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: &, BHA. HHE.
RS
Ol W%, R B4R ) M RO, EERE.
. 2, FET | B
& il
kS 0w 7 Hl
HEATE " B%LE 5 % KRG
K HIE. L3 (BT
Hasin). BER.
B FHS
HikEs OESE - M5k GBF | Wk (24, 3 | 8. B,
HasT, mE AL | %), F#H|ES
&, b, FE(GERE (20, 0%) :
BHMER | EE
wEER EREER. LB
WA e, DERE
% (STLER). Bl
i385 ' ALT {GPT){ AST (GOT)
57 7
B IO R% (REkE,
C | B EE. RS,
HE
oM | FoRE (VRS B )
. %), Sk (EAE.
7. REFEHM
2) S DB BB X b R 1

TREENEHAEZRHT
ERWEHERIZ D W THEEFRAL L. -
4. ERBE~DRS
B TEEI NS IEIC XL SEREBRE TR, BER
ORERUVESEAIEHE - ORCERBD SN TR,
—HRiC R T, TR (B RS OET e,
BaOEREREETHILAENED, REBEHELLAS
#ETLIE (<P BRCHET A LOERS. (B
WEHE] OIESE).
5. 35, ER. RURE~OES
(D EHFRIEIRL TWHAEEO HS/ALRET HHEITE,
Ja LA IS AR RIEE LES U A N REITOBE
5308, BREPOBSICETAZSEEIRIL T
. EiER (D b)) THRESEEMREIN TS, ]
QIFABITRETAE/ESEAERTIRS & [BiE
B (Sy ) THAHPCBTILZEMHEENRTWS.T
6. (NEEADIEE '
D 1ERBoRE EHEFER. FElE, 10 cddz%
SEEBRIT L TR FZOMOER) OEBM).
(QENTEREINE RS 0y AL SENAEREREIC
BT, FER kg ABOMMNRICHTHHARRIZRN.
1. BERS
HEEATR, EERSIILAEEESNRBREL L LOHESEIER

wit, BN TORBRAZHEE LEATENVEIC KBS IM

ERERIZBNT. 1| 200mg M EOREIZL DB,

=1
HEV (FEHEHE) MRETh TS, '



8. TR

(WENTEEINEATENVRICLZETRTHRRIBNT,

ERESEELEEOBREN 1 HH . iz, B THREX
hif 7 Elalic LA NETFHER T, EREEEEs
THHRETERABLXES MM 7 flca sz, HRE
REZIIBWTER., BERED 10X TORAER BV TEE
LM EHERED o Tk,

@) B TEREE NN TN XS EELEREH RS
FERSsmSsmdrifg s LS NHEABRERRICSNT. 1>
T T ERERICR T A AR TR SRR LA R
REFHSATVRN, LHL, EHHRSICED T IV
HiEEERICERL. TOKR. B, HRE/BRDRX
BEA/FTOREHBESEEICERE L.

&) Bt TRESNE RS0y TR L EHWESI/NE
s LS IERERBIIBNT, TOEERET I
BE S TWizlh, —F, RekicBn TR SRS
EH T,

@OEACEEI N T ENAIC L DEEE 65 BUL) Y
&l U ETMHEBEZRIZBNT. A0S L1
T PR E T SR s LT, %50 IR (23 %)
Bl i, :

(B) 2 PITBEL T > 2T TFICEBE L BEITAR
PRUEL THEALZERIZRN,

Gy s » FOBEEFOZSEEERICBNT. TRBEHEZ v b
TR1000 mg/kg € 3 /14 Fl. 700 mg/kg T2 /14 FIOFRTH
BHoks VWABODT Y FTEVTRORBIBVWTD
FErfliza shiedo k.,

(NHET» FOEEEDNEE MFIOFRF 1 7 ZBRITB L
T. 7.H#k. 14 B, 24 B 42 B#S v MIZ1000 mg/kg
#EL., 7TEHTT/6 4. 1486 T 1 /28 PlOECHM
S, 24 ik, 42 QB0 v FTIEWThBETHIE
BEREDDR. AENFIELONTORERIL. 420
Mo Ty b EREL T 7 O TRX1500f5, 14 HERFTRE50 &
LMo, 24 BT 2ERETHO .

(FEhERE]

LRSS DR ERE

<AEAICHIFARE

EPE T EEES BRI BLT, $41 2melkgl B 2EHSHOEHRBIIBT 34EL5
2 VB OES % 4 MR 12 BHIn B0 S nPEE IR s TREL

k. TORE. b3 7IESTAOEPERCREDLEENTNOERFIBN TS

1S og/mL BAETH D, Fifl ¥ 7T I I VADREMI T E SBEEEF LT,

BFEABBIC B S MEPIEE AR 4 i & TR 2he {8
HLEEHIE
HERE HE 1~45k 5~ 8- 9~12% 3o
(og/ml)
dhr ik 7 5 4 16
. S 264.0 328.6 354.8 306.9
HERE 56.0 30.8 81.2 66.7
chauE 252.0 330,90 346.5 308.5
BB 188.0-366.0  280.0-355.0  265.0-461.0  {88.0-461.0
cv 21.2 9.4 22.9 21.7
NIEMEM  222.9-305.1 290.3-357.9  250.2-450.8  277.6-336.1
12hr P 8 5 2 6
pi] 170.4 185.4 240.5 178.1
EREE 3.6 40.7 L13.4 40.4
oy 162.5 167.0 240.5 167.0
B2k 128.0-217.0  [15.0-216.0  231.0-250.0  L15.0- 250 i
cv 186 24.6 5.6
%{EEEM  149.2-191.6 126.6-204.2  180.5-300.5  {§S. 7—196 4
BRASIBIBG é'tﬁiﬁ%‘ca:m%@ﬁmﬂmﬁ -0y b
(ng/mL)
560
I 400
i
300
E
{200
& .
E 100
o1, :
3 4 b 11 12 13 14

7 8 5 10
12 B R (hr)

<HBACBITDEE>TY

BEABILNMNEEHSEELE 2 OOBERRBIIBNT, 1~58&1~238, 3~5 &a::
2HN—F(E12H) RUS~18HE5~85%, I~ LRERVII~BEDIFN—T
(&6 0)) 15, M BEARI 2.0~ 3. 0mg/y SHEEOHSS LA LE, 1~25C8
1 SRR DAUC}E 2, 810 ng-tr/ml T3 ~5 BIHBL T I8 XEM D L. £k, &8

U B~ IBERBNTESS S ~8FDIN—T TR 13~ B EDY L—F I L IBEEDW

£iE, BRELTREEBOETAED Sk, £65~8ROT I—7 It 5
FEOAUCe IS 13 ~ 1B O —F 12 RS 60 % TdH o)k,
THSARIN—F B SEEEOEWRBNFA—F EX LA FIEN S mg U
150 mg FH 5* LA RAI BT SBEREL DEChERDRBN S A—F LERLE
L, S5~ B0 N —FIBH HAUCRRA® 75 mg (1 mg/fkg ITAFN) &I BT
LZAUCEFRTHD, EH9~ 12 EOYN—FCREAD 5ug BT 150mg DFIZH D
IENS 13 ~ 18 RO —FCREAD 150 mg (2mg/kg IKHEY) 2FARTHo L. R,
FRTOESY N - T IS8T HS 12 & ICBE ST EEEREREACS T 55

Ef 150mg LB 2EEBLZLOTEL. A2 INVIAFSA VAT EEFTES -
BEERRFLES

%:J\,Em—juaﬂaﬁﬁﬁmﬁmﬁﬁnw # (2mg/ig)

NEIN-—T AUl Cmax tnax twe

L) (og - hr/ml) (og/ml} (hr) (hr)
1~ 2% (12) 2, 810:-871 121 51 5, 6:4:2.2 £4.9+7.3
A~5" {12 3, 350678 17973 5. 042.3 1L.3%5.5
5~8i% (8) 2, 146368 183436 3.740.5 8.8+2.0
o~128% (6) 3,208 +394 - 231:k46 3.7%0.5 7.8+1.8
13~18% (6) 4,534 4929 319::76 4. 3+0.8 8.1+2.2

mean=5D

RS A FE L ~2%0mg. 3~ 5545 mg 5 E 2mg/ky KHELE SO
EAEARCEACET 555 1 D HOBREOSHBIRAS A—F -

REE AUC = Cuax tmax tu:
(mg) {ng + hr/mL) {ng/ml} (hr) (br)
73 (B&A) 2,107+ 37 191:+32. 5" 4,91:k1, 02 6,46+ 1.42
75 (BA) 2,274:+1,103 142439.7 5.84+1.18 10.4 +6.86
150 (A& A} 5, 189=1,187 468+84.3 5, 1640, 754 6.30+1.95
150 (A 5, 03641, 524 383986 4.42:%1,11 7.81+5,23
. mean+SD
MROEERERES YT T A0EmRE
(mL/mm/Irg)
E 25 .
» 20
& .
b 15
2] &,
123 y=-—0. 0986x+ 12. 693
g 10 R*=0. 3054
? )
5 5
>
A0
i} 20 100 120 140

80
12 E(kg)

1~ 18 BOMEI 2mefkg DFET 1 B 2EBRSLABS, BEEORERE, BAKL
BB LR SEAR S U REE A& TS ok, BATIR IS MNETOHS
BEOERN 5, BIREDY 7T A EMEERETRHS, ERCEVRITHZEE

JEER, BRLTIERAORERERD .'Ub SRR s hEL B E L EER

PBEMEE LTREE .

2. AR EESVNRIC S B IR LS (B - BAMED -
ME® 2mp/kg IKWHEL X EHEAIJ\)El\.m‘}éﬁ”"ﬂﬁ'ﬁﬂ}m}ﬁ*ﬁﬁ#ﬁﬁé‘ hr iR
ULZhriElz D&, 3 DOEMNAREBL VAR (2ug/kp REERRBAOREET>
fo el BT ShefEE BB LIz, ZOER. BEANBITER 2 4 R TI2hr MR E
HhBinsit A AR P L O ROBHENICS 5,

2 MM ERFIESIE (DAY
AFENARVESA 0y FHERARBEE T L S0 EARSERBRREALD ., ©
BHREFRSTHS ZEHRENRE.

KSAvoy 7HEFIS LR Lt mggnﬂ&'ﬂ%ﬂ)?ﬁﬁﬁ:@ﬁ%ﬁlﬁn FR—F
(n=1d)

#8 AUCr= Cinax trax tie
(ng - bx/mL) (ng/mL) (i) (hr)
E5{yny & | 6, 8701, 860 546108 5.1+1.5 7.2+1.7
F17ENA 6, 940X 1,620 615+ 147 4.5+1.0 6.4:+:1.5
’ mean+SD

5. e (Bomtl b)Y (mir SEHIHE

<AXRAILET BREE>

EWENRLL EOMENE S FHTA LA F I EA L LT eERERDR
EOFERIOEREOBYIIE A F A FRUTOLBY THE,

SAEAEERE GUERL) OFELEOERMBNT A5

£ GERF) Lk

iy AUCo< Cmax tmax twz
{mg) {ng - hr/mL}) (og/mb) (hr) (ar}
73 6, 063 +604 439--29 5.040.0 7.0+0.6
meanz:5D
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5. GREREA LB EhIEY

<HEACEO SR>

FUTFo VTSR Co) Mt D BRI FRERETE S0 206
EHREL, ARAFIELELT IW0ngl B 2@E6 AMRERSLIEEE
DEFEAZHHEE: LToko E 80 SERICKFELL. BEREEERE
FILBWTREFEOHEMBRETHI LEA SN,

#5656 B E It B DEEEORSFRIIFTA—F

Coal AUCen Cuax Clro-12
tl/5) {ng + he/mL) {ng/ml) {L/hr)
CorE30 43, 08618, 068 4,052+ 1,518 L. 54+0. 55

0<CCa=a0 15,0104 4, 158 I,5144+ 392 4,190, 67
60<Car<90 9,831 1,636 1,058:4- 183 7.25+ L 15
Cer>>90 4,187 630 494+ 80 17.50+2.78
mean +8D
6. B%ilEHEA"
<HBAMCBI SRR

FENF 2 twu&&ﬁmﬁﬁﬁmﬁa«?/%tmﬁﬁk&bﬁbU?yx
ADET, AUCRUCnuDf) 2 FORIMMESD SN, TOZERToF>
MGEREETEREEFRIhaT LAy S AR RERTHEXN2E
HEORMI L DBEWEEEE 2ET2THESRELTHS, Lil, &
OEAILAEPIBROBLONHSE. $5EORSEMSETHEE LERN
REETIZN.
B, 1IN T A NABREIE S EREROLDICHRT T A TR
EAH A% QL AF I 2@, YYD REFES. NSAID:E) KD
BECSSE5A SO & 5HA T BRES) 0$< OFhE OEER
Rt EnTlakn,
7 EE#A@I)
TN 2 E»&U%mﬁﬁwotr Sy b, FHEROS XOBAEE &
DESER., ANV FIENTHETOESICSWL T BUTOHEGTES
8t BEATHLTHeSEELTHIYTI XRTOBnbOTES k.
(in vitro33 ) :
S.Rﬁ . gﬁﬂu-m
<HBAMZENT B

AZRMLE FRBOLTEOBESHESMIE L L TR TELFiCHAZEEZD

5, BEFRASTILLERE AP I ENELTIT5 ~ 300 mg) HER

D5l &8, REMERUEIIASHE TRS B BMEX T2 70 ~ 80

% AR IR E .

. LS SEARE MR OV -AERVWERBRBRIL LY, PASOIT

L HEMILED ST, PAS) 24 LASSEE R ORNITE b £ P50 &

HORBICHL ChIEsALEBES AN L.

SEACH LTRBSNCHE - FER. 1E5mg &1 A26E. 5 HEESE
THa, HMNERH LTRES AR - B, 1020g/kg 2 16260
5 BERETHS,

(B%) BRFROER

1_ﬁ.ﬁm
HHSy FoCl-3 4 3 P 0 me/ke SEEROES LB, KA
BEHRIIESHICATL ., HETHNML TWE, BREFERLFR. B
RTRBEEERL. ENE8O 1 D2EEX 0N TWANTRARORZET
Hokit, PEMER~OBFRILSDE, BRBWTHEDBITIE
BEN. BITFRAHEEBHMME0H 1/2 Tho k. BRGS0 RE
FTICHERD S BTSRRIk Ui,

2. 1T
#9.5y Mo[Cl- AN 3 B Wmg/kg 2REEEORSE L=k HHE
RELNPIZHTL. 85 1 NMETASREIEL L. T0%, b EE
RS TR LA, /P ME R H TR Pzt TR
%

[BRFRRk#R]

CHEMCE SRR

EATZEXNME (1~ 128) 2x& s LS T HEMERER (V16284) 1o
BWT, 4 Y INTFRESHEENE S (f 2 7N I TFBRRMIO1 N
ASHEL DE Ulk,) 2B B 4 2 7N T FRRNM (%, SmEisiEL,
i 37, 4 CRE R E# T 5 E TOME) 13 72.5 BA (PR THof. £k,
hokEt 37. R CEMIZEE T D ECoMMIE 21. 3 B (thiig) THY,
Pk (37.4 TULF) LE#TS X TORMR 5.3 B (PRI THok.
ENTERE AR RE L U BT AERRABIIBWT, 2% EORR
BTELAE2TOHBTEEBUTORY THo ik, ARICRLULTERFHIL
FLOLBEREERL L, 2. BEOHELHMOEEAEERB L ER
BB, ThoOERNS, EROBRERIC BB ABERORRELZTH T
B e,

ERBREBTRAELAXLTEER (2 %00}

HEIHR FEAF IR BRE 0=70
PR 22 (31.4)
T# 19 (27. B
ALT (GPT) #2in 4(5.7
&E 3(4.3
RAHESR 3(4.3)
AST (GOT) 2 3(4.3)
it 2(2.9
SER 2(2.9)
OFe{NZERHE 2¢2.9
SFPIRER 2(2.9)

B AENF IV CBEORE-HE: R (%)

FENFTENLLTIE 2mg/kg % 1R 206

LHEAZSIFDEE >
KEEGHFFIrBRT 1~ R EOARTERS N7 S ERENEE LN
WA (WVLIST58) @5 QMRS ItBW 31 » 7 VL FRRAR (3.
B RATEEL., HR 37.2CUT, BEHOEFEBICDET DX TORE
ITHT BB EITICRT.

o 2T NI AFRAIRT (G5

' 55 MR
= A g | ) e o wimmER)
Ay LRE] SEM | WA s
= 137. 0 B¢t
7R SHM | #E (124.5-149.6)

) AENFIEN) CBEoRE - BR:
FENFIENELTIE g/ g 21 A2
#1) | 2T NT L FERE A LA SEARR R XD HELE.
#2) p<0. 0001 (F SR EDLED
FENFIENY CREIXD, BREMOSEDROM. EEEMET. 1
YINTFRERORRRETMEOS . FRIOFENED BNk,

EABEHRTRRLAFRFESER (1% 1)

SR AENF IV EE
HEER i it
S 30 ¢ 8.5) 49 (4.8
hE# 50 (14.2) 37 (10, 8)
T - - 37 (10.5) 30( 88
R 14 (4.0) 13 ( 3.8)
[t i3(3.7 12 { 3.5)
S . S{25 101{ 2.9)
BE 7(2.0) 7(2.0)
e 11(3.1) 7(2.0
B 3¢0.8) 5( 1.5
[ e . 8¢2.9 5(1.5
SE SRR 5( 14 4(1.2)
e 6 (LD 40123
BE 7(2.0 4{1.2)
W) ARNFIEN) CEEORE - HE: REHK (%)

AEANFSENELTIE Zog/ig 21 5 2H
#1) PHATAELEAL &L,
#2) BN ERSEESD.
EC B TEESEEEER (5~ 12 T3 SeRegBELESED
FREERREER (WVISTS9/WVI5871) 2. EHREERIZ 500 Pl LRSI 335
HeHok. Zokb, FAOHMELRET 3 KRES ToEb, 127
WL TR IR (Sho) KR! 123 0B, SR 134 S HTHE S k.
S, ARRICEWT, WL RBLEMEES 188 (I-‘Ev.) DELE,
HFHRI0.8%, FSERLT1 B THok, :

[ZEshEEE]

1. dn vitrodfe o A JL A4

FENFI L) VBERIOES J7T5 D e L EEwic R
niig, HUANARRERT.
AENF = Y CEEOEEERRR mm"mmkmﬁ{ NI Y
R OER SRR (EBREMKIC : 0.6 ~ 155nM, FRERERRIC 1 <0.35
uM) THELE:,

2.in vivo$iL D 1 JL RFER
TUARUT = v FOAREUBRA ¥ Z NI T VARBHREFIL TR,
FENY 2N P BEOBEOHES (0.1 ~ 100 mg/ke/B) KLY, HEIE
FLTEELOEMN. BRiTESEROESL,, T AINEORITLOH
EHRAED S M. £, ST RUBRESML BB T A VASR 24
MIBTA S DFEIHELE (10, 100mg/kg. 1 E 2E) T &£FEOLFR a-:r,r .
NS T 2INERAED S i,

3. VERmE
FENF I ENY CBREOBE KR FARRUBR M 2T VA
D)1 SEoF—FERNGHIEBL (ICx: 0.1 ~3nM). HFLEBEEHR
R NAOBRERNSOSMEAFTIILICLY., YT AOREE
ik

* %4, T

Eﬂ&tﬁ@ﬁﬁﬁﬂ%ﬁ&ms#Ez:#ﬁ']l:#‘é‘%ﬁﬂ')»rlexoztﬂﬁ%a‘ﬁlaz\&
TEHETR 0.32% (4/L 455, 1 ~128D/NETH. 15 (19/4648) TH o
R BHED A VRRBETARY A VA ICERL, BRTRETRAED SHho,
foo BERRBLEDAANATR. YOARUT L v FRBWTRRED
ETHED bh, SRENTOEM, ERTRELREEA D, BitsH
ﬁbtxy«r»xm;t JMGRoF—EDTE ngﬁiﬁwbbnrma

(BYRSICET 23 {eENmR)

R : A B F 5 ENU JRE (Oseltamivic Phosphate) JAN)

{E%% : (~)-Ethyl(3R, 4R, 55)-4-acetamido-5-amino-3- (1-ethylpropoxy) eyciohex-
1-ene-1-carbexylate menophosphate .




