2. R =R 1B T 2 EHEREY
<HB MBI SEE>
FLFFowoNTS302 Cor) BICXDHEZINEE
BEEsfrzebr20fEzHReL. AEALFIELEL
T100mgl A 2E%6 AFEHEES LR OBEILEE
HEREEZ., LTOoROEBOTEEIKE L L. SEX
BEEREEIBWTRBSROBENBNETHD L5
Aehi.

#2564 6 B RICBI iSO EHBENF A-F

CoxfE - AUCo Crmax Clros
(mL/53) (ng * hr/mL) {ng/mL) (L/hr)
Cer=30 [43,086--18,068(4,052%1,519] 1.54+0.55

30<Cers:60 |15, 010+ 4,158}1,514% 392 4.19+0.67
60<Cer<90 | 9,931 % 1,636}1,068 183) 7.25xL 15
Cer>>50 4,187+ 630 404+ 80| 17.50+2.78
. mean+ 5D
3. EPEEERY
<HABAMNICHBITSEHE>

ANy I ENRREEEEREEC S ORRS FEOHf

HAirkDEH U7 5 ZA0OET. AUC-RTFCruxD#T 2

EZoMmRED Shk. TOIEHT oS4 - HEgEER

FETEREESBENST LY I ENEFEEETH

HEhoER oA DBSNEEEREETSH

BREEFERLTWS, UL, ZOHARIEDHE

DELOEEE. REEORAENLETH 51T LHEKRM
TEETIR,

B, A rZINE T A AR S EREN O

iR En AT (MEASY I VE. T

» OS54 KRFLEWE. NSAIDsE) RULERICEE:

B2 B0 5 EHN (AFBIRES) 0F 0% s

OHRIEREREEEhTHRN,

4. FEFESEY
AENFIVINRUVFOEEEDE R, v b, OF
¥EUA RMBEEBLEDFESRE, ANV FIENT
BETOBREIBL T YUTORE TH o8, 15
HETIRWTNOHEErBLTHEHTIRLUTOH
WD THE. (nvitroid 8

5. 603 - Hae-®

<HBEAICBIFEHE>S

HEIE FITBWTROBSEEOHIZLLTHFRT

TR REN S, BERABTIIHLUEAZ

BENFIENLELTING ~300mg) EEEDRS*LE

L&, FRPEERUBEEHRSOE TG 8 RFEETIZ

70 ~ 80 % MRFIHHE S .

e, AEAYIEMEE FEFS oV — ARV

#MEREEICE D, PASD TR BABIEESDH SNY, P4S0 A
LS E R o Ic & 0 £EP450 HE ofR#oH

LTblEEhERREEARME.

MILHEES  RARCES 37.5kg BLEQRITH LTREBE W
Ak-AER. 1B%mgxl1H2H, SAMKRST

T%&%:gi&UHEQL®$EEHLTﬁﬁEHKHE-
AR, 1ESmegx1R81lE. 7~108RZE5T
B2,
(&35) IhEROFERY
1. 20
fERES » FiT[FCl-A NS I EN 20 mg/kg BEEBIE
OEE LK, REERGEABICIEPMOHL, i
HTELLTWeE, BEEZE< EFR. BETEE
ErnlL, EMEKO I DEEASHTHAHTIRML
HOP2ETH- M, FREARER~DOBTRPAMD
o, BIZBWTHB~OETHED SN, BITHHE
BEEN M 0®H 1/2 TH o7z HHEIZERS 8 RH
BETICEEEN S ETFESICHELE,

2. A4 ET ]
BR5 v FZ[MCl- ¥ 2 )L 10 mg/kg & B ER
RS L. HEEILADPIESTL. B5E1HH
BTRESEECELE. TO%. mEd & FERERZ
T U7, AP/ M P R
W TEbhok.

(EEERRE]

1. AR

<AFEAICBIFEEER>Y
BRcBLTERZNESSERENBE L BNHEE
FE B (JV15823) © 5 ARBSICBI 341 > T LI
BEEE (2 ToERFNET > ETORM) T35
g ELTIRT .

AT NI IEREEBEENGE L T HER e
BirsWT, V2BAEAFIENICEY, BRERO
EHEOM. BEEOET. v NVAEOREA>. FEO
EEBEoEENED sh.

4 27 NI R (R

2 i I I 7w B e P2 3 g [ |

£ M| g | PR i 05 %EERED
U B 70,0 BERE®D
FIEN SHE 124 (53. 8-85. 8)’
TSR SHE; 130 (79332?,_{,:};512)

Y USBAEN I ENORE - AR
FERFIENELTIESmgEl 2@

#1) A TN LRI LA SRR EREEO LR XD HELE.

#2) p=0.0216 {(F S EREDHED

SR FORBERTECA2TOREFREUTOED

THhok. ERICFELEFEFSXLTLOEHERZE

L, i EFORECRoERNEERERR S

B, CNCOBENS. ERE0ZERTICET

SRERORERETFUT S C LidH$ERw,

ERGESRTRALL
EhxFEFER (2%LLE)
i A S 12 I
HEES 7;:1}'{9'3‘ ) /&71;51)5!/45’ v

M= 19 (11.9%) 17 (11.0%)
Fi 24 (15.1%) 13{ 8.4%)
i 7(4.4%) 9(58%)
EE 2 9(57%) 8(5.2%)
ALT (GPT) ¥4 6( 3.8%) 5¢3.2%)
OR% 1(0.6%) 4(2.6%)
7-GTPHShE 5(3.1%) 4{2.6%)
Al-Piin 3(1.9%) 4(2.6%)
TIL7EREE 2(1.3%) £(2.6%)
®) VS BAILY T ENORE - Ak R (%)

TN ELTIEGmgEl BH2E
#1) BRI S E ST,
#2) BEARELESD.

| CHEAICE B RES

(4)

Bk ERPERRTEBE NS SRR ERB L LIS IEER
FRBO S AR SIC B 5T VNI FEHER & T

 DERAEET B ETORRE) T B E B R LT ICRT

A 27T RREER (R

"5 NP R T

E A | g | ERECY sl s wEmEED
) B EN 78. 2 B[R
FEUN SHE) 3018 (72.0-88.0)
. . 112.5 B§fd
5l 5EME| 3005 s Em

) U BAENFIENORE- AR
FENFIENELTIAEmELIB2E

#1) 1 2 TNEAFERRERZT A NAGARRARSEO LR ICEDHEL .,

#2) p<0.0001 {FSERLOHED
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YrBA LN IUNCLY. BEAFOERBRD M.

<HE MBI 2R >

EEEOET. Uil ARBEROES. FRoRER FEITBWTEREN-F S EHRENBE L AABHEE
RIDEFREMRED &Nk, FEEER (WVIS673/697) @ 42 BREIES*IZBITB 170

R T APBRE ORENHARE L FICRT

ThEEHES (1 %L1 FECEFRILERRIIBVWT, o /7»1 YR

- Foor | USBITAIST) REERT S LRB A%, SRR 2% THL
- =716 ) n=724 ) 4 P TNI T BRERES (RER)
= 48 (5.7% 97 (13.4% T UsREin
I 71 (2.9%) 68 ( 9.4%) . FoER | L rien 10,0006
TH 70 (9.8%) 48 ( 6.6%) ERE% 519 520 (95 %{=HEER :
HE WD 29 (4.1%) 22 ( 3.0%) BRERE . o 1.6%-5.7%)
SEXk 15 (2.1%) 17 ( 2.3%) FER™ | @8 | 60.2%)
b 16 2.2%) 160 2 2%) = ;E%gtgiatg?g%s mgl B1E
o, o, P E)

i 14 (2.0%) 13 ( 1.8%) #D) RABOREET. SERERAE ] OIERbER. U4 L ABE
L 12 (1.7%) 9( 1.2%) XRAERD ERICE DFEX hA R
AEREE 6 (0.8%) “8(1.1%) Er. BATOESREERHRELETSEANB-EE
g 70.0%) 7 (1.0%) B EEAE (WVIS825. 42 BRE=). £ v 7N

B URAEAFIENORE - BE: RBHE (%)

FEAFIENELTIESmg %1 20
#1) FUMERUEEITER

2RI ER R

<AFANCBTDEHE>N
BRIEBWTEEZETZERERES bt%m*ﬁﬁ:
BB (JV15824) @ 42 AMES* T BT 31 2N
FRREORENHDELUTRY. £lBRIEHE
EESORERAIRHA (SR 198-83 K. 8
4.0, sS5EBLoEBET 06, FH 188178,
F1534.25%. 65 R EOBEHET 1L H) 2H&EELE.
BHN_—E5HBEESBRICBVT. 1 X7 VI FERE
RERISSTLAEL Y%, FRABREHE 13X ThHo k.

A YINT P EREERER (FEEEHR)

e | VSR
TR | ssen 50,0032
HR PR 163 155 || (95 %fEHH :
%?%fﬁﬁ 13 (8.5%) | 2(1.3%) 2.4%-12.0%)

%) JrBRAEAFIENORE - BE:
AR IENELTIEEmg21BLE

#1) RERUTERM 2 OUEEDo ., Y N ASMTTHEED LRI
X OB ERER

ZULEORBETHULLTOREESREUTORAD
THok. EERELFELEFEESRNULTLLEERERZE

LA, £k, BEORFECHOERMNERRRST
BirakH., CHoOEEMNS, ZREOZRERRIZBT
SEHERORERETIT S L HERN,
EARTEHRBTRRL:
FoEEER (2%8L)
y—— e e
JE 18 {11.8%) 18 (11.6%)
T 21 (13.7%) 13 ( 8.4%)
Ei ] 9(5.9%) 11 ¢ 7.1%)
ES 2 6¢3.9%) 9 ( 5.8%)
UERE 4{2.6%) 7(4.5%)
] 3(2.0%) 6( 3.9%)
&R 3(2.0%) 6 ( 3.9%)
ER -( - ) 4(2.6%)
B mERIE b 3(2.0%) 4(2.6%)
EBRBHE 2(1.3%) 4(2.6%)
R o EEm 1( <1%) 4(2.6%)
&) BT RS I CILOME - R, BB (%)

AELFZIENELTIEBHEmgZELIA LA
#1) JEsIE SR S,
#2) IERFELEF

BREREFEMEO S SERIBIEERLEHR
(WV15789. 7 AREE) RUS 7 NDFERREES
EMEOTHE S EFHBOA—7 hEEE (WV16193.
10 BRIE) wBWT, 4 7N rFEREEERE
ETEAIE 4.4 %, 12.0%, 1L.3%, UXEFELYIY
LBESE0.4%. 1.L0%. L8%THolk. B, BEHE
xS e LS (WVISE5) o, 7HF  EEEIEY
B 7 NECFEBRBEREERD. SO RBERG 0%,
) UEEA TN IENBEROSXTH .

B/ CHE = N RN HIBIR 2R U - 5 TR R

Bo@EEReslTIIRY.
EHMNT S
o WV15673/697 WV15825
HEES n=1039 =548

& fREEsE A (18EEELE) | miedE (BoRLLE)""

w4 TR U AAA NN 7ot |V SRS I EN

n=518 =520 n=272 =276
FEEGR)| 18-64 18-65 64-96 65-96
() | (35.00 (34.4) (81.8) . (80.9)

#1) B0 XO|MMBEMNT O FLBRERT. B 14 KOG ESRIENE
HREEBESMHL T,

BEERE T

s o WV15799 WV16193
HGES n=955 =808
& 135R80 1L
s FoEd | UL IEN| TR Sid} 53

n=461 n=494 n=392 n=416
£ (58) | 12-85 13-82 1-83 1-80
(EH) |(33.8) (33.2) (26.2) (27.7)

FobRERABAELEBATO_EEREBERRD 42 H
s B WT, 2% EORRETECEETOEE
EHEUTOEDY THok. HERRRA TS RFLH
TOT3 T 673 7 (69.2 %) K. FEIZSH T 986 HP
7174 (72.7 %) EBLI=.

D FEBEEZIIBYI TS ERRSHOTEERIT
629 g 458 & (72.8 %) FHIEESHOEFEERIL 635
#Fd 487 B (76.7 %) TREBRL. 7 F-EEECBITS
TSR BEEROEEERIL 344 FIh 215 5 (62.5 %),
FREFEBOAEERIT 351 £9 230 H) (65.5 %) IRH
L7

B, ARKCRUAFEESNLTL BEHER2EW®RL
iz, Fk, BEOEBHEYHOZERANEERERBRLITED
. choDEEMNS., EREOZFERRICBUYSEI
fERORRBETRT D &i3dkizn,



EAFBERBETRELLE
EhREEES (2%LL)
e . v
el il e
SEH 243 (25.0%) 286 (29.0%)
B 104 (10.7%) 116 (11, 8%)
RBH 112 (11.5%) 105 (10. 6%)
B 50 { 5.1%) 92 { 9.3%)
IR 85 ( 8.7%) 81 ( 8. 2%)
Ly 86 ( 8.8%) 81 ( 8.2%)
RIGHELR 67 { 6.9%) 63 ( 6.4%)
R 51 ( 5.2%) 57 { 5.8%)
o3 43 ( 4.4%) 52 ( 5.3%)
TH 38 ¢ 3.9%) 40 ( 5.0%)
BEEEE 47 ( 4.8%) 47 ( 4.8%)
A FNLTF 41 ( 4.2%) 46 € 4.7%)
HiE 36 { 3.7%) 35 ( 3.5%)
i8] 23 { 2.4%) 30 ( 3.0%)
FE 33 ( 3.4%) 28 ( 2.8%)
g 9(0.9%) 27(2.7%)
BAER 35 ( 3.6%) 25 ( 2.5%)
2% 16 ( 1.6%) 23 ( 2.3%)
b 23( 2.4%) 22(2.2%)
) AL ENOHES - BR SR (%)

AEAFIEALLLTIBEGmEZ1BIE

W OBREY  ARTHEE 37. S ke BLE@AMRICH LTREBENLAIE
CFAREIZ. 1E7ng 21 B2E. SAMRSTHS.
FEES : AR 13 EOMECHLTRESNEME - AR
. 187H%mg# 18918 7~10BME5THS,

(5 B3
1invitroffi o )L Z{EF™
Yoy ENRITOES S ThD, KB
IhEgtirERshrg. AUV AERETRT.
) B IL S = L OEEERR vitn TOARRUB
A 2 2T A )L ADEEEERE (RS
0.6 ~ 155 nM. BEERSHEEBKICw : <0.35uM) THEL
e
2.invivoli D 0 L A{ER
T ARUT = by hOARRUBRA NI LYY
ANABRETNLTR. UYEFTELFIENOED
125 (0.1~ 100mg/kg/B) Ich D, BRICEELTE
Fnoin, BRICEIEROBS. U1V HED
BOT EomEheEnEhonk, Tk, VR
PE W BT A JL A RHE 24 BRIRTD 5 O OE
5 (10, 100mg/kg. 1 H2E) T, £FEOLRLE
o b AR n S B ESED ST
3. fERE
U EA Y X ENLOEEETE FARRUBE T >
INTIEILNAD ) AT —EERREICHE
2L (ICa:0.1~3nM). HLLBHRENZTINA
ORI, S OEETREETS &L, I
ADBE T D,
4. Fathg
EARUVERERREICBT3EF T oEES 1

LAOHERIIHFARTSETIR0.34 % (4/1,177 #).

MNBTIL4.5 % Q7/374 #) THH. BA - BERUA
ReabeiBs. 1.4% (211,51 f) Téok. @
TN TS TAR A L AITHEL. BRTIAHA

pMEDShaNo . MEEERLAYILATH,

TIARU7 by FEBLTELLRREORTH
Enoh. R TOEE EEAIREDTENE
EZZoN5, HEEEBLEIIILATR, /123
—H—FOTF I JBERMEDSN TS,

(6)

(EaRa B 5B{EErmE]

—i U BAENYIEN
(Oseltamivir Phosphate} (JAN)

: (-}-Ethyl (3R, 4R, 55)-4-acetamido-5-amino-3-
(1-ethylpropoxy) cyclohex-1-ene-1-carboxylate
monophosphate

- HaPQ4

FFR : Culal:O, - HiPO,

AT - 410.40

B0 AA~EEOAORREORRTSD. KR
AF ) —WREGOTL, ZF =) (99) k%
PEFHPT <. NN-VAFNT LTI KICE
Fiz< <. TERMZRUNCEE A EBRIE,

B 192~195C ()

HREY - B~ EERTAAISRL, THHVE

EETHIEICAET 5.

[ HF]

LERTONT URZ7BICBY 2ESERTVEL2EEH
Sz TBIE,

2. BRTOEBE BT 5EEDEYEHEZASHICT
5T &,

3. BEA NI I N AR T s EPERUESE
T A EHEERL. BHYRKEETs .
4.4 2 FINIT A N AOEECHT BRERICET
ZEAAOEERE - FRIcDWT, ER. BRESE
CHRETHT &

2 %]
¥ INATELS 110 HF I (PTP)
100 727 & ) (PTP)

[RBEER EDEE]

BN TARIRIIBE T > IV 247 ) AR DR
WEROLE OBHTER LSS CoARBRHEAEN
=7,

(EEXW]

1)-8) #AAEH

9) FEATESER, #h : BREHESHE

10) #HREH

11y WA=, b : BESR

12)~186) #EPREE

17) Sidwell R.W. etal, : Antiviral Res. 37 ; 107, 1998

18) Mendel D.B., et al. : Antimicrob. Agents Chemother.
42 : 640, 1998

19)-21) #HHAEH

74 : 1044, 2000

74 : 1062, 2000
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# % 20054E10 B 22T (BEI3MR) BREEGRLEES
20054 7 A kT - - L
*EOOSEF T AT BiA Y 2T FI 1 W AH 57625
~——m —_ .

RS : HEEES =" 51007 3% REES |00
&L'-D’:Tﬁ'/uliﬁ" i EME | 20024£4 8

B % EEEE TAMIFLU At | 2000 7 5
gﬁ?f"m‘:“‘@f UVEBAEILYZEIL RSOy

= B EipEl [RELEOFE]
DESH,

R : 28
GrEICETORBAEA M
ERTBTE) y—y——

[(E5]

LARORFBLALTH. FHACLREERECHRETS
T & (e BRICHEET 3ERALGEBR>OESE).
2 EROFHYETORBEEEETOAL,

o

Iy

[ER(ROBEICHEE LA )]

D <% - HRICBET 5EA LOIE>

P LERICAVIBE R, A X7V PFRERORERD 5
2EBRICHRE#HET S & EREERN S 48 BREES |
giiRsrRBLEAECBY AAB SR BT - |
REShThixn). :

2 RAORREBESE T, LRTRESENT50T, |
BWRECETICHALT, XOLIBREEREERETIC |
& QLAACBYZREICL D). MNASOBBERESRE |

[ZheE - 3R]
OABIL BRI A > 7 )T e I ABRIE

D <ghbE - DRICEET B M EOER> :
DL AREICRANSESIE. YAV AEORSPARXIBY
A2 TNI T N ABREEOR TOEE TR LTS
FATRAWILE¥ELX. BEOoRBETIESELLLT.
sHoERoBEREEECRHTI &,

2. 1 Bk EoBRE (EHEEER, ER. L1R) KN 5®% |
éﬁ&UﬁMEmmﬁLTm&mUm%%«w&#1mg§
ZH).

3. FANIAR X HBHA 7T ¥y )L AP LA O
B I BT RA, ;

4, AR R ERIE I R (BEELEANEE) o !

| meE), i

......

[RAi& - B=E]

e, BACEAEASFZENELTIESmgE 1B 26, 5
B, BEEEL TROSS5T 5,

BE. BARIEAEASFIENELT. 1E2mg/kg (B A1
LayTRELTE6 Tme/ke) 21 B2E. S HE. ARREL
TENLsETs, #FL. IBRESARRAELFIELELT
Tomg &7 5.

&) AB-EFSODAHEAIIEDERTEIE

AHIDRESTN LIBEUE DBEEED H 5 H TOEEESRT, (
] PVTFZ TSR @lif) | e ;
(3R - 1K1 § Cer>30 1E75mg 1826
i, b £ FITNRFAD9TI%N i 10<Cor=30 1E7%meg 1R1H H
sy Y B S YL 39.4mg Cer=10 reT——
-EHR (FENFIELELT 30 mg) : r_ " — BRARRERLL CORL i
VO FLTFRILPVTSA :
W4 D-YNE . T IHA ZLBETk : -
(lgh) ZFhUTL, BEFSL REERFFUDA HFE.LOEFESE]
Wi oAU »F YDA, FEANY L, FOEL
Y-, FTSEFZTA, IFNNZY >, 1. BMERSGROESICRERCEETI L)
T EEoBHEESER (<Hk - ARCEET S EH LOEE>
FREAG~BHABOENI RO ST\ TH 5, RU TEEDEAMNEE OFEER)
t RIEFIAREET L E. DE~RRBOB—LE 2 EBEHEANTS
BHETH 5.

(DAFIBEHRBOERNTHY . BEESMETLTNSEEI
MR RENS<EEBFNMNBBOT, FHOHRSITR
LT, #LFF V75 ABRELE<AE-BE
KEETSEALEORE>ICETVT, REZEHBULALMNS
MBS 5 & (ESDER] 0EBR).

Q) BEBRENA 2N LTI N ABREREHLED
1Y VT FREREBASND L EHBBOT, WE(
BEOBEITIR. HERERET oA SBTNERT IS
(<EhaE - PERFEETIER LOAE>0ESHE).

BEF g (FENLFIENELTI0OmE) Fie. YIE R
(REOMEEE) MY STmg SE I THEOT. Bl
BETNHECBRE RS TABAICEERTS I &,

3.8{ER
HTENFOFREREETORE FIEW T, EERIL. 85
il (27.5%) o@D S, ERBIERIL. BEE 21 4 (6.8%).
FTHI17H G.5%). BR12# B.9%) ETHo/., (RER)
kS0 7E (1~ 12 ROHNT) ORENE ToWE 107
IZBWT., BHERE 355 (50.0%) KK e, FxBIER.
MEM 17 f (24.3%). TE 44 (20.0%) HFTHo . (FRER)

(DEXRGRER

Niravd, TF7455 -8R GEEFRR) : yavd,
T+ 74 3F—BERNBOLNE T EHMHDDT, BE
FHIT. SHE. B - REEE. PR, mEET
E=hH ShVEaINIRE R L, BB EITIC L.

DK BEAR) HRAORESBEETRTHIOT. R
EARDSWEESKIXBSoREIC L VEHE GERE.
B S) 2EIL. BEUARNERTOI &,




3EFLs. FigtEES. =8 (EETH)  AST (GOT), ALT
(GPT). T-GTP, AIF-POEL W EF&SEED TR,
BEE, BESDSDNBIEFEHH0T. BAEE 4T
T, RENEDSNAEEKIZ. #5EPILEL. BEYX
nEEfTd5&,

4) B EIRSE R (Stevens—JohnsonfEIRED) . PEHEER
A (LyelEERE) (HEXRD) - EEHBERE R
(Stevens-JohnsonfEERE) . HEMREEIEE (LyelfiEfRE)
EOFERENSSHNEIENHH0T. BERT4IC
o, coik5EERRS shhREkE. #5%291L
L. BUhAEETOI &,

S)aMELs HETRR)  agFesbobhasl &M
20T, BEETHEFL, BEMNEDSRARESITR
ELic#szhil.,. BURMLEETI &

SYHMmEFEL, MR GEEEFRH) - gmikEd. @
ERDOnessbhaZ EMH20T. BEETHRTN.
BEMRS o hABe kst T4 e, HPaMm
BETOC&.

TS - AEAER GEETRER) : B - TRER (ERRE.
Birfreh, =, 0%, 8. 2% Mepsbhal ke
HHHOT, RENED SHWEESIERRESEREL. B
getaiciTn, BRI THDIABEITIZ L,

& 8) M ARE 28 (GHERE) - B REBREHohhd I &
AHS5OT, MfF. METHEORENEDShERSIC
BigsehilkL., BOANERTI &,

()¢t 0BER
Ko LS5 EEHERM S ShhiBE8TH. BB LTRE
BRET ALY, BEYARERTOIE.

HFENA
BB 0.5 %L
RIE R, BEE., £
W (ZEBaNES
). mER. K
Byl
pEpid OE% - OR% |85 6.8%). T# (6.5%).
(BEMEST). [BE (G.9%). B, RIEE
meE. AlLJF, B |#H, S8, ORFHRE.
i, b BEHFR
EHRES | BHE. R LU | EHE. §R, FRE. »E
h, "BE (A
iR EEEAR. D
TEREAR AR, D
BRH# (STLES).
EhiE
& . (AST (GOT). ALT (GPT).
v-GTP. AFPD EHF
B i B2 EARBHE
i PFEETRIS N
FEELZE SEF R, W
B ROBRE (AFE
&, B#. HE.
%)
T ey, Rt (B4R |l o, B,
B, BB Ko
| g n Pk
SR EAEEE 5%LLE 5 %G
bl HRES, O3 (BB
HAEST) . BER.
R FiEm

SEEAEEE® 5%HE 5 %R
Mz DES - OP9d: GBIE | B (24. 3 | B, EH.
RS, M. AL | %), THE|ER
. . #HetEEE | (20.0%)
ERNER | ER
*| RS rEtER, DEH
ﬁ%ﬂﬁ\ ’L“%@ﬁ
% (STLR). B
1387 ALT (GPT) | AST (GOT)
£R i3
[ BEoRE (EFES.
HH. HE. BES.
s
#| Foik HoEBEE (W8, F £ Hi
EE), R, EH4E,
t=:

AERACBEER Y IERREICTHRE TN EE=ENHT
ERVBHERI DLW TREERBAE LA,

4. BiEADEs
BATERENAT LRI L DEREBREE T, BIER
OEERVESRERBHE &L OMITERED ShTwiht
—RICmnE T, EREE (Biae. MRS o|T e
B OERESZATEI NS0V, RBZEEL LSS
#BETHIE (<HE - ABCHEEYT 3EH LOEE>OES
).

5.6, ER. BARS~O/RE
(DERIREEL TWAEEEOBBACRSTIREII.

EFELoTHMsERTEE EES CHEFENSBE R OSE
S5z e, [BiEPOBRSICETIESEREETLTHA
V. BIEER (5o M) THREBEEHISEE S TNS.]

OBURIESTIESNEBAEBIE®R T L, [BPE
B (S b)) TAHSIZETT 3 C&MfiEahTns,]

s NEEADES
(D 1 EEFEOBN (ElddFEE, SR, AR KddsE

SHREE L Thin (FoMhoEE] OE2H),

QEATEEShE RS >0y 7HiIc XS EMABRERRC
BWT, KEL L kg kFOSNRICH T S ERERTLL,

7.BERE

HEATIE. BREBECL3FERSNRE LR ORERR

wit, BN TCORERAENSRELEATZNAICLSEIHE

BEEREBICBLT, 1B 200mg BLEOREIC XL VIES, Eok,

HEW (FEiE) HEIhTnS,

5. TDMBOES
(DERTEEZN =N T LA X2 ETHETFHERREBNT,

BREMEELELOBENLFISHS. £k, B TERS
NEATENAR LSBEATHRR T, BiSEEsE
THEBRE TERRECXIEnEN 7 fliciohi-, JEiE
ERBIEBNTIE. BRARD I0WEXTOARIZINTHE
{SREERED SNTHEY,

QYEYTEEINEA TN L8N ERBH R U
REasEREsda s LABIBARERRICBNWT, 12
TN FEFRERCRT A EDUETIT 5 ERCHLEER
ERASHTWREWL, L., FRBRSRED ALK
HBMEERICEHL. TORBR, R, BN/ HEEY
RER/AToREHAAERICERL .

@G EATEEIN RS Oy TR L 8RS SN
EREELABIHABERBIBLT, FhltaRirdac
BFE-Thih, —F., FREIRBLTHICKELREERS
STk,



P66

(DEATERETREITENANZ L 5EHE 65 REL) &3
SELABIHEERESIIBWT, THoRECkDr>T
NI EREEE S SERICEEL T, 850 R (23 %)
EWL .

G o—XrhIrEHEL TS 7N FIRERLABEICEA
BRVELTERLZEERITR .

BFESy FOERENHSHEEARIIBWT, 7TE&EZ v F
THE1000 mg/kg T 3/14 . 700 mg/kg T 2 /14 HOFEL-Fi
MHokH, 4ABOSy FTRLUTAORAEBEILBEVTD
FCHFEA SRS,

(NPES v FOBEEZORS M 032571 7 ARRITBN
T. 7THE. 14 HE. 24 B, 42 BB S v 21000 mg/kg
BEL. TEABRT7/56 4. 148 T /28 HOFETEAND
s, 24 A&, 2HEBOF v FTRVWTNSETHIL
aoENihoi, TENFIENORTORERIR., 428
WSy b &L T 7 BETHI5006E, 14 B TI650 6%
Emmmoiht, 24 BB TR 2EBRETH 2.

(EihEhie]

1NRICE T SEEhENEE

<AFACEIFBEHE >

ERS IEERRSBICBW T, X5 2meg/kgl B 2 BRSEOE
BREIBIATENFICIBERGORSEARMEET 125

kBT 5MmRPREErRZRIBICBWTHRLE. TORE.

FS 7N T SRR EERE AR LThOERRERS
WTH ISng/mLEETCHO, A INT oL NAHE

PG TEIRERHELTHE,
AFABIRIZH T 5 M8 FiE1E B E 4 hefi K U1 2kl

B

bi3:¥. 4 L 1~48 5~8E 9~128 '

{ng/mL)

e HE 7 5 § 16
iy 264.0 328.6 354.8 306.4
gREE 56.0 30,8 8.2 85.7
gl 252.0 330.0 386.5 308.5
BBk 188,0-366.0  280.0-355.0 265.0~461.0 188.0~461.0
cv 21.2 9.4 2.9 2.7
YO%{EEAER  222.9-305.1 209.3-357.% 250.2-460.3  277.6-336.1

e fi% 8 5 2 15
T 170.4 155.4 240.5 178.1
ERfRE 316 0.7 13.4 .4

PR 162.5 167.0 240.5 167.0
Bih-mA i28.0-217.0  115.0-216.0 231.0-250.0 1i5.0-250.0
cv 18.6 uE 5.6 2.7
WRESFRE  149.2-191.6 126.6-204.2  180,5-300.5 150.7-196.4

A ABIBICBY EERETO RS EERE—- BN O » -
(ng/mL)

it 2adndn i pd =

(=

7 8 9 10 1
L EEERR (hr)

<HBEACBFDRER> Y

BEABT/NEENRELE 2 DOEERBIBWT, 1~58
EL~28, 3~5BO2SN—7 (F124) RUS~ 18R
5~88. I~L2ZHEUI3~18EBO3SI—7 (&6#) 4
W, AHE SR 2.0~ 3. 9mg/kg FHERORESLELE, 1
~ 2B B EEEOAUCH-1Z 2, 810 ng-hr/mL T 3 ~ STt

(3)

B LT 16 %fEhoi. /o, Fl5~ I8RKBNTERS~8
BOFN—7TI 13~ BB N— S hELEEFOERE
W< HRELTEEREOETHED SNE. FH5~3HB0Y
N—T BB RECAUCI3EH 13~ 18 B0V —FiTH
L0 % Thoic.

ZNSNRIN—TI BT EREOERHENS A—Yed ¥
NFZZIEIN T5mg RO 150 mg REHSELZRAICBIT SRR
BLoBohAZMEENTA—F LEBLE&EE, FHES5~8
BOA—F BT DAUCKEA® 75 mg (1 me/kg KHEY) &
LB SAUCERETH D, £5 9~ 12BDIN—T T
AD 75mg B 150mg OMIZH D, Ef 13~ 180 N—7
THBEAD 150mg (2mg/kg IT3Y) LRABTH- . AR,
TRTOFEHIN—TICB T 25 12 FREICS TS 0ESIE
HAEREREACBYSRER IS0mg icB T3 EERAS b0
T, AT Y INI I N ABEE NG TESBELEE
L.

SR N—T BT R EEOEH TR S A—F (2mg/ke)

INES —T AUCsw Comax tmax tie

(A {ng - hr/mL) | (ng/mL} (hr) (hr}
1~2 @012 | 2,810+871 | 121451 [ 5.6+2.2 | 14.9%7.3
3~5%*(12) | 8350678 | 17973 | 5.0%£2.3 | 11.3%5.5
5~83% (6)| 2,746+368 | 183£36 | 3.7::0.5 | 8.832.0 )-
9~128% (6)| 3,208+394 | 231+46 | 3.7£0.5 | 7.8%1 8l
13~18%% (6) ] 4.534%929 | 31947 | 4.320.8] 8.1x2.2 )

mean+5D

#:BENTA—FR1~2F30mg, 3~5F 45 me 5% 2me/kg I2HIE
LEso

HAEARCRBAKCBHSES5 1 DA OFEEFOEDEE NS A—F

BEE AUCo- Crmax tmax tin
(mg) (og - hr/ml) | (ng/mL) (hr) ¢hr)
75 (B2 A} 2,107 374 | 1914£32.5 | 4.914+1.02 | 6.46+1.42
75 (ABA) [2274+1,105| 142+39.7 | 5.84£1.16 }10.0 6.86
150 (A& A)| 5, 189+, 187 | 468484, 3 | 5. 16-0.754 | 6.30%1.95
150 (B A) |5036+1,524 | 383+£98.6|4.42+1. 11 | 7.81%5.23

mean$SD
MNEDEBLESUT S XD
{(mL/min/kg)”
=30
%20
1=
D15
(]
E y=—0, 0986x-+12. 693
ﬁ 10 R?=0, 3054
L5
<
A

=
=)

20 40 100 120 40

80 80
# Hkp
1~180/NMRIZ 2me/kg DEET1 B 2EIBSEL-BE. I
EHoZERR. BACBTIE2ERUEPENTRENARE
BLEHETH L. BATHINS MNETORDHBEOERR S,
BHEEO 7T ARSEERIETEH <. ERCEVELTS
ClEREEA, BRELTIERFORERER/ID. FRICH
BT akEZEEL LAFERJREREE LTRESNE,

2. EpNA & ESVNRICE T b REOE (BR - By
AR 2mg/kg WHELEOEANBICB SEFRRETOR
BEREEERE 4B R I2heifE oD E, 3 DOENNIEHE
EIVHEE (2mg/ke) REEERE~OHERIT o>/ 4hef@ R
UizhrfiB LB L. COBRE. BEANREBT S 4rid R
L2hrfE BN DIRIZBIT S A hrE R U1 2hefE O 436 OBER
IZdhoi.



3. HEAOEHFMRENE @IEH
HTENFRRFRS S 20y TRREARREICLS
EPHFNRSERBRERLY . BRAIASTHSLHT
AR ENE.

B3 20y FHEREUHR T A 150 mg EO0R5*FF0
EEGOEREENS A—F (p=18)

i AUCo= Cmax fmax tiz
(ng - hr/mL) | {ng/mL) (hr} (hr)

k34 y 78] 6,87011, 360 5464101 15.1£1.5|7.2x1.7

A7 E)VEl | 6,940+, 620 [ 615147 [ 4.5:£1.0[6.4£1.5

mean+=SD

4. BelEEE T 50 DEDEES
<HEAICET I HRE>

BUFFZ2o) TSR (Co) Bt DEESNLAT
BitEEE I 0fA+HREL,. AENFIELEL
T100mgl B2E%6 HRER S L E0EEE
HMEEIR. LTOROES D T EELE. RE
AEEEEEEIIBWTRHESEONENLETHD &
EZS5hi.

#5056 AR ICBUSEEEOENEIR/NS A—F

Cerf{f AUCru Crmax Clroz
(mL/45) (ng * kr/mL) (ng/mL) (L/br)
Ca=30 43,086+18, 068 | 4, 052+1,519 | 1.54%+0.55

30<Ccr=60 |15, 010+ 4,158 1,514+ 352 4.1940.67

60<Cer=001] 9,931% 1636|1068 183 7.25+1.15

Cor>>90 4,187+ 630 494+ B0 |17.50%2.78
mean +5D

5. EEEERT

<StEAICETSEE>

NI EMEREREEERO T ONXF I REDH

BrEDBFIUTS 2 ADQETF. AUCF U CanD i 2

EoEmERH Rk, Tl ERT G NERAE

FRTERATESBEND T ENVFIENERABRETH

BERHEA O LD HRANHEEEREET W

BEERBL TN, UL, IOBEFILSEGERE

OELDOEEE. REROHENLETH DT LEIRN

WEETHaW,

BB, 1IN ITTFo1 L ABMEICE S ERERO

EHICHAIhLTEEN S5 FibAyIVE. <

7054 FENEWH. NSAIDsH) FUOLBHICEEE

Bz 5705550 (WFERES) 0f£<0EhL

OIEEERRBHE TN TN,

6. ZRPSE _
FENFIUNLERVEOEEEOE R S b UY
FRUAZOEBALOEERIL, AN FIENLT
B2 TORBEICBN T XU TOEETH N, &
EHETIHVWThOESEIEBW THESTI%UTOHE
WHDTH o7z, (invitroitE)

7. 1%H - HEtie

<SBAICBITERHE>™

FHRE PCBOWTEOREEELPMTEEL L THFRET

EHEAIINASRENS., BERABFIIHLEAZE

(AN I ENELT 7.5~ 300 mp) BEFEORE=L

el ETLAETEEGSILE TR B REEBET

fo 70 ~ 80 B MERAICH# Sk,

T, FEAFIENLRE PRI OV —LERWER

HEEIC LY., P450 L A EBIAED ShT. P450 =4+
LR E A ORHIC L 0 &8 P450 EE OKH I

LThiFeAlEgEB8e5AMhoT.

MREMOHLTREENAHE -AER. 1875mg %1 H2E.
SAMEETHS. HMRICHLTERENLBE - BRI 1
E2mgkg #1H 2@ 5 HERETHD.

(4)

(B%) DPEBOZER
1. 570
HEEES » MICMCl-F 25 3 BN 20 mg/kg R EEIE
O#ELAR. RERREEGIELHICHTL.
WTHELL T, #HEEEER< EFE. BETEE
Exgl., EREED 1 DEEZI SN TR AR TN
BOP2ETHo . PREBEAOHETRIDH
o, BIcBWTREA~DOBITHED O, BITHH
BRI M DR 1/2 Tho k. BREEIRERE 8K
B Tlea@@n s TFESIcflELE,
2. AT
BHS v MCHCl-F ¥ = B 10 mg/kg = EBIE
OHFE LB, REERLHPIBTL. B5 L RKHE
BETREREITEL L. ok, mES & BFEES
EHTRHELEN. AP/ miEPRE RTE AT
CBWTEM .

(BEERRE]

<HKXNICBIFRHE>

ERTHEEEsNLDAR (1~128) 2HRELEBIH
FRERELER (JV16284) mBW T, - » 7N I I RIEHTE
EENS8H (o 7N LA TRy N2 S0
HELE.) KB4 » 7N FEEHE k. &E
RHhmEL, RV ACLUTCERET > ETORME)
72. 5 BRI (rhatfl) Thole. Tk, HEROEEMR
37. 8 CHRMBICEE TS OB 21, 3 850 (rhi)
ThHD, FH QT ATUTF) KEET 2 E ORI
35.3 I8 (PRE) THo7.

BATEEESNA/NMNEEFHNSELEETHBERRICS
WT. 2% LORBARTELELTOFERERIIELT
DEVTHok. ERITRLEFZFRMLT L BENE
RBeEwklixn, £ BHOBEChoERSERR
BEBRASED., CNOORENS., EROZHEIRR
CBYSEHER ORBEEFHT S C L REHER N,

ENEERB TRRLEELEEER (252 1H)

FEER BN 2 EN o270
IEH : 22 (31.4)
TH 19 (27. 1)
ALT (GPT) #/n 4(57)
SR 3(04.3
Bk 304.3)
AST (GOT) ¥ 3(4.3) -
it 202.9)
PH#% 2029
¥ 7 N ABBE 2020
RS 2(2.9

) VBN EELORE - AR
FENFIENELTIAZogkg 2 1H2E

REHE (%)

<HEACBIFSBE>

IERVIFFIcBWT I~ 12BOARTERENE=T
ZEREHEE LB TAERRRERE (WV15758) 05 HE
#ERTBTE1 7N YEFNN (% SERsugE
L. B 37.2CLT. BEMORELEBIRETSET
oW T BEERLTIRY.

A NI AFEEHIE (R

3 By goen| T > 7T EFHIR

A ey | EPE w95 %imERED
LR 101, 3 BERg*®
FEEL 58RF | 2174 (88. 8-118. 3)
. 137. 0 B518
77t7k 5 EFEEJ 235@] (124 5_149. 6)

&} U gAeNyIEN ok RE:
FEALFEENELTIEHZngkg 2 1B 2E

#1) o 7N AR O LARMT RAER R L DEL =,

#2) p<0.0001 (75t & DEeer)
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