% % 20084 1 HokET] CE17HRD

Jﬁﬁzoéﬁ A10R ¥I7MEEWG

SEEM 2

20074 4 A oaT - - Z
& Fid U III Y IA I RH 2
. @
RHRS : BEEES =270 15 FRES | 21200AMY00238
I AEER . W01 2 F ()
B % EEeE TAMIFLU R Lo oe_wpean
GEFIMIR : 55 UEAEILYZEILATEIL AR | 20012 A
(S IR RROER #heeain | 200447 B
HRAICERT S
&)
B
Qra o—7

[z

LARSEECE L. TH, Ao B8STRECEETS
T COHRE - WIRICEEY DR FoRE S 0ESHE).
CRELLEOREYSEFCEUTE. BREEAERURSETE
LHOG, 2??%535&3?%% cEpePERiL, BEESOER
B s ANTUR, Dok, TOERLOE
o, GohE. @&%ﬁf“b}\402?m%&%§%#h
LESERVWTH. B L TEHOEREELER

&

b

™G

AR CERESICOLTH. b0t
DRESHOBHEEIES LT, SRS EESHBER
ffgid, DEEFARORFOETASED &, DEE
HEOWTHEHLZFAYBE, PUCEe 2 HEL. RERES LD
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BT E Pk, BYLLABETIC &,

(2)

6) BMERE 4. moRFED GHEER) - QiR A, b
RS Sh B NS0T, BEET-HITTN,
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BERBIIBLT, 18 200 mg B EOKEICLDIESK, 980,

WEW (EEEEE) EEENTLS,
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THEIEETALE, [PTP—FOBEEICLD., BNEH
W EEREARIA L., FCREAEB I U THRFARSOERE
EhaSEEEMHRTI o EMMEEThTNS. ]
9. TOMhOEE

(DENTEBE N VAR LSERATHEHRICBWT,

HRFENMEELLEOBREN 1S5, £, BN TERS
hieh P ENHc X 2B NHTFHERR TR, BAREES
TH SRS THRAEL IS MmES 7 flicashiz. il
ERBIcBNTI. BRERO 100 EETORRICBLTH
fRBEERED SN TN,

(@) B TEEE T h 7 VR K S BIEMRERER TR
NREEssEETufs LABSIRRERRIBNWT, 12
FN T UBRARCE T 2ESE TR SRR LER
BEHRASHTLARENL, LHL, FERSICLD DA NZH
W2 FEICERL. TORBR. FHH. HEm/HmX
HEE/RToREMRM A EECERLE,

@EATEBEENE RS0y FRICL SBERESHENE
RS LEEIERERBICBLT, A9k eRET 5
BE-Thitt, —F., Z2ics0 TS EEIRS
BT,

(DEFTEREZ NI TR L 2REEF (65 RELE) 23
BEUEBTHERRRIIBNT, 2AOHREZEDIT
TR R T SR e L T, #8950 BRI (23 %)
EHLE.

G)—ZXPIcEHEL T 7L FICBRLEBEICFH
ZHRVELCHERALEERITRN,

6)ENATERE N T ENAC LS ENETFHRRICB N
T. 6BREEATES UERIEN,

(NFETw FOREELRSHEERRCBNT. 7TABS v b

(3

T 1000 mg/kg T 3 /14 #¥. 700 mg/kg T 2 /14 FIOFETH
MHokd, HABOSy FTRLTHORARIIBVTD
T Flidd o hieh oz,

@ HE Sy b OBEROHRSE P2 IE5T 1 7 AHRICB L
. 7HE, 14 . 24 A, 42 AT v i 1000 mg/kg
BEL. TABTT/S66, 14E8T1/8AOEEHNS
Shi-f. 24 A, 42 RO v FTROLTh BT
BERhok, AEAFICLOMTORERI, 420
BOTy kEHELTT OET 1500 £5. 14 AEATIX 650
fEEEmo i, 24 BB T2 BEETEH .
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1. IRRE

< AFAREREA ICBIT SREF>

BEREEA BT 28 Flic ALy T EA & LT 37,5, 75, 160 BIR300 mg EEEENIES(E
A LEL 20RO RO CERAPREESE RUTERHESS A—FIREUTOL
BOTHY, AUCEUCmaxtI R LAMIIEMT S eMR= N,

B ABEERAEA T T Io B0 BI5 IR O i P RS

(ng/mL)
1,500
—a— 37.5mg
-~ Tomg
% —— 150mg
o 1,000 —%— 300mg
i
&
€
¥ 500}
{8
0 i2 24 36 48 (hr)
R [
EILEOEPRBNF A—F
B#58 AUCr= Croax tnoax tie
(mg) (ng - hr/ml) {ng/mL) (hr) (he)
3.5 1,852+ 203 150 35 4,340, 8 7.0%2.4
75 3. 1624 702 360+ 85 4.141.2 6.4::3.7
150 7,235+ 515 662+ 65 4.3+1.1 6.6%1.5
300 12, 9181, 564 1, 377::163 4.3%1.0 5.1+0.4
mean 5D

< AFAWEE GURLLE) ICET SR>
E@ROEL EOFBE S HicA LAY IV ELTHhmg EREEDRS (885 L
L EnEMOEEEOSHBRNT A-FRUTOEBITHo k.,

BAANFEE (SORLLE) OFEEOEMEE T A—F

BHE AUCs= Cmax tmax tin
(mg) (ng - hr/mL) (og/mL) (hr) (tir)
75 6, 163604 439+29 50£0.0 7.0+0.6
mean 8D
< AFAEHEAMICEST DEERR>

BEARUAAS 4 AOREEABTERREL., ARNVFIELELTSmgl H2E
B 150mgl H2E % 7 BEKERS(AERE) L EOFRITEORMMIES 5 A—
SEUNEDRE S 7RIHTOEBN Tk, BFARVAAOLThOHEIZE
T HE5ME 7 B BOAUC EUCnakIFETH D, AEIBTSERED Sk
Jeo EF. b3 7REEORSH S EIEERR S RAR 3 HUREERREICIEL . FH
fEIEBE S hirdr o,

85007 B BCET 3E R0 RWEENS A—F

23 AUCe1 Crmax trmax tin
mg) {ng * hr/mL} (ng/mL}) {kir) (hr)
75 (A% A) 2, 276:1:527 2974+50.9 4.3+1.4 8.813.6
75 (BA) 2,270+387 244420, 2 4.6+0.9 9.7£1.2
150 (A& A) 4,891 +963 599+96.6 4,420.9 7.9%1.8
150 (AA) 4,904:4:477 598+70.0 4.530.8 9.0:+3.7
mean+SD
kO PRE S T E
e 3% B EIE AR (ng/ml)
7smg AEA BEgHA 150mg H&EA 150mg &1 A
3 162:4:44.5 158439, 4 30L%116. 289+87.8
5 163+50.9 153+49.5 3254107 360£73.8
[ 168+58.6 185430, 1 344855 324+82.5
7 163:£27,2 144+35.7 326484.7 287:£56.7
mez2n+8D
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<HEACHITDRE>

BPLTPForPYT A Ca) Bk BETNABRERE S50 0 MEHREL.
FRILFTELELTI0mg]l A 2E% 6 SNRERS "L AR OBLESRHnEa. &

FoROLBYBEECKFLE, SEAHRENESIBLTRRIROAENLET

baLEASNE,
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REMM6 B EIZHH SEEEORBEEN S A-F

Cerfii AUCwiz Cmax Clesz
{mL/41) (ng - hr/mlL) (ng/mL) (L/hr)
Cer=30 43, 086418, 068 4,052+1,519 1.54 £0. 56

30<LCer 569 I5, 010k 4, 158 1,514+ 302 4.19+9.67
B0<Cer=90 9,931+ 1, 636 1,058+ 183 7.25+1. 15
Cear>90 4,187+ 630 494+ 8O 17.50+2. 78
mean =5D
3. EBEEER"
<HEACHITSRE>

FEIY IENEREHBREEEO Y ONF L FEOHRICE B2 UT I
AOET. AUCr=-RUCnu® 2 EDMMMED SN, TOZERTF
DS AREETRREEHEE 5T LY SELRASR T E na%
MEOHRICLVBANAEER 24T 2TMmEEREL TH5, LL., &
st S EHREoTkoRA . FSROMEMLETH ST LERN
ICEETIARL.
B, A TN ARPEICE S EREROLwicHAEh S Ak
ENBHoEY HeAFrz X w5071 FREEDHE. NSADDsE) RiAL
BEICEEESAINREEODIEH (ATERES) OFORDEOHEE
RS ERTWEe,
4. EaRASEY
FENFIELREEFOEREOE M, Sy b DUFRTs XOREAE
DREERE, TSN TEHATORRC BN TSI YU TORES THo
Fept, BEHETROWFNOEEIBNTHESTIXUTOS: b0 THS
Feo {in vitroBUER)
51U - Hifte
<HEAICEIT SRR
FHNLE FoBWTEOSSEEOMcEE LTIFRTEERRCmAIRE LS,
RERABTIIH LEAE (FENZIENELT37.5~ 300 mg) BEEORE
BrlLiz b2, ABEARIERESDETIRS B BRHBETIT 70 ~ 80 %
Rzt Ehrk.
Fie, ARAFIVARE KR 2OV —AERLERHHERIZLD, P40
LBEMIBHSNT . P40 £ A LIEEWHERERORINCI L D £ 8EP450 £ R
DEMCHLTHIELL L EREE LMo,
MIaREE Y - PEARTRE 37. Skg BLED/MBICH U TRIEE N Wik - MR,
1@ %mg 2] A26, 5HRERETSS.
FHY : RART 3R EOMBITH L TRES UM ABER. 1H
BmgElH1E. 7~ 10 AHES5THES,

(B5) BhEROERY

L. 57%
BEHS v FI["Cl-AEIl» 3 UM 20ma/ke R HEEDE S UL, BHE
&R ISERPITaRL. BETHRML OO, HEFeR< &R, &
BTHRESTRL. ENEBO 1 DEEZ SN TWAMTILmMON 2 5T
Boiht. DIERER~OBTHOLID . BIZSLTHE~DEFIEE
B 5. BTHHELSERIE DR /2 THhole. HHEREAESE 8 RM®R
ETICERRD SRR Uk,

2 A PBIT
B3 bIZ[Cl-Az)b & 2 ¥ 10me/kg EHER O RS LR, Bife

RAHPEHTL. B51SMETEEREIIRLL. 2ok apiE .

RS THRL oat, S/ PR R A RIS TER

o7,

(173550
1. S MRk
<AXALBITZRA>"
BRI BLTREShA S SR EHTE LS IAEESS (V1S5 06
HREEEIBT S 27N PERAR (£ TOERIKE T 5 X TOMHB)
I A EHEELTIRT. - i
A AN APBRREREENRELECTHERIBRBIISEVLT, V) BT
ENFIELALD,. BRENOEROM. BEEOET. D1 ILAHEOR
B, kROEHMROEEMED S,

A 22 NI AR (KR

"5 | AINTTRERNE
= M | B i (95 %iRMIEIED
" - 70. O R
LAy | 5AM | 1226 (53. 8-85. 9)
- 93 3FT
7ot SEM | 1204 (73 2-106.2)

) ULBAVY TN OmE - IR
AENFIENLELCIEEmg1B2E .
#1) 4 2 NTAFBRIED IV ASEIREREO LRIZEDHEL &,
1#2} p=0.0216 (774 & OIbE)
2HEBIORRBETEC -2 TOFFHMEUTOEY THok. REBITRL
EHIEHMET L OBHER B%RLAN. k. RO MO BEARE
RREBERRRSED, ChoORENS., ZREOBIRRICBYIRIERD
RERETETS I LM 0.

EHREFERRTERLE
EAHEER (2 %R
Fkf Jrgienyzel
AERX Zass At

[ 19 (1L 9%) 17 (1. 0%)
FHi 24 (15. 1%) 13 { 8.4%)
R - 704.4%) 9 ( 5.8%)
weE 9(5.7%) 8(5.2%)
ALT (GPT) i 6 ( 3.8%) 5(3.2%)

7R DALY ZEIL

HEER ne59 W e
Ok 1¢0.6%) 4(2.6%)
v -GTP#in 5 3.1%) 4¢ 2.6%)
A-PlEI 3( L9%) 4( 2.6%)
77 I RBE 2( L3%) 4( 2.6%)

) U BT LY IENORE - RE FEHIE (%)
AELPZIENELTIESmgEl B2E
#1) BER RS S .

#2) BRHELESU.

<HABAICHITDHEHA>

BokEFERTRES N7 9 R RB s L AR INEERSO 5 QRS ICE
B TN TERER (R TOERISET D RTolM) Ty S a%it
EZETICRT.

A 7 I AP TRATHAR (RER)
&Y " 1 2 7 e X 2 TR
* A g | EFE| e s wereRm)
UyEAELSIEL | SEM | 31H (772“.-02_@'“3; ®
7t SHE) | 3094 Ot ey

) BN A0 - K

FENSIENELTIEEng E1H2E
#U) A 7N TR AGEXRRFED ERiC X D HEL &
#2) p<0.0001 (F =R & DELED
Y EAENLFZENICLD. ERNPOEEHROM. BEEORT,. 7
JLABBIRS OISR, KRB MOEEED Shis,

ERARRRCRRLE
ElRAFER (1 %ELE)
SR P L& 2
ki " e

55, C 48(6.7%) 97 (13.4%)
(o3 21 (2.9%) 68 ( 9.4%)
FiH 70 (9.8%) 48 ( 6.6%) .
HE L 29 (4. 1%) 22 ( 3.0%)
SEIH 15 (2.1%) 17 ( 2.3%)
M 16 (2.2%) 16 € 2.2%)
Ercd 14 (2. 0%) 13¢ 1.8%)
Lt S 12 (1.7%) 9(1.2%)
TR 6 (0. 8%) 8 1.1%)
o %] 7(1.0%) 7(1.0%)
) U B ELY I EILORE: - AR BRI (%)

FEAFIELELTIB Smg Rl H2E
#1) UM RUEGEER
2. PRS-
<BFAREZEA>" )
EBRISLTEREIh ST TR 28 E LS IRmEAERY (V15824) 0 42
ARSI BT 57 P LT FRIHE OREMMSR LT IFET. £ME
REREESIREREA 08 (FI1H ) 198-83 8, FH34.08. 6558
EOEHEE 105, 440 8 E-TT B FI 34288, 65 IRl EOmEIRERE 11
B} 2HHRE L.
ER-REREERBIIBLT, 12 7T PERERERE 7SR 8.5
%, HFAIEEELI%TE o /.

1 7N FEMEREH (RiER)

_ U
IR | yzen | pd.o0m
HE 153 155 O R %)
EEREREG (R | 13(8.5%) | 2 {1.3%) ’ )

&) U B IENORE - HE;
ARSI ELTIEGmgELIALE
#1) BRMEUERM 2 D EES S, TR TIAEERD LRI LD
brd et ghet i)
2B LEORRAECELAETOREFERBUTOREY THo k. £RIFAL
EEEEEMLYLOGEIEAZERLAL, £k BEOHELROERNE
KRB EREAS LD, ChoOSENS. RROBRKHAICETS8FH
RES TS T L3Rz,

EIRTHASRTRALE
ERAETR (2%LE)
FhH AT EL
HETH [ a4

[ 18 ¢11.8%) 18 (11. 6%)
T8 21 {13.7%) 13 ( 8.4%)
BN 9(5.9%) 11 7. 1%)
Ea 6 (3.9%) 9(5.8%)
g 4(2.6%) 7{ 4.5%)
REERREAR 3 (2.0%) 6 3.9%)
AR 3¢2.0%) §{3.9%)
B -{ - 4(2.6%)
B EERE 3{2.0%) 4(2.6%)
EBRBIE 2¢1.3%) 4(2.6%)
b lded: 1{<1%) 4(2.6%)
) U ERAELF I OME - AR SRR (%)

AENFIENELTIAGmg E1 B 1A
#1} BRI LR R,
#2) BRRELESE.
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 ZHABAICET SRS
KERBWTERSINEY S ERENB L LSBT BRKES (WV15673/697)
042 BEHESIC B S > 7L PR REORENMAR 2L TIoRY.
KE-EEREERRICBOT. 1 LI oYERERERE TS R4S
%. ABEERILL%THo k.
1 w7 T PR RER (REE)

= . P Eaid
FIEE | rsen p=0. 0006
B FK 519 520 (35 %Eﬁ{zgﬂ o
BrERERGE | W% | ou.2m -B%-5.7%)

) U By 2 ENoRE - AR
AT IBAELTIEBmgElBLE

#1) BRRGERER, SHRERIE [ DU ERDSN. o1 LRFHTIL
ko LRIZE DB v

¥, BATOEREFEEAL LAY AN HERICER® (WV15825.

42 BEES). o 2 TIPS RE RO TS PR R B SRR,
B (WVIS799, 7 AR BIAS > 7 ML PRy B M O PR &5
FRy DS — 7 HEEER (WVIBL193. 10 AMIEE) itV T, 1 70T
BRI IE TR R 4.4 %, 12.0%, 1L.3%. VB Ivifs
H0.4%. LO%. 1L.8% THol. 5, REE2HRE LERER (W15825)
O, TEFBREIETES NI VRRERESRL, 7 ERRER
5.0%. Y VEA AT ULBSH0S N TH ok,
EATHEERERENHNDRERS LS IHEHEAROBEFRELTIC
=Y.

EHRITHE
WV15673/697 WV15825
e il n=1039 n=548
EoFad BERESEA (18811 ) Bl (65RRILE)
o FIER | U RIS 2 TR | U BTSN
n=519 n=520 n=272 n=275
EEiE) | 1864 18-65 64-96 65-96
(R (35. 0} (34, 4) {81.8) (80.5)
#1) 30 XOBBEN T FEEERT. U X ORRESRIEMEESR
EEMEAHLTOE,
HE M TR
WV15799 WVi5193
el n=0955 n=808
HE 135REL E 188k
& TR | ViR IEN | TR T
n=461 n=494 n=392 n~416
ERR) | 12785 13-82 1-83 1-80
CEL) {33. 8) (33. 2) {26, 2) {27.7)

FreREdAL LA TOSHERILEER® 42 BREFIIENT. 2
S EDRBERETELELSTONERRRLUTORAN TH L. HEERLS
S AR T 97 BN 673 5 {69.2 %) iz, AMESET 9086 flch 717 i
(72.7 %) REBHLA.

o2 FEERECBR Y TR B ROFET R 629 1k 458 4 (72.8
%), AAREROTESRE 635 Hp 474 (76.7 %) KHEHL. DrFUE
BECBYAT LRSS ROTHERT 344 i 215 7 (62.5 %), EALS
OB EERI 51t 230 7 (65.5 %) KRELE,

3. FRICRELEAFFRSGT L SEIEREE®RLIN, Sk, EHON
LM OERNERRS S ZRAED R0, TNSORENS. KROBRERT
BT BEERORREETFNT S T LRz,

EA-FHRE TRELE
TIHEER (%L
kR ) REARILSY 2PN
HEFR 7 S
it 243 (25.0%) 286 (20.0%)
=¥ 104 (10.7%) 116 (11. 8%)
X 112 (11, 5%) 105 (10.6%)
[ 50 ( 5.1%) 92 { 9.3%)
VEHRA 85 (8.7%) Bl{8.2%)-
oAk 86 ( 8.8%) 81 ( 8.2%)
F LI 67 ( 6.9%) 63 ( 6.4%)
LSBT 51 (5.2%) 57 ( 5.8%)
T3 43 ( 4.4%) 52 ( 5.3%)
T 38 ( 3.9%) 49 ( 5.0%)
H e 47 ( 4.8%) 47 ( 4,8%)
12 ZNT 41 ( 4.2%) 46 ¢ 4.7%)
B 36 ( 3.7%) 35 ( 3.5%)
B 23 ( 2.4%) 30 { 3.0%)
R 33 ( 3.4%) 28 ( 2.8%)
EH 9 (0.9%) 27¢2.7%)
BIsR 35 ( 3.6%}) 25 { 2.5%)
B 16 ( 1.6%) 23 ( 2.3%)
HLER 23 ( 2.4%) 220¢ 2.2%)
i) U BT FSENLORE - AR FEBL R (%)

FENFEENELTIAEBmgELIALE
K OBERS  RARCMEE 3.5 kg MLEOARIH LTREENAAE - B
Bid. 1A %mgx1lH2E. 5AMKEETHS.
FHIRE « AR I3E L0 NI L TR N B - REW.
IE7%mge 1 ALE, 7~10 AMESTHS,

(5)

(E-37E32)
1.in vitroA 2 o L ZFERA™
ULEAELFIENRTORS v S THY, RAICK DEREICEREN
i Wy AERERT.
U B LY 2 ENOEEERIRS vito COARRUBER S > 7T 1
IR OB E ISR (ZREHKICo : 0.6 ~ 155 nM., B EHHICs - <0.35
uM) TEHELE.
2_in vivoL 2 A L Z{E R
TIARGT Ll v FOARKUBEA > NI H I 1 L ABREF I TH.
Y BRIl F E EILOEOES (0.1 ~ 100 mg/kg/B) L0, BRICIKF
LTEGEOBN, REESEROED. U5 VA NEORIEEOBE
SERED SRk, $h. 2T MIEREFLICELTY 4 L ARSE 24 Bl
Mo DEOES (10, 10mg/kg. L B2E) €, EHFEOLERLETIAIN
ZRRIIHT HAMMRERED S
3.{EAHE™
Y RIS 2 ENOBESRE FANRUBEA X ZN LTI LA
I 53— ERRMICAEL Cso: 0.1 ~3nM). HL <BEZhi
o L AOSRAED S ORBERETIIERED, TN AGHEEEN
5.
Wit .
B R CERERREIC BT R0 3 BRHEY 1 1 ROBRRLEAR
TREHLETEX0.32% (4/1, 24500, 1 ~ 1280 /MNETEA. 1% (19/4645) Tdo
. BHETANARSTAE YL RIdRL. BETRER 0w Sho
Fe. BEEBBLAEYIILATR. RYARTZ7x by PO TEBRED
ETAEH LN, BRI TORA. GEEAGEVEEZSND, BILER
BLEITIATE. /4732 —VYOTI/RERMEDHSNTVD.

(E&sscBd 5 ERAAR]

—i Y BN I EN

(Oseltamivir Phosphate) (JAN)

(-)-Ethyi (3R, 4R, 535)-4-acetamido-5-amino-3- (L-cthylpropoxy) cyclohex-
1-ene-1-carboxylate monophesphate

{e4es .

i

= H3P0Oy

e 2 CuHaN0s - H:POu

1410.40

% A~ BREEORAMEOBRTSSD. KEUFAF / —VIEIRT<,
I5 =) (95) i@ d L, NN-PAFLTE T REE
Bk &, FREFDRUNMCEE LSRN,

M S 192~195°C (HFR)

SEEH B~ PR TRMCHRL. 740 IR TR RT3,

[FR%4F]

I.BRTON U AZ BB MR ESELAOMMITEIL,

2, BRI 22 WL AP A AITHT SEIMER RSN R e kML,
ALRIgGE AT L.

3.4 T WL YT LADREI M T SR 2ERA ORERE -
HRicoWT, HFF, RMSEICEETa L.

[a #]

Z2FNHATEILT 10 A2 (PTD)
100 5421 (PTP)

[EpiaH LoEE]

AFE (ABXEBRA > 7 T D L AR OREHR ORI OEMHT
ERL-BaoARERGEZAET.

[EZ30H]

1)-8) s

9) HUKIESER, il : BRUAEESEHRE 74 1 1044, 2000

10) HEARE

11) KATES RS, fl ; BREREESEMNE 74 - 1062, 2000

12)-t6) FHEE

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

18) Mendel D. B., et al. : Antimicrob. Ageats Chemother, 42 : 640, 1998
19)-20) EATEH
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AT

* % 20084F 1 Hoksl (SB17HRD) OAEEG SRR
* 20074E 4 HegE] - - N B3 )
12T 1 )ILAE 87625
—— e -
BHES  EEENS g:j"F’?‘r:/u“Jj 3% REHRS | 21400AMYI0010
M AEESEY ® FEMIREE | 20024£4 A
by & EERTF TAMIFLU ARFEEHEE | 20024E 7 A
@uEsAnocrot | U YBT RIS S LN RS YOy T
.‘ﬂ
F  =.mReEEmEnEoFE]
DEBE,
fERHARR : 24
(S IR O I IR d}
KERTHCE) ey 0y =7

{"&ﬂ:

ABOREIS Mo TH, AEoABRLBICEET S
Cob e B ERY BB EOEE > OREBE).
gl FOREFESEBERICEVTH. BREBREITHTE
HHO0, FROBRARCREGREREL, EEEOHR
WS -ESHESATLA, Zonh, ZosHoR

s

Fich. SHE. BEREMAAUASRFELIHEEBEN
BBEERIVTE. HE LU URROERERLRALL
L

e MR REESIIOVTHE., AP-OUBERLET
ZELOPHEMEHEL LT, FHCLBERFSRBER
i, LEASHORBoEENSELC L. BREE
%u:%ﬁﬁﬁv%A.vﬁ<r%2ﬁ@ RS
CRBEEEN-ACZSALEIEETEILCDNT
&% FEEICHUERETD &,
HB. A FAIAYPRESCLE T, HBEOERPE
W EDHENHLOT, FELEEBORHEETI L
LAERNCTHSETOGERIER S TORY

$ﬂ®ﬁﬁmﬁb@&ﬁ®&&&@%%%

[iHEE - 1H4R]
R ®& & FEZINREIAO9T 3%
s U LB RS I EN 39.4mg
373 HELFIENELT W mg) ‘
B & D-Y N =l FBYHA JLVBIK
(1ef) FF U A, BT Y. REEEF YDA
Wil o RU S RFUTA, FEARY S, OV
yEYO—), FIEFITA, TFLNRZUZ,
=
ERRAE~YRADBR XIS 5FRTH D,
% | RFIZARRET S &, AR~ HRAOH—LE
BWETH D,
[%hie - R

OARTYIBEIA > 7 WL F 01V ARRSE

<%EE - HRICHBT HEALOEE>
LBEICANWSEEIE. ARDIBE > 7N )

LTOEHITHL THSATRHAWI S 2BEA. BFOD
REr+HHELE LT, FHOEROLEREHEICR
I IR

Hriz. @E&UE@%F&«T ZTOMMOERTRA > 7
WL L BECEMENT EEBHTHIL

&) EE-EAEONACAREDENTE T E

AR E B S N BB QAR R ERB N, FITAI
RO EHPAR T IBEA > 7L I A L ABRED |

Do LRRRSOBIE (EHEARER, AR, AR THT R |
SR AR L Tk (VR %«@ﬁ%JWE.
2),

3, ARITAR S EBE 1 > 7 IV Y A L ABRREE LA O
P I EA R,

gt$ﬁmm§@%ﬁrm¢%ﬁmmsUﬁgmgxﬂﬁﬁjm

L IEHBH),

[Fﬁﬁ - mg]

FE, EACHAEAYIENLLTIESmgZ 1A 2H,. 5
AR, AERSL TEOESTS,

R, PUNRCIRA LS I ENELT, LE2mg/kg (BT
Oy FEIELTE6. meg/ke) 21 H2E. 5 HHE. AKRERL
TEORS5T3, KL, 1A NI ELELT
7omg &5 5,

| <Mk - MECKET 3R EOEE>
LRI BB, 12T NI PRERORES 5
| 2ELACESERIAT ST & ERESDS 8RB |

BB rEBUEES B AEMERRAT BT — &

I shTWhin),

2. RAOBRERERETIE. NBTRESENT 0T,
BREMETIELT. KO SBREEsARET T |
a(ﬂlkk%ﬁ%mﬁkiah,mﬁ%wﬁﬁ#ﬁ%%%
TOFEMBRITEL,

PVTF=INTTIA W) B5E

Cer>30 IE75mg 1H2E §

10<Cer=30 LE75mg 1H1E i

Cer=10 ERAREMIL TV | |

Cor: FLFFoYZUT IVA ;
[ERLOEE]

1.EERS(roB8SICIEECRE TS L)
%E@%&ﬁﬁ%ﬁ%(<m$-m%t%@?%ﬁﬁim&ﬁ>
RO TEEARANER) OHER)

2 EEREANEE
(M FANI BB OEFITH D, BHENMETLTWSRSK

SR RENRE RSB EFNNRS DT, FADRSICHE
LT, PL7For 0752 ABIERUE<RAE - AR
EETSFEHEORE>ITEINT, REEZBAELENS
ERERICHEET 3 O L ([(EihEhiE] oHESR).

(2) EERBGUEN A > 7N LT 1 N ARREIC S L iz D,
4 I NLIFEERIBRENS ZEHHDOT, HEH
PE DFSITIE, MERERS TR EEYTABETICL
(<$hEE - SHVRIBIEY A LoXE> OEER).

@&FFLe (AENVFIENELTOmE Fiz. YILER—J
(REOFHME) SH85Tmg FHEINTNEOT. Hist
EEATHEOESF I ST oBECIIRETS L,
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3.8lteH
AT ENAHIOREREETOHRE 309 FlizBnT, RERL, 85

#(27.5%) CEH ShE, FREHERE. BR 20 & (6.8%).

THELT 8 (5.5%) . IBR 124 (3.9%) ¥THolk. (RER)
K4 2my 7H (1~ 12 BROGNE) ORZERFETORE 70 5

ICBWT, SIFERE 35 41 (50.0%) IZad Sd. EEEHER.

MESE L7 4 (24.3%). THI 148 (20.0%) ETHo /. (REERD
(MEAZRER
Nirgwd, TH74 55 —HER G8EFT) : av s,
FF+I 4 5F—BERESODIDIENB DT, HE
EtaizfTe, HEES. i - RORE. WOREE. MEET

Ehtd s hoRSHESERE L. BIREETIZ L,

DS FEFRR) : MAORESRESITLHOT, &
EAEED SNBSS ITIIXESOREICL D ER SR,
B 2@ L. BYRRBEITFS L.

* 3 BIRERT 2. FFEGEEE. BE (EETFH)  EFRED
EEAF%. AST (GOT). ALT (GPT), +-GTP. Al-P®
E LW ERS 24O IFBEES, Safdobhdl &d
HaHOT, BErTaiziTn, B
EE2RIEL. BULREETI L,

) HREIBIRERE (Stevens-JohnsonfEREE), PEHERE
WESEIFE (LyellfE &3 GRS « HSLEIBERBE
(Stevens—JohnsonfEBTE) . ik BIERE (LyelUEMRE)
EpRBEENSShh3 I LRE50T. Baetaic
T, ZoXIaERESsShhvtReaicE. g5eduk
L. @@z iTi> s,

S)AMBTS HEFH) AT resbobhd i &i
HHOT. HEE 2. RENZEDoNBEITH
EBiRsETIEL, EYRLEETD Z &,

)AL, mMEED GEERR) « AMEkEs. d/h
R EHobNEZ EBHH0T. BExT4HIfr,
B chi-Bgiciligszdt s d, Bz
EEfro L.

T - WEEEET (BUECRE) - b - dER (ERRGE.
BairEy, /. 8, =8 gZ8%) MEsbhac s
MHHOT, HEEHICHN, RENED SIEEAIC
BigsedlL., ERICEUCTEIRABETIZ L.

8) Mt ARR S (RS - mEXBAMNSoDhBH I L
MHHHOT, i, METHASORENES SNERGIT
s edik L, BUZABETI L.

(FDHoRER
ROESRBERS SHhEBSR, Bt TRE
ERETHAE, BLABRTIC &

B HhEHEITHE.

C hTEME

- JEEEAR R 0.5 %L\ L

fiid- 5. ®ffE. &
H (BB ES
o). BER. K
T

ML Qg% - T % | B (6.8%). FH (5.5%).
(BEEEST). | B (3.9%). muk, B |
. AL, B | . ERE. ORFRHRE,
M. PEEE | AREE

EamER | BE R LU | EY. BB, FRE. HF
. =R (A .

EER EEEER, D%
PR, DE
REH (STLER).
BiE

ivd AST (GOT). ALT (GPT).

+-GTP. A-PO L7

%

& &

(2)

SERr AR 0.5 %k
BR il EOREBE
Mm% FPEEIRIGIT
FEIR 2 SEEk,
iR HoRE (FE
= Fg. ..
B Ee)
FDHh oy, TR, (£ | mp ROoERm. HE5.
8. FE. AET | AE
p=ga]ind
RS 0w 7
el 5 %Lk 5 %
4T HERS, {3 (SEEL
BEsd). HBEE.
_ B F s
B[ OB - Offk (G5 | Wi (24, 3 | 8. KM,
Hagtn, mE Al | %), TH | 55
+, Ehfn. BE{EEEE | (20.0%)
BHaER | BR
IR rEWER. DEK
Mo Es. EER
% (STLR). B
e " | ALT (GPT) | AST (GOT)
it t5
iR BRORE (BFREE
S8, HR. BHS.
Ehge
FOfil HoiE (Ek, § S
W), RE. ERE.
2. FEFSHMm
ENERAOBEERBR X ERREC CHE SN EERREIT

VAR DWTIREERREL L,
4. ERE~DES
EfTE S WA TN AR X DBREEREETIE. BifEM
OEERTERI SRS & OMIZZEZED ST,
BT ERE T, ST (A, FERES) OET .
B OEBEBRAAET DI ENEND, REBERRL NS
E&?%:t(<ﬁ&-ﬁ§m%@?6&mbwﬁﬁ>.ﬁi
mEhiE] OEBE).
5. 116, ER. RARS~ORE
DIFE TR L TWAEHREDS R ARE TR G,
L LOF RN AERYEE EES LB ENSBEICOIE
5¥ace, [BREPORECETEEZESEIIRETLL T
1, BER (5 v b)) ChERREsESEEhTwS,]
(OELRICHRETAESICEBAERITSIEST L. [BE
T OB (Sv ) TARFICBTT I EAMEIh TN, ]
8. MNESEADKRE
() 1ERHmoBRR (EHEFER. FrEk. LR i3
SHEEEIL TWiaWn ((FotoiEE) OESE.
QEATEREINE B0 0y FRIICX DB I HABERERIC
BT, KE 8. | kg RGOHARIZHT 2 ERERIT TN,
7.i&ERS ’
BT, BRESI LI HFEESMRELEZORER>R
s, BN TORERAZNSRELEATENAIEZEIH
WIS E VT, 1HE 200mg Bl EOHRSICL DBES. \Wi.,
HEO FBIEER) REIN TS,
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8. FOfDEE

(DERTEES ML T ILAIIC L SETHTFHARICBNT.

BEMVEELFSOBEMNIFHH., T, ENTERS
heh7EAFc L 5B MATFHRE TR, BlHEE2H
TEHBETERBELXIEEMES 7 ficashic, EE
ERBICBWTH. BEHED I FETORBILSWTH
fHEFLEED STz,

(BN TEBES WA TS BE0RESERTIBH
Epstgmm RS s LB IREERBICBN T, 1>
L HFRFHRICHT 2EIE TR TS ERICHLEER
RBERASSNTWRL, LAL., ZFRSICEDOIV AR
HMEFERICERL. TORBR. RE. HAE/EGHT
BEE/RITOEHENMASTEICEREL .

(DNEATERBENE STy FTRICLSBERES AR
EREE LBIEBERBIIBNT, AU HETaic
HE-ThL, -5 TEHIEBWTRIIKELERIA
STk,

G EATERENZATELAIC L SEEE (65 RElE) 34
S& UEBIAGESRICBENT. FHORECID >
WL RFENE T SERICHEEL T, H50 R (23 %)
BEHLi.

(8) 3— X PIEHL T > 7T FICBR L BE I FA
ZEDBELTERLEERIIA W,

BYHES v FOEEEORSEERRICBWLT, TH&ET Y b
TIX1000 mg/kg T 3 /14 #. 700 mg/kg C 2 /14 H OYETH
MBokH, WHBRDS v FTiRWThoBR&IcBW TS
rriiiiseohnirhoi.

(MEES v FPOBEEO#RS FF2a+3270 2 2RBICBWL
T. TH#., 148#. 24 B, 42 A% S v K 21000 mg/ke
#EL, TH®TT/566, 4AMT1 /28 MOFEEHMH
SiEA, 24 AES. 42 ARD S v b TROLWTNBIEEHI
HoNghok, FENMFIENORTORERIE. 428
DSy b ERELT 7 B TRIL5004%. 14 BETR650 f5
EFino oA, 24 ARTIL 2 ERETH o k.

(Z=4hEnas]

1.hRICEIT D EMIER

< AFAHT SHRE>"

EfP TIEERBICIBNT, &4 2mg/ke | B 2 B S OERRBICET DALY
= EAEL RO S 4 B BeF 12 3501 I B A i PREE R AT RR I B TREL
feo TORBE. PSRN TIOMPFEEREZBRWINOERERBLTH
Usog/mLELETHD. i1 7RI A LARREMG TE DRETREL TOE.

HAEAMBRIZBG S i EDEEARE 4 e SR 2l

1 YehiE ’
[:3:5 1 4 5B 1~458 S~85 9 ~122 S
{ng/mi)
4hr [} 4 7 5 4 16
1 264.0 328.6 3548 306.9
MRS 56.0 30.8 81.2 66.7
P 252.0 330.0 346.5 308.5
B-BR 138.0-366.0  280,0-355.0  265.0-451.0  [BB.0-461.0
cv 21.2 5.4 22.9 21.7
: SUITEIRKRT  222.9-305.1  200,3-357.9  259.2-450.3  277.6-336.1
12 B 8 5 2 15
bz ] 170. 4 165.4 240.5 178.1
EPREE 3L.6 40.7 13.4 40.4
i 162.5 [67.0 240.5 167.9
Bu-gK 128.0-217.0  115.0-216.0  231.0~250.0  115.0-250.0
cv 18.6 24. 5.6 22.7
0% (ZHEM  149.2-191.6  126.6-204.2  180.5-300.5  159.7-196.4

BRARRICET 2R RE TOMNPEEFRE—E oy -

(ng/mL)
500

=3
=

(%]
[=1
<

oo
=
=

by e B =

-
=3
o

(=]

1 2 13 14

7 8 6 10
5 AR MM (he)

(3)

<HBEACEISEE>

REZBLMNREHSELEZ DORERRIIBNT, | ~5&8E1~2§. 3~580
2T HE 120D RS~ I8EES~81R. 9~ R2EBRF I3~ 1BEOITN-F
(& G ITar, RREARIZZ0 ~3 Ympfkg £ HEENRS LIz E, 1~28S
1 DR DAUCe-43 2, 80 ng-hr/mL T3~ SEICIEL T 16 %Mo 4. £i. 4
5w 18 BB TEE 5~ 8 DS —F Tt 13 ~ 18 BOF N —T I ILE LiEEEN Y
RiFH<, ERELTRBROETMED SR, FH5~8 B0 —F BT 58ENE
ADAUC =128 13 ~ I8RO T R—FITHEL 60 % ThHo k.
SRR — T BG I EAEEDERRENR T A—F 4Ly I Sug R
150 mg BEB S LERARBT SRERRL OB SNLENDEBNT A—F &L
L&, ER S~ 8 RDY A—FIT B HAUCKLELA® 75 mg (1 mg/kg IS HEIB
SAUCEMETHY. ERB O~ 2BOSIN—FTTREAD 75 mg ETF 150mg OENz& 0.
M 13 ~ 1B BOX N—F TREAD 1S0mg (2 mefig (CHY) ERKTHo k. RERIC.
F AT OERY L—FIT BV D5 12 RMEC ST 5 O PISTEFREIRACBI S
S&I50mg mB AU EBADZLOTEL. K1 I FULILABEERETES

BETENLE.

BB —F | 50 BEER RO S EE S 5 A—F {2mg/ke)

SRS - AlCr Crmax toax tir
(F5) (ng - he/mEd ng/mL) {hr) (hr}
1~ 2iE*{12) 2, 810+871 121451 §5.6::2.2 14.947.3
I~5E U2 3. 350+678 179173 5.0+2.3 11.3%5.5
5~-8% (6) 2, 746:: 368 183+ 36 3.7+0.6 8.8+2.0
9~125% (6) 3,2081+394 231446 3.7+0.5 7.8£1.8
t3~185 (6) 4, 5344929 319+76 4.310.8 8. 1+2.2
mean 5D
HIENTA—FR1~2E30mg. 3~5R SmeEEE 2mg/keg KHIELEHD
BAARTAAIBIT 58S 1 AR OEREOEWRENT A—F
BER AUCos Cmax {max tie
(mg) (ng - ht/mL) (ng/mL) (hr) (hr)
S {AEA) 2,107+ 374 19]+32.5 4.91:21,02 B. 461, 42
7% (AA) 2,27441, 105 142+39.7 5. 84*L. 16 10,0 £6. 86
150 (A% A) 5. 189+1, 187 46884, 3 5. 16::0. 754 6. 30+ 1. 95
150 CAIA) 5, 036+, 524 383+98.6 4,481, 11 T. 8145.23
mean=5h
NEDEEERT T 5 ZAOHEE
{mL/min/kg)
E 30
eonl .
tk

y=—0. 0986x+12. 683
R*=0. 3054

0 20 40 60 100 120 140

80
# kg
1~ 18 RO/NREK 2mg/kg DART 1 B 2B 5 LG, EHEECRERR. KA
BHAREURUFHENFEZNERERLFR TS £ BATRINSAITORY
BROERN S, EEE0I YT T ABNEERRTHL. ERicfEEPTII R
Bi, BELTAEREORBREADLD. ERCHETIHEEERE LkRe
REEMRE L TREE .
2. Ei/R S ESMINRES B S MAREEOHEL (E0) - EsREN
HiRE 2 me/ke REELAHEANRICET SRR RETOMM PSR ERE bk
TlzkefiizD &, 3D0EAMNEHBLDAR (2mg/kg) RUERREAORIEE{To
Fe 4 hriff ROFI2hictE & O L e, & OFER. BRADMRICET 5 A el BT 2heifiZE
SRS B B 4 iR 20 4 ORIERICH o 1.
3. FR RO E WL RS (B R

AT ENAEFES 1 0y TABBEARRE S S 2 EUFHRASHRMERLY. §

BAILRIFTH DT LATRE R,

ES4 2oy ZRREN T LI 150 mg QKA B OTEEFORBBBNT A—5
(n=18)

P AUCe Crmax tmax tia
(ng - hr/mL) (ng/mL) (hcd (tir)
B30 78 |6 870%1, 360 546101 5. 1+L5 72407
AF LA 69401, 620 6151147 4.5£1.0 6.4+L5
. mean+SD

4. FRYE (0ELLE) [ChIF HENME

<BFEALEITSRE>

EMRLL LOBRE S HISA LN F IR L THh g BERORE GERR) Licd
EOEFOEMEEOROEN T A—FREUTOE SN THo .

BANEGEE (S0RLLL) DEMEEORHENE S A—F

BER AUCow Cozx tmax tir
(mg) (ng - kr/ml) (ng/mL} (hr) (hr)
75 6, 0563604 439+29 5.00.0 7.0£0.6
mean:tSD



5 BHSEBEFICEIT 2ES s -
<SE MBI D E#E>
FLTFLTUT IR Co) L VRES N RREREE ST 206
FHBEL, FEAFIENLELTI0mgl H2E%E6 BRERES LS
GiIFtEEMBEE. NTFoEe s BRiEEFLE. SritFisns
FRBLTRBSBROBBMLATETHSEELSNE,

BER%G BB HELROEDIE NS A

Cerfii AUCxz Crax Clro-12
(mL/ ) (ng * he/ml) (ng/miL} (L/hr)
Cer<30 43, 086: 18, 058 4,052£1L, 518 1.54+0.55

30<Cer=60 15, 010+ 4,158 1,514 392 4. 190, 67
B0 Cer=H) 9,931+ 1,636 1,958+ 183 7.25+1. 15
Cer>90 4,187+ 630 404+ 80 17.50+2.78
mean £8D
6. EWMEEEA"
<SRBI ISBIT DR

AN T ENEREHEEEED T ORI REORRIOFIVFT I

AOET. AUC-RUCnxil 2 S0MMEDBSHE. ZOZER7 24>

DR EE R THREES BRI NS LY SUIRARE T2

FleopRic D EaMEEEREZETIAREEERELTHS, LhL, =

OEHFCLEDOEOLTORSH. REECHESSETH SRR

ITEE TN,

fed, A ZNIHY L AEHRER E I ERENOLDIZHH X NS T

EMHEEM (HEAFI &, Y7051 BRITESHE. NSADSS) KA

BERICFEE S DTHEOH SR (UFERES) OF < OFKWE OHIF

RidtRE T,

. EalaE.

T FELYIENRUTOBREEROE R, Fv b, THERTS XOBEHE
DESER. FELY IENTERETOHBEIBO T XU TORETH
Fedt, BEETRLVTFNOBAICELTHEET I XU TOBLLOTH .,
(in vitrofl5RE)

8. L - Hagen

<HEAICBSHE >

FRLE MIBLTEQRSEELMCEE LTRB TR mk s A2h

5. BENABTROLAFE (FEAFIENELT 3.5~ 300mg) HEE

ALk E, RELKRTEEESDETRG 48 B ETIZ 70 ~ 80

BAEPIERE L.

Fh. FENFIEILRE MFZS OV -AZRLEKMERIZL 0. P45012

L HEMREHSNY, PS0 2 LARSEEERORMICLD &8 P40 5

BORMIINLTHIEEALEEEEA LNk,

HEACHLTRBZShAME - B, 1ESmgz1 B2, 58MRERS
THD, HARINLTREZNME - AR, 1E2mg/kg®1H28
S HERSTH 3. -

(#%) BPHRRO/E

1. 5498
RES 7 v FIC[MCl-A N2 2 ¥)b 20 mpfkg £ HEEOHS Ui, B
HEAGICESMISNL, BETHERL Tk, HEEER< M. B
BTEBEZRL. ENMEO L DEEAShTLIMTREROH2ZET
HoM PEBPERAOBTRDSENS I, BICBOTHRE~OHTIE
W5, BTRHERSEMOEEON 1/2 THok. BEMBITESE 48 8EME
FTIEAGN S IS I lEL .

2. fL sy
By MICl- Ly 2 E)L 10 mp/ke 2 EEEORS LB, HiihE
RAFPIBTL. &5 MUSETESBECELL. TO®%, mfpEE
IFERAES T LA, Aih/ P R R R IT A PicBh T Ehs
e

(H735% )

< BEACEITDEN
ERTRES NI (1~ 1288) 2xiid LB TRERER (VI6284) T
BWT, € NI AFRROSHEE NSO R Cf X7 NI RN
AEEEVHELRE.) T8I 51 27X FRHAHN (. RERSHESL.
{hid 37. A CLLT R EIH Y 2 1 CoRME) it 72.5RR (PR THof, £
SEGOERD 37,8 THRMICERT 5 ETOREN 21.3 B (b)) THU.
S8k (37.4 CEVT) IEE 5 £ T oMM 35, 3 B (PRE) Thok.
BATERS MR RS LAETHERERBIIBWT,. 2 X DRl
BTE LS TOHRESINTORD Thok. ARICTLAHETSAS
PLLENER EBHLAY. FE BEOREPHOEENBIKAR SR
B, ChoOERNS, REOEBMRRICBI SHERORERETHT
BT EREREZNL, .

EREREN TRE L R EauEER (2 X0E)

HEER A ENY ZEN =0
[1:n 22 (31.4)
F# 19 (27. 1D
ALT (GPT) %in 4(5.7
BE 3(4.3
bt g 3(4.3)
AST {GOT} i#if 3{43)
B 2(2.9
PEHE 2(29
FELFES A 112 2(2.9
SFpR L 2(2.9

) UBALLSIENORE - AR RN (%)

FENFIEIELTIEHZmg kg2 1 H2E

<$HEA I HIT SR>

REEREHFFIBOT] ~ RROARTERI AT i ENRE LS
S (WYI5758) @ 5 BREHE S BH 54 2 7 L1 - YEHNM (%,
BEERNHREL. (RS 3. 2CTUT. BEATO BT EFICEHT 5 £ TOMNM)
MY AHMERATICRT,

4 27N TSI (D
oy N < 22 NI AFRRIR
A ma | EPE i gs wEERR)
U EAELFIEL | 5AE | ATH (gg_‘éflﬁ?z;”
75tk sam | zse ( I‘Zfﬁﬁfﬁ)

&) U R IVLOME - B
FEAFEIELELTIE Zmg/kg & 1 H2E
£1) 1 27T FRRR A AR R L D HEL .
#2) p<0.0001 (75K & D)
U B ENLFIVILICED. BRAVROERAROM. BEEOET. 1>
FRLHFRERORRBETHED SN, EHOGHIENED Shus.

ELsHS TRBELAERAEER (1%HL)

TR U2 BRI 43 82
ki 353 =342
B 30 (8.5 49 (84. 3}
fE % 50 (14.2) 37 (10. 8}
Fri 37 (10.5) 30 ( 8.8)
[ 14040 13(3.8)
ok 13037 12{3.5
A 9¢(25) 10(2.9)
(o] 7(2.0) (2.0
higs TN 720
Hi 3{0.8) 5(1.5)
it 8{2d 5(1L5
B 5014 1(1.2
ERRE 6(17) 4{12)
f3. i 702.0) 4{1.2)
¥y U ESHELY S EAORMYE - B RRYY (%)

AENFIENELTIE 2mg/kg % 1 B 2@
#1) WHFZ SN TS,
#2) R LR a .
B BnTBEERSHER (5~ 128 KT a7 ShedBi L BT
HREERAE (WVISTS0/WVISET1) 13, BEEFI¥ 500 #icx L ERP¥EI 335
PTHok. ZOEDH. FHOTHELSIETSEHE>TRLS 127
T EFSER (fouE) AR 123 985, 7R 1. 3B THE .
Ea, RRERICBLT, MESEHSUSHIESES | BR (FEV) OFHRR
H=M10.8 %, FSERALTHTH/E,

[ZEsh e ]

1.in vitrofi 9 A L ZFEM™
USBAEAFIENRTORES v THY . RBIZLDERECEREN
Jeth, W AR ERT,
YRRy S UL OTEEERR vito TOARRIUBEL 7T HTA
N AOENE(ERE (EREWIC, : 0.6 ~ 155 nM. B BEBEIC. : <0.35
uM) THEL L.

2.in vivolL S o JL ZHER™
TOARUT oy OARBUBRA 7T LI ¥ LARREF TR,
Y LA RIS 3 VILOENRS (0.1 ~ 100 me/ke/A) ok D, ARICEKE
L TEEROEN. RS EROMEDP, TN ANFOEPILEDHE
FRBESShk, £k, DU DUBSREF VR BLTIA VAR 24 B
B s OROES (10. 100mg/ke. | A 2E) T, &0 LREETIN
AR B M RER i, :

3. fERmEY
) RS 3 ENOEIHERE FARRUBERA I NI F UM LAD
JAFETS—FERAMIEFL (Ce: 0.1 ~30M), HL{ERINE
o NACEBRREENI S OEMERFTH I LITL . 1IN ACHRREEN
H¥s. :

e ok 4

(4)

EAETEAERRRIZBT 2FRICH T DRty 1 L AOHBRBEREAR
ESETI0.32% (4/1, 245 8) . 1 ~12BONETidd. 1% (1946 TH o
Feo BHES L VRS TARY LA HRL, BRTRERSED k>
fe. RHERSELEIANATIR, TYARU7 2y BB TRREED
BTAEDSH. SRBLTONE. SEMNLENEELIAS, RiteR
BLETTVATR. /157324 —¥OTI /BEAEDSHTRS,

(Fxhrls B 2EEENMA]

—REE U RS 2 2 (Oseltamivir Phosphate) (JAN)

{ktp4 1 (-)-Ethyl (3R, 4R, 55)-4-acetamido-5-amino-3- (1-ethylpropexy)cyclohex-
1-ene-1-carboxylate monophosphate
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