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DEIG U CEE 23R A 2 0FH L. Blg % 0o T W ERIZHK
59528 BIYEZABMALT 2500 H 5,

9.2 BRAEEEERE

921 ERLERERTOHZBE
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111 Yavy BEERH), 7F717x%>— (BHEARH)
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THAIFE B IS 2 Ik L, BRI E AV E YRS %0
B RAEEITH) 2 &,

11.1.8 HIEMEE (SR . EEEHmM (FEA)
WSS UL/ K25 ok, T, mEZEOW
ILERIIAHEEL, ZUMEI Y a vy 2 RHob b2 E0d b
DT, TNSDFERAEED SN2 AIIEE B IG5 2 ik L.
B RAEEIT) Z &,

11.1.9 SHEBEZEFL (HEARH)
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14. BRAEDEE

141 FERIZAEFOXE
PTPUZEDEFIPTPY — M S0 L CIRIIT 5 X 9 friE4
HZ &, PTPY— FOEAIZE D, @wﬁﬁ%#ﬁﬁﬁﬁNﬁ'
L. BB B L CHEBHRZEOEE R EIEL 5T 5
ZENH B,

15. ZO/DEE

15.1 EERR{EMA ICE D < 15%R
JEA T O A4 RN RERA B S S Tw i Hicswy
T — IR ARIEDERD SN L OHED D 5o

16. EYENRE

16.1 MARE

16.1.1 BERSE
R ANBEI6HIZO XY 707 2 M) w7 AFE60mg % BRI S- Lz e 2 A,
FRPITWIN S AL, Ak edy 7a7 oy (REE) OlE2. trans-OHE (i1
) ORITHAE L7z, RSP iEEICEET 20 ¥y 707 x ¥ TH30
57y trans-OHIETHIS050Tdo ) . Pl V371 b Y 1RERT1555 Tdp o 722

0¥y a7 g b)Y AE0mgE BRI G %O EY BRE T A — ¥

gg| Cmax | Tmax ti2 AUC WL SRR | T ke 2 2
(ug/mL)| (hr) (hr) | (ug-hr/mL) (hr?) (hr)
u\ i i L =401£093
uFy7u7xzr|16 |504+027 045003 |1.22+007| 6.70+0.26 |1121+1.82
12=059%0.04
_ 11=099%007
trans-OHfE | 16 [ 0.850.02 [0.79£0.02|131£0.05| 202£005 | 356021
1 2=054%0.02
mean *SE

16.1.2 REIRS5EF
TERER A B HESHIcu ¥y 707 = v 9+ ) v 280mgk 1 H 35 H M B %5 L7z
L& ARG & AR IR & LR e L BREERD SN h o7,
16.1.3 EFHIRFIEHR
0¥y 77 E60mg [EMEC] & 0¥y = UEE60mga . 7 WAL —/N—2 kD
FnENE (BFy7a 7y b)Y AMKYE L CT60mg) MR AT HEICHELT
WK S L b o $y 707 = VigEEZIlE L. H5h: A
5 (AUC. Cmax) (D CTHERHENT % 1T o 7245 R, WA o A 509 7 S M 25HERR &
729,

Y ST A= 5

HGEINT A= 5 BEINT A=Y
AUCo-9 Crnax Trmax Tz
(ug-hr/mL)| (ug/mL) (hr) (hr)
¥y 707« §i0mg [EMEC)| 857+1.10 547+2.10 046+017 | 148+0.22
o ¥y = VEE60mg 829+146 543+1.68 048+027 | 1.50+0.26

(1§45, Mean=SD,, n=14)
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O a4k
%
=4 L
— 3
I
v oot
i3
E oL
({ - °
7 8 9
[ (hr)

ILHE v S RS

M EREE SIZAUC, Caa®0D/85 A — ¥ 13, HERE ORI, RO L -
PSRRI £ > TR 2 THEMED S 5 o

16.3 2

16.3.1 MFEBFEE
O¥y7u7 . trans-OHEDFEEEILENENIT%. 93%TdHh 725,
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Q¥ 7u7 ey M AGE60mgH RE 1355 0 R o HE:

pid 3l
4-(% of dose)
(n=6)
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S
Bl T e
i \ ? ?
S -
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0 s X . L L . X ) )

0 1 2 3 4 5 6 7 8
#-1IEE (hr)

VoI AT Tiirevii)
30} (9% of dose) @=6)

u¥ysu7 s

I 20
A T B i
P i
% -"'i’—' trans—OH &
& 10 i
“ 3
00 1 2 3 = - .

4 5
51150 (hr)

% 5-8E M F COIRTHRE (% of dose)
SRR AT Ad Sk
oxy7u7 oy 207+0.29 21.0+04
trans-OHfE 221+047 160+06
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) AF ORI IE180mg TH % o

17. ERPRECHR

171 HHMRUREM AT 5558

1711 ZEEREEHAR

(BAEE ) 7 < FDiH % - $HFE)

(1) EPsE mEHER
BRI ) R FRE AR L THEERRBRICB T, 4 ¥ F A% ¥ v 75mg/H%
X LLcu¥xy a7 ryF b A180me/ H Z6AMIES LzkE, oy 7o
7 x 2 F MUY A TORMEMYEREOUYELL 113232% (22/9561) . Rt #H i
55.8% (53/956l) T -7 FIEMIZ. OFv7u 7o+ by AHTISS 17/
11061) 2B 5, F4 b0 HH36% (4/11060) . %95 - KE27% (3/11061) T
Ho70,

(ERAMEBEEDH % - $5785)

(2) EME MRS
ZIGHERIEEEE R e L HEMRABRICBWC, Y2707 =72 75mg/H %R
grlLcu*yyu7 o) M)y A180mg/ H A4S Lz#ER, u¥y a7 o
Y F b)Y A TORM G EEOUFEL F1361.8% (68/11061) . #EIEEL#ED Fid
87.3% (96/11061) TH -7 BIEMIE, oF Yy 7072y F b 7 AHTIT9% (22/
12360) IZBo b, Eboidly - EEHATIEE6S% (8/12361) . Hiii4.1% (5/123M51)
Thote

(EEREAEDH K - $47%)

(3) EAEIARER
R E AN SR E LA HERRBRICBW T, 47787 2 »900mg/ H % % IR &
LT /7’n7l/ﬂ b7 2180mg/ H & 2% S- L7k R, uxvy a7z
b Y A TORGE AU OUE DL FI1362.7% (52/8361) . XL EoEIA X
771% (64/83f) fﬁ)o 7o BERIE, v 707229 M)y ABETI65% (16/97
B SRS, BaL0E - EHAYES.2% (5/9761) . BHi3.1% (3/9761) T




Hotd,
(RRAE A E % - EEBERBOHEK - 158
(4) ERSEIHARER

JE BAEIE P 4% - SR

WAEERE R AR e Lz EERABRICBNC, /7707y
900mg/ H A KHE# X LCuxy 7072 M) 4180mg/ H % 208 Bi# 5 L 7245 54
Uy 77 g Yy A TOE B REE O R UEEE otk L R
574% (35/6161). Ltk 11485.2% (52/6161) . F 7= SR WAL 5 HF B % O ik 4xfix
U OUGELL 11361.9% (39/6361) . Rt Dl F1x88.9% (56/63%1) Tdb -7z, EIJ
fERIZ, oy 7a7 oy 8y ARETI26% (18/14361) 12 S, E4b Dk
e, RIE - < A35% (5/14300) . B - JEEAIK2.8% (4/143B1) Tdh o729,

(Filitk - SHEH O - HR)

(5) EPEE AR
Filiths L OIMEROIN 2 B L 2 B AR L L EERRBRICB LT, A7 >
F AEE1000mg/ H A MBS L LTu Xy 7a 72 ) b)) A180mg/H % 3H &S L
TR, TR0 2 8BLL BFICBTA0%y 70722 F M) 7 ATORKSE
L DY 11379.1% (53/6781) . SRl FI394.0% (63/6761) . HMEH0E
WERRBLZBECBI20%F Y 7072 v F M) YA TORKENRUHEEOLHL L
12714% (30/4261), R Ll EIX97.6% (41/4261) TH o7z, EMEHIE, vx v 7
07yt by ABETA2% (5/11961) 12 S, F9E, B, ME, HFVRY
ER;V&*%WJT%O 7210,

(R DR - HE)

(6) EIW%]]I#E“:YS&

i te, MOBHAL BB EZHRE LAZEERRBRICBVWT, A 72+ 28
500mg/H Z xR s LCcady a7y F b v A60mgd L < 13120mg/H % #%5-
L7249, oy 77y )y A60mg/ HETOAMEDO AL 12882% (75/
8561) . LA ML L1398.8% (84/8561), ¥y Fu T x vy kY 7 A120mg/ HEET
DAREDA R F13291.4% (85/9361) . AR LL EI395.7% (89/93B1) T - 70
EITERIE, oy 7070y F Yo ABET39% (7/1796)) (SO 5N, F4 b0l
IR417% (3/17961) T - 7210,

(RMLITER (BMRE Iﬁz’&ﬂév SMEREXEET) OB - HE)

(7) EIREE MR ER
S EREREEENRE LATEERHBICBW T, 4 77107 2 »600mg/H % &f

L L Tudyy7u7x /-) b7 2180mg/ H Z5H M#5- L7250, o¥v 7o

7Y F M) T A TORBEMGEE O, FIET765% (62/8161) BEELELL FI
90.1% (73/816]) TH -7z BIEMIZ, Xy 7Tu 7229 M) ABTLONDLH

B 5N,
(8) E [ 855
S EREREEENRE L EERREBRIC

gL LCcaxy a7z 9 v a180mg/ HAZ3HMHEL LziEE, u¥yy 7o
T xvF MY A TORMERYEREOWHLL EIZ61.6% (69/11261), et Eix
85.7% (96/1126]) Td > 720 BIWEMIE, OF Y T0 722 F M) 7 ABET62% (8/130
F) (ZRRO B, F b OLLETRIN2.3% (3/13061) . B, RA15% (2/130
) THo79,

) IEW%M*EE&E&

AV EREREE LN RE LT EERARICBVWC, u¥ vy T s YA
60mg/H. b L{ERFy7a7 2y b)) 7 A120mg/H % B G L 2R, 0¥
V707 v b)) 7 A60mg/ HEETOMEGNROUYELL FIZ758% (25/3361) , HREE
L E12100% (33/3361). vy 707« b v A120mg/ H BT OGN RO
Ll FIX759% (22/2961) . #RPEUEDL 11389.7% (26/2961) T -7z BIVEAIEEE
Do rV,

17.1.2 —RRERERAAER

BWT, 477107 = »600mg/H %%

— B ARERS30BI O B R A OB EIZIRD & 35 1) T B11- 19 20,
s A (%) FHBLL AL
i) v~ F 65/233 (27.9) 132/233 (56.7)
TN B B i 95/154 (61.7) 129/154 (838)
JEJFIE 96/127 (75.6) 112/127 (88.2)
A BB A P 55 7/14 (500) 9/14 (64.3)
SR Wi e 15/24 (62.5) 20/24 (833)
Filits - 4% 4/4 (1000) 4/4 (1000)
ke 124/177 (70.1) 170/177 (96.0)
S Rl 64/97 (66.0) 93/97 (959)

18. FEhFEIE

18.1 1TEAHE
Oy 707y )7 ARIIERIHRG S b & BRBERIOE I 055\ R
Lfko £ FWALE & IS %@&E%#uiux&7ay§>¢ﬁﬁmMWMW
BRI HEﬂu%%transOH@S (SRSPLAL) (2ZM|ENTIEM T %, Y 7utd o7t —+
MM E LT O RS 75 0D VEAEAMEIIC XD . 3 CNZBUE - PURIE - R
BRI A H L A BRI A T 21 ),

18.2 $EEIER

1821 TF v 7u 7y M) akiE T v MRS L7z & %, Randall-Selitto
B (JHERIEE) (2B WV CEDsofii120.13mg/kgTH Y. ¥ h7a 7>y, F7axt
Uy AV FRY T IR 10~20f5F 0 EUREAER &R L 7230, 830,

1822 uxv7yu7xz 5 M LKNWE T v M 4‘+D&5L1t3 L3
HEIZBVTIDxfE120.76mg/kg TH V. F7aFtr L@, 7y b707 x>,
A Y 22 DI~SEDEHIEH 2R L7230 30,

1823 OF¥y7u7xyF M) T AKNME T v MIROES L & 18R 40K
FEIZ BV CEDsofH140.53me/kg & MWERIER 2 /R L, 1 ¥ Fx ¥ v ¥ 70
Tx v, FTUX Ly O4~6EOHUFIER &R L7230,

1824 UF vV 7u7x ) MYy AKHPOHFYEIERILERETH 530,

18.3 MRAEIEA
Oxy a7y by AKNME Ty MSREROFG L& hIr = vidE (B
HWRIEETINV), 732Ny PRATSE (BHEREETV) SFIHLT, ¥ 7a 7z r,
F T F v LIRIZFEEOPISEER &R L7230, 30,

18.4 FEEAIER
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