time| Date |Time Assessment End Date | End Time Study Drug | Required
Neutrophil .
000010002| 22 Investigations count | Teutrophil |y No 06/7u2010 |09:02| 07/3ui2010 [09:gp| Resolved/Recovered |0 p oy o1 gz | Probablymot oo
. Increase without Sequelae related
increased
000010017} 26 | Gastrointestinal disorders | Diarrhoea |Muddy Stool| Mild No 06/Jul/2010 109:12] 06/Jul/2010 |20:30 Rcst?lvedlkeccvered 08/Jul/2010 | 18:00 Unknown None
without Sequelae
000010020 23 | Gastrointestinal disorders | Facces hard | Hard Stool | Mild No | osmiaot0 |09:18| osimuz010 |20.00| Rescived/Recovered oy gy | a0 | Probablynot g
without Sequelae related
. Protein urine Urine . Resolved / Recovered Probably not
000010026} 24 Investigations Protein Mild No 08/Jul/2010 |09:10] 09/Jul/2010 08:20 . 14/Iul/2010 | 14:50 None
present . without Sequelae related
Positive
Urinary Urine
000010026} 24 Investigations sediment | Sediment | Mild No 082010 |09:10] oomiznto |ogiap| RESOved/Recovered | pngig | 1aiso | Probablymot g
X without Sequelae related
abnormal _| Abnormality
. . . Resolved /
000010030} 29 | Nervous system disorders | Somnolence | Sleepiness | Mild No 08/Iul/2010 [09:18| 08/Jul/2010 |{11:00 CS?VCd Recovesed 08/Jul/2010 | 11:30 Probably not None
without Sequelae related
000010039} 24 | Nervous system disorders | Somnolence | Sleepiness | Mild No 08/Jul/2010 {09:16] 08/Jul/2010 }12:00 Rest?lved/Recovered 08/Jul/2010 | 12:30 Probably not None
without Sequelae related
SOC: System Organ Class
PT: Preferred Term
<Korean>
Subject | Age . Adverse Event i . Administered Onset Qutcome Relationship to | Treatment|
g — Severity | Seriousness - - - .
Identifier |(years) soc PT Original Date Time Date Time Assessment End Date | End Time Study Drug Required
General disorders and Resolved / Recovered Probably not
000030034 24 administration site Feeling hot | Feeling Hot | Mild No 27/Aug/2010 {09:54] 27/Aug/2010 | 16:00 N 27/Aug/2010] 19:00 y None
.. without Sequelae related
conditions
. . . . . . Resolved / Recovered
000030040 20 Gastrointestinal disorders | Diarrhoea | Diarrhoea Mild No 27/Aug/2010 110:04{ 27/Aug/2010 |22:00 without Sequelae 27/Aug/2010{ 22:10 | Probably related None
SOC: System Osgan Class
PT: Preferred Term
<Caucasian>
Subject Age Adverse Event . . Adnministered Onset Qutcome Relationship to | Treatment
A © — Severity | Seriousness - - - b
Identifier |(years) SOC PT Original Date Time| Date Time Assessment End Date | End Time Study Drug Required
000040053} 27 Hepatic System E!e_vatgd E!eAvate‘d Moderate No 09/0ct/2010 | 9:24 | 10/0ct/2010 | 9:24 Unknown Probably not None
Bilirubin Bilirubin related

SOC: System Organ Class
PT: Preferred Term
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Table 12-2
<Japanese>
N=40
Severity Mild Moderate Severe Total
Adverse Event Numb((;rV :‘\ ‘ss\;bjects Incidence (%) Numb(z;rV th\ ‘ssl;bjects Incidence (%) Numb(e;vzfl :s\;bjects Incidence (%) Numb(zr of subjects Incidence (%)
soC vents)
PT 6 (7 15.0 6(7) 150
Investigations 2(3) 5.0 2(3) 5.0
Neutrophil count increased 1(n 25 1y 2.5
Protein urine present 1Y) 2.5 1D 2.5
Urinary sediment abnormal 1(1) 2.5 L (1), 2.5
Gastrointestinal disorders 2(2) 5.0 2(2) 5.0
Diarrhoea (D 2.5 1(1) 25
Faeces hard (H 2.5 1(1) 2.5
Nervous system disorders 2(2) 5.0 2Q2) 5.0
Somnolence 2(2) 5.0 2(2) 5.0]
SOC: System Organ Class
PT: Preferred Term
Incidence = the percentage of subjects
<Chinese>
N=40
No AE

Source: Table 12.1

* Coded using MedDRA (Ver. 13.0)
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Table 12-2 Incidence of Adverse Events — Evaluation for severity (continued)

<Korean>
N=40
Severity Mild Moderate Severe Total
Adverse Event Number of subjects Incidence (%) Number of subjects Tncidence (%) Number of subjects Fncidence (%) Number of subjects Tncidence (%)
soC (events) (events) (events) (events)
PT 2(2) 5.0 2(2) 5.0
General disorders and administration site
2

conditions Hm 235 ) 2.5

Feeling hot 1(D 2.5 1(H 2.5
Gastrointestinal disorders 1(1 2.5 1) 25

Diarrhoea (Y 2.5 1(1) 2.5

SOC: System Organ Class

PT: Preferred Term

Incidence = the percentage of subjects

<Caucasian>
N=40
Severity Mild Moderate Severe Total
Adverse Event Number of subjects Incidence (%) Number of subjects Tncidence (%) Number of subjects Tncidence (%) Number of subjects Tncidence (%)
SOC (events) (events) (events) (events)
PT 1) 25 1D 25

Hepatic system disorder 1(1) 25 1 (1) 2.5

Elevated Bilirubin 1 (D) 2.5 1(1) 2.5

SOC: System Organ Class
PT: Preferred Term
Incidence = the percentage of subjects

Source: Table 12.1
* Coded using MedDRA (Ver. 13.0)
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12.2.3 Deaths, Discontinuations Due to Adverse Events, and
Serious Adverse Events

There were no deaths, discontinuations due to AEs, or serious AEs during this
study in each study site.

12.3 Clinical Laboratory Evaluation

Laboratory values (hematology, blood biochemistry and urinalysis) outside the
normal reference range are flagged H (high) or L (low) as appropriate.
Normal/abnormal rating shift in abnormal laboratory values are tabulated in Appendix
8.1.1. Abnormal laboratory values by subject are listed in Appendix 8.2. Summary
statistics for laboratory values and shift tables for urinalysis parameters are
presented in Appendices 8.1.2 and 8.1.3, respectively. Follow-up/additional test
results by subject are listed in Appendix 8.5.

Abnormalities in various laboratory values were reported before and/or 24 hours
after administration of the study drug. Most of them were evaluated to be “not
clinically significant”. Only three events were evaluated as “clinically significant” One
was “elevation of creatine kinase” reported before and 24 hours after administration
in the Caucasian subject 000040004. This abnormal high value was considered to be
exercise-related. The value of creatinine turned to normal at the follow-up labo test.
The rest two were “elevation of total bilirubin® reported in the Caucasian subjects
000040031 and 000040053. The follow-up test showed still high abnormal value of
total bilirubin in the subject 000040031, but not regarded as “clinically significant”.
The Caucasian.subject 000040053 did not come to the hospital for the follow-up tést,
though the principal investigator tried to contact the subject several times. The
outcome was unknown.

There were no apparent trends in faboratory parameters following administration
of simvastatin.

12.4 Other Safety Assessments

12.4.1 Vital Signs

Summary statistics for vital signs are shown in Appendix 8.1.4.
There were no clinically relevant abnormalities in vital signs, and no apparent
frends following dose administration.
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12.4.2 12-Lead ECG

Individual 12-lead ECG abnormalities at screening are listed in Appendix 8.6.
Although several subjects with sinus bradycardia existed in study sites except
China, all of them were judged as “not clinically significant”.

12.4.3 Body Weight

Summary statistics for body weight are shown in Appendix 8.1.5.
There were no clinically relevant abnormalities in body weight, and no apparent
trends following dose administration.

12.5 Safety Conclusions

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 in order to
investigate the PK profile of single oral dose of 20 mg of simvastatin. Two Caucasian
subjects withdrew their informed consent with personal reason before study drug
administration, 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 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 AEs 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 AEs 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. AEs 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 AEs.

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

Almost all of the reporied AEs 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.
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ATP-binding cassette (ATP fE&AE Y 1)

ABC ABC 7 v ZAHR—%— : ABCBIl #{=T. ABCG2 &IEZT

ALP alkaline phosphatase (7 /v URA T 7 & —F)

ALT alanine aminotransferase (77 =73/ T VAT =T —E)

AST aspartate aminotransferase (7 A/X7 X VBT I /) FF VAT 2T —E)
area under the plasma concentration-time curve (fL4EH R EE - WRefE gh#R T H i)

AUC AUCq : SfETERMF AR E TOMIBEPRE - BEfdhiR T HEE

AUC,, : B[R RIFR E CoMmbErPRE - R i#R T

CK creatine kinase (7 L7 F v FF—+E)

CL/f apparent total clearance (BT DEE 7 U T 5 R)

Crnax peak concentration (e M IR E)

CRP C-reactive protein (C FUSMHEEH)

CYP Cytochrome P450 (F k2 1 — P450 : /KER{LEEE 7 7 2 U —DIRAFR)

f bioavailability (/XA FT7 XA Z VT 1, AWFEHFIFAER)

y-GTP gamma glutamyl transpeptidase (y-Z V& I/« b T U ARTFF L —F)

HBs HiF hepatitis B surface antigen (B B AF4HIE)

HCV #uif anti-hepatitis C virus antibody (C BT 7 A L AHLAR)

HDL high density lipoprotein (FtLE Y RER'E)

HIV ik human immunodeficiency virus antibody (t MaEARE T A /L AFLK)

HMG-CoA 3-hydroxy-3-methylglutaryl-CoA (3-t Kz -3-2 F /L7 L& U b CoA)

LDH lactate dehydrogenase (FLEENLKREER)

LDL low-density lipoprotein ({XtLE Y REBH'H)

MDR multidrug resistance protein (ZHIMH R HE)

MedDRA Medical Dictionary for Regulatory Activities (ICH [E FSEIEM Kl FFE4E)

MRT mean residence time (SFHI7 ER IR

OATP organic anion-transporting polypeptide (F#7 =4 b7V AR —4—)

PEC N5 R Protein- Fat- Carbohydrate balance (BER'E. f8HE. RA(LBOEIE)

t half-life (¥ 2 3B)
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vd/f volume of distribution (%377 75%H)
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