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RO WARINIBEA 7 VI A A A BGE D
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4. m@mEA~DEE
EfTERES N AT AFIC L SEREREATIE. BIEA
OREER USRS L ORMICERED bR T,
—RIERETIE. SEEE (FHE. THEES OET<.
Hx OEBHRBEETL L LBENED, REBEZEZLANS
BETHCE (<A -BARECEETSHER LOREE>, [
HrEhiE] oES2R).
5.4008. EW. BIRSA0RS

5%l E 5 % Hi

St

0t

(VSR SUER L TS HE DS 2|MAICRET BB ST,

BELOFERENEREEZ LES S SN ABEIC O
5%5T ¢, HERPOBRSICETIERERBETIL THA
W, BMEE (S b THRBREEAHSEhTNS.]
EIEBARIRSTIHEAREBAEZRITIEINE T &, (B2
B (Sy b)) TAHHRIEBTI s Z&MfiEThTng, ]

6. hEE~DES

(1) 1 @kmoRR (SHEKEE, FikE, 2LR) sk
EEEELL Tk ((ZOhoER OHEHE),
(QENTEEINERIT IOy TR LS B NHEERRIC
BT, RHE 8.1 kg REOZNRITHT S EARRIT AN,

7.AREE

BRATE, GERSKI2EEFERERELEZEOWERE
Wi, BN TOBERAEZHSELEATENAICESEIH

EREREBRICB LT, 16200 mg oS ICRDIBES, VERH,

B E (BEHERE) RSFIShTna,

8. A LOEE

FHIERE  PTPEEOEFEPTP— RO L TIRE
THLOENTAE L, [PIPY— OBMKIZLD, EngaH
Bt REEEARAL. BB I L THRERASOE
BRAMEEHETS ZENBEIRTHS,]

9. ZOhOER

(DEARTEREZ NS EVAN L 2EIHETHABRICB LT,

BRFESRELLEOBREN WSS, £, EATERS
NeERTENACLZETHETHRE TR, BREEREEH
T B W CHERRBL X A 7 i B, I
ERBIZBWTIE. BERED 100 #EZToREITENTE
S 5 RUTA,
@BENTEREESNEAT LA L 58 RERER TS
LR mBREEMR L LB IHERARIZBNT. 1>
NI Y REEIEIO T A ERE T SR LER
BEEHENTHARN, Lal. ZFRHIED U1K
MM E=H B8Rl . TOBR. B3, HAR/EERX
WER/ T o RTINS BIZERL .
RENTEESNERS IOy THIIC L B0
EO@SE LB IHERERRIIBWT, FiMEERET 31
BE>Thih, —F. BEEIZBLTHICREIBRERS
BN T,
WEATEREZN AT ENAICESEEE 65 8L 23
S LAEMAERRREICSWT, AR ICLD T
NEUERAEZ T S 2RICHE LT, #4950 B (23 %)
HiEl .
By — X PIZEEL T 2 7 VT VIO BR L B i AkH
VKR TERHLZBERITRN,
EEPTEES WA T ENF LB IETFHRERICSE N
T, GEMZEATHRES LEERIAN,

.

& (DYEF » POEEBROXSFSHEERBRIIBWT, ELFIE

) ER¥E % 394, 657, 788. 920, 1117. 1314 mg/kg OH
BTHEREORS LR, 785y MTREWCEEL
FETH 657 mg/kg LA ETHD 5z, LL. 394 mg/kg %
BELATHES Y FRU13M4 mg/kg ZHBELERRT v
k(42 By TRECEED Shzho i,

¥ (QHEZy FOBEEORES M52 T Z ABRBIB N

(2

T, BER#ED Shiah ARSI BAENFIENLD
B/ MAEHAUCHE. 7 H#S v hT0.31 (394 mg/kg) . BR
BhSw bk (42 HE) T0.22 (1314 me/kg) THo i,

(FEHEE)

1. LR EE .

<BZEAMERA ST IR

BERABT 2B Al A1l T ELE L TAR5, 75, 160 &7X300 mg % BEE OS5
BF) Uis & 2 OFRICEESRO TR MBS MER LB EMBIBEN 7 A—F LT O &
BEOTHD. AUCRUCmaxiZ /i RIEAMIZHINT S Z £avRE hik,

B ARBRABTIZBIS S Omg AL

(ng/mL)
1,500
—— 37.5mg
it - T5mg
—o— 150mg
gg 1,000} —x— 300mg
"
id
I
3 500f
{H
0 J i L
(] 12 24 36 48(hr)
WM
EEEORMBEN S A—F
Ein=h AUCr= Cmax tmax tr
(mg) (ng « hr/mL) {np/ml.) {t) (h)
37.5 1,662+ 203 150+ 35 4.3+0.8 7.0%2.4
75 3,152+ 702 360+ 85 4.1*1.2 6.4+3,7
150 7,235+ 515 662+ 165 4.3+1.1 6.6EL5
300 12, 9181, 564 1,377+153 4.3+1.0 5.1+0.4
mean=8D

<BA&EABNE (BOMRELL) [CHUTDHE>
FEHEORLLEOMME S FICT Ly IENEL T ng THERORS (AN Lk
LEQFROFESOEREENF AFRUTOEROTHo Lk,

BAEARBE (S0 L) OEEHECEDERNS A~

fES: ] AUCrn Creax tmax tn
(mg) (ng * ht/mL) (ng/mL) () (hr)
78 6, 063604 435+29 5.0+0.0 7.0::0,6
meantSD
<BFAEARAICHL D HARR >

AFARDEAE U ADRERABFEMFEL, FEAFEIEINELTHBogl B2E
RUF150mgl A 2[@% 7 B EEE RS (RiE7S) L Z2OEEEORHPR S A—
SROLRPRE 5 7ERUTOLBD Thok, BFEARUVBAOWTNOHRIZSE
WTHE SN 7 AR QAUC-R U Cnadd FEACH D . ABRIZBITABED ok
Foo Eh I UVREOERDSEHRARSSERE I BUAICERRBIZEEL ., S
ERED SRRk,

#E @B 7 QEICBE SIEEFOEHHBRNAS A—F

R AUCru Crax tmax 2
(mg) (ng * hr/mL) {ng/mL) {hr) (hs)
75 {BFAN) 2, 276527 267+00.9 4.3+1.4 8.8+3.6
75 {8A) 2, 270+387 244429.2 4.6+0.9 9.7+1,2
150 (BFA) 4, 891 + 963 £S04+ 06. 6 4.4:0.9 7.9£L.8
150 {BA) 4,904+477 598+70.0 4.5+0.8 0.0=3.7
mean+5D
B m¥PRE 5 7K
£ER T PIEYE AR (ng/mL)
75mg AAA TSmg BA 150mg BFA 1S0mg B A
3 162.+44,5 158:-39. 4 301=116 289:87.8
5 163£50.9 153+49.5 325107 350:73.8
6§ 168+58.6 1854:30.1 344-+85.5 3244825
[3 163::27, 2 144+35.7 326+84.7 287 +56. 7
mean+8D

2. B EE LSRN

<HEWAICET N>

FUFFILIUTZ A (Co) Bz DFEShABREREESES S 20 MEdRE L.
FEIFIENELT 100mgl B 2E% 6 ARIKEH S L2 ROEEESMEHR. L
TOREOEBNEHBIIEFLE. MELTFEERFE ISV TRIESROWESLET
BDHLEELGNE,

3



He5 06 ARRBUSEERORYBNAS A5 — PR AN F I A

Corfl AUChrs Cmax Clreiz n=158 n=154

GmL/4) {(ng + hr/mlL) (ng/mL) (L/kr) OR# 1 ( 0.6%) 4 (2.6%)

Cor 230 43, 0862 18, 068 4,0521,519 1.54%0,55 -GTP3m 5(3.1%) 4 (2.6%)
30<Ca=60 15, 010+ 4,158 1514+ 392 4.19:£0.67 Al-PH IR 3(1.9%) 4(2.6%)
60<Car=90 9,031+ 1,636 1,058+ 133 7,254+1,15 F e 1 2 (1.3%) 4(2.6%)

Ca>>90 4,187+ 630 494+ 80 17. 50+2. 78 B FEeNrIEn) LEEORE - BE; REHY (%)

mean 5D FENFIELELTIEGngE1A2H
s EEERR" "D BAELER.
<HABA BTSSR

FENF T ENFEHRREED DAY REDHRAICIDEI VTS
ADET. AUC-RUCoad#) 2 EoBiuEb sk, TOZLR7 =4
HZBREECERAESBERSFEIFIVIIIAESTHR IR
FEopRICIOHENBEEALZETSTREEZRBLTWS, LaL. &
OHEEIT L SEYHROREOFEE. REBDREIHETH S ITLEERN
ILEETIEN, ‘ ) X
BB, A NI N RTRRHE I S RO D IC RS BT
BB 5ES MbAFI DN, TS5 REALSE. NSAIDs®) RI0D
BRICHFLEADTRITOSSEH FrEERES) 05 OMMEDRER
ARBNEh TR,
4. BEsS R
FENFIUIBFTORBEEOE R Sy b, THYRI OB &
OREERR, FRLFIEILTRETOBEICENT 0 XL TORETH>
=, BEATRWTNOEEICENTLRE T SEUTOER LD THS
fe. (in vitroF98)
5. 50 - PEe- =
<HBEAICSEIT DR
AL BB TEDESERCA 2 E L TR THEIHECIAS B Eh S,
HEREABTIINLESE (FEAFIVALLEL TI7.5~300mg) BEROH
Grliels, FEEERUFRLEESHE TR SRR ETIC 70~ 80 %4
Repizghit 2hie,
Ele, ALFIELRENFIS OV -ARAWERABBRIZLD, P450IC
S BHERES ST, PO 20 LARSEEEAORRITL D £HP00 LB
ORFICHLTOBEALPEESARH ST,
MRMEY  BRARTMEE 37. S kg Ll EONBITH L TREE I/ A - BEE.
1B 5mg%1 26, 5ALRSTSS,
FHTE : RARC 3RV ED MR LTRBI AT - AR, 15
BmgE lH1E, 7~10 MBS CHS.,

(B%) BB OEE

1. ﬁ.;ﬂ;n
REEE S o B C]-F S 2T EIL 20mg/ig 2 REEORS L 0E, B
REERICHOPICHML. BETEMLTHE. HEFZRLFR. T
RTHREERL., EHERO 1 DERASN TS TIRAKOM2ET
Hokds, PEMER~ORTRLAEDE. RIZBWTHREADBITIR
Hh o, BITHHBISENMROR 1/2 THok, RERIES 48 HEE
ETIARBN S TR EELE.

PRI T el
B8Ry MMZ[Cl-A NP I U 10mgike 2HEEORS LG, Bk
RAHPICBITL. 85 1FEETESREIIRLE, S0k hiEholE
F RS THE LN, b/ M RN TR I B TS

=N

(FERAE]

1. B AR

< AEMCHBITHHA>T

EPICBWTRES e Y SkeMR e LB IENHESR (V16823 ©5
BRSBTS > 70T FRENM (T oRFRIWNETS £ TORAM)
AT SERERMTIIRT,

AN ATRBEEREENRE LEENEEERBICBNT, ALY
TENY RIS Y. B OLHOMH. BEROET. U1 ILALED
WA RO ESIE O R bk, :

A T TR (KR
* A e | | i v mmen
AelyIeLLRE | SAM | 1224 il i
7oed SHA | 10 72 2100.2

) AENF IV CBREORARE - BR
FELFIELELTIE Bmg %1 B26

#1) o 2 INT ARG RSB RIAHEEO LR ICEDRIELE,

#2) p=0.0216 (77 HREDEE)

2HU EORFETELELRTOFTERRARLTORAD TH oL, HEITRL
EHEERSHTULEIERAEERLRN, 2k, BEOKITCHMOER IR
EEBRERRRZD, ThEOBEDS, RROBRRIICBITSEEAD
HEHELFNTS T LR N,

ERERERTRELE
EaHERS (2%0L1)
ard ol FRILZ I
HERR 1159 5u=154 s

[ E i 19 (11.9%} 17 {11.0%)
T 24 (15. 1%} 13 ( 8.4%)
T 7 (4.4%) 9 ( 5.8%)
B 9(5.7%) 8(5.2%)
ALT (GPT) &0 6 ( 3.8%) 5(3.2%)

(4)

<SHRAIEIT SR>

PR EHYR TR N AT It e S U S AN %R 5 MRS s
EH 2 7L FREN (ST OERAINE TS TOR T 555k
ELFIZRY,

1 2T ILT TR R
&b . of 2 7T AP ERBIR
® A wr | B i o5 % mERR)
s 78. 2 Wl
FELFSCIL ) EH | 5BM | 301H (72.0-88.0)
— 112,58
TR 5B | 3094 (101.5-119. 8)

) Ay CREORE - AK
FENFIENELTIESng 21026

2D A TN PRBEIY AV ASRXEAEED LRI X DEEL .

#2) p<0.0001 (FSEHED S

ARAF I VBRI LD, BERAMOLSHEHEOR. REEOET,
TN AF MM oEH. FRORMNMCSHENED 2Rk,

N ERRETRRELE
EREEER (1 %)
Sk E=Te
HEEE 7n fof Awily F%J: ) B

[ 48 (6. 7%) 97 {£3.4%)
{4 21 (2,9%) 68 ( 9.4%)
Tt 70 (9.8%) 48 { 6.6%)
R 29 (4.1%) 22 ( 3.0%)
KEXSR 15 (2.1%) 17 { 2.3%)
Wy 16 (2.2%) 16 € 2.2%)
Fik 14 (2.0%) 13 { 1.8%)
BERE 12 (1.7%) 9(1.2%}
FHRLE 6 (0. 8%) 3 (1L1%)
HH 7 (1.0%) 7(1.0%)
) FAFIiy oBREORE - AR SERMER (%)

ALFIENELTIEAng %1820
#1) BYRCERILEE
2. FRE BN
< BRERAREIT B>
AR BWTERENEY S LREHBL LR IIaERRS (V15524 @ 42
BEBEANCBT ST P TN L TR ORENHMSE LD TR, M
SR SIMEERA W W (TS0l 198-838. 23408, 65801
LMD 10 B, FH; IBER- 77, FE 3424, 65 RELEOBM®FIL 1L
P B E Lk,
ER_EEREEEEIISNT, 127D - PREERERR Y SERESS
%, FRNSH LIS TH.

A XTI ARRETER (FHEE)
= FYFI¥
7R | wovm §=0. 0032
RIS ] () 13 (8.5%) 2(1.3%) 2 4%-12.0%)

) Ay 2 CREORE . BE
AENFIENELTIESmgE1HIE

#1) EMETMERS 2 DLLLID SN, TN ZSBEHHED ERIZED
WS NIER

2HREEDRRARTELERTOREFRELUTOED THo k. FHISEL

EEEFRSSLT LORMEAZRELRL, Tk, BHOMESHOERI E

KERERRESEY. CROORRNS,. ABOBRRNITBTIERAD

REELTY ST LRGN,

. BN THRETRELE

EHEER (220 E)

R EEIE
HEFH 7:1215;.1' AeNF n=‘f5}51’ ) L

FT I 18 (11.8%) 18 (11, 6%)
FH 21 (13.7%) 13 ( 8.4%)
Ea 9 (5.9%) 11 (7.1%)
L 6(3.9%) 8 ( 5.8%)
Tt 4(2.6%) 7 (4.5%)
S EBEY 3(2.0%) 6 { 3.9%)
AR 3(2.0%) 6 (3.9%)
B - - 4(2.6%)
i 3(2.0%) 4(2.6%)
EHRBE 2{ 1.3%) 4 ( 2.6%)
e Eo S 1( <1%) 4 2.6%)
W) Al MERoRE - BE; REULE (%)

FENFIENELTIESng % 1H1E
#1) B EREmE e,
#2) WEIBLEEL,



<HEAICH T DR

RERBNTEEE NS R BE U BIEEERE (WV15673/697)
D 42 BRSBTS ¥ 7L RS OREIR SR E LTI Ry,
RE—EEREESRIZIBVT, 17 PRIMERESR S SR8
%, EFIFEWL 2% THo I,

A 27N L APBRAE RS (RAER)

e | AENFEE

-4 Ay TRy o =0, 0006
HEPTK 519 520 s AT
RESFERER ()" | 25 (4.8%) 6 (L.2%) . i

T Ay ) UEEOMARE - AR ;
FEAFECALELTIESug2 10106

#1) ZEREUFRER, 28RERNE 1 DR LBS SN, UL ALY
FiElio LR IC L DRERE hi i

Fi.

42 BEIREE™). 1 X7 e SR RO Y SR B RS R R,

B (WVIS799, 7 BES) RO 7 L PR EEEH Mo THR &k

FHEEOF -7 Kkl (WVIGL93, 10 BMIRE) [BWT. 1 LI

RRERER I TR 4.4 %, 12.0%, 1L3 %, Ay I el -l

SF0.4%. 1.0%. 1.8%THok. b, BMEFEHRILERS (WV1525)

D, TPFUBEREICBIDA IO VRRERERIE. I3RS

50%. AENFIVIL) LEEEEH0S % THO k.

B TS N REIHDR A LB IHEKSROBET R £ T

.

BEATORBEEHRE LT 2 A ET RS RILERE (WV15825,

BHET B R
WV15673/607 WV15825
RRES n=1039 =548
ok KRR A (IBERELEY i (65mpl k)
8 FIEA (AN SELU SR Sl ALy I UL SR
n=519 1520 n=272 n=276
EEGE | 36 18-65 64-95 65-96
[€:25)) (35.0) (34.4) (81. 8} (80.5)
#1) #7380 B OMMFNT 7 FEEEZ, 1 BORBFSSERELR
HEBEESHL TE,
BHFEEET R
WV1S79 WVI6193
HBES 2=055 n=808
st I35RLL b 1REE
- FER Ay I UL R TR FOHEE
n=461 n=494 n=392 n=416
£8GD | t2-8 13-82 1-83 1-80
[N (33.8) (33.2) (26.2) (27.7)

IR LEEATOSEERILERRKRO 2 BMRSMCRNT, 2
P LORERTECLETOFEERIILTORD THo k. THEERRT
SRS T O Hp 673 B (69,2 %) K. AMIFLET 986 Mk 71T H
(12.7 %) {tBERLE,

DoF EBEHECBIR T2 RES RO EERIZ 629 B 458 A (72.8
%), FRERSBOEEFRIL 630 HI 487 4 (76.7 %) ITRAL, DI FLE
HEIZBTET SRS HOEHEHFMIT 344 Fh 216 # (62.5 ). FHIS
TOH HELIT 351 b 230 4 (65.5 %) ITRBELE.

28, FRORLEAFEERISTLLAFERLEELL Y, £k, BEOH
et OBRMEERR ERELD 0. TNHOBENS, KEOBERRNR
B 5B AORRRETINTS T Lid ki,

B FRRBRTREBLE
ElaHEER (230E)
PR TS AENFRELY
HEFR a973 i T s
B 243 (25.0%) 286 (29, 0%)
3 104 (10.7%) 116 (11.8%)
[T 112 (11.5%) 105 (10. 6%)
W&, 50  5.1%) 92 ( 9.3%)
T 85 ( 8.7%) 81 ( 8.2%)
L1 36 ( 8.8%) 8L { 8.2%)
E.LEELE 67 ( 6.9%) 63 ( 6.4%)
b 51{ 5.2%) 57 { 5.8%)
o] 43 ( 4.4%) 52 ( 5.3%)
Tt 38 € 3.9%) 49 { 5.0%)
EEFRESE 47 ( 4.8%) 47 ( 4.8%)
A2 INT Y 41 ( 4.2%) 46 { 4.7%)
HEE 36 ( 3, 7%) 35 ( 3.5%)
1% 23 ( 2.4%) 30 ( 3. 0%)
B8 33 ( 3.4%) 28 ( 2.8%)
EH: 9 { 0.9%) 27 ( 2.7%)
BN 35 ( 3.6%) 25 ( 2.5%)
EX 16 ( 1.6%) 23 ( 2.3%)
HWETHR 23 ( 2.4%) 22 ( 2.2%)
#) ALy I LRHOAE - AR SR (%)

AEAFIENELTIASng 21016
¥ OARES RARTHE 3. 5kg M EDARICH L TRBENEAE A
Bid, 1EBmgElH2E, SEMESTSS,
FHES  RARY BB LoMRInH UTREE B - AR
1E 7Smg#1 1M, 7~10 HErSCH5,
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€3 E-31)|

1.in vitrofi 2 4 W APERR™
FEAFIENY YBERSO RS S THY, RS DBEEECRRE
Nt oL ARRERT.
FIF ZENY CBEOEEEI D o TOARREBE > 7L T4
A A BRI (S HICs 1 0.6 ~ 155 M, ERHCSMEEEICS ; <00, 35
oM) TEELE,

2.in vivoliL D of JL A YRR . .
IUARUT Loy OAME BRI > 7V L APy A LABRET T Tid.
FRNFIEND CEEOROERS 0.1 ~ 100mg/kg/A) KL D, ARICHE
FLTEFROMM. BIRCESEROBAL, T NHEORLEEDR
BHRERSEED shuk, i, 2T M UBEBREFICBRTY AL AEH 24 B
[EHAH S oEDES (10, 100mg/kg. 1 HZE) T, £FBD LR EY1
P RBRICT MM EMED SNk,

3.t .
FeF I EI) CEEOEERG e FARRUBR A N O AR
DI TIZF-EEBRMUIZHEEL (ICse: 0.1 ~3aM), HLIBRZH
EUANAOCKRREE S OEREABMTILICID, U1 IIADHMEE
T 5.

4. Tt
AR EAGRERRICBY 2R ITH T ERHEY A N2 OBERITRAR
TRAEFETCEI0. 325 (471, 24561), 1 ~12B0/METIRA 1% (1946450 THo
e, THED-N L ARETAMO LA ITHRL. BHTIIHESED SRRk
fo. THEEEALEYAILATIR, TORRET Ly MoBRTRIHED
ETED 6N, BREBETOME, ERMIEREEALNS. BHizE
BLEVAILATR, /47224 —ED73 /BERMEHSNTHS,

(BRI T B EMmE)

ARNF I L AEE

{Oseltamivir Phosphate) (JAN)

{E2E4 1 (-) -Ethyl (3R, 4R, 55)-4-acetamido-5-amino-3- (1-ethylpropoxy}cyclohex-
1-ene-1-carboxylate monophosphate

—RE

s

- H3P04

T 1 CuHalNaO« + HiPO4

: 410.40

W FE~-MEHAOHERITOBKR TS 2. KRUASF J —biclided <,
IF Sl (95) DR RRERT . MN-SAFLPER7 2 RiCE
FI R, ZREPZNUIMCEE LSBT,

M & 192~195C (4 %)

AREY : B~ TEFERTAMIISEL. PV EER THASET 5.

(#FR5RE]

LERTONT VAR BT SEIERTELBRRAOMTE T L.

BRI 7L O AT A MR ORI RT SIS L.
HHYRHETeC L,

3 WL L1 ACFEITHT SH SR ICET 2 AN QWAL -
WHRICOWT, B, ARSBICHETsC s,

(2 £l
FE2ZATENTE 0 AT ETP)

100 #7742k (FTF)

[RERHGT LDEE]

AN FABSERENS > 7L 0 L ABRBEOREBORR OEHT
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B0 (EHA : JP15735)

3) HAEE  SRERE RS EREC BTSRRI SROMSBRRE
(A5 - WPL5648)

4) fEREHE  BHREREEA (S AF I/ 0 SORSRERR
(Bt : WP15728)

5) FHREF : MERHEEOBE (n vitoBBR)

6) HAEE : BMER54-0796 IARoG4-08021C & M BIRE B TR 1Y 2
ARE (EH : NP15718)

7) HHER  SHIEEEMA (CYP450)

8) HPIEE : BhdhcBe A (IR, fRERPIMDD)

Q) EEPNEER : B - AR AOBT

10) WATEZHR, {] : BIRAEEMEE 74 1044, 2000

11) #FEE : BIARERROEMMIOE &9 (5 WVISE70/15671/15730)

12) $HEFE  STERRETFHRROEREOR £
(5 ; WVIBE70/E5671/15730/15707/15812/ 15819, WV15673/15607 715708/ 15825)

13) WAE=EE, {1 : BRUMESREE 741 1062, 2000



14) #AEH  RACHTSEIATHERE J2ARES) (E : WYI5673/15607)
15) #AEH : ABECHTHELETHERE (120R85) (&5 : WV15825)

16) tAREH  BIETHRB (7 BRES) (E5: WV15799)

17} #AEH  BIETHRBR (10ERHRS) (E5 : WV16193)

18 HAEH : & M A ZNT AFARE B 1 LA 2B Zin vitro R INMBIFER
19} Sidwell R. W., etal. : Antivizal Res. 37 : 107, 1998

20} Mendel D. B., et al. : Antimicrob. Ageats Chemother. 42 : 640, 1898

21) AR BEFLIEBE PR =7 PUBRBREFL

22) HAEE : A SIS -YESER

(emEa=Rs]

FENBIESONAERII O EL THTRICIFHR<EE R,

A A ERERE Y —
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EER =
* B rﬁmzm (AR EDER] TAM":LU HEFEMEE | 2002467 A
DEBR. TEIFZZENNV VBIERSrOvT
{EAMR: 35 ) B ! 7
(444 I SR 5 B HARR P
LERTBIE) :
-
ny;mb—:'
— 2. 1BEROBIE (EHAKER, FiER. L) KHT %

LEROERICHE> Tl FHOLEREEBICHHATS
Z& (<WEE - SIRICEEE T AR LOZFES>OREER).
J0BEL LORBREOBEICE VTR, BRERITETSH
200, FRORARICEETHERAL. BEEFOE
WICE SRR BREEN TS, SO0, COEROE
FHicid. SHHE. BEESEHOENAMURIBELHEZN
SFESERVTIE. RRIELTHFROERAEZELEZSC
&

Fh, MR- REEFCOWTIE, FE—OFEEEFREY
LHOTHNLEREEL T, FRICLSLEAMEEZN
%id, ORBITHORAOEThMHI L, @FEIC
BOTEBELTORE, Ph<eEd2 AR, REESZ N
B RREES—ACEOEVLSERTSSICD0T
B2E - RECHUBBAEITI L.

B8, A7 NI YRESICL>TH, REDERNE
NWHEDBENHIOT. LREFABOBHAZTS L.
3. FHOFRREETOERIFHREENTOALN,

[a~]

[EZSCrROBHITFRELRNI )]
FEOHEF Y LRRECREED S5 E

(485 - 1K)

R ® A FERINESAUwT 3%
YRS FENF IV EEH 39 4mg
-aHE (FELFIENELT N mg)
w4 ZURY b= FERY, POERO2VFT
(1) S TFEANT Y BAVTA, By FRY
WA 7 AR, BESKS TR, DaiElBIR
Fho FFAPY. RHEEHENVSURY R,
EH
FREEE~HEAEOENNIROL 5B TS S.
% W& 10g 2K 40mL 250287 15 BEHBL<EDR
HHEE HA~PREAOH—RBEETSHD.
[2haE - R

QABIZBE ¥ 7 N Lo L ARREE

| <t HRICHET 3 ER EOEE>
LBRIZAWSEEIE. ARIREBRA IV Tl
ABYSEE BW I N BEOABNRELDN, HvT
2B ENRARIRIIBIA 2 7 N1 )L ARRSED
ETOBEEFEIIHLTIRAATII AW L 2REA, BEOD
Rz THE8L LT, FHOFHOLEREZRECR

CEEazL,

HiZ. YREUVERECHLAT, FOMDERTIEZS 2T
NI PR EBECEMENT EEBET B &,

#) R -EFSOMFTACLVERTSCE

(1)

EERUESEIZEILTHWEY (NESE~0BE) O
21),

3. FBNZIAR L ZBEIT 2 7 I3 Py N ZBGE DA D%
b2 A A A

4. ZFNZAESRECRPEN 2 (EBREAR0TE ©
HEHR).

(R - Bx]

BE, BACERAELSIENLELTIESmg® 1 82E. 5
BR. FRSREL TROSE5TS,

WE, SRR AENZIENELT,. 1HZme/kg (RS-
PO TEELTE6. Tme/ke) 21 H2ME. 5B, AL

THEORET5, ZFL, IHERBEERLEALFIENLELT
Smg &3,

<Rk - AEICHET S ERLOEE>

LBECHWAEEICE, 17T P BEROREMS
2 NI REZFIET DT & GEREEM 5 48 BEAIEE
BIESE2RABL-BECBI2ENIEEEL T 257 —%
BEsRTHhaW),

2. A OERERERE TR, nETEERENTS0T,
ERECETICALT. koL I al5EsHRETAE
& FHEANC BT BEMICE D). NEEOTHREmERE
TOFERERI DN,

SVFFZLEUT I Wlif) &%
Cer>»30 1E7%mg 1H2H
10<Cer=30 i@ 7mg 1H1MH
Cer=10 HERARIIREL L TN
Cor: 2 UFFLPYTFTUR
[ERLOEE]

LEERSCROEH CIIESCRETAIE)
HECEHERRERE (<AH - AREET SR LorE>
RUTHELELNRER OFESR)

*2. BELGEFRNIE

(AR EHMBOFEATH Y, SHENETL TWAEAR
RINETRESF LB ETRANSES 0T, KFOES I
LT, ZL7ForZ0) 75 P AMCECZ<ARE - AR
EET S MALOREE> TEINT, REFEHELANG
HECREST S & ([EMBE) 0E2R).

(2) R BEDS A > T IV Lo L ARBSEI S L /20,
A TINETREREBRZND ZENHBDT. HIER
BEOBREITE. EARRST S SElREET S C &
(< - BHRITBHET 5 HER LOXE>OEER),




3. Bl{ERm
AT ENFOEERE TOE 309 MicbWnT., BUHERIZ. &

il (27.5%) @D Sz, ERBERIE. MR 21 ¢ (6.8%).

FRIITH (5.5%). MBS, 12 4 (3.9%) ETHo7. (REH)
RS- 20w 7H (1~ 12 ROYNE) ORG-S TOMRE 70 H
BT, SRR 35 5 (50.0%) 120 S,
VB 17 4 (24.3%), TFHT 14 48 (20, 0%) & TH .
(NVEXALEIER
Niawd, TH24 5% —BEER EERR) . > avd.
T 74 IR BERNS SDNBZ ENBE0T, B
AN, SEME. B - R RERE MEET

(REEET)

Lrd ShNSRRIIREePIE L. BYALERTIT L,

2)Ehze EERR) - MRAOREMREZNTNEDT. B
HWHRED S NAEREITRIXRS ORFICL U R EEHTE.
) &L, EUANBETICL,

IIREERT . AFREERE. A5 (HEASH) : fiEFiEo
BELF#. AST (GOT). ALT (GPT). v-GTP, Al-P®
FL W ERESMES FiEEREE. HENSbhaT &N

HHOT. BEETHITTW, BESED ShABEI

#E5xPIEL. BYRABETI L,

4) fr L IR ME(R B (Stevens-JohnsorfEIREE). PEMRE
FIELE (LyelEMREE) GEEFR)  EKEEERERS
(Stevens-JohnsonEBHE) . HEMEREHIEE (LyelSFERERE
FORERENRISDNEZ ZENHEE20T. BEETHIC
T, Z0LIEERNG SONARAINE. #5241k
L. #EkaEEFo L,

HRNERE EESH) T FENbohbhasn &M
HHOT, BEET4ICF N, BEMEED MBS
HEIZREERIEL, BPLMBETIC &,

6) BMEkEEL . MNRED GHREFRE) : |mERE D>, ma
BELHRBEDhBZENE50T. BEE+TIICT L.
REFRDONAEBEIZREG 2P LTS E, B
iRk b o

TER - BEER GEEFH) AR - BRER (FiaE.
RETEH. #x. 0. B8, 185 fhsbhiand
MBBOT. BEETHICTNL, BESEDSHAEEIC
Higgemkl, ERCHGUTEDZLERZTIC &,

B) Wt A2 (EEEREH) - i RBR RSB EDhB T &
MHBHOT, MF. MEFTHREOREMED R
WitsSESEL, BUAAEETIZE,

(2)#DHhOEHER
ROEDBEWERDS bt Beicid, ERICB U THRE
#HbTaaY. HAANEETIZL,

FEABWER.

b i)
B REHE 0.5 %EE
o4 Sk, RS, HL
(BT es
). mEm. X
THim .
H{LEs OF 4 - DP% | By (6.8%). T (5.5%).
(FEEEEE). | EE (3.9%). mEH. ELm
M, AL, B8 EE2E%. ORFTHRE.
., #bfEE | ABRE
BRaRERh | BE, HFE LU | @, R, FEE, HE
. “EE 1
TEIRER LEEAER. OE
HEARSE, (OE
EREE (ST.LH).,
Bhig
jird=] AST (GOT). ALT (GPT),
7-GTP, AI-POLR

(2)

BB BT 0.5 %L E
217 MR EORBE
Ri#E EFRERRIEIN
PR R% SEZ R,
R fR DB (HEFRE
=, 28, #4.
AR %) _
FDfth H. R EE | M ROoBER. .
. . RET | B
B iHim
BI10w A
AR RERE 5%BlE 5 % A
B EBRHE. FI3E (S
Hzeair)., ®BER.
BFHim
JHALER MBS - OFR (BE | W (24,3 | 8@, .
E2EIN. nFE. AL | %), FH |\
F. k. BRI | (20.0%)
BEMESR | ER
{ETRER FEAER. L=
WARE. CERE
H(STER). #HiE
ArEe ALT (GPT).| AST (GOT)
L5 +&
ER BB (HEFEE,
FH, HE, s,
FE RS
SOl Hops (WaE. St
). FeEL, Rk,
HHE. RETEHIMD

H2) R o ERB B RREC TRE I W AAESENT
ERWEWER T DWW TIISERRAE L,
4. mEmENO®RE
EACEEENLAT AL SHEERBREETIIE. ER
OREERVESIIESREY & OBICEIZED SN T Wik,
—RIC R T, e CEAE. RS DET .
Hx OEBMEREE TSI &AE 0D, REEEHELANS
#E5THE (<AE - HECMETAHERLOEE>. (¥
ENE] OEBR).
5. 550, EN. RAMS~A0RE
(DA TIRTEREL ThaaliEt 0 2R AICRETAHEKIE.
R LOFRENEREE EED SRS NI B ST 0AE
5938, [REVOBRSCHETIRSEBBIEL TW:
W, EifhsEE (T b) TRREEBRESREINTNS,]
@) RARBICRETIHBEGICEBAERIIES &, [BithE
B (v b)) TANHRICBETT S &l ahTns, ]
6. hREFEADIRE
(D 1EkimoBRR (EHAKEE, FH4R. AR RET3%
HRELL TWiaL ((Zo/MoRR] OESR).
QEANTEEINA RS 309 FHIIC L S IAEGRERR
BT, 4ES 1 kg RO RN TS ERARRIEZL,
T.ARRS
HEERTH., BERSICL5EFEESNFHEL-EOHETR
Ll EATOREREAERSE LA ENFICLSE 1HE
BREREBICENT. 1@ 200mg M EOBREICE DIES, &,
BHE (BEMERER) BBEFRTNS,



8. ETOMLDEE
(MERNTERS NI AL 2ENHETFRRIC BN T,
VREMNELR-OBSENR1MSS, i, BN TEES
NEAF S LB UETHRER TR, BRNEEEH
T AEHETHEAEB L EHmEEN 7 flicashi, ki
ERBIZBN T, BERARD 00 FETORARCBTE
HHEFILED ST,
ESTHEIEE IS T RN LB B LRB B HE R OB
PSR REEENA L LB THEERERIIBNT. 12
TN T RERRIC N T 3R TR TS R LER
EERAONTWRY, Lirl, #5850 Y1 AR
2 ERICERL. COBE. B8, HRwN/ X
B/ ST oEEMMATRICERL .
GIENTEMINE RS 0y FTRIICE 2 BERESFNE
ERHE LB IHERARIZBNT, HEEERIET5IC
BEL> T, —F. TEHRBWTRICREZBEITS
BT,
WENTEEINAT A2 8RE (65 B0 L) 23
HELBIHEEERRIIBNT. FHOBS L1227
NI YRR 7S R EE LT, #9750 BERI (23 %)
SR L. )
B) X HPItEEL T 7 NI BB L BB AR
R DELTHERELEERIES AW,
* % (OFET v POEEREDOSSHERRIIBNWT, A RIFIE
J1) ERHE A 394, 657. 788, 920. 1117. 1314 mg/kg DR
BTHEERORSLARK. 7ARS vy FTIEBEMIERLE
L6567 me/kg DA ETHD &NAE, Ll 394 mg/kg %
WELETARS Y FRU 1314mg/kg 25 LERBS v
k(42 Hilp) TRIECEED shahof.

# ok (NFEETy POBEEREORE F 223271 Y ARBICBW

T, B SN EBREBISFENIZI YD
B/ mEHAUCES., 7 HEFS v BT 0.31 (3%4 mg/ke) . B
D b (42 HiE) T0.22 (1314 mg/kg) Thoi,

[EyEEE]

1 hRICEIT ZRMBAE

<BFAICBITAHEA>T

ERE IHEESBICBN T, 5 2ng/kel A 2 BRSHOEERBIZBT S5 S
I LSO SE AR R 12 BEIZBE D M il 2 e BT B L THEL
7o ZOFR. 25 TICHET ZMMPEEERE eI hoEBBlzEN T
115ng/mLBLETH D, Hif 2L LABEEMBFTE SMETRIFL T,

H#&ABRIZ S5 m Y iR 4 hefd FOF 1 20 fl

MyEehEE
32313 HE 1~45% 5~8iR 9~125% EdtS
(ng/ml)
4hr %k 7 5 4 16
iy 264.0 328.6 354.8 306.9
-t 56,0 30.8 8l.2 66.7
Ly 252.0 330.0 346.5 308.5
Bk 188.0-366.0  280,0-355.0  265.0-461.0  188.0-461.0
cv . X 22.9 21.7
0% f¥EMEMG  222.9-305.1  299.3-357.09  250.2-450.3  277.6-336.1
12hr  BIE 3 5 2 15
i 170.4 165.4 2405 178.1
foti A=) 3L.6 40.7 13.4 40.4
P 162.5 167.0 240.5 167.0
B 128.0-217.0  115.0-216.0  231.0-250.0  115.0-250.0
cy 18.6 24.6 5.6 22.7
0% {NERR  14D.2-191.6  126.6-204.2  180.5-300.5  160.7-196.4

BEABRIZBT SEERETOLRPEEANE-FBRITOy -

(ng/ml,
500

-
3

g

g

RERRR-EEE

g

L=

(R

(3)

HBAICET BRER>Y .
RESBAMEERKLULE 2DOMERBIZHNT. 1~58E1~2R, 3~5R0
2HN—F (F120) RS~ 18REE~8E. O~ 12BRII13~18RDAYL—F
(&6 ) . RAEREIZ2.0~3 0ng/g FHEBORESLELE, 1~2R18
1} HEHEADAUC=IL 2, 810 ng-hr/mL T3 ~5 Rz LT 16 %{Eho k. B £#
S~ 13 REBVTERS~SEDY I —7 TR 13~ 8 ROI ) —F T LEEEO8
SR, BRELTREECETFTSBOSNE, FHS5~8ROS NV —FITB 25t
HDAUC-IT I 13 ~ 18 OTN—FIZILEL 60 X TH ok,
CRSMRY A—F BT BEFEOREDBEN S A -V Ay TN 5 mg BT
50 mg REIEE=L 2R A B SHEREL D JFS NEERBBNAS A~y L LK
&, FR5~ RO N—F 2B HAUCIRERAD T5mg (1 mp/kg TS 51050
SAUCERBRTHYD. FHO~ 12RO N — T TIRREBEAD 5mg BT 150 mg OEICHY .
EH 13~ 18 ROV —F TREEAD 150 mg (2 mg/ikg IZIRE) E@MEETH 7. BRI,
T RTOERS I —FIT8T 518 12 RMERICBY s mFEIEFRERBRA BT B
HE 150mg LB MERASBOTEL, AT IV TN ABEENFETES
WEEEMIT L.

HRY N F I BT B OEMYIENA S A—F (2ng/kp

NEF —F AUCH= Cmax tmax tin

(FI%0 (ng - hr/mL) {ng/mL) {hr) (hr)
1~ 25 12) 2, 810:-871 121451 5,622 14.9+7.3
3~ 5@ (12) 3, 350678 17973 5.0:2.3 11.3+5.5
5~8#% (6) 2, 46368 183436 3.7:0.5 3.8:42.0
9~124 (6) 3, 208:+-384 231 ::46 3.7=0.5 7.8+1.8
13~1838 (6) 4,534+629 319:+76 4.320.8 8.1+2.2

meanSD

#HIENTIA—PRLI~2830mg. 3~ 545 mg 5% Zng/g CRELEHD
BFABRUB A ST B85 | AEOBIEEORBIENS A—F

H5R AUCw Cmax tmax tw
{mg) (ng - ht/mL) (ng/mL) {ar) (hr)
75 (H#A) 2,107+ 374 191 +32.5 4.91+1.02 6.46::1.42
75 (5A) 2,2714+1, 105 1424397 5.84:4:1.16 10.0 *6.86
150 (B#FA) 5,189+1, 187 46884, 3 5. 160,754 6.30+1.95
150 (5.A) 5,036+1,524 333+93.6 4.42+1.11 7.81+5.23
mean+50
INEDEEEEY )T F R OIEMRIE
(ml/min/kg)
E 30
§ 25
£ 20
rD: 1 *
%% y=—10. 0986x+12, 633
ﬁ 10 R*=0, 3054
> I
5 5
g
A 0
0 20 40 100 120 140

60 80
# Hkg)
1~ 18 BOMER 2mg/kg DR T 1 H2EHRE LB, EiEEORERY. BAK
B IRERRUEPESTINAREELARTH . BEATRINSHRTORY
MROHH S, BEFOSUT S AMMEERETHS ., FRIEVEI TR LR
BEA. BRETIEECFROZBELH/ L0, FHITHMATHEEEHEE L hBR
REEARE LCEBE Tk,
2. ERR & ESVNR ICE I S A REO R (FR - BRI
JIR % 2mp/ke KHLE L BEANRIZE Y SEHRBTO MM RIS E KR 4 hefi R
ULzhefizo g, 3 SOESMRRERS AR (2me/ke) RUEHRRAOHERT>
fe AR fER U1 2ol S HEEL 1=, ZO#E. AERANRIR B D 4 hel RIF 2hoif i3 B
SNRIZBI 5 Aol R 2hriE DA H OBERMII S o .
3 IR OEMRORSEE (R RN
BIACABIRT RS T LD T HRBEABERE L L5 EMFN R SERERRE . &
HARF%STHD I LASRE Nk,

B2 0y FHARTATLAH 150 mg LRSS HOELFOENBRASA—F
(n=18)

#E AUCrw Cmax 1max e
{ng * hr/mL) {(ng/mL) (hr) (hr)
k31nyFH | 6.870+1, 360 546101 5.1:%1.5 7.2+1.7
HAENE | 6,940+, 620 615147 4.5+1.0 6.4=1.5
mean+5D

A FbhE (BORLLE) ICB(F HFEHMEIE

<BEAI-BIT RN

EMBL EOBBE SHIZT LIS ENLLTH o2 HEEORS GRAR) L
FOHROBEEORPIRNAS A - FRUTOEBDTHok,

B AREE (B0RLL L) OFEHORNYEAT A~

»E5E AUCr Cmax tmax tw
(mg) (ug - br/ml) (ng/mL) (hr) {hr)
75 8, 063-1-604 43929 5.0+0,0 7.0+0.6
mean+SD



5. BRAEREER(CHIT SRNEES

<HEAISBIT DHRH >

PLFFoUPVTILA Ca) @itk DERhESREREEZ S0 2048
ERSEL, FRAFIVLELTI00ng? T 2E%6 BRREHRSLEES
OEEEWHRIL. DTOREOLSDBRIMICERE L, RELHRERT
HFRBWTHRSEOREMLETHELELC N,

25MAE6 HEIC B 5B EROREBMNT X—F

Cerfi AUCoru Cmax Clio-12
(mL/5) (ng - hr/mL) (zg/mL) (L/hr)
Cer=30 43, 086+ 18, 068 4,0652=+1, 519 1. 54+0.55

30<Ca=60 13, 010+ 4,158 1,514+ 392 4. 190, 67
60</Car=50 9,931+ 1,636 1,058+ 183 7.25%1.15
Cer>00 4,187 630 494+ 80 17.50+2.78
meant 5D
6. W EHRR

<HEAICEBIT BRN>
FuILFIENRERSHREEOIORX Y REOHAIRLIBIVF S
AGET, AUCRUCaxO# 2 ROMMMEH S HE, TOZERToF
g ERR R TR NI T ENFIEINRRAEETHEEIhDH
AlloftRCLVHEHHEFREETSAREERELTNS, LML, T
DAL SENTROXMOTEIL. REBOWBMDETH R EMEER
CEETHAN, .
B A 2PN I WA NABEE I DEREINO D I AE STk
ENBIHEW LAY I PR, THOS BREME, NSAIDST) Bifix
ERICHEE2 SR IURIEOLIEN (MTRERES) O£ < OBME OEERE
RidBat EirTwizn,
1. ERREEY

FENF I VIRFEGEEFEOE b, T b, v RUS ROMEEE
ORESRIZ. ARNFI BN TRETOREIIENT S0 XU TORETE
A, EEATRWTROSEIBN TS T I TOENLOTHo 72,
{in vitrotL )
B.fLGH - gt
<HBEAREIT SRNS
FANLE MoBWTRORSBEEGMIEL L TR TEEKICIASREH
%o PREABTIINLFRZFAFI L ELT 7.5~ 300mg) HEHE
PS5 L R L&, REBHRUTEEE S HhE TR 48 BRME: T 70~ 80
ShRIC Rl X R,

i, AL IEVREREIZ DY —AEAWERERBICL D, PO
LSRKIEED SN, P40 2N LARBHEEHORHICLDBRE PSR
ROEBITH L ThiEE AL ENES2lahoT,
MEACHLTRES AR - AR, 1E7mg 218 2E, 58M#Rs
THS, HARICHLTREXNERAE - AER. 18 2mg/kg2 1 B2
5 AMRSTHS,

(BE) BB OHE
l. ﬁ 0

S o b[MCl-F RIS S P 20 mgikg 2HEZOMEL 28 HiHh
RAERBRICHESPIEAN L. BETENUL TR, BEEZRILER. B
RTREEERL. BB 1 DLFASNTHIRTRAMOM 2ET
Bolst, PEMERNOBITIRP Mok, BICBEWTHE~OBTNE
B, FITHHGRAGEOEORN 1/2 Tho k. RRIEIEE 8 RME
ETITAEED S EERRCNRLE,
2. A

BRIy ho['Cl-F LN F 2 VI l0mg/kg 2HEROTS L. ML
HAHFCBAL, #5 1 REETENSRICRLL, TO%, IMdhEE
IS THEL N, RS/ b s IR i iC B CE D
T

(RePRR#E]

<BEACEITDHM>"

ERTEBENEAM (1~128) 255 ELEBTHERKRR (V16284 i
BWT, A 2 INLFRBEAREZIRE S9H (> 7T R 1L
ASMEIVAELE) T8 PN FERER (5, BERSwEEL.
#8374 CHTFICEH$ 5 £ CORM) i 72.5 K (fiE) Thok. k.
PRSP OMHED 37, 8 TAKICEN TS X TORMNE 21,3 B (F8E) THD,
P (37,4 CRUF) IZEMET 5% TORMIE 35,3 B (duri@) THolk,
ERTEBE N RENRE LB IAEERBIIBNT, 2% Lo
BTELLE2TOEERKIINTORED THoft. EBCRLETEERILY
FLORIEREERHLLN, £t BEOHEPHOBERMEREASR &38R
B, TRNSOHENS, RMOBRRRICBIISEIEAORES 2 TFRIT
BT &idMski,

BRI THRE LA R HER (2%

HEFH FIF I ) B =70
ekt 22 (31.4)
T 19 (27. 1)
ALT (GPT) 3840 4057
BE 3(4.3)
FEMESE 3(4.3)
AST (GOT) Hthi 3(4.3)
4] 2(2.9
hEH 2(2.9
oA LA BB 2(2.9
FpREM 2(2.9

i) AeINFIEIL) CBREORE - AR
FARAFZIENELTIE Zug/ ke ®1B2E

FERIE (%)

(4)

<HEACEIT DRA>

KEREHFSIZEWT I~ 12ROMATERI NS SeReBELES
HiAEEF AR, (WV15758) @ 5 QRIS IC B 31 > 7 )0 T2 PR HIRT (ux,
MERAWE L, kil 37.2 CUT. BEHO AREEIIEYTS S TORE)
Y BEMEELFIORY .

A 2T PR (B

5 5 A4 27N LA
*® A o | EEEY ) wll @sxEmEm
R 101, 3 B3>
AENFIELUCRE] S 217 4 (88.3-118. 3}
o o 137. 0 RR ]
7oA SEM | =5A {124.5-149.6)

I} AN IEN) CREORE - AR

FENFZCNELT 1B Smg/kg 1 B 2
#1D A 2T WL AFRRE A AR ARSIk 04E Ui,
#2) p<0.000L (F SRR EDHED .
FEAFIELY CBEICLD, BRAMOSHBSROW, BEEEOET. 1
F NI AFRERORRRETAED 5h. SRORMENRDSTE,

AABREBRTRRELEZDHEESR (1 %0

TobER FENF I
HEFR n=353 5n=34)2j i
[ 30 ( 8.5 40 (14. 3
s EL g 50 (14. 2} 37 (10.8}
il 37 (10.5) 30(8.8
[ 14 ( 4.0 13 ( 3.8}
B 1337 12 ( 3.5
Bilim 9(2.5 10 ( 2.9}
[ 7(2.0) 7(2.0
Fitifs 131 7(2.04
Bk 3(0.8) 5 (1.5}
BAR T 8(23 5( 1.5
- EdL ] 5(1.4) 4(1,2)
EHIMmE 6(L7D 40(1.2)
ERE 7(2.0 4(1.2)
) AeNF L) CEEOARE Ak REH (%)

FELFIENELTIE 2mg/kg 21 H 2H
#1) FHRRSIEPERZSD.
#2) M EERH RS0,
BB TEHERBEHER (5~ 1222 57 SHdleHie LAST
PR (WVLS759/WVISRTL) 13, SIS 500 8o xt U BRFIRIT 335
FTH . ok, FROHEHIEEZRET B ITRF > Tk, 127
IV TP RER N (Fho) 13/ 123, ORERL, /S E R 13L 3R TH o,
e, FEBITHWT, MR EBL-SLEES 1 BB (FEV) OEFE®Bi
FH0.8%, T5ER4LTHTH ok

€-39,E51)

1.in vitro3i 2 of Jb 4B
FENFIENICBERTORS S THD, KRR DEERIIRBRE
nEwl. MU LAERETRY. ‘
ARILF I N ARECEEERS vire TOAREIBET 2 71 4
VA DB EERE (ZREIEICs : 0.6 ~ IS5 M, FRESEEEIC : <0.35
aM) THEFLE.

2, in vivoliu W A JL AR
TOARUT x by FOARBUBEA ¥ 7L W0 L AR TR,
FEILE TN AREOEOHS (0.1 ~100mg/kg/B) 1oL D, ARITHE
FLTEFROWM, BEICEIEROBD, I NAHBOMLE 0K
USSR, k. 20 PUBRRESFILITENT O AR 24 B
g S OEORS (10, 100mg/kg. 1 B 2E) T, £HFBEOERE LA
LRI SIMMRAES SN,

3.{EFpepen
FELFIELY CREORBIEFIE FARRUBRA 2 FILI DI R
OJATI S —FEBIRMEAFL (ICx: 0.1 ~30M), HL{EREH
UL AORGER, S OB EBEE TSI SICLD, UL AONRES
49 5,

4.t
A RCERERER BT SERITHT BRHE Y 1 XD HERIIRAK
URETH0.32% (4/1, 245 5) . 1 ~1280METHA 134 (19/4648) Th>
Fro THED AL ARETARC L AITdHEL. BETIRHEEIED S hitho
Joo THEZBBLETAIATRE, SYAREZ by FCBRTHRRED
EFBED SN, REMETONA, EHARENEEASKD, iR
BLEDAIIATR, )1 2324 —F07 3 /BERMBHSNTVS,

(BRs AT SE{LZHMRA]

—REB : F I F TELY B (Oseltamivir Phosphate) (JAN)

{e524 : (5)-Ethyl (3R, 4R, §5) -4-acetamido-5-amino-3- {1-ethylpropoxy) cyclchex-
1-ene-1-carboxylate monophosphate

’Q



« HaPOy

SF : CuHaN:Qu + HiPO4
SFR ;410,40
#E B BE~ARPAORKETINOSEEHRTES,
M =:192~195T (4%
SRR : BE~PEESTRECHRL. TV EERTHEIIART 5.

(BB EDEER]

L ERMBPIT 5T SMRBIRE <MD EATE T &,

2 BRESBDOT. MERIIELL. BAERITRETE L.

3. PR A EMUL LR T 581, RREXRAH WCUF THFT5Z
& HBEARL, BRERTTRETS L,

(2 =]

FITNWEZIL09T3%:30e

(€23 009

1) #hiREl s AMBICB B TR EES (B : JV16284)

2) P MR ICB S MENR A RO SRE RS
(B4t : NPI5826, WV15758, PP16351)

3) LAREH : BRDRRUEA ST SEERB O
(E341 : WVI5758, NP15326)

4) HPEE : FEFIRMAEERWREAR T BT SRS R OEHE,
HBE% (B4} : PP16351)

5) #HPREH : B2 0y FRELH T ILAR O S ERE S
(B4t : WP16225)

6) LNEE - BREREEE IEBREICBI IRERS HORSHBRIR
(E4h - WP15648)

7) AP BEEIRRA (S AFVL/FOARYR) LOTHEEER
(5t : WP15728)

8) HRFH : MBEARECHEE (n vito B

9) FHPIEE : BE#KRO64-0796 ], TRRob64-0802i= & HRM I R TR RN T >
AL (HH : NP15718)

100 hpsRbe : BIHETER (CYP450)

11) #hREEE « Bpsidd « A (RS2, SR

12) LREE : BpsEd « A hBT

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

14) HRPSEEE - BERE A6 RICHT 255 IIEH LR
(E4h - WV15759/15871)

16) #HAREH & b1 7V A FARBUBRIY LR IZIT Sin citrolMFH]
A

16) Sidwell R, W., et al. 1 Antiviral Res. 37 : 107, 1998

17) Mendel D.B., et al. : Antimicrob. Agents Chemaother. 42 : 640, 1998

18) HPMEE : BHTFILCBITSHE =7 P UBREF

19) #PRE : S F2 2 -YREER

Uscmreask 5E]
EEXRIEROERREAIIOS LT O FRIICHRSEE Y,

RSNt ERERE Y —
T103-8324 FREPRE HFFEE 2-1-1
|5 ; 0120-189706

Fax : 0120-189705

hitp: /fwww. chugai-pharm. co. jp
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e ] ROMBE RS Sk
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®F.HR7vr T 0ot (A1R) BEHE
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3 3% 200045 10 I BLET (1200 (__ ; SKETRAD R Nt
20084E 1 AMET(S1140) RN HFrIAH 87625
s UL
R LA BERR, RELENZZX
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froB L ERRE ZhEEE BN|  2007% 1 A
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= &) R BECHET SEMEORE
1. REAEZHFRICAVLREBAIL, ZEHOLENS 1. KA 2 BB BVL5E, BIEE. THE2BRYER
HECRSET2Z &, PSRBT A I EPEE L (EREEA 548
2. A TN VPS40 XEYAE O FRE O HA Eﬁﬁfﬁﬁfiﬁﬁfb?ﬁﬁ“ﬁ”ég%&*
RUZFUEETH Y., RAOTHERIRY T 57— FHRONTNER),
)T AR S B b O e 2 RHETHERC AL, RORERLH
BTk,
[= kOB S LRV &) (LA 7y VA R E R E S s L

AR DR L TREEDCREREO D 5 BE
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17V AT —BcFF 2 RN EFFIVN
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L

W) IGED E LTIER RS,

[zh8E - BE]
ABIOIBEIA 7 Ly 7 4 VA BRBSEDBEERTEFO

XEE « HRICEAET SR LOERE ;

1. RAZBEBICBVLBAKE, 74 VAEORE |
WETOAB LBE A ¥ 7T VWY A LA FRYE |
@%ﬁhﬁﬁﬁfﬁ&wbt&%ix\$ﬂ®ﬁﬁi
OLEHEEERRHT L L,

2. BFEBRCBVDHE. A ¥ TV PRERD |
%ﬁ#%zﬂﬂﬁm&%%ﬁ%?%:ao

3. FHEZFHIcHw HBEITE, KRRl LT, 417
WL AN ARESE R SE L T W BFORE
FHEXNIHREFETHLTROE LSS LTS,
(L)EEsE (esmll b)
eneriEREE
Ot EREEE (BERAES
R ERE

4. KEBCE A ¥ 7 WLy o LR BRYEE I 1%t
Ty,

5. AFTHEREE RN DN (T, BEERER
HEEE (1) 2R,

(A% - AE]

1. BECAVES

WE. BARPNRICE, ¥93 ¥k LC1E10mg (5mg
TYAY—%27YAF—)%, 1H20, sHH. BH®
TABERAVTRAT S,

. FHICAWRHEE
EE L BRARUUNRIRIE, ¥F3 ¥ ELT1EN10mg (5mg
FYAF—%2FVRF—)%, 1H1E. 10HFE, EH®
WAZERWTEAT S,

RS EEETL I L (B NSRRI R
2B L- BB AEREEEMNITET— ¥
BEs hTnin),

(2 > 7 N Y o e ABRSHE T 5 FERI R,
R 2EELUTRAL O Ml oABET S,

. SRR RO R e A A B PR AR
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HOEAZE (IR BRSNS 2640
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P Byp k(. ERGERNEE()IBR).
(A LOEE]
1. EBELEFNEE
(1) REREBRIEITHTHLLO0, FFOMHZICRE
TESEOHASEEREBR L APRES AT
Bo B RBEEZICoOWTIR., REFDIC L 28
EEOFF—OHRZHILT S -DOFHN EHE
EUT, BENC L B BEFEES B, ORY
TEORBEOBFIAEDLZ L., QYBIIBWTHE
BETIHE, Sl Ed 2 HAE, FEEESSEANE-
REEEF—AILEZLRZVIIERTAI EIZDW
TEE - FHECHLEBPETICE, 2B, 177
WEyHRRAESIC L o Th, FEEOIERIHELS &
OH|ENDLOT, FREFABEOTERETS Z &,
R, BREE EOEEAHERA, SI0E 25
CERBRED ZVIEASFETRECBES T
L RBEERY A w (CBREE oEHSR), Zhb
BEA~RS TSR, AFokE o sE
Lassstaz e,
FEXWER B EERRESO BN IFRS
ERDH5BEIINTLHEHAZEND v (TREHE
HIOESE),
BENITSEOREEE (2L, 2o von
TP B S B VIES)) & A & LA o BE
%%ﬁﬁmﬁwf\wﬁMHﬂmﬁ%iﬁﬁﬁ%b%
hize
A INT WA A REAE L Y SE RN
TETLZZEAH), FARSBRIIEETRER T
TR T AR b NI & v ) BEDH B (PR
EEOHAREEL2VWEREEIIBWTL HFELHEND
B)e TOLXIBEREDLDAES, KH DR
S&pL, BULAEBETI L,
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WAEEADD B BE R FHIT HHEIIEERY
RSB EEERSPREI A THRESESE LA
FIZHBETHZ L., LERERTEL L ERE
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(4) HIBIEESED A > 7L o4 VR B A L

b, AV INTUFEAEIKERR ST 2 EAh 5,
B REEOBRA ., BN 25T ED
LALBET) L (ThEE - R ICEE TS FERH O
?E%:JZEE)O

(5) FAFTERIIME Y ay rEREDLbIILD

HEVHD, COEMPI gy rEKES 7L
YA W ABREAEILAE D B, FEAkEo£ IR
OERIINA, AR ZHBALLECE, T-EE
CBEIEDICENBERE 27 THRENSS, B
FIEHRHEAECERI L TWARAE R+
BREE, { DHWIREER 2 ITEA%) T|RA T
ArHigETAEIL, T/, COLILEENLD
DI ZBEITE, BHFICNBE 2 L 598
EEBIT, MEEITD 2 L EYRAEBRITHIZ L,

% 2. EMER
B
<EA >

ERERABICBWT, BEF2916 (40mg/H 1114,
BA - BEABEOPEEE) h, 5081 (17.2%) IC TR

REMERY ¢ ORI IE S W7z (R
8 PR I UM e R F I AR e 5303l . el (1.3

9@Kmﬁmﬁﬁﬁénto%oi&%@ﬁTmnﬂmm
%), BEH0.13%) . Tl - IERE7H(0.13%), BRE
Egﬁﬂ(OH%)TZ‘F)QT’(ﬁ%Eﬁﬂ B

Fi, BN BT, TSRS, ERE. ERE,
OEEERESED 7 LAY —Ri5., SET#5. PR
AR S e,

</HR>

EHEREZREBICBWT, EER 14565, 35 (2.1%)
CERREEERY 2 S UEHER RS S s RN o

Py

(1)

ENEERRBEIZB VT, BEMerfld, 26 01.2%)

R E R 2 S ORI MRS & L GREE .
EXLEHER

DFFI¢I% L —HIER | OFFREEESEO 75 7 4
I & e (EEREY. RIS LN S
DT, HEL AT, REFRD L RIHEI
RS EhEL, BULMEFTICE,

DRETEEE. AR [ JEEE, PREE(NT
NOEERREE. DB RIBZIEEHL0T, BES
FaizqTVy, BEIFD LRSS kL,
T B HAT S & & (M, BB RS (3).188),

3) B MIGBIREREE (Stevens-JohnsonfE&E) . th

0)

YEF B IBOEAE (LyellIEMEEE S L { [dtoxic epidermal
necrolysis : TEN) . SRR | BB EEE
(Stevens-lohnsondEfiEEE) . FPEEME T IEITAE (LyelliE
R - TEN) . ZTHIE (W h d EEAE®. ) 0
BEGEBEEFHLDNEZLFHAD T, BE
oAy, EEPEDbEESI RS % T
EL, #BOEREEITI L,

£ GJ‘F&UJE'H‘FFH

DFoLd2BlfElsd s bhf:fr%‘é'rc:ti\ fERAZ
oL CHED BB 2 &

0.1%~1% 0.1% K
B B ER | BS FHEAE, 55
WaSER B, Fho LR, TEE

o g s | TN Bb o RE [ IBRER, 0. LA,
FHN. BEFE BHFARE

: WP, IERRAER, BATR .
¥R & Ww. il M. o
B % B(|nEEE T
O E uhiE
2 5 iR FiF. Rk, AWM. THE
1) ERBEEEAOATED bR TWABHER IC oW Tk
EEJF%& Lf:c

TE2) WS COHEEE | 001 %R0
) ok nBeiciaRkS e pkda s,

<A EER R >
EHERARTLAL RTHBABRERBETALRE S
BfERHRBLUTOEITH Y, BHERTWTLI 1%
FiThHol,
gﬁ’\ FOEE, W, FElm, wEEE, 5ok,
Foo'g 1)

3. BREADERS
*?%Lﬁ?%lﬂ?@ﬁﬁﬁﬁﬂ&&w

4. i, EE. BILBEADES

(1) EFRXGEREL W3 THREOHZBACES TS
Bald, mELogEEsEREE EES LR
BNBFECORESTLE, [HEFOHESIC
By aRemidmrLTtwiv, BER(S v .,
U4 F) THEERAESRES N TWVS,]

(2) EIRCHBEETAESITIESERITsEaE, 12
HFIC T3 ReMEREY LTnkw, SRR (S
v ) THLHPIIRTTE Z EAREIRTVD,]

5. JEEADES

(1) ARIEHLCE., XA ZHEYCBRAZRSTEL LY
Wi Bl osafsiac ([EALORE |0
HE2E) .

(2) EHAEMRER, HElR, JLE 4RI T o5 on
T HEEMIEIEY LT EERESLE W),

6. EREOEE

(1) FFTEHOBARZ BT, OEAN~OEARS
ORERATHEIE,

(2) BENRREFIZHENOTABRASZ(FIATIAY
—®) RUHEHEEERZEL, 75 BRCis7FEY A
MY arid S TRTREERETLI L, 28,
ANRIZH LTI, AR EEUICRARSTED LT
SNLHHITOREET LI L (NRE~okE D
HER),

(3) FF I UVRINPIEEENSVwOT, FYAY—
HEADEMICAZHITHI &,

(X % % &]

1, M

(1) A
I8P T, UVESY OREBERL AN 10mg & BEIRAR S L7 & 20D
SRR R CRPEIE T 2 — 7 L DTFIR L.

&

o
D

—E—-EH7 -
=T -
(Fig£50)

i 8¢ WA {ng/mL)
]

=3

0 L n n
000 200 400 GO0 BOOD 1000 1200 1500 1600 100 2000 2200 2400

58 (1)

Cmax Tmax AUCo-24 T2
(ngfmL) {hr) (ng *hr/mL} {hr)
EA7—#(n=12) |2977+9.74 | 1.67+083 |166.78=39.07 | 2.56:-0.56
FESb P —#(n=12) |2896:17.47| 1.25+050 |149.46+79.10| 2.48--0.28

7. ERORBEER A 20mg™ %10 20168 FRER AR 5
O OBER A ome % 1 HAB6H MEERS Lk &, B
TS LR oz,

(B A ORBAEIZ 1@ 10mgTH B .
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(2)

(3)

(4)

(s)

T RE (BT —4)

BEREREAICIERIL T, EEOTHRAEREEHE (Cler  25mUmin
R CTid S SEER L, AUC=isig7iEin Lz, 208
ERiSiem 220 EE HE (1M10mg, 182E) %5H MR
ABS LRI HRES L AAUCIE., B ACs0ome% 102
[ols B RIERAR POt 5 LA 2 829 7= BR > AUC (73110ng - hefmL)
DTN TH o)z, 2O L, EATEESECH
ERTHILEZIRVE SR TWEY, ARIEBEWTHEE
EEBFLHRE L LAZBRETOATH RV, 8. &
EREET D L) L EBEREEEIC B AFAMOFLHE,
MR CHRYEEILRET STy,

FisnEpEE By

AFNIFCRBAS LW, 28, FEREREZSEEICBITS
FH| ORGEIILRTT ST,

EE

(BRF—2)

S eBlI 20mg BLER A 3% 5 L7 B op I e i Bh AR
A & B L Tlmax Uil T 2L 2 0T, Condd #5915
15, AUCIE#N BB Ao 72,

() A ORERERIEmMgTH 5,

(BT~ %)

LB AT, XROIBETRERSETH Y. Tk
BEAFIBNTRSEOAEOLEZZVWI L6, B
ﬁl%%b:a‘s W LR EROAEELELNE SR TN,

pR

EWRETEA0NRIT omg 2 BEEASES L7k Oy
NG A—FETIRARLE.

Cmax Tmax AUC Tz
{ngjmL} (hr) (ng - hr/ml) (hr}
Bl 7F—%(n=10) | 305+115 | ©8+03 [1335+513| 22%05
HST—7(n=11) | 441x148 | 10+04 [1827+680| 20+03
2. GG - Hhtl
(1) fREEREA

ERR A ORERA I 1IOmgZF EERARS L &,
BEBUBRNE COREAEORFIEERZENCHRS S
09.63%. WA T108%THotz,

(BT —4)
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