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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 reported 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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BERBRE ST LEREREL DN 1.5 Fi2ko B bk,
CYP3AS BEFEZREORKEMOEZRFTLTELNEZER © 5,
CYP3AS*3 OHEREN, W7 V7 T 0.7~0.77, 24— 7 T 0.85~0.95
ThHAZEWEILbDTHD,

FETERIN TS HE - AEOFEANE L, iRy Fr
BIXOV o R_RREZF A —T 07 ¥ MERBER+S R8BI - THIE
T&520mg® 1 BRROKEE L,

RREOHELEPDOREOIESSE E2MA 572010, BERLIEOK
BAKOBERAE AIBOARLESUYRORE - RO Y —B I RPFC
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N AL ER CARERBI -T2 & & LT,

4. XNR

AA, FEBIUEETIE, 2 AN ERXE) ETRRBRVTNWLEEOEEZE*HTHE
ER&ET D, 2B, PENIEREIRET S, KETEI—my Rz r—UT7r2A0V35,
AEBTIIINOOEEEDS B, UTD 41 BIREHE) 23 _THELL, 2o 4.2 ot
B#E| OWTIIZHEY LRVWERRABESEEEZ R ET5,

4.1 BIREE
1) XFCEDRABENEONE
2) RERERIZ 20~35 OB
3) A7 Y —=1 72 BMI 18.5~30.0 3, 2>D{FHE 50.0~100.0 kg DFE
4) MEREENRAZ V- FTRETRELZE L, D oXRRBRICHERE &l L&

[BRERHL]

1) ARBROMEELEE LRE L,

2) AEBRA~OHHERICL2BMCHY | IEELEAATEESRI TS 20U EE L &
BEEOIE L OEREYHEICBIT LB Z /NS THDIFEO ERE 353 L L,

3) EEMEEZ LV /DNELTHDITRE LT

4) R AZXNR LT DI 00, @EERBRBMATED 2H 2RI D720 ELE,

4.2 PRobE#E

1) 0, fifi, IF. BEOBREEOHLE

2) ARBICEEERITTEELXOND O, i, B, K GERERS) ., FIREER, G
REORBOBFEETIE

3) FRIMEEETECE, BLEOBRBELEITOREEEZET2E. BERHEOHEED
BEEBO®H 53

4) Bl - BWEICHT ABBEELIRT VAR -2 HT5E (Fic X ¥ F U RalsmES (s
BEFBEBFRE R LU TT vAX— S dBEAOREOH 2E]

5) RERIER ERT | BRUMICTHIRESORF ZIRA L, RBREERS 2 B bH&E 2
BHETORIMLPORERR - V7V A L MebNZ T L —T 70—V BLUS L—
TIN—VERREYEFERLEE, RRERSMANOERS 2 BEETORICMLID
TIN—YPa—RA AT7=4 AVEEBIORELZERLEZE, BIUORBKTE TR
ORI OERELEL T 5%,

6) BUEH B L UEEH 6 » AUNDE (MBIZGLTCaF=VigEELERT )

7) BYEFEETIICDORNOHLE WEISUTEYR 7 V) —= T2 ERT 5)

8) T a—VESE (1 BYEEY 07 a—/VEBRE ) 50 g UL EoE)

TaAa—AAERE (g) = [FAa—VEH] X [BNEE (mL)] X [08(LE: FAa— A 1mL DEX)

Bl . e—sb (Foa—EHS5S5E) % 1000 mL &8 LiEe
Fa—VERE = 0.055X1000X0.8 = 44g

9) FFEIIBMEEREERE DY b, MEREEEDO ERO 125 FU ELOEFIBED b E, 7«
FL.REIAY Y BEEY LYY, AST. ALT BX OVALP Tk MmO RO 1.5

4



FLL EDEBRED bi=E,

10) ERBREEIEERT 1 » A LINIZ 200 mL PA_EOFRIM., 2 @ LA s aka (8% 3 7= b i/
B, £33 5 AURNIZ 400 mL 22 28 ET o723

11) HEREHRERT 4 » AUNICHAE DRSS A ERLOS THARIC, 72133 » AUAK
ZOMOBRRBRICBML, BELZTRE (v FF R MIOWTIERBRERSH 1 »
AL, 72720, T EO#RTH-o T, BIEIORBREOREEZEE L TARBR~D
BNPREL TH B LBEranH,

12) Eofft, FFREBEEEVLARBROEIE L U TREY Lk LE

[FXERHL]

D~4) HBRE DR EMROTZDITHRE LT,

5)~9) REMOERE L BT, ERBEOMITIE L OREEOFIIZRZE %L RIT T /s
HBT-OIERELT,

10) WHHREOREMB I OHEMEELBET 2 L &I, BRILAFEREOE L ol EE (&
B AST 01 E 400 mL, £MmMER3 » ALLE, FREKRERDE 1200 mL LI, EiEEK 3
EILAN) #8777 LR E LT,

11) RBRELHMEERZET2EA. ROMEAEOEROEELR L LblZ, #HBRED
ZeMB I OMEMELZZE L CRE L,

12) MIRBEEENSHROERGHREL THBTTE 5 L 5 ITRE L,

4.3 ik - BREEE
UTOWTNCRE T35 T, ARREZPLEEZEAMNEL TS,
1) RERG®IE, HRE B ENRBRSBMOME 2B LHZHEE
2) RBEFICLY . EREVSERFICEELETF TE RV AT SNWIZBE
3) E O, FFEBREESERE PIET & LHET LGS
(A B2 FE 375CLUE) 2BEL T 256, EELREMRBIIRBERALTVWAEE. %)
[FxERM]
) HHREOHHREEOCEEDOBEANLRE L,
2) WHRE~OREMEOREN LHRE LT,
3) MMABREENSBRNLERZEEL. ABREEREOTLAHBCE2 L ORELE,

4.4 it - BREFIE

1) FEFEEFITRBREDIET 846, $REISESHCFOELHRATS HRENHRD
P2 AL LB EIL, FTREARR Y FEM R A ERT 2), £z, ik - BLEerd], B
HEFEFBREEICTRAT S,

2) MEEEHFL. RBEEERICHBREPIE - BET 5854, (8.2.4 REfiMEEEDOH
OBREEE (L, OFE EHR<) ] KELT, BISE2ER TS, FIk - BLELHE
BRIk B EE RO MFEREREREROBRMIZOWTIE, AERBEDHERTEZ &
1B,

3) AEEEMIRD oNEEE, TRECEIRA LDERNEESLIRET S E TRET
5 (®E158),

4) 7B, U] - REGNIT A ERE OMKIIITLRVWLE DL TS,
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5. ERERE

5.1 HEREDREM
AFABAIZ 1L, Merck China £t (MNP REIZERAT) TEEL ., PETRE STV 8K
(H—my k) 2HVS,

5.2 HEBREQATE & VT DHBOHS
HEI BT BIREA. R S CESEE TRO L BY Th 5,

fi5E4 ZOCOR®
HR585T Merck China ft (RUMERVS ZR 255 PRA )
A RE - BRI (TEEEEE)
- BRI LR B
NIRRT AFRREE o AT v — VHLEE

L=

&

TURREFNXI979E, RED AN HIT L o TR S -HMG-CoA B TREEREER 2 H
THAEYTHD, 198FIZA Y = —FT VTERBINTHH, 20103 A FERICiTR O A & LTt
RNTHELUETERENTWD, VURREZFNIT 0 RS v/ (REHEE) ThY . EHEEIX
I =TTV RETH B,

ER)D %

[—h%4] SN ABRTF

K== (+)-(18,3R,7S,85,8aR)-1,2,3,7,8,8a-Hexahydro-3,7-dimethyl-8-[2-[ (2R,4 R)-tetrahydro
-4-hydroxy-6-oxo-2H-pyran-2-yl]ethyl]}-1-naphthyl 2,2-dimethylbutanoate

HbFHEE]

HO. 0

0

0 ¥
N H

I&;C/%o

HyC” CHy

[ F3] CasHsg0s
[FE] 41857

EBERB I OFER

1BEPIC Y Vv RAZF o LT 20mg EFTH T 4/ ba— ME
RFSett

EREE



5.3 HBRECEE-RE
WEEMMEREE T, PETRESN TV RAIZRERE L U CABRRPTEREOMRBIEEH
FIER - (REEELT D, ABREOMERB IOERID, MFRREREEE»ORMtsh TR
BRECEBRIZETHFIEE] (Tit- TEET D, HBRETROBRBRERAKDITOVTIL, HFE
BEEEORETEZ T %, RREFEENLORELHER L LT, EROFIEINE- THEE

TR LAET S,

6. DEHLDOHARKRE

RBRERE | BRI ORBR TEE T, I CoEROHFRZEET S,

2B, FEFROBRRECEBICL VRO EETHEM LEE. FIEREEIL. TOREAL,
R - ME, EREE. FHENSIC OV UERRESICERT 5,

1. HREODERE
7.1 ERFHTOHERETOERE
) A7 Y—=22
MEREEE L. RERER. HBREEREFI0 BLUNIIAZ ) —=V TREE{TD,

2) MBRERERIE (-1 H: AP ~%5280 (B28 : &)

BRERAE T, RBSERERTE O 16 FRpEE TIC@RE 2 AT S¥ 5, ABH 05 RIER
B LRBRIERS 4 AR E CIRRL TS, REBR, EMODE, BWRRE, 1209
AV (MFE, PR3, KR SoMES & ORpIRERE R 0% 5N 217> -1, il
9O WL VIEK, HBRERGEBAT D, D, RRA S V2 — e, R, JEiRE
7P DERILAAT 5

152 A EIC, BIEHEITERE OBRED JUEDBENERORL, VY S2FFLO
FYEREICEET D CYP3A4, CYP3AS, ABCBI. OATPIBI B X TN ABCG2 DRIEZT MR
EAOIBIREORR L & bIcREl (EHIRE) ICHBENRNT & 2R Lk, BETS
WH, L, BEMRHENSBE LB LEAE, AFTHROERS L OERED 5\
EMBREETV, EMREL T 5, Z0ORE. EMNELEAREEICRET 5.,

1.2 BEBR Y TUAUL, JL—TIN—VYBLUBTL—TIIL—YEEREY. TIL—Y
Da—R, W74 U AYERHEAES TITREDER
ABREERE 2 BB GEE2HE (B2 0 B T, $TXToERAER - 7Y
AV IR =T IN—=YBIVT =TIV EFREDE ., RBRIEE5H1A 2
SIEE2HBETIITRTCOIN—YPa—R, BT x4 ADEEBIUOREOEREZ N
ThbEEET 5,

[FREARHL] ,

UM V- XU MIFRIONREH - PR EEERIET I ENRES TS, &
Uh Vg AU bEERRERS - PTY AV NERETAZ LIEEETH DT
RTCORERR - V7V A hOBEREEIETEZ L L,



T =TT N—Y DS L D R HR R AREOBERREINL TS, FL—T77
N—=IBIOT V=TI NV EHRBYDEREELTE L E L, £, TA—TY

2= ROV THLEEL RIFTAEENEECERWWLY, BREELETLIZ L& L,

BAORERICZ LY | MPEMREICEETHIZEPIREEIN TS, FOMDOHI T =
A VAY OB OEBRUC L Y BT AFREESTETERWED, 7 oA VAV EREL &%
FOBREELETAIEE Lz,

1.3 #h&

HEAFEZRS 2 BHERIAOHRE2BEE TR L—T A=V BRI L —T T —VEH
KEYOEREZ, RRERENAPORE 2 BEETHETRTOIAL—Y YV a—REh T
A AV EERB I UREOEBERE TR bR T5,

ABTEAR MR 2 DR E SN 2 R TR L OB LS OB RUIEEE & 35,

B3t 2 BRI ACEK OBR A & U, 2 BEHILIRE 4 R 3 TIIRK I RV D 4 —
& — (FWREE 100 RN, Volvic %) % 500 mL £ TEIMTES b0 LT 5, REIHRIER 45
MlE CERELLT5, DK, RBRAPOBKKIITRTHEAIRIANT +—&— (E 100
SRWE. Volvic %) &9 5,

AFTE B LURBREREZORFFMIILUTOL S IZED D,

BE5HOFEITERL L, TRUNAORFORBIIEIERORBIZED,

- 18 (ABFTH) @ 198
®w1H &E5R) . BRI BR5R4IBROERERLICEOK TR LT 5,
%20 D HIRIT, BE5% 24 REOBRESLIOCRLETHR LT3,

1.4 1E24E
AFTHIRT (5 BHATH OARTLIE) 138 L 42,
(B EARYL]
=aF U, MUE - REEEOREEICEZEZ RIETRAIRRIESE VW OICERE LT,

7.5 EH
AFTHEIMS (%5 BRTH OAFTLARE) X, @2 HRaRT &4 5 EE L OEEE &
T 5,
[EREfRiL)
EENZ LV AST, ALT BE U CK SORBEEN LH T BFREERD 72 DIERE LT,

1.6 &%
RBREER SR LV RESEIFHE TR, BMIEE 25 L 28IET 2,

(B2 ERIN]
EEOBENI L 2WRINA~DEEL BT AT DICRE L,



8. Rz - FEIEE
8.1 FBREMFIE
8.1.1 ROY—=—v 58
FEAXECI VRSB LEEREEZHNBI, A7 V-V IBRERZER TS, A7 Y —=V7
BELLTR S R IER - BEEE2ER L, ARRICEA LTV DIHERT D, £z, *
OB EEFIREFICRRT 5,
£8-1 RHY—ZUTHOHE - REEH

R, H&, 4£F - BMI, £ A B, BEOCERERE, 2H7 VLX—F, BEEE, WE -

HERAHR HEOBIR
P —— EROBE

e AR, FMIAE. RO, ~TSa UV, ~v k2 Uy ME. /MR,
WEPATRE -

M, =L AFu—4 HDL 2 LAFu—/, LDL 2 LAFu—L Y7 UED F,
MmikEERE REH, TAMT IV, REE, 7L7F=2 BEYLEY, EEEYULEY, AST, ALT,
y-GTP, LDH, ALP, CK, Na, K, Cl, CRP

¥E. BUAEY bk B, pH, BER, yrEY /S0, tE ER kL

RRE BB DG I KN 5)
/;j@;ww | hE e D). R, 2BELER

RRERBRE HBs HUR. HCV #ifk, BHEMERIS, HIV HifF

[H2 - BEEE OBRERML]
FEPRRBRICBINT A HRE OEEREDHRBIINLE L EX b5 —XRI7RIEE 2 8A Lz,
FRYERBORE L, MERHRWE~DORESFIEZEE LTEHRELE,

8.1.2 KB
HBREBMCEE LREEZEIC, R82ORTHE - BEEE 2R -3 ORBAr P a—
IVIZHE - TEET 5,
% 8-2 FEBRHFOHZE - BEEE

BRIRERZE EROBE
I EhE 1§ o SR

e S b AmEREE, BMERSE, FRMEE, ~T /ot BE ~v by Uy ME, I/MEE,
I RFER R I

ffE, 2L AFn—, HDL @ VX5 a—/L  LDL abAFa—iL, bV ZUEY k.
MmiRE{LERE BEO, TATIv, REE 77 F=v REU ALY, BEEE VLY AST, ALT,
y-GTP, LDH. ALP, CK. Na, K. Cl. CRP

¥E. BV LYY, hUR B, pH, BH, vevt Y /Sy, E (BEEEEEL

RARE MBS A EHT 5)

SATATAL M e s (D). R, B

EHIE

GRS B LU= iEscE (EDTA-2Na £5M) 11 - 60°CLL T OBFERETRE TS, WERREY

IR 2 BRLIAIL, FIA 74 AFETICTCEEFSHOBRERR~RET .
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