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BOEBREBERTEC&MASNED, REZEELZNS
BETLHIE (<KAE-HECHETIHRALOEE>. [
PEER] OEBME).

5. i187, B BRABS~0RE

MEFBIXIEEL TWAHEEOS S EACERESTHEEE.
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MHors, MABOSy FTHRLWTRORARICELTS
BiFlzaohianok. ,

OVHESy NOEEBLERE ML IFRT 1 2 ARBI BN
T, 7HE. 14 0%, 24 3. 42 H#HZ v biT 1000 mg'kg
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EE5ER AUCoo Crnax tmax tiz
(mg) 1 (ng - hr/mL) (ng/mol) (kr} (hr).
37.5 1,652+ 203 150+ 35 4.340.8 7.0£2.4
75 3,152+ 702 360+ 85 4.1+1.2 6.4+2.7
150 7,235+ 515 662165 4.3x1.1 6.6+1.5
300 12,918+1,564 | 1,377+153 4,.3%1.0 5.14+0.4
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75 6, 0631604 43929 5.040.0 7.0£0.6
mean+SD
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PEE LS ZHERUTOEBD TH /. BEAARUAADNE
NOABECBWTHRSIE 7 HB QAUCH: KU Coxdd M TH
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75 (A& AN 2,2764527 | 297490.9 4,3+1.4 8.8x+3.6
BEA 2,270£387 | 244429.2 4.6+0.9 9.7+1.2
150 (A=A A}| 4,891+£963 | 599+96.6 4.4%0.9 7.9:£1.8
150 (12 A) 4,904£477 | 598+70.0 4.5+0.8 9.0k3.7
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75mg B A T5mgHA [150mg A=A | 150mg @A
3 1624+44.5 | 158+39.4 | 301116 2893-87.8
5 163560.9 | 153+49.5 | 325%107 360273.8
6 168+58.6 | 185+30.1 | 3444855 | 3244825
7 163+27.2 | 144%£35,7 | 326:84.7 | 287+566.7
mean+SD
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43, 08618, 068

4,052+%1,519

1.541:0.55

30<Cer=60

15,0104 4,158

1,514% 392

4.1940. 67
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Cer>>90 4,187% 630 4944 80| 17.50%2.78
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70~ 80 % MEP Iz H I hi-,
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TS : BART 13 LAY L TREE H- M -
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OS5 L7, BSEREERIcEzeMMIsmL., i
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O#E LR, REETAARIC#TL. #5 1ERH
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ERLBWTEEENET SEREHBELEETHEE
FEatER (JVIS823) 5 AMREIZBW S 7TV
EEAR (2 TOERNERETZETOER) I284T5F
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AINLFERRESRELNS LI LEEEREER
BIZPWT, VB4 IENICLD, BREEO
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EIE I DS ED 51k,

A2 7IVEURRER ()

. WE | oo 27T TR

A | i AR windd 05 % ismEm
U EAtI 70. O EEfE*2
FIEN SERM | 1226 (53. 8-85.9)
Jowf | sAM| 1304 drian

) VBT RLYIENORE - AR
FELFIERELTIBBme ) H2E

#1) 1 27N IR O AR FRED ERICE DHEL .

#2) p=0.0216 (/SR EDLLE)

2%U LORRETEL 2 TOREFRKRBLUTORED

Thol, FRIGRLAEFEEENLTLHEWERZRE

wLiah, £k BEOFEYHOBRRMERSE ST

RBizaizd, ThooiERMG, ZBEOREIRKIZBI

SRR ORRRZTT S Z 2 HETN,

EREELSBTRELE
EaAEFER (2%UL)
ZER P e

it 19 (11.9%) 17 (11.0%)
T 24 (15.1%) 13 ( 8.4%)
gk 7(4.4%) 9 (58%)
Mg 9(5.7%) 8 (5.2%)
ALT (GPT) Mir | 6 ( 3.8%) 5(3.2%)
gz - 1(0.6%) 4 (2.6%)
v -GTP#Im 5(3.1%) 4(2.6%)
Al-PHEM 3{1.9%) 4{2.6%)
TNFIREE] 2(1.3%) 4(2.6%)
g WAty S YNORE - RE; REE (%)

AEAFIENLELTIESmg4: 182
#1) M RS ES.
#2) BERIIRLESE,

<HEACBITSRE>

Bk bR TRES NS ERe R E LS IEE
RO 5 ARSI BIT 51 > 7T PR (2T
OERPRET S ETORR) o 3592 TFioRT.

A 7N RIRERE ESE)

85 g =n| T > 7V I R R

A | EYEC Gl 05 wiEERE
Y AN 78. 2 RFfy*2
FIEL 5 HE | 301 41 (72, C-88. 0)
soex  |sam| wem | HESEE

i) U BAENS IENOME - AR
AENFIENLLTIMSmgEi1B2E

#1) 1 7N T BRI 1 VAR EEEO LRI S DHE L.

#2) p<0.0001 (7SR L DHED
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UXBFAENFIENICLD. BRNHEOSHE RO,
HEEOET. v N ARBBROEE. fEoEH
oD Shi.

ESRERARTREL
FREEES (L %HL)
F S JUEAEINTIEN

LA 48 (6.7%) 97 (13.4%)
g 21 (2.9%) 68 { 9.4%)
T 70 (9.8%) 48( 6.6%)
BHEND 20 (4.1%) 22 ( 3.0%)
SEFL 15 (2.1%) 17 ( 2.3%)
] 16 (2.2%) 16 ( 2.2%)
BEE ] 14 (2.0%) 13{ 1.8%)
mn 12(1.7%) q9(1.2%)
FHRIE 6 (0.8%) 8(1.1%)
A 7 (1.0%) 7(1.0%)

) U ETERS IENORE - HR:
AEAFIENELTIEGmg 2 1A2H
#1) BPEERUREIERE

2. FRA R BREY

<BFAICBITBEF>Y
ERIZBWTERI NI SRR ELASTHNE
RitEE (JV15824) @ 42 QR BRI BT T
FHEMEORBENFHBREZUTICRT . FEBEEHE
EEUMRBEREAN08H (F5ER; 198831, T
34,058, 65D EOSEHEL 106, £5; 18877 1.
¥ 342 R, 65 ML LOEEBEL 11 ) 20&:E Lz,
ERN_—EEREEARICBWT, 1 > 7L Vs
EEFERT I RS %, FHEEH1.3%XTHo.

127 VI VREERER (REER)

R (%)

coe | UVEAE

AN 7 £ 17 -
HBHIR 153 155 | (95 %/B4BERY :
%%fg:ﬁﬁ 136.5%) | 2(1.3%) 2.4%-12.0%)

) USEBARNFIVIORE- BR;
FENFTENELTIBESSmg# 1A 1'H

#1) BRABRUERA 2 D IED O, U VAR IS AED FFIT
LN BIEE Nt

2 LORRELTECELSTOEEERITOED

Thok. FFERLE-FEELKMAETLSEER 2E

LA, =ik, BEOBESHOERSERERR L

RBioi%, ChoOEEMS, ZEOZERRICEE

HEWERGRBRHRE FRT S C S EHERW,

ENTHEBRTRELE
FEEEHR (2%EHE)
"SR | Y TEL
;ﬁggg{ 71.;1'53_]_ ) mﬂ“gl)sl’sﬁ )

L 18 (11.8%) 18 (11.6%)
T3 21 (13.7%) 13 ( 8.4%)
SR % ( 5.9%) 11(7.1%)
IEE 6(3.9%) 9(538%)
B 4{2.6%) 7 (4.5%)
REERREES 3(2.0%) 6( 3.9%)
2R 3(2.0%) 6( 3.9%)
BE -{ - 4(2.6%)
En3RIG 3{2.0%) 4( 2.6%)
EBREE 2(1.3%) 4( 2.6%)
mep7 EofEEn) 1 (<1%) 4( 2.6%)
B UrBArAyIENOBE- MR SRR (54)

AEFIENELTIRGmg 218 1E
#1) B EEEEEE,
#2) BAIELES.

<HEAIET B>
RERICBNTEREINET S REMBEL-EIHEE
EERLEE (WV15673/607) @ 42 BRERE=ICBW 51 70
TP EREE O RIENGE R L TIRY.

EE_EEREEEBIIBWT, A 27 PR
BERITITERELEN. FAREH LN THo 7.

A Y INTAFERERES (FRER)

e | UCETE
TR | Esen =0, 0006
e 519 520 (95 R IBHER : ,
1.6%-5.7%
gﬁﬁ)’%ﬁ 25 (4.8%) | 6(1.2%)

o) U BAENFIENORE - AR,
AENFIEALLTIASGmg:R 1A 1E

#1) RARFEER. 2ARERNE 1 DRLEESSH. YA NASE
it LRz L DREE & hciEw

- F. EATORBEEMRELET SERAHEER

(5)

bt ey (WV15825, 42 HERfRE=), 1 > 714
BRmEEEREo Y SERMB_EETRESRE
(WV15799. 7 BRERE) BUM > 70T VB B
ERMEOT NS ETHEOA —7  HBRE (WV16193,
10 BRE#EE) tBWT, o ¥y I T FBINERERIT
ETEHREA 4%, 12.0%, 11.3%, YL EAEIFIE
NE5#0.4%, L0%. LE%THoiz. B, SHE
ER|EL-RE (WV15825) @, 7o F A EBEIRY
B o7 NI PERHERERIE, S5 RBESES 0%,
ULEATNIIENRSE0.5 % THol.

Elf TN S N BEMHIZR SR L 2 5 WARERAR
BOBEGREUTICRT.

ZEHR T

. WV15673/697 WV15825
HEES n=1039 n=548
EAE ) {REEE A (1852ELE) EEE (65EEL L)Y
= TR (Y yBAENF I | 7ol (U AP EN

n=519 n=520 n=272 n=276
S ()| 18-64 18-65 $4-96 65-96
Ty (@0 G |6Le) (80.5)

#1) B0 %ORBENTIFEEERY. H 14 KORMBEHBLEME
EREERESHL T,

BEERETHRE

e rrs o WV15799 WV16193
R i n=055 =808
ESE 13m0 1B E
gy |7TER[UEVSRCN| ETOE | U

) n=494 =392 =416
ER D | 1285 13-82 1-83 1-80
(Fi) G338 (3.2 (26, 2) @7.7)

TR EHBELEEATOESRIEERRD 42 A
FRESIBNT, 2% EORHERTECAEETOFE
HRILTOEY THo. HEFLRI TS EREEE
TO73 I 673 {7 (69.2 %) (2. FFIREEET 986 #h
L7 (72.7 %) WMLz,

UHF L IEERECEY AT SRR S BROETEERT
629 feh 458 #il (72.8 %), FAIRESHOFEHSIT 635
e 487 Al (76.7 %) WREL, 7 FEEHKICBTD
T RiEEROREEST 344 Hld 215 # (62.5 %).
FFNL SR OE FFAI 351 Fidh 230 #4 (65.5 %) ITHE
L.

BB, ARBICRLEFSESARTLbEHEM#EW®L
by, #F/2, BECKHMEPMOEREAEERBERZRR
L, CNOOERMNS, EEROZHRRICB 58
TERORERZFRT 22 Lid#aN,
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BN TRERBETRRL
FLEEFESR (2%8 L)
"SR ) IE
HESEH 7:1:: ;7231' ) @274:53);/657 p1%
i 243 (25.0%) 286 (29.0%)
EH 104 (10.7%) 116 (11.8%)
& 112 (11.5%) 105 {10.6%)
5, 50 ( 5.1%) 92 ( 9.3%)
MR 85 ( 8.7%) 81 ( 8.2%)
B 86 ( 8.8%) 81 ( 8.2%)
BIEEH 67 ( B.9%) 63 ( 6.4%)
W] 51 ( 5.2%) 57 ( 5.8%)
3 43 ( 4.4%) 52 ( 5.3%)
THi 38 ( 3.9%) 49 ( 5.0%)
A R 47 ( 4.8%) 47 ( 4.8%)
A I NI AT 41 ( 4.2%) 46 ( 4.7%)
HEE 36 ( 3.7%) 35 ( 8.5%)
=] 23 ( 2.4%) 30 ( 3.0%)
i) 33 ( 3.4%) 28 { 2.8%)
IEH 9(0.5%) 27( 2.7%)
Bagis 35( 3.6%) 25( 2.5%)
B 16 ( 1.6%) 23 ( 2.3%)
WA R 23 ( 2.4%) 22 (2.2%)
Y U RS SFIERomRE - BE: BB (%)

AENEZIENELTIESmgE1HLE

¥ OEEERE  RARTREIT. S ke L EOMRBIEE L TRES N AE - BEWE.
1E7%mg#]1H2E. 5 BHBRSTHAD.

FHEE BARTIIEU EOMRICHLTRESALRE - IR, 18
SmgElAIE, 7~10 BHEETHS,

[EEshEER )

1.in vitro¥iw A JL AYEE™
U2 BAENFIENMIIORS v/ THY, RBICX0EE
FizEphic. i1 L AERETRT.
DA NS 3 ENOFEESn vito TOAMKETBRT >
PN TG A AOESEERE GZEREHIC ; 0.6 ~ 155nM.
FE A BEREICs : <0, 35 M) THEL .

2.in vivoli o A Jl YR
RIARURZ7 by FPOARKRUBRA 7T o1 N
BREFATH., VBEFENSFIENOROHS (0.1 ~
100 mg/kg/A) Iz & 0. ARBICHEEL TEFROEM. Bk
HIEROBY, U1 ILANEOED EOREDRSEDS
ik, T DUV MUBREFLICESWT A N ABHR 24 1
ek so&nHE (10, 100mg/kg. 1 B 2E) T £FRD
LR ET AV ABRCH T MR ED S hik.

3. e
D@ty I ENOEEETE FMARBTBEA > 7L
T ANZAD A S E oS —FEBEIRENICHEL (00 : 0.1
~ 3nM), L <RI/ )2 OB S OB
BHETZZLITLD., U1 AQREEEMHT 2.

4‘ mﬁm
BN ENBER R BT 5 4FI T ARE 1 XD
BRIBARTEETIZ0.234% (471,177 ). NRTIZ 4.5
% (17/374¥) THU. A - BERUNEZSHEIBE.
1.4 % (21/1,551 ) Tds oz, WHEVL I AKETAR D
HARICAFEL, BRTRHEMED Shizho -, THE=ES
LESTIVATE, TOARV Tzl MoBWTEL R
HOETHED N, BRUHH TOMM, EEMNIEDTEN
EEAGND, MEEEFLETANATH., /45325
Yorz / BERMEDSHTWS,

[T BT 2B{EENMA]

—f U BN IEN
{Oseltamivir Phosphate) {(JAN)

24 : (-)-Ethyl (3R, 4R, 5S) -4-acetamido-5-aming-3-
(1-ethylpropoxy) cyclohex-1-ene-1-carboxylate
monophosphate '

BER

+ HaPOy

ﬁ?'it : C:r.HzeNz04 » H:PO

F= ;410,40 )

# R:Oe--HEABROEREORERTHD. KEUAY /—
WBETSTL. ITF /)1 (95) IS+ T <.
NN-ZPAFNTERFT I REBUKELSL, T2k
VI & A EET N,

B £ 192~195°C (99

SERES : B~ EETEIC L., T VR T

HICAET 5.

[&ER ]

LERTONT YA BB 2 EHERFEeERHSMIT
BTE, ‘

2.BEIA NI A AT RN R & Ic Y
M ERL. HRURICHETs L.

3.4 NI A N ADEE T HHHELIZHT 5 ENA
CRERER - ROV T, B, BHRURERETLI &,

[E %)

FIINAFENTS 10 A7V (PTP)
100 27+ N (PTP}

[RBREEH Lo ER]

FHNE TARXEBRA > 7D 2 ¥Fo4 M AERECRIER D
B OHETERLBEIZoRRBEEHENET,

[EE3H]

1)-8) fAEH

9) MAGEZIE, i« BRAESEHEEE 74 1 1044, 2000

10) #AER

11) WATE=RE, fB - BBUSESAHEE 74 © 1062, 2000

12)-16) #traist

17) Sidwell R, W., et al. : Antivical Res. 87 : 107, 1938

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

19-21) fEAEE

[CHkEERsE]

iSRS EREHE -
T103-8324 HaUH A H A=A 2-1-1
&32% 1 0120-189706

Fax :0120-189705

http: //www. chugai-pharm. co. jp

BOEmSTT

owe| FPFMEUSEARTCEAT

RS REHAEEE2-1-1

@nm o=z
®F.FZ7 Ty -5 - 0¥ otk (A7) SHwE
84005431/84005432
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% % 20074 4 ARET (BE16A0)

T

IR

: AR EE S
* 20074F 3 A 8kAT -~ -~
A I )L AE 87625
— @ — ol = F=1
AMES : HREEA s =3 || IR =D BT | 21000000
WA EERE o FARR | 200254 A
Bk 2ERT TAMIFLU WiEkass | 200278 |
WCEIAENILIOE | B RS SN RS YOy T
BB BREM (RN LOER]
DESE.
GEFEHAR : 25
A E RO ERBRA m
ICEHE]T'SCA:E) Ova -7
o 2. 1 HAROBE (BMAEEER. HER. AR CHT 5%
b

LARCERLIRLZ T, SHEoLERERECRETS
Té COENE - OEBICENEY AEE FOEE O IURE,
2R LOERSEoNT IR0, BREMERRTE TS
BHWO. BAHORSHCESTHEREL, BEEXECH
B ESZPDEEIR TN, L0y, o0
% ik, SRR, %@ﬁ%m5A4UZ¢§%¢%%Eﬂ
HEBEERNTE. BEALTENOERsELEES S

e i

Eh BB - ERERICDNVTR. ?ﬂ—@&&%%m?

BEOOPHEHAEMSELT. BRI LB AR EN

Fiatt g EM 1%$ﬂﬁ@%ﬁ®@%ﬂ%m%:a.@a%t

ﬁmzﬁ%ﬁﬁﬁ%m bilad &6 2 HE, BEESEh
- EREESEM-ACASAELLIRET RS ITTnT

BE - EECHUBEBEREI O

BE, A XTI YREFLL TS, BROERSE

NEEOESFHLOT, FIREEROREBEFS L.

&$%®§5?%i®ﬁﬁd%$*hfuﬁv

ma» ‘*‘"*l

[BEROBELCHRELENT &)
AFOHS 12 L BB OREED S B

(48R - 1H1£]
B 5 £ FEI7NEFAM0y73%
ks U BAENS IEN 39.4mg
=t:)i o (HELFIENLLTI0mg)
PN D-JIVE b—b. FHH T H A, IV
(1) EFRFUDL, BILFF Y. BEBRF FUDA,
FEmgl Yo AU F YDA, FEIAMY X OV
»HYa—=, TSETITA, ZFNANRZY
&
#i;%[iEﬁNB%ﬁﬁ@fﬁﬁX!iﬂ@&éé?ﬁﬁfﬂ%éa
# WIESITASEET 53, AB~BLBOH—L%
B TH S,
[&hiE - ZhiR]

OAMT BRI > 7 WL L RBEHE

[ <ok - DRCHET B EOEE>

w %! LISFICAWSEEIE. AREBEA > 7T ¥ o1
R

bR M SN BB DL RSB,

| AEORSHAEIHEBEA > TN L T NRBRIGED |

| ATOBECHLTHAATRANWI LEBEL, BED |

HeaTe,
v RRIT.
D LIS L AR RN BT A &
Ii;lﬁl) EO-EMSOALEAICIVERTI L

REZ+HERLELT. FROEROLBEEEHEICR |

m%&m%ﬁ%tﬁwf\%wmoﬁﬁfﬂﬁy7g

JCQ FVTFZIIUT IR

M RUEEET L TuRN (MNESA GRS OIF
2.
3. EFRFAR T AR A 7T A I A BYSELS DR
e iz R R, .
4. FFIAERRECRYENZY (EELEFHEE O

[ - BE)

AE, BACHAELSYIEAELTIESmgA 182H. 5
a3, ARNEL TENEST 5,

BE. HARKBARLYIENELT, 1H2mg/kg (K3
YOy FHELTE6. Tmg/kg) Z1H 2H. 5 AR, AEERL
TROKSTS. 2FL. lLAREHERT LS IERLELT
Bmg &9 5.

<M - BECEET 3ERLOEE>

LBEIIHWAEEIZE. 17V P HRIEROREN S
2 BEAIREFE5T S 2 & GERREEM S 48 BRRA
BIrRSERELRE By s EMEEEMTZT—F
HEehThizn),

2. A DSHEMEEE T, AEPRENRINT 50T,
EREOETRELT. KOS HiFEEEsERET AT

& GHEACBY BRI ES), NESOBFRERTEE |
TORERRRIEI. g
PVTFBIT 3R lih) ik

2 Cer>30 1ET5mg 1AZA i
T 10<ca=m0 1@ 75mg 1A 1M §
Cer=10 EEMREMIL T ||

(EERLDEE]

TSRS GROBEICHEEICRETE L)
BEOEHBERERE (<A - ARICEET A L 0ikE>
BUf TEE AR OHER)

2EBELEXMESR ‘
(DAFRSHRUOEATHO., SEHEMETLTWSEEK

EmEPBENELDEZBTNNSEDOT. FHOIRSITRE
LThR. ZV7F=2 2075 AEBICRCE<AYE - Hg
WEET 2HER LOEESTHESWT, WEERELAMNS
EEICREY s 2 & ((HEpEne] OESHE).,

VMBI SIEN A > 7N T F o N ABRIEC S LD
A PN FHHEREERENEZ EHHBOT, N
PEQBAICE. FEHEERST R EBOLABETS T
(<HhEE - SBICEET AR LOEE>0ESHE).

@B&EF1g (FAENFIEINELT W0me) hiz, YIE R
(REOMERHE) FHBTmg EFEINTNHOT. Bl
%ﬁTmr®$%LE#?6%AL§EﬁT%:t°
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3. BIfF A
BT VFOFRER & TOME 309 FlizBWT. BHEREL. 85

il (27.5%) icFB® Shiz. EARSHEAIL. B 21 #F (6.8%),

THILT 4 (5.5%). WEBE 124k (3.9%) HTHo/z. (REERD)
BT 2ay7& (1~ 12 05NE) OREE:E TOME 70 #

ZEWT, BERI 35 6 (50.0%) 12w ohis, FERBIERIE.

Mat: 17 £ (24.3%). T 144 (20.0%) FETH o7
(MEXALEER
Niravd, TH74552—HBER GRERY) : Yawvd,
FFT7 4 FFARERNSEDNB I EAHLDT, HE
AT EEE, - VERTE. FERRE. AEET

(REERD)

ShsH SOIHERRG L., BYRIEZTS J L.

Dfh% HETH)  BAORENEETHTNEOT, B
EMNED SNBSS IEXREOREICL DIFR (FHHE.
BE4%) #E3 L, EUALERTII &

D k. FHSERE. #E (EERH) @ AST (GOT). ALT
(GPT). 17-GTP. AIFPOELWLERBEFES . Fié
EEE BEXNHLDNBIEMHZOT, 841
T, REABRDShAE/ITR. 5240, Bk
NEETI &,

4) ISR IRAEIREE (Stevens-JohnsonfERE). PEMERK
BIEAE (LyelfEfRES) GAEFRH) : XISHMBE RS
(Stevens—JohnsonfE{RHE) . PEEFEHEFEE (LyeliERE)
LORBEENHELNDZCENHLOT, BEFTHIC
e, ZoXIgERESHSLRFABEICE. B8 E2Gt
L. BY2A@EE{T2Z &,

SANEAE HERH)  JETredsobha &t
BHOT, BRETHICFN. BESED SNBSS
EBizESEHIEL, BYLRABRTIZ L.

ymmmEREA . M/MRRED GEREFH) : gk, @
RgbRbebhdZ &5 50T, BEr+aICTN.,
BRENESSNIEBSITEAREEPETSHE, EYTL
EERTIC L,

* TS« BEERER BT « Hh - fiNEAER GRERREE.
BETH. BE. 8. B8, 2% Ho5bh3C L
MHLHOT, HEER AN, BENEDH SNBSS
HggEsIEL. ERIOECTENBLAEET I &,

BY AR S HERE) « HMRERNSHSDhB L
MHDHOT, NE, METHSORERZEDSNEBEK
s EdEL, BYRMABEETS L.

@ zothoRitER
KoL REHERMS S b EETE. EREECTRSES
FHIETRAE, BURABETS &,

HTENH
AR 0.5 %L E
- | B E¥E, 1
W (HELgsS
o). MER. K
T Him
popld O % - D& | % (6.8%). T (5.5%).
(AEEEET). | BE (3.9%). e, B
meE, AL, i, ERE. ORFHEE.
. HEMEES | ARTFER
FEHEER | BE, RS LU | EA, HR. TRE. »E
1. IR (A
it LR, LE
HHEALILHE, O
E&% (STLR).
EnZ
i AST (GOT). ALT (GPT).
r-GTP, AI-PO LS

(2)

BRI 0.5 %L1
BE il EARBE
HifE SFEEERIEM
FRORER [EX %, Tk
1] RoRE HFRE
=, BH, HH.
ARsHER)
D #Hr. RE BA | Mo RosEnshn, k.
i85, 2 e
K34 0w 7El
SRR E%EL: | 5%k
41 F|HE, B (B
BEE)., EER.
BT
Mk DiE% - LR (R | B (24. 3 | 8. B2,
WEEE, @ AL | %), FH|ER
F. Heift. WEbiERE | (20.09%)
EHWESR | Bl)
TR s ER. DEY
BAmE. DERR
% (STER). %k
Fr§& ALT (GPT) | AST (GOT)
kR R
;] RoRE (REEE,
#5., HE, IBES).
$EME g
F0ft HoEHE (WEEk. ' 8 H i
). FEL. {Eiki,
bl

EDERAOEERE GBS TREINEEEEENT
ERVETERIC DO TIEREREE L,

4L EREADRS .
HATERS N A NVEI X SEERRRFATIE. BHER
OHERUESER ASBE L OMIc2ED Sh T,
—RRICERE T, SRR (e TS 0T,
B OEMEREE TS T EME WD, REZEELESS
BETHI & (<CHE - HRICHBTAEB LOBE>, [
HEE] DESH).

5. 437, ER. RARS~0kS

(DEHEXEEL THWAUREOCHDHBACRETZIBEITIE,

R LOERMAERES LB AR S hBEIz0RE
E¥daz e, (HREIOREIIETIEEERRBEIL TW
W, BPES (Fv b) ThEDHAESEEENTNn5S,]

OBRABITRET SHRSICIRAL 2RI ZTEB L. [(FhE
B (v ) TARHPRBEIDIEMGEINTNS.]

CEMREADES

() 1R 0RE (EHEFRER. HER. 48 tidvae
SERRVL TN (ool CESE).
QEATRBENE RS Oy TR L 5EINERRRIC

BT, FE8 1 kg RiGOHMNLITHT DERERILA -,

T.BRES
HSTH, fRRSICL 3EEERMREL 0BG EA
WA, EATORERAENRELEATEIAICLZE 1
BHRRERI BT,
BED (REMTER EEIN TS,

1M 200 mg A EOREIZL DB, B,
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8. TOMOEE

(DEARTERESNEL S EAAIZ L DI TEEIBNT,
WRESEEL - OREN 1655, Hi-. BATERS
NEATENAIC L HETRTFHRB TR, BRAESeY
‘3‘5%&5&%“6%&2?&%&%&%@%7&? THIIEA SN, R
RREBIZBWTIE., EEFARD 100 B ToREirbn T
HHEAZRED N TV,

QEATERINEATELAIR L LB L EREE R
IR R EE A NS L LB ERRITEWT, 17>
TN L FEFENRECH T 2EYE TR S EREHLES
RERAONTWARL, L2rL, FRERSICLOTTIV S
HARZEEREEL. TOER. i, HAm/EERX
HER/ BT OEERERERICERL .

RVEATEBINA BRI 0y TR BEERESHNE
EHHBLLASIEBERRICBWT, FHEaiadsic
HETWAEL, —F., Z2EEBW TRICASZMERS
S5 TEN,

WEANATERISN AT ENAICID2EEHE 65 RELL) 34
HELEENEHERRITBNT, £R0RSILD 12T
NI PR E T SR e LT, #0950 BERT (23 %)
EHELE.

(B) 3 — AP ERHLTA > 7L FIcRBLABHEICER
ERVELTEAL-ERIE AN,

@) PES v FOEEENR#SHEEERIEENWT, TAHS Y -
THE1000 mg/lg " 3 /14 ], 700 megskg T 2 /14 BIOFELH]
Mol HAROS v FPTIERWTFhOHERICENTD
s shitho k.

(NHET v FOERBENRE FF O35 1+ ZVARBII BN
T, 7 E#E. 14 B, 24 B&. 42 B S v HI21000 mg/kg
#B5L. THB®TT7/566., ABET1 /28 HOETHMD
SN2, 24 ., 2 B0y b TIRLTNLETHIE
Fohizipoic. NI EILOMTORERIL, 42H
OS5y b ENELT7 BB TIRI5004%, 14 BETII650 %
E@Eholdt, 1AM TR 2ERETH 2.

(EHEE]

1. pNBICBIT 5 EMERE

<HEALCHTHIHEHEASY

EfE THERREICSNT, FF 2mg/kgl B 2EBSHOE
HREBZBT LY I ENEEFEORSE4BEART 125
Flizasl) 5 MR+ WHL BRI BW THITE Lz, TORE,
37T 5 SRR B E 1 2hell 1 3T h OEREICE
WTH 115ng/mLELETHY. HiA 7N FI1 I ABE

EHFTESREEEHFL T,
BAABRZ BT 2 i piEEARE 4 hefli B A1 2heif

HgErhss

g stz 1~4 5~88 9~128 2%

{ng/ml)

aw  HH 7 5 4 16
T8 264.0 328.6 354.8 306.9
iR 56.0 30.8 8.2 66.7
g 252.0 330.0 346.5 308.5
-k 188.0-366.0  280.0-355.0 265.0-461.0 188.0-461.0
cv 21.2 9.4 22.9 2.7
NEEEREHE  222.9-305.1 290.3-357.9  259,2-450.3 277.6-3%6.1

DR fk 8 5 2 15
%) 170.4 165.4 20.5 178.1
FERE 316 a0y 13.4 4.4
Hiduife 152.5 167.0 0.5 167.0
BTk 128.0-217.0 115.0-216.0  231,0-250.¢ 115.0-250.¢
cv 18.6 24.6 5.6 2.7
Q0% {EHIXHT  140.2-191.6  126.6-204.2 [80.5-300.5 159, 7-196.4

(3)

HA AR 515 5 RE C o st RE 7oy

400

7 & 9 1 11 12 18 14
5 SRR (ho
<HBACBIFHERE>

BELDBL/NEENRE L 2ODEERBRICBNWT, 1~58
EI~Z2E, 3~BRO2SN—F (H12H) BRUS~18K%E
E~88, 9~12@BRU 13~ 188D 3IFN—7 (&6 H) I24
V. ARIZREIT2.0 ~ 3. 9mg/kg EHEEORE L LE, 1
~ 2 BT BV B O AUCH =1 2, 810 ng+hr/mL T 3~ 5 Bz kb
BLUTI6 %EMo/k. B, 5~ 18 RITBVWTHHES~8
BOTN—FTIL 13~ 1B DT N—FIZ B LiFEE DL
L, BELUTRERMETHED SN, EB5~8R0S
=T B HEEARDAUCIIER 13 ~ 18 B0 A—Fitk
¥l 60 % THok.
INSARIR—T BT BEEROEREN T A-F 22l
W IV 15 mg BUA 150 mg RERE=L - A B SR,
GLOBENEDBENS A—F L HEL-LE, FHH5~8
ROSI—FIC BT BAUCTEEEA® 75 mg ( L mg/kg iz fH24) 52
BB AAUCERBETHD. FHI~ 12BOSIN—FTRE
ADBmg R I0mg OFzH D, S 13~ 18 B0 N—F
THEAD 150 mg (2me/kg I7HY) EEBETH o BRI,
TRTDERSN--FIEBr 2485 12 IFREERICBT 5 iEPiE
HEBERBACE T ARSE I0mg CBT AEEHAZLO
T A 7N N AES R TE 2 RERERE
L.

HARTN—T B oEEOEYEHE/NA T A—F (2mg/kg)

N e AUCo< Crax fmax tiz
(B8 {ng - he/mL) | (ng/mL) (hr) (k)
1~25%(12) | 2,810£871 | 121451 | 5.6£2.2 1 14.947.3
3~58*(12) | 3350678 | 179+73 | 5.0%+2.3 | 11.345.5
S5~8# (6)| 2,746+368 | 183436 | 3.7+0.5 | 8.8+2.0
9~128 (6)| 3,208%39%4 | 231446 | 3.7+0.5 | 7.8%1.8

13~188% (6) | 4,534:£929 | 319+76 | 4.320.8 [ 8.1+2.2
mean+=SD

#BENGA-STRI~ 2830 mg. 3~5R45mgitE % 2mp/kg WWHIE
Lo

HAEARUBAZ B 235 1 B H OBIEROEMENRE S A—F

FER AUCoe Cmaz tinax tin
(mg) (ng - br/mL) | (ng/mL) (hr) (hr)
75 (HEA)| 2, H07+ 374 [ 191432.514.91%1.02 | 6.46+1.42
75 (AA) [2,274+1,105} 142430.7 [ 5.84+1.16 |10.0 +6.86
150 (BAA)| 5, 1891, 187 | 468+84.3 | 5.16+0.754 | 6.30+1.95
150 (AA) |5036+1,524 | 383+98.6 [ 4.4241.11 | 7.814523

mean=SD
MROFEERS )T T A O
(mL/min/kg) .
.%so
1,3'25
520
@15 .
7 . y=—0.0986x+12, 693
610 - . Re=D.3054
T h B
? 5
-
a 0
1] 20 60 80 i00 120 1
& Bk Bo23



1~ 18EDNRIZ 2mg/kg DAET I A 2 ERES L =13
&, BHROREREE. BACBY LR EUOEE
MWRENEERBRLIAKTH oL, BATIRIRS NG
TOERFRROERmM S, BEEFOS )7 5 LEEME
HERWETEL, FRICEVWRITILeBEL, BE
ETBEHEORBEEEESD, ERICHAET AKE
FRESLAGERIEERRELTEEE N,

2. BRNR EESVMNRICHIT B I RECHE: (BN - B
B ’ :
FIR % 2mg/kg ICHIIE L BANNRBICBY BE R
EBTONEPEEEEE 4R OLI2heEic o=, 3
SOEMNREBLDHE (2mg/kg) RUERRE~

DEEZT o/ AhrlB R 120l & e U 2. — OFER.

AZEANRICBIT D 4 hrf@ B 2hrfE AR ICS
V1% A hefE B CR12hrfE O 2397 DEERICH o 2.

3. B OEY P OREN (BHRE)Y
HTENFARTRES 1 0y FHRRBARBRSICLS
EMENRASERREELIY. GRARESETH2Z
EAGRE NI

RS54 30y FTERUEA S ENE 150 mg SRS
FHHADEWMBIEEN S A—4 (n=18)

#iE AUCo Cmax tmax Totie
(ng * kr/ml) | {ng/mL} | (hr) (ko)

k54 oy 7#) 6, 870+1, 380 | 546101 | 5.1+1.5|7.241.7

H7EAA |6, 94011, 620! 6154+14714,5+1.0(6.4*1.5

mean 5D

4. EEE (R0ELLL) ICHIF 55EEEE
<AFEACBIFBE>

ERIOBU LOoWmBE S FIcA NS I ENEL T g
FEEZENEES (BEE) LitzorBofFiEkokE
PEEEN T A—FRUTFOEBDTHof.

HAAGRE (B0EML) OEEEDEWIIE/NS A—

HEE AUCom - Crmax tmax twz
(mg) |{ng-he/ml)| (ng/ml) (he) (hr)
75 6,063+604 | 439429 | 5.020.0 | 7.0+0.6 |
mean:5D

5. BfpeiEak c b S E0HES
<HEAICBIFERE>
SUFFooLNTFI A (Ce) BREOEEENRES
BilEEE a0 20 HeHis L. FEAFIENLEL
THimgl A2E% 6 ARRERE*L L & T OFEIEE
HEEE, DTOXROEBOBEERICKEL . S
AEEEEER BV THRSEOHENLETSD &
Hrohk,

BERES HRICBY HEMFOEDEENAI A—-F

Cerfdl AUCu2 Cmax Clro-i2
{mL/45) {ng - hr/mL) (ng/mL) (L/hr)
Cer=30 43, 08618, 068 | 4, 052+1,519| 1.54+0.55

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

60<Cor=90 | 9,931+ 1,636 1,058+ 83| 7.2541.15

Cer2>90 4,187+ 630 494+ 80| 17.50+2.78
meanzx 5D

6. FEIRE R

<HBAICEITZRE>

FELS I EMIFREHREEED T ORI REDH
RiLoBZUT S Z0ET. AUC-RUFCuu®# 2
EOMMMBEL SN, COZERT oA WG EERE
 ERTERMEMBZI NS4 LT I ENERZE T
MENZHEAEOHACIVBESGNEEER 24T 2T
BEEFRELTHS. LHL. ZOHSICLH2EEIHE
OELDEER. {EBORENGETHIITLHEKMN

(4)

CEETIEEN,

BB, A7NVI YA ABIEI S ERERO

B HAEINSEEMEN S 2 L AFIVE,. <

LSS FRFEYE,. NSAIDsE) RURLERICEEE

BEZ BRI OHDER FITERES) 0£<0EhL

OHREERFHM TR TN,

1. ERgaEY
FENFTENRUEOEEEOER, Ty M IH
FERUSIMEEAEOBASRR., FLAFIENT
HeEToBHEBNT 0 L TOHESTH K, &
EgATHELThoESERBNTLEETIXUTOH
WHOTH2 . (inviroEE)

8. L5 - BEre™

<HBALBIDRE >

FHEE FCBLWTEORSHEDHIIEL L THRT

EAETINKGBEND. BRERABTCHL&H%

(FENFIVNLEL TIN5~ 300mg) BEZEOHREL

e, REERUEEES OB THRS B KEREET

{2 70 ~ 80 %A RPICHRE = h .

T, ARLFIENRBRE PRI FOV—LERAWER

HHEBRIZL Y. P450 KX HRBIED NI T, P450 24

Uit EfER ofRahc & b 455 P450 EE 0B

LTbRLAEREREARM DT,

BRRAICH L TREZNAME - ARG, 1@ Smgz 1 A2MH.
5SS TH S, SINRICHL TRESNERE - BRI, 1
E2mg/kg 21 R2E 5 BERSETH 5.

(BE) BEROBR"
1. 510
BEHES o P2 [MCl-AEN-# 3 )l 20 mg/kg ZEERE
Of5LAR. SsEEasdgicsEeshicaml, i
HTHELThE, BtE2EB< EHE,. TRTEE
ErrL, BURBO1 D2EEA5NTHAHTIZMN
WOR2H/ThHoeH,. FHBRER~OBTIE M
ol, BIZBWTHE~OBIFMNED LN, BTl
R AR DR 1/2 Thof. BEHEREE 485
B TIEHE» S T2 RHELE,
2. FLH AT
BH v MZMC]-FAENF 2 I 10 mg/kg FREE
D U AR, M HA P IcRBTL. &5 1N
BTREREICELL. 0%, ofEdZZEREE
HEBTHEL A, AR/ P EE R EICRA
KW TE,D . '

(ERERAE#H]

<BFEALCETHHE

ERTEREZAENME (I~ 128 2R ELEEIM
ERRRELER (JV16284) W BWT, o > 7L FRHhing
BFENESH (f > TN I FERE ST ILASEELD
HELE) EBT D1 7T YR (% S5
RPEEL ., FRI7T.4CUTICEET 2 TORME) &
T2 5850 (PR Thok, i, BEDOKEN
37. 8 CEMINEE Y S T o 21. 3 B (hhiE)
THD. L BI.4CEUT) KEET S E TOBMI
35. 3FERA (o) Thotz.

BATHEEINEAREHGE LT IHERERICS
NT, 2% LORBRTEULETOEEESILUT
OFEDTH R, ARITRLEFEEGAST L HEE
AzEE®RLEY, £ BEOHEOho BHNERE
BEHRALEYD,. CTho0EEMS, ER0DERNR
LB AEEROSERESTFHT 2 Z L3il#zn,
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ERSEBTRBELEZRERS (250 D)

HEES D EEAEILS 3 L n=l0
IEH: 22 (31.4)
TH 19 27.1)
ALT (GPT) i 4 {57
fixEd 3(4.3
Bl 3(4.3)
AST (GOT) #5im 3049
R 2(2.9
thE % 2(2.9
oy o1 IR BB 2(2.9
FFepEREE 2(2.9

o) UL FIENCRE-BR:

FENFTELELTIEZmg/kg 1 A2E
<SBAZBTEHEE>S
MERFHFFIIBNWT 1~ 12 EBO/NECEEENET
SERENEE L ENAEREFER (WV15758) © 5 BR
BEICBY 1 7N TFREFNM (% SERsYE
L. &E37.2CUT. BREMOBEEFCAETSET
DR T 2 FERLTICTRT.

A 7 NI TR (D

RHIE (%)

7 &5‘ #1 ’f ?7)lf1>“ﬁ"@ﬁ§ﬁﬂ5

BOA | e | ERECT el 05 % (EmERR)
N B 101. 3 R+
FIEN SHE | 21745 (88. 8-118. 3)
J5€R | 5HM| 285 (112?17"'5‘1{’?{556)_

&) U BAENFIUIORE - BE:
AEAFENELTIE2ogkgE1 A28

#1047 LTBERY AN AN IEREESIC LD AEL .

#2) p<0.0001 (IR EDHED)

Y EAENFIENICED, BRNEOBESREOM,

BEEEDET, 1> 7I P RERORREETA
B 5N, FROEMEAED S,

ESSERS TRE L EREEER (1 %L

Rt 1y EYI
HEER :1%5* g Eﬁgﬁf &

IG 30 ( 8.5) 49 (14.3)
PEK 50 (14.2) 37 (10.8)
A 37 (10.5) 30 ( 8.9)
EL 14 C 4.0) 13 ( 3.8)
P 13(3.7 12{ 3.5)
I 9(2.5) 10  2.9)
I 7(2.0) 7(2.0)
il 11(3.1) 7(2.0)
B 3(0.8) 5(15
EER] 8(2.3) 5(1.5
SELEE 5(1.4) 4(1.2)
SRRE 6 (1.7 4(1.9)
BRE % 7(2.0) 40L2
) U LVS T ENOME - ME - ST (%)

AEAFIENELTIE 2mg/bg & 1H2E
#1) PHEGAIPEESD.
#2) MEsbHL LIRS O,
EACBTBERESHEE (5~ 128) kT2
SeRErEe LB IREARE (WV15759/WV15871)

13, BEEFAR S0 WICH LBREBHIRIZS TS k.
Ik, FROFMEERET T - Thizlhit,

A 27NV FRAEEME (hoRE) BAR 123,980,
SR IM.IEMTHo 2. £io ARBIHBVT, M
Wl & (L8 L S EIF4 1 SR (FEV) OZERILES]
10.8%. FS5ERATRTHo

(5)

[FzhzEE)

1. in vitro$ @  J1- Z4ER™
D EAEASYIENR7ORSwSTHD, RBEIC
& 0B ERENLE, iV AERETRT,
2 BFENY I ENDEEEEN vt TOARETB
BT INI LTI N AOEMEERE (RREH
ICw: 0.6 ~ 155nM, EEFRZEERRIC. : <{0.35uM) TH
L7, '

2.in vivolu 7 A Jb A{ER™
TIAKRUT = by bOABRRUBRT > 2L
AINABREFITH. VI ETEIYI VL ORO
#5 (0.1 ~100mg/kg/B) KX b, RRIZEFELTE
EROHEN, BRIZESERORBL, YA AN ED
EOLREOBEDRAEDOhE. £, 2TV MR
PEFINATB W T )L A 24 BRI S OO
5 (10, 100mg/kg. 1 B2 T, £FROLRELRE
7V AR MY M REAED s hi,

3. fERmiER"
D EAENF IENOEEEZ E FARBE BT &
TNIYFTARNAD /A F3 24 —EEBIRNICHE
EL (ICo: 0.1 ~3mM). HFLSFHEIRETAIX
OETMEN S OEETEEFT LD, 4N
ZOHEBENNT S,

4. it
EAECENEERRICB Y 50T St 1

NAOBFEBRRARTHETIL0.34 % (4/1, 177 #),

ARTIL A5 % A7/3714 6 TH D, A - FERUNS
BEASDETZHEE. 1.4% (21/1,551 ) THol. W
BN ARETARI IR izhk L., BRETIHHA
MBS bRahok, BEREELEY1 LA THE.
CHRARUF 7oLy B TELVRBREOETH
B b, BREBUTOME, ERILEDTENE
EZONE. HEZ28ELEYTIIVATHEH, /1532
¥ —-YOT7I/BERMENSRhTVS,

(BRS CBIT 2 BESFHIMRA)

—R4 U BRIV Y 2 P (Oseltamivir Phosphate)
(JAN)

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

B

fLEs

» HaPOy

S
ATE:
H R

CisHeN:0,
410. 40

HE~HEaAORRERORETED. KET
AZ /=B TRTL, =¥ /=)L (95) iT%
PETPTL NN-ZAFLTE T3 RIZE

H:PO.

Hi<<. TEFZMUNCREAEBT N,

R &5 :192~195°C (5
TEEE B~ RS TR AR L. TR U
B THH I Y S
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[BR EDEE]

L EAIERA Th > THHEREIASLKECHAIERTH I &,

2. GRS 20T, HpERIERL, BREBUCRETD I
&

3. fAteiR 4 BRILI EFRE T 255, WEEXESBH (10THT)
TRETH I &, BBHARL. BRI THRT S &

[a #]
FRTNVESAI T 3% 30 E) X1

[EEEK]

1-12) #NEHE

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

14,15) #HWNEE

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

17) Mendel D. B, et al. : Antimicrob. Agents Chemother. 42 :
640, 1993

18-20) #rEs

[oEtEa=R k] -

BRSNS EREgtIy—
T103-8324 ERAFHPARE GFFEE 2-1-1
B - 0120-189706

Fax : 0120-189705
http: //www. chugai-pharm. co. jp

A6)

R M AR AT =

HRSrPRERAEEET2-1-1

Oz T~
BF.FR7< - 7D ath (A1 R) BRFEHE
84005433/84005434
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