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1. MARREE
<BRABERACSITIHE>
BERASTF 2BHICAENLFIENELTING 75, 150 B A
300 mg % B BHE N5 (EEN) Ll E0XxEOEREDE
B i s R R ORI T A—FIEUTO B0 THED,
AUCra B URCradd F B HAARIIZHIING B Z &R E N,

Bz ABERABTC B 2ESED n g B

{ng/mL)
1,500
—— J7.bmg
~ & 75mg
gg —+— 150mg
i 1,000 s 300mg
i
i3
¥
¥ 560
&
0 mne,
1] 12 24 36 48 (hr)
|
I ROEMBIR S A—F
#BEE AUCqs Cmax tmax tiz
{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 41£1.2 6.443.7
150 7,235% 515 662+ 165 4,3%1.1 6.6x1.5
300 12,918%1,564| 1,377+153 4,3x1.0 5.1%+0.4
mean=+SD

<BEASEE BURLIL) iCHiBaE>

ERS0EM FOEEBE SN IEN AL T ngREE
BUSRE (GEAF) Li&Z0XRF OFEEOTEMEMENS A—-
FRUFTOEBOTHT,

A& ABEE GUSH L) OEEEOENBBNS A—F

5% AUCo< Cmax tmax tivz
(mg) | (sg-hr/ml) | (og/mL) {hr} (hr)
75 6, 063604 430429 5.0+0.0 7.0+0.6
meantSD
<HFAEHBAICSITHEEERE>Y

AEARUVAAE L HOREREABTFERGEL, FENF 3
YLELT7mgl Q2EETC150mgl B 281% 7 BRI REE
H5* (A%HEE) L & EOBEAOCEREEN S A —F RUME
BRSNS TEEURTOLBDTHok. BFARVBAOWT
NOMBCBVTHHRERRT B BOAUCk:R U Cuadd M TH
0. ABRICHT A ERBD Sk, . RITBED
et SIFEEIT RS A 3 ALINICERRBICBIEL . #H
HIFED 6o,

BEME T HBICBU SEEROROEENRS A—F

#EE AUCw1z Cmax tmax tie

(mg} (g - br/mL) | (ng/mL) (hr} (hr)
75 (A4 A)| 2,276£527 | 297490.9 4,3%1.4 8.8+3.6
75 (AHA) 2,270£387 | 2444292 4,6£0,9 9.7£1.2
150 (B4 A)| 4,8014:963 | 599966 4.44+0.9 7.9%£1.8
150 (AA) 4, 9040477 | 59870.0 4.5%0.8 9.0+3.7

meantSD



ELEACMBEFRE NS 7E
I8 SRR (ng/mL)
75mg A |150mg HA&A
158+3%.4 | 301+116
153+£48, 51 3254107
185£30.1 | 344+85.5
144+35.7 | 326+84.7

o5
~|efon|eo| dr

150mgBA A
289+87.8
360+73.8
3244-82.5
287456, 7

mean £ SD

TmgA&EA
162£44.5
163£50.9
168 +58. 6
163+27,2
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BREEEZSD 0 AEHREL. FEAMFIENEL
Tl0mgl A 2E%6 HREERSHL LR OIEHEFE
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&%ﬁ%sﬂatsﬁaﬁﬁﬁwﬁ%ﬁﬁﬂyx—ﬁ

Cerff AUCo12 Cmax " Clorz
(mL/4+) (ng - hr/mL) (ng/mL) (L/hD
Cer=30 43,086£18,068 |4, 052+1,519| 1,54%0.55

30<Cer=60 15,010+ 4,158(1,514% 392| 4.19:xk0.67
60<CCct=90 | 9,931 1,636(1,058x 183| 7.25+1.15
Cer>90 4,187+ 630| 494+ 80| 17.50%£2.78
mean+SD
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<HBAIZBITEEE >
FHEE MCBWTEOBRSEFHSNICELLTHEKT
EEAIIRSRENS, BERABTFICHLERE (
EIFIENELTI7.5 ~300me) BEEEMNHELE
EE, RBLRRUIERA S OB TS 48 B TR
70 ~ 80 % MR ICHEM = vz,
Eh, AELFIENRE MFI IOV —LERAVLER
HEEICE D, P40 2 K HICBIIED 51E. P450 247
L=SYE e ORTIC & D SHP4S0 £E o R8I
LThEEAEERREA MoK,

WILWHRE  EARUHER 7. 5kg LEDMEIH L TRES N
FE-FRi:. 1E7%mgxl 2H, 5AMRSEST

BB
TS BART I3 BRUEOMNRICH L TRBENZAE -

BREil. \E7%ng%lB1R. 7~10 AMKET
&%,
(B35) BYERORZRD

A ¥in

fitdE 5 v bz [*Cl- I 2 V) 20 mg/kg EEER
NS4 LAR. HEHEREESIIEDSMCHTL. B
HBTEMLTwE, EeTeh< cFR SETHE
EERL. ENEGO 1 DEEZ SN TWARTIZAR
BOR 2B TH oM, UENERAOBTIIRMD
e BIEBWTIREBEAOBITMRD SN, BITHHEE

‘

HRERLEOR 1/2 TH ok, HHERERE 48 Kl
BETIERE, S IFERRTHEV |
2. BT
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BB THE LN, Wi/ i RE LRI
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1. BREBAER

<HBFEANCBIFDEE>Y
BRizBWTEREENESTRENEE LS THE
Ragr (JV15823) @ 5 AR Se BB 7L F
BEEM (2 TOERMRET ZETORM) ITHT2FE
EECIFIZRT.

A I NI FBRERE R R L Uit B HELEGR
Bz, UVEBAEIFIENZLD. BREFO
EHoi., SEEOET. A NEDEL, HRO
EfE i OERENED B iz,

A 27V YRR ()

®#H i FRIE (95 % FHEX A

U B
FzE)

TR 5B/

70. 0 BER
5AH (53.8-85, 9)

93, 3 Bl
(73.2-106.2)

122 4]

130 #i

) VOBRAENFIENORE - AE;
AELFIENELTIEHGmg 2 1028

#1) A 27 NLTBRR DA LA RIIHEO LRI L0 L.

7#2) p=0.0216 (FF R L OHED

2HULORHBTELEL2TOEEERIILTOED
THol. FERFLEEEEHRSLTLHEMEREZR

Lzt i, BEOHESMOBERMNEERREZ
Bz, CREOEEME. EBEOBERRICHY
SEERORERE TR 2 2 L2k,

BENBEERBRTRERLE

FREEES (2%L1)

- e —
EEER {;EF J/@fzgfﬁtw

Ben 19 (11.9%) 17 (11.0%)
Fift 24 (15.1%) 13 ( 8.4%)
JE{GW 7(4.4%) 9 ( 5.8%)
IE& "2 9(5.7%) 8 ( 5.2%)
ALT (GPT) #8fm | 6( 3.8%) 5( 3.2%)
OR% 1( 0.6%) ©4(2.8%)
7-GTP#mn 5( 3.1%) 4(2.6%)
Al-Pi#in 3( 1.9%) 4(2.6%)
FNFIRBE| 2(1.3%) 4(2.6%)
1) UL RAEE I ENORE- AR FEEH (%)

AENFZENELTIESmgE 182
#1) Bt LMEs e,
#2) BEREBLEED.

<%lAwaémﬁ>m

BR LB THREI NS R ENEE LB FEER
HERERD 5 BRI EIT BT 51 7V HTEREER (2T
DIERANET 5 £ TORRD) K5 2882 TIORT.

A1 27T AR RIR (RER)

; nE wny| A T AT ARG

A | g |EIR Wl (05 % R
U EA N 78, 2 5[
FIEL SEM | s (72. 0-58. 0)
778 5 am | 30041 (1%11‘?'55_{’?&39)

) U SEAENFIENORE - BR;

FENFIENELTIE SBmg 2 10 2E
#1) 22NV T e FRESI 7 I N AR HEED ER R L DHEL 2.
#2) p<0.0001 {7 51K & DHE)



D CEAENFIENICLD, BREAMOERNROM.
HEEORT. v-rVAREHEOER. SROEEMR
HoERSED SN,

<HEAICHIFERE>
RERBNTERINET St REHEE LS TIEE
EitER (WVISE73/697) @ 42 HEE5<lc B354 > 7))
TP R O RERIE R & U R iR,

C EANEERRTRERLE
if;;gggg (]%Efu__t) AEEEREEHABIBN T, 1 > 7V I YBRRE
e BT NE SN BERIITSTERH48%. FHARGH1.2%5THo .
N P =
HEHR 716 n=i24 1 VTN PR (R
5% 48 (6.7%) 07 (13. 4%) —— >EAE
[ 21 (2.9%) 68 { 9. 4%) 7 LEIEN p=0.0006
A 70 (9, 8%) 48 ( 6. 6%) MBI 519 520 )| (95 % fRARECH :
W E D 29 (4.1%) 22 { 3.0%) %?%ﬁ;ﬁ 25 (4.8%) | 6(1.2%) 1.6%-5.7%)
AE xR 15 (2.1%) 17{ 2.3%)
UL ELS R ENORE - AR
ik 16 (2.2%) 16 { 2.2%) ® ﬂ‘éJbﬁ’igﬁfkb{C?@ﬁmg;l 1@
-t 14 (2.0%) 13{ 1.8%) #1) BREUSFRER, £RERNE 1 DB EEH BN, T1ILRSEE
e 2 0.7% 9 (1.2%) RHEE O LRk DRBEA NS
FIRKE 6 (0.8%) 8(1.1%) Tk, BATORREEZNRELET S ERMEET
S 7(1,0%) 7( 1.0%) W ELBZELER (WVIS825. 42 AR E™) . 1 7 NTH
B VBT EIELOMRE- AR B (%) BREREERBEOS S AMBEE R R

ARNFIENELTIESmgel1HZE
#1) FEMERUEEEEER

2. PRARBRAE

< BFAICET B>

BRSO TERESNETSEREHEBE LB THAE
EEE (JV16824) @ 42 AR EXIZRT 51 70T
PEREOBEMPEELUTICRY., 2EREERE
EESUREEAISH (FSEH;198-83 8, FH
34.0 3%, 65U L OMBRET 10 6. &4 ; 18877 .
P 34,2 3. 65 Ll OB F) A E Uik,
ER_EHERESRBRITRNT, 1 7L PREE
BERES I RELS %, FARER1.I%THo.

A 27V AT RRSE RS (REE)

. )BT
7L | REIE =0, 0032
HBPIH 153 185 ] @5 st ;
BYSERE 130.5%) | 20.3%) 2 4%-12. 0%)

i) USBTELS IV ORE- AR
ARLFIENELTIEGog 2] B1E

#1) BARCERS 2 DL 51, A LA SRRAHED LRI
& DR E NN

2% LOBRBTEL L TOAEERIUTORD

Thok. FRLRLEEEERNNT L HENEAZR

WLz, Eh. BEOKECOERNERRR LT

Bhrdigh, ChoOEENMS, ZROBERRCDY
ZEERORERETHET S Lid i,
BERNFERBETHERLE
EhEERERK (2%LLL)
prm — s
HEER 7;211533-.1* Jz&z‘ng)ézsﬁ (=92
[ 18 (11.8%) 18 (11.6%)
T 21 (18.7%) 13( 8.4%)
SRS 9¢( 5.8%) 11 7.1%)
R& 6(3.9%) 9 ( 5 8%)
ik 4(2.6%) 7 ( 4.5%)
BETRREA 3(2.0%) 6( 3 9%)
&1 3(2.0%) 6 ( 3.9%)
EE -( - ) 4(2.6%)
FAIL BRI N 3(2.0%) 4(2.6%)
BERBE 2(1.3%) 4(2.6%)
dosp 7 rEEm| 1 <1%) 4(2.6%)
B USEBAENFIVNORE - BE; BB (%)

ACNESENELTIAGmg #1818
#1) KN LERRES .
#2) BRRELES,

(5)

(WVI5799, 7 HRERS) RUA > 7 VI e RS
EEEOTER S ETHR O —7 LR (WV16193.
10 HRES) I2BW T, 1 X7 VI FBERESRT
PR 4 4%, 12.0%. 11.3%. UEFELVFIIE
NEER0.4%. 1.0%, LLE%THoik. B, BHH
ExfH L L-idB (WV15825) O, D& F L iEEHIz Bl
B4 NI VERERERL. T EREE5H5.0%.
U EBAENFIENBER 0% THo.

BN TEEX N BE B2 e 205 Uik g 45K
BOBELSREEUTITRT,

EEMT R

. o WV15673/697 WV15825
HBES n=1039 n=548
o a RERA (1880 E) milbE (65Dl L)Y Y
w5 TIER (U BAENF TN TR | ) BN I N

=519 =520 n=272 n=276
2 (3 | 18-64 18-65 64-96 65-96
(T | (35.0) (34.4) (81.8) (80,5

#1) 80 XOMBFNT I F EEE R, 14 X ORMREMEERNE
EREREE AL T,

DA T IR

e s WV15790 WV16193
HEES n=055 =808
Eof 130 = 18k
=3 FIER | USEAEASIVN JETREE TRA#E

o481 =494 0=392 n=416
£ (%)) 12-85 13-82 . 1-83 1-80
(EH)  ](33.8) (33.2) (26.2) 7.7

TS5 REMBELERATO HEHELEGBRO 12 H
sz BnT, 2% FORERTE AL TORSE
BEENTOBBD THok. FEFRR TS+ RE5E
T 973 T 673 5 (69.2 %) 17, AFI4ESET 986 fih
173 (72.7 %) WRBEHL.

JoF L BEECBILY SRR SBOEEFERIT
629 Gich 458 ] (72.8 %), ARG ROEFEFRIZ 635
fi 487 4] (76.7 %) IWRE L. I F - EEECBITS
I RBSREOH TN 344 Fldh 2154 (62.5 %),
FHFE S B OA TS 351 i 230 4 (65.5 %) ICFE
L.

B, ABICRLEEFESENLT U SEHERZERL
20, i, BEOBRECHOBERNEERRIEER
L, INHOBENS. ZRODBARICETAE
ERAORERETRT D L HER N,



ENTRIRBTRE L

EhEFFES (2%L1)
A gt yIEIL

HERR =5 RN
FTe 243 (25, 0%) 286 (20, 0% )
=3 104 (10, 7%) 116 (11, 8%}
8B 112 (11.5%) 105 (10.6%)
MES 50 ( 5.1%) 82 ( 9.3%)
el 85¢( 8.7%) 81 ( 8.2%)
S 86 { 8.8%) 81 { 8.2%)
BIEEES 67 { 6.9%) 63 { 6.4%)
L& R 51 { 5.2%) 57 { 5.8%)
2 43 ( 4.4%) 52 { 5.3%)
TH 38 ( 3.9%) 48 { 5.0%)
H #EREEE A7 ( 4, 8%) 47 ( 4,8%)
A I NIYT 41 { 4.2%) 46 ( 4.7%)
s 36 ( 3.7%) 35 ( 3.5%)
B 23( 2.4%) 30 ( 3.0%)
i) 33 ( 3.4%) 28 ( 2.8%)
Mg H: 9 (0.9%) 27 ( 2.7%)
B EGE 35 ( 3.6%) 25 ( 2.5%)
Bt 16 ( 1.6%) 23 2.3%)
iz Ll =1 23(2,4%) 22( 2.2%)
) ULEAENS I VLOHE - BR; RIS ()

FENFEIENELTIE SogEI1A1H

MRS  RARUMERE 37, bkg L ED/MRIZR LTREBEhAERE - BER.

1B mgel B2E. SAMRETHD.
FRiiRS  BART 13 BUL EONBITH L TREBINAAN - AER. 11
Smgzl1HIE 7~10HERETHS.

(ZEEE]

1.in vitrofi 7 o ) A{EA™
YOEAENFIEIRIORS S THD, RBHCL OiEE
ERERINEE, BT ILAERETRT,
U BAENY I ENOEEE LR viroTOARIRIBET >

NPT R OEBETRE (FZBREHICs : 0.6 ~ 155 nM.

B PR AFBEMEICs © <0.35uM) THELA,

2.in vivoIL™7 A JL A{ERT
TIARUT L w hOARRUBEA 7T F A A
BEEF N TR, V2 EFTELYIENOBROHES (0.1~
W0 mg/kg/B) ick V. BRICEEL TEEROEM. iz
fESEEROBA, 71 N AHEDED I E O FEESREIGED S
iz, £ U RMIBRBREFLIZEBLNTIA N ABR 24 K
g6 ORORS (10, 10meg/kg. 1 H2E) T. £FED
LRI ETA IV ABRB T SHIREI R D S hik.

3. {ER R

) EAENY I ENOEEERE PARRUBRIS 70T

DA NADS A FI Y —-FERIFRAIBEL (Cs: 0.1
~3nM). FL <BEEZN=T-A R OBIEEN S Okt e
HEETHZ &L, Y1 NAOHEBEENET S,

4. mﬁ{ez:)
B R UEAERERC B2 28 1T e 1 VR ol
HAGERARCEETIZO04 % (4/1,177 8. NETI 4.5

% (7/3714 ) THU. BA - FERTNEEZEDHEERE.

1.4 % (21/1,551 ff) THhoi, BHET N AR TARIY 4
WA lEskL. BRTHHRMES shiahok. WERER
LTt VAT, YUARU Iz b FEBWTEL WEER
HOETHEH N, BB TOEME. EENIEDTEL
EEZOND, TEEZRELEYAILATIE /15324~
Yo7z / BEANEDLNTWS,

(6)

[B3maICET 2BEFNL]

—E U BN IEN
(Oseltamivir Phosphate) (JAN)

{L54 : (-)-Ethyl (3R, 4R, 55) -4-acetamido-5-amino-3-
(1-ethylpropoxy) cyclohex-1-ene-1-carboxylate
monophosphate

it
HC - HsPOs

ﬁ?it : CisHasN2Qs = HaP Os

STFE : 410.40

# W HBE~MEOROHEREORRTH S, KRUAY /—
WEEFRTL, ¥ /) (95) KB TL.
NN-ZAFLTENT I REBTIZ<L, 7R
WVIZEE & A EERT R,

B 192~195C (2R .

SERE B~ EERTRBICSRL. T EERTH

HRICHET B,
[ARREME]

LEATONT VA BB 5H MR UL LEEB 5N ITT
AT &, .

2.BEA INE LTI NACHT BENREUELEICET
DIEHEEEL ., BHYBEST BT &,

3.4 I NI T N ADEIEICHT BEECIZET 3 A
OFERR - BHicONT, R BRYNRICHETo T &,

(2 )]

& 32N AT 10 BTN (PTP)
100 27 2) (PTP)

[REEEAT L iEE]

ZFFNE TARIRIIBEIA 7 VL P01 JL AR DRSO

R CENTERALESSCOIBRBN I ET.

[EEXH]

1)-8) #HinEp

9) MARMEZER, fih : RS

10) #HA#EH

11) FAARTAEZRR, fh ; Bt

12)-16) fEE

17) Sidwell R. W., et al. : Antiviral Res. 37 : 107, 1998

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

19)-21) fEE
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AR

* #2007 4 AT (F161R) HEERHR SRS
* 2007 3 AT Vit 2T oo )L AE 87625
L]
BEIRS : ERERES gsj"ls"-';}{?/nyj 3% RRET | 21400AMY00010
At A EIERED o MR | 2002464 A
[ ou i TAMIFLU B | 200227 A
gfﬁ?)‘:im‘cm‘”% DBAENSZEILRSAOv
FOE: B BB EDEER]
DTS,
ERER : 245
B RROEINER m
ICERTACE) G oa 7
— 2.1 ERBOBRE (EHAEARER, F4£R2. 48 KT asE
=H LUERUVCEPEEBEIELTHEW ((MNEESE~0RE5] OF
1. FAOERICHEZ>THE. FHROLEERERBCHBATS &),
& (<WEE - SRICEETSFEALOEIE>OEER). 3. AFGAT X EBEA > 7 VT 1 ) A B DA D
#| 2.108RLEDORBEOEEICEOTIE. RRMFRIIFBETH eI IAER R,
200, EHORAECEESHEERL. BEEF0E 4. EFIAERBEE I EPENEW ((BELREAWRER) ©
HMICEBINBEENTVD, COED. COFROE EHEHE).
B, SE. BEESHONSURIEELHIEN "
BISSERVTE. FALLTAMOEREELERSS (A% - F&l
& BE, BACRAEAYIENELTIE Bmg 21 H2E. 5
Ee NE - RBEEFEFRICODWTE., AN—-DEREBILET A, AREEHL GEORSGY 5,
Bl THBANEE LT, &HC k2 REMSHEEN BE, HARREAENFIENLELT. 1E2mg/kg (RS
. . OREBITHORBEOSENANBEL L. QEEIC . YOy 7EIELTE6 7me/kg) 21 B 2E,. 5HFE. BREEL
HNTHEEETOIES. P b2 AE. REESID TRORS5T S, 2FL. 1 AERAREAELFIEIELT
B REEES—ALELBANLIBEET S LICDNT Bmg &T 5,
BE - BRECHURBEZETI L&, - - -
B, A INISYRESICES T, BROERIR <Rk - BRICRET SRR LOIE>
NBLDBENHEDT. LiE FHEORAERS = &. LBRICHWBEIE. 1 7T o FRERORENS
3 DB T DR EEE AT, 2 BRRIRS 2MRT 5 T & (ERRERD 5 48 BHER
BirszRGLERF B 2t 2E TS5 —F
BN TR,
(22 GROBHCFFELANT )] 2. RADBRERSTEE TR, LEPBENBNTHOT,
- i " BEEOETIHGEUT. XKoL dHaksgeHT LTS
FHOMAN LBREORERDS S H £ A B DREIC D). NSO B ERY

‘ TOERERIEA,
CiE: - 1451 » SVIF=V T 57, (L) BEE
W #&  A FEZIWRESAOwT 3% Cer>30 1 E75me LH2E
Hhis USEA LS I 39, 4mg
&HE (HEVF 2 E)e LT 30 mp) m<c;r§3° 1Eomg LH1E
N DU E b *F o5 oF b IV E—k Ccr:fo _ HEERA B L Tz
(1gth) FF P UTA BEFY . REEHS MUTA, Ca: FLTFo2TVTT A
R By b U SF Y TA, FEX MY 2, FOEL .
SPYa—l, PESETTA, TFNAZY . (M EDEE]
L LEERE (ROBEICIEECHESTEI &)
il B A~YHAADTR R AD S D PR TH D, BEOEHRANIRE (< FRCEETHHALOEE>
" R | B ERRET 3 & %, BE~READE—T1H R [ EE A AR ) BB
BETH 5. : =
il 2. EELERNEIE

(e - 5] (DARIEHEMWOREATHYD . FREMETLTREREEIT

P REREADIBITNNHIOT. ZRORSITHE
OABREBEA > VL 2P T IV AR LTi. ZLTFo2 0 )T 5URERELE<RIE - Al
LEE - RICHET AEE L OEED> EHETSERLOEESITEINT, KEZEHEL M5

8] LB BB, MESUIBEAL S 7 VYA ) z){ﬁigig :;%’F& i@fm{"ﬁf] "’I@ii% .
B & B S e BE DB INB LB, AUA ) (&)l AT WIS TTA RBRIECEH LD,

AROBEDNEREBEA >7 VT F 1 ) ABHIED s fi‘j:ﬁfﬁ?;f fﬁj; Al s
S TORFICHL THAATRAN. &2 E A, BED DRGIH. FEAERST 57 SEVHBE(TD T

X . N (<zhiie - BN EET 288 LOREE>0ESHE).
W 82L7=LT. @D OPEREHERECKH
gﬁ'éifﬁ C. FROEH = DAEF1g (AN FIENELT 0 mg) hiz. VIE R—JL

Bz PRBUBBEIHLRT, TOMDERTIRA > T @ﬁ-‘@ﬁﬁﬁﬂ*ff) A4 857 e FHENTRIOT. Witk
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3.8HEA
H 7RI DRB & TOMHE 09 HlicknT, BYERIE. 85

] (27.5%) IZEBD 5z, EABHERE. 1B 21 % (6.8%).

T 17 4 (5.5%). WES 124 (3.9%) ¥ THolk. (RER
ES4 20w 7Al (1~ 12 BOFVNG OEGRE £ TOME 705
REWT. BERIE35# (50.0%) K@D LN,

MERE 17 14 (24.3%). T 14 (20.0%) $TH oM. (FRKIEED

(NDEXREHER

NVirawd, PFH717F—HER GEETH : avy,
THT 1 ZF—ERRSE NS ENHLHDT. HR
EACITO, SRS, BN - REAEE. WREEE. MTHET

EXHODN RS 2FIEL. BIARETI L.

) fhide (BAERER) : RORBENHEINTVZOT. B
EHRED NSRS OMEI L DIER (FEAHE,
Betbd) ZEN L. ERAABETIC &,

DTS, FBEERE. B|E BEEAH) @ AST (GOT). ALT
(GPT), 7-GTP, AIFPOE LW EBSEMESITR,
EEE, BEADSbha L5307, BEe T
frin, BEMED ENARSIR. #52hiEL. Bk
MEEF> &,

4) 7Ry BERAEIRBE (Stevens-JohnsonfEsREE). P ELERRE
ZERELE (LyelHEMRE) (FEFRH) : KRN ERE RS
(Stevens—JohnsonEREE) . PEMAZHEEE LyelEER
EZOREEENRS SIS EMNBHEZOT, BEE 5K
T, 2O & SERNS ShNAEBEE. 52k
L. HlANEREITSZ &,

SRNEFLE FHETR) : ATRaRbscbha s
HHOT, BEEHCHL. BENSEnsEBeIE
Eiiks el EOaNEEFIC L,

6) B MEKEL, MRS (SEREA) @ BiEREAS, moh
WAL H N3 T EMNH20T. BEE ATV,
BEMAD SNBSS RBSERETS Y, Ean
BEFICE,

*7)EM - WD EERE) - REh - SRR (B,
BERITE. #%. OF. B8, 8% Mhsbhal s
BHEBHDT, BEZ+ZICTY, BEN#EDH MBS
RB#szREL, EREGUTEYSLERZITI Z &,

8) TR (SRR - Mt RBANSHShNA T &
MHDOT, LE, HETRSOREEED REBEI
RisedEL, BENBETFSI L,

(22Ot OBHER
ROZIEEERNS OIS, ERKELTHES
EHRIETHRE, HHLAEETI L,

EABERI.

AT EIVE
BERR 0.5%8E
g %, BB, i
B (EBLHES
). MiER. K
T i )
p=tl & OF# - OR% | 185 (6.8%). TH (5.5%).
(BEE2Ed). | EK (3.9%). neek, FEIiE
M, Ald, # | 8. EEE. OWNFRRE.
. WEHEE | &FCRR
EeEs | BE, R LU | BN, @R, FRE. BX
., FEERE 5
TERES EEEER. L=
HAANEE. OF
EE# (STER).
BpiZ
FrF ek AST (GOT). ALT (GPT}.
¥-GTP, AFPO LR

(2)

SAEERERED 0.5 %Lk
2 iz ERRBE
i FrEERIE I
FEE SEEHR. HH
IR DR (GEFR
£, 8. .
iEE )]
caoli] s, Feh, {E4E | DS BRI, B AR,
o, 2 it
RS 0w 7El
PR AEge 5 %L L 5 %%k
BB IS, RIEE (S
MEsi). EERK.
FF Him
HibES O% - OR%K (B | BH(24.3 | &8, B
sy, mfE AL | %), FH|EES
Jo weir. BEEEE | (20.0%)
BHMER | BE
IR EEMSENR. L=
Hamms. LEER
¥ (STEH). ¥
& ALT (GPT) | AST (GOT)
g kR
IR EoRE HEHEE. '
EH. EE. ).
RS
EDfb EOEE (AR, B S
L), SER. (EMRE.
#hE

EDERAOBERBE I A RS THE SN EEEENT
EFRWEHER I DWW TIIBEERHEE L,
4. mEEADES
BN TEESN AR L B ERRREKTIE. BHER
OFEER R SRS L ORICERED SR TR,
—RRICEEE T, HEEE (FER. FEES 0BT,
e OEBRBEETH I EMNE VD, REBEEZEELENS
T HBETIIE(<BEE - -BEREIEETAIFRLOEE>. [E
WEE] 0EER).
5. 4148, ER. BAMS~OES
(M EFXIIERL TV B AREEDSH 2WA RS TSREITIE.
B L OERESEREE EE S AR S NARE OIS
5350k, [BEPORSCETHIESAIIMIL TR
W, BERER (5w b)) TRAEBENSSEINTNS,)
CIBALRCRETIBRCEBAL BRI ERH I, [BihE
B (5w R) TRHREBFTS Z EMREINTNS,]
6. MNREADIRE
(1) 1 FAEBOBE (EHEESEE, #EE, LR THT5R
EHEELL TN ((FothorE) OEER),
QESTERBINERIA PO TEICE ZEMHEBRERRIC
BWT, £ES 1 kg FROHNRICHT 58 AREIZN,
7RIS _
WS TIE. BERSKLSEFEEENEELLEORERL
wht, BSTORBERAENSRE LN T ENAILBE TH
BRI BT, 1H 200 mg A Lo LV ESR. Bk,
DHE W GREMEEE) MREEEN TS,



8 TDDER

(WEATHEREShZ LI IEVEIC LS ETRTFHRRIIBWT,

BRENEEBEL-LOBEN 1S5S, Fic. B TEES
Nz AR L 2B TRTFHRAE TR, BREEEEH
TAEBE THEREE XIS MmN 7 fics sk, kR
RERBCBNWTE, EEAED 100 EETORRIZENTHE
RBHEEZRED SR TWRN,

QEATEREIN I T ENAC L38O EBRERTBE
PR BE MR L LB IEBEARICBWT, 12
INL I RERMICH T A EME TR S ERICH LR
BEEASNTVRL, LHL. FRBEICLD IV ARK
I EEEICERL. TORR BE8. AR/ HEEEX
HER/FTFoEENMEBEICERLE.

@ENTEEZNE RS- Oy FEIC L5 8EmEESFNE
EHSE LB IERBERRICBLT. FHEERET IR
HEL T, —4, B2HSWTRICKELMERS
SR TN,

WEN TEESNEAT LA L ST EE (65 BLLE) &4
& LS IEGERERICBWT, AR oREIEb127
NI BRNEE S RICEEL T, #5085 (23 %)
EHRL.

B =L BN LT 7L FiBRLEBEICEE
2ERVEBELTERLEERIZRN,

BYHES » FOEERORSEHEHRIIBWT, THHS Y
TEE1000 mg/kg T 3 /14 4k, 700 mg/kg T 2 /14 FlOFTETH
Mok 4ABROSy PTIHRLWTFHOARIZRELTD
A S hol.

(DHES v FOEBROEES FE2IF2F 1 7 BRI B
T. 7 Bés. 14 B, 24 A#s. 42 B> » MC1000 mg/kg
BEL, THBT7/564, AAETI1/28 HIOETHRD
SN, 24 A, 42 QO S v FTRLThBETHFR
AENiabok. AELFIVIONTORER. 12 0
EoTy EEELT 7 BETRL5004S, 14 DEATII650 &
EEho et 4 BT 2ERETH .

(S4RE]

1 MRS ST B3 EIRE

<BFAICHBIT ST

EE THREERBICBL T, £H 2me/kegl B 2 B SHOE
FREIZBY2F LS IENEREORSEABBET 1255

MBS REEMREBALBWTERE L. TOBR.

b5 748 E 5 MR ISR BRI 2he X W TR OEBRIZ S
WTS 15ng/mLBETHY ., Hig 7RI I1 28R

EHIRSTESRELESLTHE.

A& AR B S mE RIS BE 4 heE R U 2hrig

Mg

fHFRE %A 1~4% 5~B8i 9~128 2

(ng/mL)

e i 7 5 4 16
1y 264.0 328.5 354.8 306.9
FigE 56.0 0.8 812 8.7
sy 252.0 330.0 6.5 308.5
Bi-BX 188.0-366.0  280.0-355.0 265.0-461.0 188.G-461.0
cy e 9.4 2.9 2.7
GO%EEREM  222.9-305.1 299.3-357.9  250.2-450.3  277.6-336.1

12 % 8 5 2 15
Ty 170.4 165.4 240.5 178.1
FikEe 31.6 0.7 13.4 40.4
E 162.5 167.0 240.% 167.0
BBk 128.0-217.0  1i5.0-216.¢  231.0-250.0 115, 0-250.0
cv 18.5 2.6 5.6 w7
N%EEEM  145.2-191,6  126,6-204,2  180.5-300.5 150, 7-196.4

(2)

BFEARERSTEFRETOMEREEERE-BM Oy ~
(nggEBL)

400

a3
=
(=}

[s&]
=3
L=l

RSP EEE

8

T & 9§ o 112 13k
BB R (he)
<HBEMIZHITBEE>

BEABLIEEREELE2 DOBRERBICBNWT, 1~52
#1~2k. 3~58027—7 (£ 124) RS~ 188%
5~8i 9~DRERUIB~I8EOIFA—F (&6 24
i, EHEARBIZ20~3.9mg/kg FEEEOHELILEE, 1
~ 2 BB SIS OAUCH-IE 2, 810 ng-hr/mL T3~ 5 Bickk
WL TI6 %{ERhok, e, E#b~ 18 BIZBWTERS~ 8
BOFN—TTR 13~ 18 07— F i B LEREORRE
W, BRRELTRERDETHED ONE. M5~ 8EDS
N—F BT BIEEEOAUCITEMR 13 ~ 18 B0V —TF I
#®L 60 % THoi.

ZHNSNRT N —T I B SEEEOEHEEN S A—-F 24 E
NH 2 EN 75 mg BT 150 mg RIFIRES L7 AT BT SHERR
BIOESNLEYEBNASA-F B, EHi5~8
BOS L —le B 5AUCIIERAD 75 mg (1 mg/kg ICHEM) &
SIZBFHAUCERETED, F 9~ 12 B0 N —T TR
ADTomg BUA 150 mg OWizH D, E@ 13~ 18 BDSN—F
TREAD 150 mg (2mg/ke IZHY) ERETH >, FERIC,
TRTOERS N —TITBT 5185 12 BRE%IC B 3 Mg
HEEEZBACBY 5558 150mg BT 3EEEAZLO

SORLL HA YNNI NAEEERG TEIBESHRS

L.
BNRT N —F BT HFEEOEYENEENN T A—F (2mg/ke)
INBEN—TF AUCo Cmax tmax tirz
FE) {ng - hr/mL} | {ng/mL) {hr) )
1~28"(12) [ 2 810871 121451 5,6:£2.2 | 14.9+7.3
3~58"(12) | 33504678 179473 | 5.0+£2.3 | 11.3%5.5
5~8% (6)| 2 761368 183+£36 | 3.7+0.5 8.8%£2.0
9~125% (6) | 3,208+394 231+46 | 3.7x0.5 7.8%£1.8
13~181 (6) | 4,534+529 319+76 | 4.3x0.8 8.1£2 2
mean+SD

#IBNTA—FIE1~2830mg. 3~58 45 mg 5% 2mg/kg KEIE
Licbo

BEARTBAAZBIT 585 1 0 BOEREQEWERR S A—F

BEE AUCt Cmax ) tmax tiz
(mg) {(ng - hr/mL) | (ng/mL) (hr) (hr)
75 (AxA 2,107 374}191£32.514.91=1.02 6.461.42
B (BA)Y |2274+1,105] 142+39.7 [ 5.84+1.16 [10.0 +6.86
150 (A& A)| 5 189+1,187 | 468+84.3 | 5.16£0.754 | 6.30+1.95
160 (B.A)} |5 036:£1,524 | 383+£08.6 | 4.42+1.11 7.81+5,23
mean+S5D
INBDERELES U T I A OB
(mL/min/kg)
E 30
o 25
) 20
5 .
& 15 .
[ y=—0.0986x+12. 693
g Lo RE=0. 3054
4 o
-? 5
>
A
0 20 a0 80 100 120 140




1~ 18O/ R 2me/ke GRART | B 2[E5 LS -

&, ERAOCRERI. RARBT2ESHRUHE DM
MRENERBEEFAETH- 2, EATIRINBME
TOEYEGEOERMN S, EHEDO Y T T2 AERE
ERETHS. ERTEVRITI I 2REL. BE
LT BIFHEORBREED D, ERICHNT HHRE
BHMEE U FERIEEARE LTRESNE,

2. BRNR EBSMNRICE T S I REDES: (B - B
ﬁﬁ#ﬁ)l-a)
REB% 2mp/kg WHELZRAFZANRICBTBETR
BEETOMEPIEERBE 4 B RO 12hfiEic D2, 3
DOEMANIGRBLIVEER (2mg/kg) RNEFREA
DEIEZIT o /e A R TN 20l & B8 L iz,
HA&AMREZBTS Al B REEREANRIZS
1% 4 hrfE B R 2hefl O A OB RIZH o .
FEE O EHENESHE (g
RTENARF RS 0y TATRARBSCLD
SRS ERBREELD. HEARRSETHIC
EMREN.
BRI 20w FREUH 2L #] 150 mg O #5570
BEHEOEMEIENT A—F (n=18)
e AUCe-=

(ng - hr/mL)
k31 oy 7% 6, 8701, 360

A7) [6,940£1, 620

§2u]

tmax
(hr)

5. 1+1.5
4,5+1.0

tisz
(hr)

7.2x1.7
6.4+1.5
mean £SD

Cmax
(ng/mL})
546 +101
615147

4. BEE Q0L L) icBir 2RMERE

<BFALBIT HRE>

FESIRU LOEBRES WICAENFIENL L TTong
=HEERORE AR Ll2oFROBEEOE
MBS A—FRUTOLBDTH /.

HA AEEE QUmREl L) OEMHEOEMEEE T A —F

5 AUCtr-w Cmax tmax tisz
(mg) |(ng-hr/mL}| {(ng/mL) (hr) {hr)
75 6,063£604 | 43929 5 020.0 | 7.0+0.6
mean =% SD

5. Bt E R LS SR EEY
<HBEACHITIEE>

ZVLFFoFZUT SR (Con) BIZEDBREENLEE
BatfEEH 2D 208 EHAREL. FEAMFIEILEL
T100mgl H2HE%6 BRKERS*L & &0kl
HMENEELE, LFORDER VBB EELE. BE
BEEEEEEIBWTRRSEDHERLETHS L
EZxzohiz=.

#EFEEG6 BEICBIT AR OEMER/IAS A—F

= DR

Cerf& AUCr2 Cmax Cho-12
(mL/5}) (ng + hr/mL) (ng/mL} {L/hr)
Cer=30 43,086+18,068 | 4,062%1,519 | 1.54%0.55

30<Cer=260 | 15,010% 4,158,214 392 | 4.19%0.67

60<Cer=001| 9,931£ 1,636]1,058= 183| 7.26%1.15

Cer>>90 4,187 630 4943 80 (17.50x2, 78
mean 5D

6. MR EIER Y

<HEACEIF DR

FEIZ I ENEREHFHEERO T ORRY B EOH
RBizL0BIVT I RAOET. AUCH=R T Cox®D ] 2
BoEinMREd ohk., O EERF 4 B ERER
ERTEREEIBSHAD T NS I Bz RER TH
EENAEHEOHRIL L VESHEERZ2ET 5T
ek ERB LTRSS, LML, COBSIL5EDaE
GELOEEE. BEEOREMBETH BT LEEN

(4)

CEETHAL,
2B, 1IN TN ARG ES EIRBINO
DR INSTEENENSAEY MEAYIVE. <
2051 RRFENE. NSAIDsE) RFUOLERKESS
LAV OH DHA (FFERES) 02 0ENE
OHEEEARRERER TR,
7. BEEASRY o
FENAY I ENRUETOEREEOE N Sy o U
FEUA ZMREE EOHGER., FENLFEZENT
B2 TOMBIIBWTS YUTORETH M. ¥§
EETROLThOBESICB N THEETI %LU T OB
WHOThol. (invireitE)
8. FLEs - Heseom
<HEACEITEHES W
FHRE MCBWTEOIREEESMCZELTRET
E¥EiciikoRahs, RERABTREH LA %
(A& T E LT 375~ 300 mg) BEEOHFS*L
ek ¥, REEARUBEESDETHRE S BHEET
k2 70 ~ 80 % ERAPIZHEHRE S Pz,
i, ARAFIENRE MFI OV -AERVER
HEBRIZL D, P450 TR B RBEED ST, P450 24
L7 SE E e B oaiic & D& P450 HE o AH I

LThiEEAEREEER LMo,

MEACH LTREBENLAE - NBE. 1E g% 10 2E.
5 BERS TH 5. FARIIHLTRRBENEAE - BER. 1
E2mg/kg% 1B 2E6 HHREETHS.

(BE) B EROFHEY
1. 377
B8 7 N2 [#Cl-F V¥ I Bl 20 mg/kg % BEE
O#E5 LR, BEEIIEasicEehizamL.
HTHLL Tk, HEEE2EB< 2R, SRTER
ARl EWHEO 1D EELSNT LA T
BOW2ETH M, THREREAOBTIISIHN
ok, BIZBLTHRIEAOBITNED Sh, BITHRH
LI EHARIM RO 1/2 Thoin. HEERRE 486K
Rl & Tl e S 1T SRITEEL .
2. et
BT v RITHC]-A N F I BV 10 mg/kg & BEETF
D51 B, MSERLTTIISTL. 85 1KY
BTREBEICE L., OB, 0T EE RS
B THAL Dt R/ i 8 v e e R e E R
EBNTER =,

[EErR ]

<BFEAICBITLHEESD

ERTERINEAE (1~ 128) #8aE LB
EEERELER (JV16284) 2 BW T, o > 71V PR 5HE
BEANEEOH (2 TN L PRI A N ASESD
BELE) TBW A1 LRI Y EREER (% BE
R EL., IR 37. 4 CUUTIZEET 2 TOED 13
72.5 B (hRE) THol., . BEROERMR
37. 8 CARMICEIE T 5 = TO R 21. 3 BRI (b JrE)
THY, R BT.4CTUT) KEET 2 ETORMNI
35. 3 R (FPefl) THo k.

ENTRESRLMNEEHRE LS THEREERICS
WT, 2%PLORBERTELLELTOFFEREIET
DEDTHo k. FRITRULHEFEENLET L HENE
AZE%RLZW, £k, BEORESHOBESERK
BERERDBED., INSOEENE, HEDOBERE
BITSEHERORRELTRT 3 Z L RHE#RAN,



BERBREAR TRELAETEEES (2%2E)

HESS U S EF N IEI =10
MR 22 {31.4)
Tl 19 (27. 1)
ALT (GPT) #jn 4{57
| #kfE 3(4.3
RelR sk 3(4.3
AST (GOT) #in 3(43
[EE ] 2( 2.9
% 2(2.9
O& - LA B RG 2{29
PRI 2(2.9

wm U BRAENFIENOME - BE: R (%)

FENFIVNELTIE 2mg/kg 21 H2E
<HABALEITSHE>
REREIHFFIBLTI~12EBOMETERENES
S FREMNEL L EIEERRER (WV15758) &5 HH
BEIZBE T 7T ERAM (& BERITEE
L, #B37.2CUT., BEMOAEEFIIEET ST
OEF) IR AFHEEUTIZRT,

A I NI RELR ()

/5 |, wn| T > 2N PRI
I A I o e
R 101, 3 BERE D
sivy, | SEM) 27H (88, 8118, 3)
7owt | sem| wser | FONE

) UV BARILIIVIORE- AR
AENFIENELTIE 2mglkg % 1 H 20
#1}) A 7 NVEFERE YA VAR RFAER IR XD HEL R,
#2) p<0. 0001 (7 5k & DL
JoEAELF IV NZLD., BN OERSROM,
BREEOETF. 2 I7NI ¥ REROEERET M
Zw o, AROFHENED Nk,

BEABERRTRALLERHEER (1%LLL)

A g 3
EEES 7;123'1523:]‘ )/&7]‘“’133)‘{/257 [<P) 2
EH 30 € 8.5) 49 (14.3)
rRE#*? 50 (14.2) 37 (10.8)
FH 37 (10.5) 30( 8.8)
[ 14 { 4.0} 13( 3.8)
it 13(3.7) 12{ 3.5)
E 9(25) 10(2.9
BE 7(2.0) 7(2.0)
ik 1(31) 7(2.0)
H#E 3(0.8 5(1,5)
B A 8(2.3) 5(1.5)
SEFTug 5(14) 4(1.2)
BEE 6{(1.7) 4(1.2)
EIER 7{2.00 4(1.2)
) UrBARLYICIONE- AR REE (%)

ARV FIENEZLT1IEHZmgkg 2 1HZE
#1) BERREEDERES,
#2) WA EEERESO,
B BWTRBEEEAMBIE (5~ 128) ITHT 57
St REHEE L E MR (WYIST59/WV15871)
3. BEFEGIES00 Fliod LBREHFIEIL 5 HTH - k.
IO, AFOEHBERET ST > TR,
A 27 NVI TR (FPOE) AR 123.9 I, 7
StER 134 3B Thok. iz, FHBICHBNVWT, W
T & HEEE L =S IEE 1 BB (FEVI) 02 {bRiTAHA
10.8%. 7R T7%THok,

(8)

[SEEEE]

Linvitroli o A N X{ER'®
YV BAEALYIENRTOES v THD,. K#HIC
LOEERIERES NS YA VAERERY.
) VALY 3 BN OFEEERn vitro TOAR KB
A I NI TN ACEREERE (EBREk
ICw: 0.6 ~ 155 M. EZHEBERRICs : <0.35uM) TH
=L,
Lin vivoli D A W APER e
TIAKRU T o by FOARKRUBEA > 7L HY
TIWABRBEFNLTH. U EBAEVFIENORD
#5 (0.1~ 100mg/kg/ B) ok b, ARIERFLTE
FH oM., BRICESEROBD. YT NVAAED
WO EOBENREED LR, Tl ZU MY
FeEF AT BN T A N AR 24 B0 5 ORE M8
5 (10, 100 mg/kg. 1H2E) T. AEBEOQOLAERE
1 b AR A HIRIEh R A B hi,
3. fE R
) 2B 2 ENOENER L FARRUBR
TNLTFSAINAD 4TI —VEERHIZE
EL (ICa: 0.1 ~3nM), FULLSBEREhET LA
OB, OB EEE TS 2D, U1k
ADEREMHT D,
4. Ftg=
EARVENERRBICBIT 258 T 20k 4
NADHBRIIMRARFHEETIZ0.34 % (4/1, 177 #).
MRTE 4.5 % (17/374 5 THO. BA - HERUMH
BEESDEEES. 1.4% (21/1,551 {) THod, T
B INARESTAR YL A ICERL. BRITIHE
AEDLENEM ok, MEEERLEYI VAT,
TUARCGT Ly PEBWTELVWERBEOET A
B, BRI TOBME, SEMIEDTENE
Eibhd, MEEEELEYANATE, /153
= —FOFI JBEERBED LTRSS,

(FES BT 5 EBEZHMR]

;U IV F R ) (Oseltamivir Phosphate}
(JaN)

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

-

M

monophosphate

+ H:POq

SFI  CrHaN04 - HsPO:

SFR 410,40

# R Ofa~HEREOKAEKORKRTES. KRY
AF =R d <, £F /)b (95) IZ®
2EFHT L. NNN-PAFNTEITI BRRE
<<, PEbZMUNEREAEET RN,

AT 192~195°C (44FD)

SERY B~ AR TR ARL. TS
THIR TR IC B Y 5,



[ERiE EDEE]

1 BEERATS > ThRERBRA DR BEOMIEETS &,

2. WLEMEAD B DT, BRBEIERL. BAEBITRETAT
&

3. FeTE A LRET BB AN, HIEEXIIRF (10CHT)
TRETSC &, ABERMI. HETEITHRTS L,

(| ]
F27IVESA420vF3% :0eg ()X 1

(EEHK]

1-12) #HpeEH

13) Whitley R.]., et al. : Pediatr. Infect. Dis.J. 20 : 127, 2001

14, 15) HHRE

16) Sidwell R. W, et al. : Antiviral Res. 37 : 107, 1998

17) Mende! D. B., ¢t al. : Antimicrob. Agents Chemother. 42 :
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