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ERENHEELEE0RENIASE, £, BN TERS
AT ENERESETAFHRR TR, BREEER2S
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SR OEYEBIT A—F
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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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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FEEE IR RE NS, RERABTICHLEAE (4

I ELTING~300mg) BEEOEE=L
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TS : BART 13 LAY L TREE H- M -
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HTHEMLTOE. BEEER TR, SETHR
BEERL., EAB0 I DEEA 0N TWAITRMm
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foo HEIZBWTHRBAOBTARAD SN, BT

(4}

HEHEm RO 1/2 THhof-. HHERRS 48 HiE
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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,

P19



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

P20



% % 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°

P21




