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23 nitrendipine

osuvastatin

simvastatin
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35 | valproic acid BFNEREE O A X @) X
36 | adefovir GSK O o O O X
37 ___lask o o x | O d

O: F—4HY., A FHEFLLUFT—E2TRL., x F—412L



|2 BARRBRIEER LU RAREE

A FRARAFFEEEEI = — 1 : 00001

B RFHEREENET A AT )y s & —
-k HEBET

fERT : T108-8642 HAHEXHERETEIE1E
TEL : +81-3-5791-6178 FAX : +81-3-3400-5469

FE  ERROTILERREE = — F : 00002

Peking University First Hospital

Cui Yimin
{EFT : No.8, Xishiku Street, Western District, Beijing, China
TEL : +86-10-6655-1122 (FN#R 2043, 3456)

FEE  FRRBTZEEERI = — K 1 00003

Seoul National University Hospital

In-Jin Jang
fEFT : 28 Yeongeon-dong Jongno-gu Seoul, 110-744, Korea
TEL : +82-2-2720-8290 FAX : +82-2-2745-7996

KE  HRRITFEREE = — F 1 00004

SNBL Clinical Pharmacology Center, Inc.

Masaru Kaneko
{77 : 800 W. Baltimore St., 6th FL, Baltimore, MD 21201, USA
TEL : +1-410-706-8926 FAX : +1-410-706-8964




Relative AUCInf difference

X1

comparing with Japanese

-0.8 -0.6 -04 02 0

02 04 06

-1

IIIIIIIII

I TRTHT ~M_ I _.m.s T I T
......... g mm
¢ o
Lz = r z 35 V9x =z 3 gl =z 3 ] =z o
olT & O 8 §l0TT 8 5O 8 g8 r §
oo Y gYx o © Qe T @es gl oG Y
8 S 8 a 8 =
E= 5 = > o Q
> k1 W= 3 > !
o @ @ S
& 3 3 £ o
= =z < & & A

53

o~
B

nes
HOX
PIM 9YZdAD
nep

ey
s1a9lgns ||y

1 ) i

i

asaueder yum 3uriedwod
(3unoo1U/BUIL0D) B3UBIBYIP ONRL SAR|BY

SUROIIN

9T ¥1 ¢T 1T 80 90 ¥0 TO 0O TO-

1y

A

ne)
NHD
(o) !
Ndr-pig
Ndf-IsT

SUISHE)

91 VT

T

T

T
80

T
90

asaueder yum Suliedwod
{sulayea/auiyuexeted) ones uesw slenbs-jses|

0



%] 4

Relative AUC difference
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21, 4, 5: Relative AUC difference compared with Japanese and other races
(Korean, Chinese and Caucasian). Black bars indicated 90%Cl of relative AUC
difference. [X2: Metabolic ratio of paraxanthine/caffeine. 95% least-square mean
ratio compared with Japanese and other races (Korean, Chinese and Caucasian).
Black bars indicated 95%C| of least-square mean ratio. [X]3: Relative metabolic
ratio of Cotinine/nicotine compared with Japanese and other races (Korean and
Caucasian).

1st-1PN: 1st-generationJapanese, 2nd-JPN: 2nd-Japanese, KOR: Korean, CHN:
Chinese, Cau: Caucasian.
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ﬁ?). Demographic characteristics of healthy volunteers

Creatinine clearance

N Age (y) Body weight (kg) BMI Body hight (cm) (mL/mim)
Japanese 20 23.0 (3.9) 63.8 (6.7) 21.6 (1.9) 171.7 (5.5) 122.1 (19.3)
Chinese 20 29.2 (4.2) 68.9 (5.9) 24.6 (1.5)* 167.5 (5.6) 118.7 (17.5)
Korean 19 25.7 (3.6) 72.9 (9.9)* 23.3 (2.4) 176.7 (7.0) 125.8 (20.6)
Caucasian 20 28.0 (4.8) 77.0 (12.4)* 24.2 (3.0)* 178.2 (7.7)* 101.5 (14.4)*

Data are presented as mean and SD.
BMI, Body mass index.
* P <0.05 of 1-way analysis of variance and Dunnett multiple comparison (« = 0.05) with data of Japanese.

§4. Genotype and allele frequencies of UGT1A41 in 4 ethnic population

Japanese Chinese Korean Caucasian
UGT1A1 genotype 20 20 19 20
*1/%1 10 (50) 6 (30) 9 (47.4) 10 (50)
*1/%6 7 (35) 8 (40) 6 (31.6) 1(5)
*1/%28 3 (15 3 (15) 3 (15.8) 8 (40)
*6/%6 - 15 - -
*6/*28 - 15 1(5.3) -
*28/*28 - 1(5 - 1(5)

Date are presented number of subject and parcentage.

UGTI1AI wild type, UGTIAI*1/*1; UGTI1AI hetero, UGTIAI*1/*6 and
UGTIAI%1/%28; UGT1AI homo, UGTIA1*6/*6, UGT1A1*6/*28 and
UGTIAI*28/*28.
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Fig 9. (a) Plasma concentration-time curve of moxifloxacin after administration of a single
400-mg dose in 4 ethnic population (geometric mean and SD). {b) Individual data and
geometric mean with SD of the AUCinf of moxifloxacinin 4 ethnic populations and (c) the
ratio with 90% confidence interval (Cl) of geometric mean AUCinf of the moxifloxacin
comparing Chinese, Korean and Caucasian to Japanese.
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Fig 11. Plasma concentration-time curve of M-1 (sulfate conjugate)
(a) and M-2 (glucronate conjugate) (b) after administration of a
single 400-mg dose in 4 ethnic population (geometric mean and SD).
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§5. Summary of moxifloxacin, M-1and M-2 pharmacokinetic parameters in 4 ethnic
population after administration of a single 400-mg dose of moxifloxacin

Japanese Chinese Korean Caucasian

n 20 20 19 20
Moxifloxacin
AUC;¢ (hr=mg/L)

Geometric mean 41.6 371 47.2 40.8

CV% 21.9 15.3 9.36 20.6

SD 33.5 to 51.6 31.9 to 43.2 43.0 to 51.8 33.2 t0 50.0
Cmax (Mg/L) '

Geometric mean 2.63 3.04 3.38 2.65

CV% 12.0 17.4 15.2 22.5

SD 2.33 t0 3.00 2.55 to 3.61 2.91 t0 3.93 2.12 to 3.31
typ (hr)

Geometric mean 12.2 11.7 12.7 12.1

CV% 12.3 12.2 10.4 12.5

SD 13.8 to 10.8 10.4 to 13.3 11.4 to 14.0 10.7 to 13.7
tmax (hr)

Median 1.50 1.25 1.50 1.50

Range 0.50 to 4.00 0.50 to 2.00 0.50 to 3.00 0.50 to 3.00
M-1
AUC ¢ (hr-mg/L)

Geometric mean 1.69 1.53 2.11 1.32

CV% 50.7 37.3 26.3 55.4

SD . 1.05 to 2.73 1.08 to 2.19 1.63 to 2.74 0.79 to 2.22
Cmax (Mg/L)

Geometric mean 0.184 0.202 0.194 0.164

CV% 59.9 42.8 37.4 48.5

SD 0.106 t0 0.320 0.134 to 0.304 0.135 to 0.279 0.104 to 0.260
ty2 (hr)

Geometric mean 11.6 10.4 13.9 11.9

CV% 16.8 15.2 13.6 21.9

SD 9.82 to 13.7 8.94 to 12.1 12.2 to 16.0 9.57 ot 14.8
tmax (hr)

Median 1.00 0.50 1.00 0.50

Range 0.50 to 3.00 0.50 to 2.00 0.50 to 3.00 0.50 to 3.00
M-2
AUC;¢ (hr-mg/L)

Geometric mean 11.1 12.2 10.1 15.4

CV% 39.2 41.5 38.7 34.5

SD 7.6 to 16.2 8.2 to 18.1 7.0 to 14.7 11.0 to 21.6
Crmax (mg/L)

Geometric mean 0.930 1.14 0.792 1.27

CV% 41.7 45.9 38.6 32.5

SD 0.624 t01.39 0.734 to1.76 0.545 to 1.15 0.922 {0 1.74
tyj2 (hr)

Geometric mean 11.1 10.5 11.7 11.2

CV% 14 .1 10.4 11.1 9.88

SD 9.62 to 12.7 9.50 to 11.7 10.5 to 13.1 10.2 to 12.4
tmax (hr)

Median 1.25 1.00 2.00 1.50

Range 0.50 to 3.02 1.00 to 3.00 0.50 to 4.02 1.00 to 3.00

AUC,, Area under the plasma concentration-time curve time 0 to infinity; C,.x, maximum plasma
concentration; ty,,, terminal elimination half-life; ty,,, maximum drug concentration time.



6. Summary of moxifloxacin, M-1and M-2 urinary pharmacokinetic parameters in 4
ethnic population after administration of a single 400-mg dose of moxifloxacin

Japanese Chinese Korean Caucasian
n 20 20 19 20

Urine volume (mil)

mean 2440 6973 2678 4426

SD 759 2353 1048 1319
urine excretion rate (%)
Moxifloxacin

mean 21.0 24.5 21.1 22.6

SD 3.31 3.71 4.46 3.15
M-1

mean 3.45 3.06 3.61 3.00

SD 1.64 1.13 0.721 1.14
M-2

mean 13.2 13.3 11.4 16.8

SD 4.76 4.59 4.18 5.93




%%7. Demographic characteristics of healthy volunteers in the clinical study of simvastatin

n Age (y)  Body weight (kg) BMI Height (cm)
Japanese 40 250 +£3.95 63.6 +£7.46 216 £2.44 1716 +6.34
Chinese 40 315 £2.91* 659 +8.37 235 £2.43* 167.3 +£4.93*
Korean 40 23.5 £2.66 67.9 +9.36 225 £2.58 173.6 £5.52
Caucasian 40 25.7 +4.03 775 £103%* 249 +2.77* 176.4 +6.85*

Data are presented as mean and SD.

BMI, Body mass index.

* P <0.05 of 1-way analysis of variance and Dunnett multiple comparison (o = 0.05) with data of Japanese.

5% 8. Allele and Genotype frequencies of CYP3A5*3 and SLCOIBI ¢.521T>C in 4 ethnic
populations in the clinical study of simvastatin

Japanese Chinese Korean Caucasian
40 40 40 40
Allele frequency*
CYP3A5*3 49 (0.612) 61 (0.763) 64 (0.8) 75 (0.938)
SLCOIBI ¢.521T>C 8 (0.1) 4 (0.05) 5 (0.063) 14 (0.175)
Genotype frequency**
CYP3AS
wild type 4 (0.1) 3 (0.075) 0 ) 0
*1/%3 23 (0.575) 13 (0.325) 16 (0.4) 5 (0.125)
*3/%3 13 (0.325) 24 (0.6) 24 (0.6) 35 (0.875)
SLCOIBI
¢.521 1T 32 (0.8) 36 (0.9) 35 (0.875) 26 (0.65)
¢.521 TC 8 (0.2) 4 (0.1) 5 (0.125) 14 (0.35)
¢.521 CC 0 (0) 0 (0) 0 (0) 0 (0)

*Date are presented number of allele and percentage.

*#*Date are presented number of subject and percentage.



9. Summary of simvastatin and simvastatain acid pharmacokinetic parameters in 4 ethnic population
after administration of a single 20-mg dose of simvastatin

Japanese Chinese Korean Caucasian
n 40 40 40 40

simvastatin
Crrax (M)

Geometric mean 5.02 7.14 7.86 7.85

SD 292 to 864 391 to 13.05 425 to 14.52 440 to 14.02

CV% 58.5 66.2 67.7 63.2
AUCs (h*nM)

Geometric mean 23.09 32.28 29.04 29.85

sSD 1299 to 41.05 1982 0 5257 14.22 {0 59.30 1531 to 58.17

CV% 62.6 51.8 81.5 74.9
AUClast (h-nM)

Geometric mean 21.03 2948 26.55 26.84

sD 11.77 to 37.57 18.09 to 48.03 1348 {0 5226 14.47 to 49.80

CV% 63.3 51.9 76.3 68.2
ti2 (h)

Geometric mean 3.97 4.84 443 4.93

SD 253 to 6.2 272 to 8.62 263 to 748 242 to 10.01

CV% 47.3 629 56.0 80.8
Trrex ()

Median 1.50 1.50 1.50 1.00

Range 050 to 6.00 050 to 5.00 0.50 to 5.23 0.50 to 5.00
Vz_F ()

Geometric mean 11842 10333 10525 11379

SD 7119 to 19699 5616 fo 19010 5649 to 19609 7005 to 18484

CV% 544 67.1 68.8 515
CL_F (L/h)

Geometric mean 2089 1480 1646 1601

SD 1164 to 3679 909 to 2411 806 to 3360 821 to 3120

CV% 62.6 51.8 81.5 74.9
MRTlast (h)

Geometric mean 449 4.91 4.32 4.48

sD 295 to 6.83 313 to 7.70 265 to 7.05 265 to 7.57

CV% 439 474 52.1 56.3
MRTne ()

Geometric mean 575 6.42 5.60 6.17

SDh 3.60 to 9.20 3.69 to 11.18 3.12 to 10.05 3.06 to 1246

CV% 49.6 59.9 63.8 79.8

AUC,;, Area under the plasma concentraion-time curve time 0 to infinity; C,..x, maximum plasma concentration; {45,
terminal elimination half-life; t,..,, maximum drug concentration time.



% 10. Summary of simvastatin and simvastatain adid pharmacokinetic parameters in 4 ethnic population
after administration of a single 20-mg dose of simvastatin

Japanese Chinese Korean Caucasian
n 40 40 40 40

Simvastatin acid
Crex (NM)

Geometric mean 320 249 3.68 2.05

SD 1.87 to 548 146 to 4.24 210 {0 6.44 1.25 to 3.36

CV% 57.8 574 60.6 52.7
AUCe (h*nM)

Geometric mean 24.94 24.59 28.21 18.16

SD 1455 to 4277 1374 to 44.01 1625 t0 4896 10.10 fo 3265

CV% 58.1 635 59.6 64.1
AUClast (h-nM)

Geometric mean 28.32 29.31 32.94 2317

SD 1725 t0 4650 1744 10 4925 1948 to 5572 13.05 to 41.12

CV% 528 55.6 56.4 624
tyz (M)

Geometric mean 4.84 573 5.16 6.88

sD 332 to 7.07 3.85 to 853 349 to 7.63 416 to 11.37

CV% 39.2 414 40.6 536
T ()

Median 4.00 5.00 , 4.00 4.50

Range 2.00 to 6.03 3.00 to 12.00 200 t0 800 150 to 12.00
Vz F (L) ‘

Geometric mean 11302 12923 10358 19614

sSD 6658 to 19183 7211 to 23160 5973 to 17960 11460 to 33570

CV% 56.8 63.7 50.5 57.9
CL_F (L)

Geometric mean 1618 1563 1391 1977

sD 985 to 2656 930 to 2627 822 to 2352 1114 to 3509

CV% 52.8 55.6 56.4 62.4
MRTlast (h)

Geometric mean 7.01 8.56 7.16 7.76

SD 546 to 8.98 6.76 to 10.84 562 to 9.12 589 to 10.24

CV% 253 239 246 28.2
MRTje (h)

Geometric mean 8.97 11.37 944 11.90

SD 6.66 to 12.07 8.15 to 15.85 6.72 to 13.27 7.75 to 18.26

CV% 30.4 34.2 35.04 449

AUG,, Area under the plasma concentraion-time curve time 0 to infinity; Czx, maximum plasma concentration; iy,
terminal elimination half-life; .y, maximum drug concentration time.
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