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EFEANIERILY PG 332 HIRHER 3199 M MR AYIRERIRR, #4T
TREBRMAFDH. ERKBERENHZ(CL) IFWAETH, EHER
F(Cor) WHRFNHFHFHRA, PHAURYE Cor R IBERE.

HEDREREEA D, FBIFEM (19 F 300mg) HyMR YR E %0
B2, tbsh, BB MEREEADHBIAEE Cr B AUC 215K 5 TR,

(ng/nl)
100000 —-— MR (Cer=20) , 50mg
——— i (Cor=40) , 100mg
100004 =7 43R (Ccr=60) , 300mg
N ———E% (Cor=100) , 300mg
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B 2 BIaREFED N EIEER (4 F 300mg) HME 4¥RE L
5. BEMEREEEDHBIFERE C B AUCH

18 60 72 (hr)

Cor 1E4F 300mg 184 600mg
(mL/%y) g Crox AUC g Crx AUC
(mg) (ng/mL) (ghr/mlL) (mg) (ng/mL) (ghr/mL)
4742 37162 9415 75745
10<Cer <30 [ 50 (3192 - (21433 - 100 (6414 - (42922 -
7467) 87284) 14591) 173312)
9245 33669 18471 67786
30<Cer <50 | 100 (6291 - (22976~ 200 (12564 - (45769 -
14323) 50453) 28283) 102417)
27044 60233 54047 119015
50<Cer <80 | 300 (18652 — (41298 - 600 (37078 - | (83155 -
40920) 87803) 81364) 175174)
26005 36423 51814 72307
80<Cor <140 | 300 (18133 - (26114 - 600 (36020 - | (51520 -
38645) 52916) 76820) 104974)

i f1E (9096 FUMSEE) 1 FE F B 25 AL 5h 71 243 47 4 NONMEM®
BRI NFESHMHLLER

X 22 GIRIE (BEBNRREE) BRBHGEHE 2mg/kg*?, MR AR
EWME3 R, ARANFSEMKR 6 Fn. MEEETRE, Mk MNil%
FERER, AUC X (B AREIR).
—A— EE (Cor<30)
—F G (305Cor<50)
—O- ¥ (50<Ccrs80)
~- ¥ (Cer>80)
(F391E)

(ng/mL)
100000
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B 3 BN nREMRE(BHERES)
®6. QEEMRRESENARDNZSH

36 48 (hr)

Cer B Corox AUCo-e CL
(mL/%) (ng/mL) (ng.hr/mL) (mL/%3)
Ccr<30 5 13200+2910 137000+41100 21.1+4.68

30 <Ccr<50 6 137003780 10800031200 26.8+5.35
50 <Ccr=80 5 12500+3590 339007880 77.9+21.4
Ccr>80 6 12800+2860 26000+3180 108 +9.90

(5. LC/MS/MS) (FEHfE + frfE%E)

o XM 7B 6 B SR BRI 2me/ka ™, MR AYIREME 4 FoR.

WGEE 2 NR TR #EAT 4 N ILREAT, MR AYIRELIREAE 1/4 (RSN BIEK
#).

(ng;mL)
100000 O BHERBTLBER
B BT IAEH
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MILRBE 115 61(4 A ~15 %) BRERBKEE 10mg/kg (A 60kg IX LY
F % 600mg) , SELERIG 4 /NS U AY 3R 259 IR A (185 NEUR ) 4NFEL S FiToR .
RS, R AR 2R 25RO AT 297 NIRRT T BHE AR 2T,
FRSMARINFSHME T i,

(ng/ml)
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2R Cree (ng/mL) AUCo- (ngehr/mL)
ISy 115 38768 (23880-58835) 56569 (37531-82620)
0~<1% 4 25848 (23880-28319) 47941 (43040-53535)
1~<2% 8 27587 (24793-37604) 44472 (41398-52018)
2~<6% 19 33804 (26787-42224) 46784 (37531-61870)
6~<16% 84 AN27 _ (27216-58835) 60478  (41801-82620)

. PALE (RME — RAE), EAETRHEZRE N FHATH A NONVEM®
RN N FESHE T (Bayesian) {Eit{E
ZEA

xR REE R E (65 F N L) 204). REIEREEZE 6 HI KBS
4mg/kgt? | BRI NFESHME 8 . EEZINEN AIC AR FEERHE
#91.3 4%, 18 Cn 18E (ESNAREIER).
* 8. EFAMEZFAARNNFSHX

gL Crac (ng/mL) AUCo-z  (ngehr/mL)
EFA 20 22648+4824 613342879
EEZIN 6 204903908 462004460

(M5E*: LC/MS/MS) (F1fE + FrfEZ)
E. AREHAEMASAMRN 600mg,
E 2. SAGKEHENMARERERR.
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THRCK S RIS E R RBREY, TEETRRREHEEMMBAET
firsl, WA A BB ERBFEHMEIENR. EUSTRTMACKSEINGIL

T A BUA B LR BAEHHRAOMAEMIST . X A BRBRERN B ICo EH
0.2nM(0.09~1.4nM, n=15) , %fF B B3k EEH5 2k ) AL IC= {H 2 1.3nM(0.60

~11nM, n=8), 3T 2009 HINT A Bk E Rk (R # 1C« EEE % 0.06
~0.26nM,
HUREEM

R F IR P ERT REK SN LR ERFSHAG RS BRSHROTE
HEM., HFFMHABHIN R ECo EH 1uM(0.09~21 uM, n=5), 3f
A B H3N2 375 8% bk (9 ECao {25 0.07 uM(<0.01~0.16 uM, n=12) xf B & H3N2
SRUBHRAY ECo {829 2.2uM(0.06~3.2uM, n=5), MEAZFPOTRSEME. W
ZFAMBAFEEMAERRILRBRSEHZANXREREY. AROENL
7. MRAEEE S A YRR BUE RO IRRCK SRR I E MRS E L FHELE
A, BETHEEETRRCKESIBXEENRER. ERABR A BRSRRARE
H, A FSRAMFEREAARTHRTELIEER, BHEBREX

8 TR B 25 M A R AR, MR R PRI, WRK B AR
B ARE A/WSN/33(HINT) A9 45 4E 2 H275Y BB, RiA R 3 b H 7 2540 £ 14
H275Y BB fY A B HINT IR B ARIR B o IARR B 25, EXEMARS M
FHBEA 2009 HINT BRI T H275Y HHF, E 200949 F 58, SATHKAE
STEREMKD BHRAOTZEE <196, WMEKFNHEREGRTEBR,

ERBASHEERBAHNNPERN T TXM ., E—AHLIRES
#7 %R, BLE) fth 3 Fif 25 2 B E119V (A/H3N2) . D198N (B) . H275Y (A/HIN1) 71
R292K (H2N2) 43 B S DAL K 5 A9 SRk TBE 7 1. 4.8, 100 #0180 4%, FLAPXK
it 25 B F E119V (HAN2) | E119D (HAN2) | E119G (HAN2) F1R152K (B) 4) Bk 5

TERLK S EGUR M TRET 1. 33, 250400 f5, 457 - MIaRK B H1EA
BB S IR RA M Z B KR R

HEFR

EREHM.

ERRMARPAT, TASEMRXOFHERY. SEIEBEM. ALT M
AST 290, MEZ 7% (BIRLMATH BT RE) . hi) b SR B MR 1 RS 7 AR
STEN. EFHRNEE, HARXALRZRERE (BFTESBRKEE
RMBEORMNAMERTE) HFBAEXM.

prgi e

E?ﬁ‘iﬁ Ames 35 CHO @ @B LI . NRBZIREERY HAE.

HFHiT:

RRMRBEBNRXERAPYRNBEER, 5AHMES 600mg F&
THRGRER(AUC=0ug-h/ml) #tt, KRMRBHFMADBNKEHE
FEDBNAL B AT 545, FHIRR RIS FIARK S 200mg/kg, TS
BEENSEREE (RRHEER). MRSEESEAXMR >~ IEMFES
i, REVWANREEDY, EEERREN—BEUHRPIFRAT EHRE
M. 5AHMESS 600mg FIETH AUC(0ug - h/ml) 48tL, JEFIRR % B ATE
MHRESEE/NT 1. EEIRKRT ., IRK H 5 Bk 600mg/kg R GFHBEM
BHAH MR EAGE M.

RRAELIRE 6 E 17 X, KFMESFEMRKE 24h, FEH 50, 400,
1000mg/kg/ B, A 1R, SEAKFHRMNEREM K AMFELLGEN.
WREY KHERREE.
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