3FE£1§E12)%25E!

JOBARILAZELOBEROAERHOLOOD—F05 5 1L —T (HBEWG)
' SBFSHRBERFOHBRICONT

DoBAELAZELORBUBEERFDOEODTI—X 75 L —F (L TFTEE
WGJEWI)IE,. FEFESA2H. AHA3I0H 1024 RV 12 B 10 HICREZE#EL.
JoBAEILESELORERIZOWT, HBMNZAE» LHERET1.

FEERRBEEEZDLDELERE WG (CBATRERIOBRIE, TEOERBYUT
H5. '

ll:_,‘I-lll

E1 A EASEENLOPREBRRITHTIEEICONT
1 BICHITL2EDBE - REARICH TLHBER
DA TOREICEET DEHEHEBERE (FSAR—2—) 2T in vitro B
FEILEFZEN(OP) X, IDARUEN P-HRER (P-gp) DRFLEBETHY.
EEEREANSERBA~DHELIEH 10 BEETH . — A4 ELEZEILE
HEEH (0C) IE. ¥R B UER P-gp, Berpl/BCRP BT MRP2 DWLVT D+
2 AR—E— b B ERSEI o,
2IBRONILAFLIRATFFT—E 1 (WCENIZEBRTILFED KRB (ZRF MK S
) IZBET B in vitro B ER
HEIVMEOF L FIE I TRTS5—EEHEE 0.20mol/min/mg EFEFEITIE
hof=, F-ERASYMNO RERFEIL 0.6pmol/min/mg TH>T-. BRI S9 B
FITBVT, FRILZZELMLEE RSB~ OINAK S ERFRITELHTIEEL ER
BF SO B4 DMK AR L MEIZELEL T 300 S LL E@E M ->T-,
3) vz I+ B, HEREER CMERREDAE
ZvhIZ OP100mg ZRIRAIR S L-EEMRRED R —M MDD AUC Lh[THY
19% THY ., 0C100mg ZFEIRAIR S LI-LEDRHKED —M/MEED AUC LEiE
1.3% TH-o1=,
COFBRITILNOBRBFEHITRSN-ROBREROERASTMOBRITHET
BLDTH D, 8. Ose et al (200NETIRIZ OP ZERAIR S LI-BEDEF 5
AEIZMITD 10%LUTTHHELTINS,
4)EMIHITHREHRRREDRIE
BERAAALIZ. BRALE)IZ OP 2EKFAED2EICALT 2AE
(150mg)&x 1 5 LT1=&E OP, OC @ M#FP. Cmax (FFNh TN 120ng/mL, 500ng/ml.
BETHOIZHL., HEREFREXFNTNMEFREDH2%E 35%
THof=.



2 RRICETETAINAUNORNEHEZMIZT T DEEOFROIRRICET 55K
BE
1) PIRERICERET RZ2BEREDNAT AT TutkA
AT AT TotAIZEYR/8Z NMDA S EFTEDOED). TEIEES F
ZEBL 155 D3y T OFIREERETL-FER. 0P, 0C &4 30uM E£T
DREICBLT0% LU EDOEEFEEEZRHEMN T, 0 BEER NaF vl
Ca FHRILIZHLTIE, OP IZ&YZEhFh 34%. 38%. 41%DFEEHIFINERDH
btz LHL. 3 uM TIELYTHE 20% L F O Th -7z, OC TIE AIZE
ROIMFA 30uM T27%BHLNT=H, 3uM TiL 200U TFTHo1=,
2)ETANALTIVE—E (I oa—D BREL 7USF—E) D OP, OC &EIR
HEOEDR
OP RUFOC &HIT1mM DEEFETSYREE PCI12 MR RUSVNER /15
SZA—FHPITH I/ (32 —EE I T RN GREEZEDHEM S
1=

3 $HESYFEFAVENEMHHABRER
1 )UBAELFIE L RERBICHRTSh - BEHBROBR (33%)

[EHESVFREBRTIE, 714,21 BRU 42 HESvRZ OP % 500, 700, 1000
mg/kg(VBRIBMES)BRIEDREL, 7 BEIYMIBULT, EiBICEELT-
FETSHIAY 700 B UX 1000mg/kg B TIRO LN Tz, £, $IBEEW. HIZ7 BESVE
Dbt OP EEAELWVEEZERL-(1000mg/kg BEIZEARESBROEAS VR
OMm#Ed AUC tbAY 7 AERT 9.1, 14 BEAT 10.0 (THL. fXeh AUC thid 7 HER T
1540, 14 HER T 649 7%2&)

2)HHBROKER

SEERSN-FHFRBRTE, JUBRIBEREELL T 394, 657, 788, 920, 1117,
1314mg/kg DFAET OP ZHEEEOHR 5L .. EMICEHELZETHA7BEI VT
657mg/keg (BEERFAE D H# 250 )L ETEHLNTNEN, RASYRTIE
1314mg/kg THIETHIIEMN o1z, 7 B #E 394me/kg BECHE TK BEIZ 48 f5ldh 1 {5l
ROSNEETIE. ARE0MOETOMPICEWCHEELEKRELIRS
he BEOFRTHLIEN D, BRERNGEOESN TN,

HAERITHE (TS OP MMN/MEER AUC thIZ 7 BESYRFT 031, KBS YRT
0.22 THY. |BRERITHITHRLED 243(7 BER) . 93(14 BER) . 1.4 (BH) &FLLY
BEWMNEHON, COROH, BRBITHREBRT 2O BERETIToER.
ARSI 2R PREEHFOFERXICRYS RSN,

4 IRNNEERESICKHFEEFHHER
FHBRITOWTIX HERKEH THS.

5 HEi WG IcBITATRETEE
1) OP MHEEEN#IEIBFRIZ P-gp A ELTLVAZEIZDOWTIHE., SEIEES= in



vitro IZ & B RLEE LIS T in vivo SRER D FUIE AN E 2 S (Morimoto et al 2007, Ose et al
200 ICH|ESNTEY . TNSIEEWNIFETHEDTIIAL, H5% in vivo R
Tl P-gp /Y7 IMIIRICBVWCTRHNEEL L THERTUALYS5—10 {555
DEFENHEIENFEEINTIND, FERTORIC P-gp BEFZESLGSE
LEIBRTHLIEREIN TS, 815, ASHDREET P-gp HRIEH DL ITIHNH
SN-ELTHERABRED ERIE 10 LT THAICHESITD,

2) EATYMIBNTIL, OP BT OC DA DBIFEPLENIEMNRShT, i
(TP =SB SVFRBRICE W THESYMIETS OP ORI~ DHBITITIREAT
wh@ 20—30 &, OC DFEFTIE2—5FTdH o=, Ose et al Q00NERIBZHDEHEE
ToTW5, Thid. HEBHTIEME OP BU OC BEAHEMNIZBNE,. B
FU—RICHEDY T MAEMBEMARBEETHICEEFELLENERTH-
fzo BIEAIZ. Ose et al 200NESVHKTO P-gp REENEEZROBREETIE 42 B
D 20% L FTHDIE, T, SYbOP M B EAHEET CTENTEEREL
Ths,

3) WAIZHEITBHILERFTV I IRATS—EIZ&EFILAIE L OREEELES
wk, EREBITEMN DTz, T, Morimoto et al (2007)F £ Ose et al (2007 P-gp
FEEF|ZES O P-gp /UIFIRIIAT OP ORNHNEENSERESE->TS
KRTH OC ORFREFIEETEMLEVDERELTLSH. ChERATO
OP DFBEMEMAMBEVCEIZKEERDNS, BE. VaVEF U MerEERZ AL,
HERANETHTHD,

4) AT AT - ToATE, 142 FrR IR (Ca, Na) 2—5 VbRV 0 ZFF
& (non-selective) IZxf LT OP A% 30 4 M iR T 30-40% DPHlNRZRL TS
CEMS, Fl-. BERONESYIN S HT—ICERREENESHLHTHLES
NTW=lehs, B8, KUYBEECONRAMU T4V T utATIEEBERMIZE
HKOHLEEESENFONIDELNGNEER Iz, LOLGHE . FTHES VR
BRICBLTHRONERPIRENSHEESHAEFMI/NE~OERREREFORNE
EIZLT 30uM (E+RTRRHETHY. U LOBRRETCOREBROEKL
DWW EBR b, F- BRAEXREHITHESNS OPE LU OC DKHRE
TIEELDFBREDRBEROIT o FrRILRAOEBEH-LEWN BT,

5) AT D1)LAD Neuraminidase [2x3 2 0C OFEMEMNEL. (RFLE
@ Neuraminidase {ZX L CIEZEELIMFIZRIGNEEZLND, LML, L et al
(20071 Neuraminidase 2 (NEU2YDF U7 AZZEWZ R TIIBERFEMSMETTS
21+ THL, Oseltamivir [IZKDEPFIA NP Y PFLLEBEREL TS, LML, 2D
B Ki {E1& 175 4 mol/L THY . BIESH =BV DR DBEMNMSEESH
HIRFEFAEBOMPRE# 02y M) EEEL, £ BRAED2{ZEFRER
AMIBEL-BONESHBEEEFE S LF 0C 10ng/mL, OP Ing/mL)EEEEL. +
FIZH/NZE, T2 NEU2 EBBBHIZOHFFEBRLTNDEDHRELHY Monti et
al 1999). Oseltamivir (T4 NEU2 DIFFIA iR DO BERICE S LTS &EEE
ZIKW UL, FAXEICENE, EELTEZTHFOMBARER 10uM (S
FEHESNTEY, TOLIGRKR CREEDOERERTIAEEMEICDLTIE.



S BRETAEHBELE DN,

6) MERFTORBREBETIHHESYINREBRICEIT 5 ERYSRESNIEE
HHE WG LLTITEBO TEEBTH 1=, BZBEECHETORERFARIZK
EREEFRIEITIENS, EEAREABTOEEETIEHET S0 & WG
[FUEHRBIIHANIEREBERVAETAELECRANSIYETE. DERO
SHEEYIOFRBFAORMTEEDHHBTITOMaL., PR ER. /07T —4
AL, B, W EICET S SOP RUNYT—aviERORHERT
LTOBA., TOMOEHKREOEROHER. ERADTHERY IOHRBAIGFEZAL
T-SETET—2EOESEAH-T-,

7) I DONTOER

788mg/kg U EDAEFESLEHETWICHOT, BERE, RE. 828 &
HBOEL. FRORE, BESLUEFEOEBLL. BREHOFEINEDL
N, BEEEICOISHERDELSON-EYDIZLEAER, TORFETLE
ZEND, TNOMNERIREICEET HERTHDIEEZ TV, LHL, HiEHE
PIERBRADIERICEYIALEOMIHKILIESETH S, HE. ChoDERETE
TEDEEICOVWTEICEBTEOINTEN T 510 LUHFHGT 201
TERDTNS, 212, ChoDERCETIEVTNEBEKAZEGALZZENL
ELT2me/ke)® 250 LI EDEBETROONZLDOTHY . BEKTOESIT
BOFETCRAE DA EITEEEEEZ TV,

it WG TIIULLOREBRMN,S. VB EILFZEIILORRMERADERIC
L. RETHCEARGELORRBARERTLOGRERIT. BRAICENTRHEL
hTOGENEHIERLz, LALED S, BEER WG AMERLE-FERBRO>5 26BN ER
RTHLOH. BRERICOLVTE. ChoOHBHERNE LA BB THOHTH
B RELDTHHEERS,

F£2 FELIZENLORREBRISHTEIRECONT
1 BRRBRICKHTLZEELMICBAT D in vitro FHER
1) BELEYREEGREREMOSEEICHT HER
OP [(FERBIRED 100 4 M IZHWT, FEELIFERA (APD,,. APDg,, APDy,) BT
Vmax ZBERLSE-, —A. OCTHEREEED 100 MET, EFEIERITHL
THEERHEN, T,
2) HEK-293 flifRi R L-hERG Frv R L EICX 3 S ERICB Y S5 ER
hERG F¥RILBERICH T 2ERERHL-ER. OP X304 M R 1004 M T
BEKFERIChERG EiREIFEIL. MAIRIZETATH 16.9% KU 375% TH>T=,
—7.0C TIXRERBED 1004 M ET, hERG RED/\TA—FHWLTHEF
BAblhot,

2 HHE WG OSEBRTER
LI EDSRESEEMNS . OP (L 30uM LLEDFEET Na, Ca U K FypILENT



NBNETE2EF v RIILBEERZEL. ChoONBREFRALEER. RERELT
DEBEMTHETORBEI,SRSINLDER DA, LOALESS, ZOERN
Roi-BEXErOBERMBERRED 100 ZLLETHY. REBTHLERSNT
L5330 &FIETL T,

FOM., ESAEEMICEELEV I TS IHHERENHREROER
. REEHRORBEEMERELRE PK 2L —av BB SO RERBROERE
BIUBEHABRREIATAIF R/ A=, R—MIDWTERAERE LA Chi
REHSNEBFRIZBWTEH, AL AESE L ARARTFEICHEU X IILRERBRADE
BEETLHEETRETHEREIBEONGMN 01,

%3 BREMAZEICIHTHER WG ORBELD
AECH 16 HOREHNERERICTEBLWTITONWE-ERHEREFITHTAREST

DEREWG DRBIZLTDEBYTHS,

1) FELFZEILRUZFOEERBPORADETIZONTIE, ChETIZIRE
SN-EBRBRRBICRYBELMNIE>f-¢E R 5, - . EFDIFZRATS—ED
EEBROEFICOVTHERNFES 1L —2avOBERMSEREEA RN
TWWbEEZLND,

2) ABMEBREEPOETINEAHTLIEILTEST . REDLSLHBOER
(FHEBFRTERTEHEWIEEHY, WFATIEERBRELTLEL,

3) BANESHBICOVTIREEKRTTHY . TORRICOVTIESRH TERET
H5FETHD,

4) FEILFZELLEZIE - FHKEEOBEFERCKFyRIVICEEREE RIS
BEEICOLTIE. KRB RUHETYICH TIRERESHHEBRICE L TN
FEOFRENEHSNTNVELIE, FAKEITONWTIE, SRET2RBRTREDL
NTLBEN. WThEIEBICEVRENESIhEBMOAITEHLATEY.
Efz. KB OWTIE. 7O7R) A HREOEHEBETEELREZRE
ThitTIEEWEDRENH I LLE . CNETHONET—IANLATEEN
THb5.

5) AT DA EKESFIEEEDETHABOHLNEILITDONTIE,
EBAFHRETVATRENTNS(KRES 2003), LML, 22TIESEOA
VINIFRGEBRFICEITHMEEARVNEO OP R U OCRE XM HiR
E#(ZAMTES3FEMH (Straumanis et al 2002) RFEZASNWTNEM, 12 TLT
SHERETHEEERRENSEELLIIHESh TG,

6) ThETOREEHRICEITS OP KU 0C OFIRHERIIH T H5FEME
HIFEOH LN TOEN, BTHlCA SN - R R ESFSENEREVZ O E
IMIFEEHRTH LD, PECECLHRAELEBELELO TELRETEND
DOTHY, BERAEZRIVEVNED LB DN S,

7) BEMSNTNSA—F YL (F/IES2 NMDA Z2EE., RBRAGHRT V228
SREEZESL) T ABEMENTEC OP BEBHONDREENSEZ LTI
BRRICHLTEEFRIFTT LTI EDALL,



8) AENFZENEERBYHITOFTAI-FEHETROLNIESNDEER/ A
IS —+ NEU2 O SNP ZERAFHNH$ HRIEEMIZ DLV TR, NEU2 DERTD
PEHAFRICBESNLEOBRELHY . R THEARARCLCEETHEOBRF
[ZIE-EYLELY,



