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T 2B CTRER I EAL U S IE DS 7 Blic A Sz, FEEE
RiBRICBNTIE, BRMAED 100 f5EZ TOMEITB W T
REHEILRD 5N TN,

(2) B THMi S 72 7 7 RIVENT K 218 O R R OME
PR gE R R 2 i & U S AR B Ic B W T, 1 >
TIIVI YRR T 2 EETIE T TR LER
BEFALNTVRNL, LML, FEESICZ0T1IVARK
HM ZEBIEME L. TR, FE. M/ BEEH X
VRIESE/FEIT O [mI1E AN BT L 7=,

R)YESTEEE NI TN FNC K 5 EE#E (65 L) 2%t
K ELEBIHEERRICBWT, AFo#FkGIZED1> T
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Oy TEIR O T RIVANC L 5 0B FEOFRabRicH
WT, 12AMORGREBRND 5,

6)F# 7 v b OBER O GEERABRICBNT, Ty E
VU K% 394, 657, 788. 920, 1117, 1314 mg/kg O
ETCHBEROKRG LR, 7HE D v N TIIEYICBEEL &
FE1C/N 657 mg/kg LA E TR SNz, UL, 394 mg/kg %
BE5 L7 H#EEZ v b &N 1314 mg/kg 2R EG LA T v
k(42 Hi) TIIETIIRD S Naho 7,

MYEZ v NOHEREOREG M2 aFxT 1 7 ARz
T, BENRO NN > TEHEICBITSZF LY IEILD
4/ AR AUCEHE, 7 Hii#Z v 5T 0. 31 (394 mg/kg) . Fk
S b~ (42 Hi) TO.22 (1314 mg/kg) TH o7z,

RO H 2 NTHG T AT
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<BEAMBEREACEITBEE>"

fERERR A BT 28 BlIC AR I EILE LT 37,5, 75, 150 U300 mg % Hifa]
RO GERRE) Uz & & ORF OIETER O M4 i EEHER I 0S8 8)
NI A—FRUTOEBDTH O, AUCo-oo g U Comaeld JI 5 FLHIHIIT Y TS
5T ENRE NIz,

H A N A B T2 331 DIE TR O 5 i

(ng/mL)
1,500
—— 37.5mg
= 75mg
g% —o— 150mg
g 1000 > 300mg
b3
i3
E'Z
¥ 500
il
0 , LR S
0 12 24 36 48 (hr)
S|
ISR DY BEE/N T A —5
58 AUCo-c0 Cumax tmax ti/e
(mg) (ng - hr/mL) (ng/mL) (hr) (hr)
37.5 1,652+ 203 150+ 35 4.3+0.8 7.0+£2.4
75 3,162+ 702 360+ 85 4.1+1.2 6.4+3.7
150 7,235+ 515 6621165 4.3+1.1 6.6+1.5
300 12,918+1,564| 1,377£153 4.3£1.0 5.1+0.4
mean+SD

<BARAS#HE B0RRLLL) ICHFDmE>?

FR80E LA LD EiliE 5 BlicA )Ly 2 )L & L TT5 mg & HREIREO#E (i
flf) L& ZORFNDIERERDOENEEINT A —FIFUTOEBDTH->
7o

HA NGl (805l L) OIEMIRDIEYEIHE/)N T A —%
5w AUCo- Comax tmax tiz
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
75 6, 063+604 439429 5.0£0.0 7.0£0.6
mean+SD

<BFRAEHNBACEIT BEEBEBE>Y

HARANKOBEAE 14 BIOEERABTFERREL, ARILVFYIELELT
75mgl H 2\&150mg 1 H 2 [81% 7 HERE#R G (B%#HRSE) L0
IEEROIEWFRE/N T A —& R OMBEFEE N 7EIZLTOEBDTH-
2o HERARVCHADOWTNORAREIZBNTHHE G 7 HEHDAUC-:2 K

CondIFEETH 0. NERICHIT B ETFRD SN sino 7z,
DHERE I 5 TR GBI TR 3 H DANITE WAk IS B
5NN o Tz,

EJ/aN
L. ZHMEERD

ko TR

GBI 7 B BICBT 2IEER QMBS A—5

K58 AUCo-12 Cuax tmax tie
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
75 (HAN) | 2,276+£527 297+90.9 4.3+1.4 8.8+3.6
75 (FHN) 2, 270+387 244+29.2 4.6+0.9 9.7£1.2
150 (HAN) | 4,891+963 599+96. 6 4.4+0.9 7.9£1.8
150 (AN 4,904 477 598+70. 0 4.5+0.8 9.0£3.7
mean=+SD
TEVER D L BEPIRE 5 7l
e M3 HIEPERIRE (ng/mL)
SmgHAAN | 7T5mgHAN | 150mg HAAN | 150mg A A
3 162+44.5 158+£39.4 301£116 289+87.8
5 163£50. 9 153+49.5 3256+107 360+73.8
6 168+58. 6 185+30.1 344+85.5 324+82.5
7 163+£27.2 144£35.7 326+84.7 287+56.7
mean=+SD
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6 AMRER S L7z & 2 OFRMEEEDBEL. U TFOROLBOE
HRRICIKAE Uz, mER B E S ICB W TR GBOMENL
BThodEEALGNT.

#5066 HHIZBT BIEMEAORMEFENS A -5

CerfE AUCo-12 Cormax Clro-12
(mL/53) (ng * hr/mL) (ng/mL) (L/hr)
Cer=30 43,086+18,068 | 4,052+1,519 1.54+0.55

30<<Ccr=60 15,010£ 4, 158 1,514+ 392 4.19+0.67

60<Cer=90 9,931+ 1,636 1,058+ 183 7.25%+1.15

Cer>90 4,187+ 630 494+ 80 | 17.50£2.78
mean=+SD
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BB A TINVI T A ) ZEGIEITE D IEREFI O 7= D IO A

SINDARMENHDHEY HTe Xy IV, o051 RRFUEWE.

NSAIDs%) ROLERICEEE 5 A2 5 AR O & % 54 FirEik
) D < OFEY EOHEIERIIMEFT TN TVRN,
4. FBREERY
TN E I ENKROZDEEREDOE N, Ty b, THFRVA X
MEEA & DEERIT, AN FIENTRETOMEICBNT
50 %A F OFEATH 208, EHERTIRWTNOMEICBNTS
SEET 3% LT OV D TH >, (in vitroik i)
5 43t - HET
<HEAICEIFBRESS
AFNTE MZBWTROZGHEPCMITE & U T CIEEARIT N
KDREND, RERABTICHLARZ (LY IENELT
37.5 ~ 300 mg) H[EREOHEG*Lz& &, REMKKROERED D
BTG 48 FEf#% £ TIZ 70 ~ 80 % AR H I HElt X /=,
EY
P450 12 X AR HNERD 5N, P450 27 L 7= Y HEAER OBEHT
K0 EFEPAS0 HEORBICH L THIFEAERZEEZ LG XN > T,
MIEFER G - AR ORE 37.5 kg LA EO/NBIZH U TR I =ik
cHEE. 1E75mg#E 1 H2ME, 5HEESTHS.
TRifG BRI U CTREBEINZHE - H&EIE. 1R 75mg % 1
H1[E, 7~ 10 Q%5 Td 5, KE37.5kg LA LD/
VTR U CRGRE N2k - Amid, 1Rl 7%5mg % 1 H
10\, 10 HE%5-Tdh %,

(B%) BFEBROER

1' ﬁfﬁg)

M#E > iz [MCl-F 1L & 2 E)L 20 mg/kg % HERE D% 5. L 7=
B2, ORI SRR ISR IC oA L, M TEBIL Tz,
L ZR< &P, B TEREZRL, FEMEO 1 DEE X
S5NTVWBHITIRMIEDK 2 (5Th o 7228, FRMERNOBIT
I otz MIZBNWTHRIENOBITHRED 5. BT
WERHAEIMEDK 1/2 Th o /. SIS 48 R £ TICH&
HLAED SITFFERITHE L 72,

ARSI

B 5 v ME[MCI-A 2L S UL 10 mg/kg % HiEIRE O 5 L 72
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e BE | een| 12 TIVI SRR
# A s | PR s (95 o
o 70.0 52
FYINHIEN) U | 5 HE | 122 F (53. 8-85. 9)
o N 93. 3 I
7k 5 ER | 130 i AN

1) ANy I CEBEORME - HE
FEINFZIENELTIE7T5mg % 1 H 2
#1) A > TIVI RGBT AL A5 EESOIFUE MO BRI Xk 0§
E L.
#2) p=0.0216 (75K & D)
<SEAICHITBRE>?
Wk SRR CEIES N2 7 TR 2xEE U= S IR 5 0
GBI 21 > 7))V T BRI (2 TOERNKET L2 ETO
KR 1Tkt 5B ZE LN FITRT .
A 27V TR I (KD

; "5 | T AT TR
A s | EPECY e (95 o )
N . 78. 2 W[ #»
AN F LY VR | 5 AR | 301 o e
o N 112. 5 KffE
75 5 BRI | 309 1 Gl

) Ay I CEBEORE - s
TN FZIENELTIET7Smg & 1 H2IH

#1) A 2T INITHREGIIT A )V A 5 EESOIBUA M O EFIZ X 0 H
E LT

#2) p<0.0001 (7" Z &R &DIkiK)

FEIZIEIV) CEEEICR D R ORI R DM, HEEE
DARTR, T A )V AR IR O %E#E, Al o [B1E I O 030 S
Nz,

2. FRARBRRAE"

<BEAICHITBRESY
ERNICBWTEBINEZT TR 2008 & U758 A KL 53R
(JV15824) O 42 HREHESXIZBT 51 > 7 IV T > FIRERE O FEAE 1
HEh R % LU FISRT . ABd sl 23 O A 308 fl (751
N ;19 #- 83 %, T4 34.0 5%, 65 DL L oL 10 . &K ;
18 7% 77 5%, F49 34. 2%, 65 A LD @i IL 11 §) Zxdfel
7z
ENEERERBRICBWT, 1 > 7T O PRYYERERIE S
TR 5%, AKIREH1.3%ThoT,

A > 7V ARSI TER] (FEIER)

e AEAFIE

TIER ) Vs p=0. 0032
e L 153 155 (%9qﬂ%zﬁby)
AR (2™ |13 (8.5%) | 2 (1.3%) e

) Ay I CEEORS - FE
FENFZIENELTLETSmg %1 H 1[H

#1) FERKROIERDN 2 DL ERED SN, U A IV A BE IR D
BRI DR E NER]

<SEAICBIFBRES
KRENZCBWTEESNZT TR EMRE LS THERR (WY
15673/697) @ 42 HEHR 51T BT B A > 7 )V T 2 HERYYE D FEAE
R Z A TITRT
KECEHEBEREBERRICBWT, 1> 7T PRYSERERIET S
TR 4.8%, ARG 1.2%ThH>o T,

1 2T VT P RYHESAE D] (FEHE)

o [ FELFIE

TIER ) s p=0. 0006
KSR 519 520 (%%ﬁfgf;%
R (F) 7 | 25 (4.8%) | 6 (1.2%) e

) ANy IENY CEEORHE -
FNFIENELTLIESmg % 1 H LE

#1) BEARCREIR, 2ERERNE 1 DU RSN, U1
25 BESURH A D LA & O R S N7 Bl

T/, EATOERE MG E LT TR R EER G HR (WY
15825, 42 ARG, 1 > 7V T oY RGYERFHMB O 7 5 iR
SR EE R EGE (WV15799, 7 HE#RE) RO > 7)o
JRGYIE BB F L O T B BE & IE TR RO A4 — 7> LLiki B (WV16193,
10 HE%5) 1I2BWT, A > 7V O HREAYEFRIERIIIE TR 4.4
%. 12.0%. 11.3 %, I I CEIEHRGR0.4 %, 1.0 %,
L.8% Tholz. 2B, HimEExtHe Uizl (WV15825) D, 72
FOHRHEIIBI D1 27N IO PRIYERERIT. 75 RRGE
5.0%. AT IEIY VEERGH 0.5 % ThHo /.



I CHME & 7o FEIE I SR & BRES U 72 35 AR ER R AU 0 B
RELTICRY,

FHIT BB

s WV15673/697 WV15825
B n=1039 n=548
BSES e A (183 LA L) N (655% LA L) #0
5 TR AN I B | T TR | ALy IV VS

n=519 n=520 n=272 n=276
£ (%) | 18-64 18-65 64-96 65-96
(1) (35.0) (34.4) (81.8) (80. 5)

#1) K180 % DEEEMNT 7 F L HMEZT. K14 % D&k HvE
TEPAZEMRERBEZ AL Tz,

Bt T BB

o WV15799 WV16193
HRES n=955 n=808
PSE- 135% LA E 1l b
s TIER|FENIICNY VE | TR TR

n=461 n=494 n=392 n=416
i (%) | 12-85 13-82 1-83 1-80
CE) (33.8) (33.2) (26. 2) (27.7)
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