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mE., Abd, B #E. FEE. ORFERSZ.
m. #EitEE | B8CRE
EmAER | %, B LU | EE. HiE, FARE. OF
. . wEIR ta
[izteer LEEER, OE
HEHRA S, R
HE%E (STEH).
EhiE
e AST (GOT). ALT (GPT).
7-GTP. A-PDER

EB&E 124 3.9%) ECHo k. (RER)
B 20w 78 (1~ 125805/NE) ORESETOREOH

* %

RREHIEIRE R

ko

EERED 0.5 %Lk
B itz EQREHE
HIR ) FERERHE IR
Nk 2% KEZRk. Bk
i3 ROB% (HEFE
. %, SR, E4.
| B ,
a0l 9, SER. A& T Rodgsm. BEsE.
7. 2R, FIETF | o
= il
Kso2097H
BB | 5%LLE | 5%%kN
EE HS. LB (&R ’
HoaStr), M,
. BT
ks | OBk D% (B | R (24,3 | RE BUE.
fEE). M. AL | %), TH|ES
F. Hef. FEMERE | (20.0%)
ERRER | BIR
‘ M. DARE
1% (STER). BiE ,
B " .| ALT (GPT) | AST (GOT)
7 EF
BR HRoRE GREFEE.
B4, 5. BES).
| ik '
ol | BOME WSS B Fiftii
. %), REL. (TAE.
i, AEFEHMm

E)EMS OBRBR U ERBSICTHE SN SHERENT

BE, METHEORESNEDSNEBHIT -

ERVENERR D W TIRHAERAE L,
4. BREADORE
BACEEINEI S AR L SERRRRETIX. BIER
OEERESRIERRY & OMIC2IED Sh T,
—BIERE T, R (T, PSS O’RT.
BAOLBEBEETA I ENBNED. REBE2ERLMNE
BETEIE (<AL - HRCHET2HRALOEE>, (3
HERE] OESE).
5.4148. ER. BURE 0&S
(DERIERL TW B TR O S SRACRES T B ITH.
Al L OEREINERIEE LED LU E N BB SITOHRE
5¥50&, BREPORSCETZRSEEHMIL TR -
v BEE (S ) TREESEAEEINTNS.]
QOBARCRET B8R RSAEBITINZ &, (BE
ﬁ(?)F)Tﬂﬁ¢k$ﬁ?égt#$¢éh1m%]'
8. MRS~ DHRE
(1) 1BREORR (EHEEER, FEE. 48 tHdTsx
SHIHET LTz (ZOHBOER] OHBR). ‘
QENTERINE K51 20y 7K L S MBGESRIC
BT, SRS lkg RBROGMNATHY 6{3‘;‘.}335%%%7‘;%1,
1. BERE
BEWMS T, BRESCIDAERANEELLLORERR
WAt BATORBREAZHRELEDITENAICLDEIH
BESBRITBNT, 1H 200mg DL 0512 2 D IES, gL,
DEV (BEERE) MRETNTVS,



2. TothOEE

WMERTEEERETTEVAICE 5 EMHETHRRICBNT,

ERAMEELELOREN LSS, £ BATERES
NiAFENACL A EIRATHRRTE. BRANEEES
T B RE THERRE/CXEEMEMN 7 ficAH s, 8
FREEIZBWTHE., BEHED 100 EETOHRICBWTHE
RBEEEED SN Tz,

O EATERETNES TR L 5BELERRER VB
W@%ﬁ%ﬁ%&ﬁ&t LS MMHBRgEERIIBWT, 1>
ZNLTREARICH T 2EHHE TR S ERICH LEAR
ERHSATWIN, LAL, FHRELO A AR
HEEEERICERL., TOBE. B, HRE/EEEY
RES/RTOREHMMERRERLE.

GBEATREENL B 51 20y FTAC K EHEREAH/NE
PHEE LESIESERSBRICBNWT, FUEsRTI 310
BESTWaW, k., RERTBN TRICRERREZS

. BTz,

WEATRES N TR S 5HE 65 BLLE) 23
S LABIERERRIIBN T, ZROBSIT LD
NI AAPRBRERE TS ERICHE LT, 50 1R (23 %)
ERLE.

(B)—ZXoPICBEHL T 7 VT FicEELE
ERLELTHERL 2ERIERN,

G)EET v FOBEEEDREHERRICBWT. 7TAKS v
TH1000 mg/kg T 3/14 #1. 700 mg/kg T 2/14 HIOFECH
Mo, HARDS v FTHVWTHOMARICBNTS
FErfH RN .

DHEZ v COBEEROHRE b a5 1 7 ABBICSBN
T, 7-HEh 14 i, 24 B¥. 42 B Z v RIZ1000 mg/ kg
#EL, THBHTT7/56 4. 14HEBT1/28 BIOFETHMNH
Shizhs,. 24 Hih, 42 B0 S v R CRL TR ECHIZ
#ENAMoE, AENIILIORTORERIT. 42 B
Oy b EEBRLT7 BETII1500£%. 14 BETI3650 &
t%f»:» oA, 24 Hp T 2 BERETH DT,

[ﬁ%iﬂﬁil

1 NECSE SRR

<BFEACEF DR

ErE TSR I BT, FH Zmp/kgl B2 EHRSHORARBIL ST 22 A Y
2V E RO 4 B RS 12 B MIC B 1 B e thi e & TR AR B THIEL

cBEICHA

Feo TOES, M TIESTIOMNEEESERMERWTHOERBIENTS

115ng/mL B ETSED. 4 Y ZAT PO AR ERE T2 OMESERLT W,
BARAURIRBY S MR PTEEERE 4 hol X R 120 d

A BE
TEERE pr-1=| t~4% S~8%- 9~128 24
(og/mlL) :
dhr W 7 5 4 16
¥y 264.¢ 328.6 354.8 306.9
5 4t 56. 0 30.8 81.2 66.7
o 252.0 330.0 346.5 308.5
BBk 188.0-366.0  280.0-355.0  265.0-461.0 188 0-461.0
cv 21.2 9.4 22.9 217
%IRRT 222.9-305.1 299.3-357.9  259.2-450.8  277.6-336.1
12k 8 5 2 it
T 170.4 165.4 240.5 178.1
20 3L6 40.7 13.4 40.4
Ly 162.5 167.0 240.5 167.0
Bk 128.0:217.0  115.0-216.¢  231.0-250.0  115.0-250.0-
cv 186 2.6 5.6 2.7
G0%IREEM  149.2-191.6  126.6-204.2  180.5-300.5  158.7-196.4

BEABRRE BT DERRRT oM PELERE-RFN7OY b
(ng/mL}
500

™~
=

g

4]
=

pol Ean

g

=]

3 4 15 &6 16- 11 12 13 14
ﬂ%&%ﬁﬁﬂﬁ( }

<HEACHT DBE> Y .
BEDIBLMNEEHKELE ZOCHERBIIBNT, 1~58%1~28%. 3~520
2UN—UE 120D BUS~ 18 B2 5~8/ 0~ 1L22RUF13~ 1880 35—
(%6 85) It EHIEREIC2.0~3 9mp/kg 2 HEREOHFE LIt LE, 1~28ICE
W AEEE@AUCH1E 2, 810 ng-hr/mL T 3 ~ 5 3RIT ML T 16 % {Epol. £, F¥
5~ 18 RRBWTERS ~8EDI N7 Tl 13~ 1B BOH N — 7 | LSk oR
RREL, BERELTREEROETMED SN, £8H5 ~8R0/ N —7FicBit 5154
EDAUCH=ITER 13 ~ 18 BEDH N —FITHEBEL 60 ¥ T o .
CHSMESN— A B SERECENBENAFT A F 23 LAF I N T mg BIF
150 mg REHS*L AT B 2BEREE DS ShARPESR S A& EHBLEL
EE FB5~EBOIN—TIn BT BAUCKEEAD 75 mg (1 me/kg IKHY) fEicBi
SAUCERBTHY. S~ 12FOSIN— T TREAD 75mg KU 150 mg GRITH B,
ER 13~ 1B BDIN—FTREAD 150 mp (2mg/kg [CH%) LEETEo &, AR,
FTRTDERS N—F B 85 12 BNEICBT 2 A PERESERRACBISE
H& I50mg it B RERADDOTRL, WA NI VAGRERFETES -
BEERFLE.

%d\ﬁ#)lxw?‘lhs}i6?&1&#0*&!’1!&)‘7% # (2mglkg)

MRS N —T AUCew Cox tnax tur

[¢:128) {og « he/mL) _(ng/mL) (hr) (hr)
1-~28(12) | 2 8104871 121 £51 5.6+2.2 14.9+7.3
3~5"(12) | 3350678 17973 5. 04+2.3 il 345.5
5~8%& (5) 2, 746368 183:+36 3.7£0.5 8.8+2.0
9~12:% (6) 3,208+394 - 231446 3.7+0.5 7.8+1.8
13~18 (6) 4,534+929 319476 4.3+0.8 B.1+2.2

. mean=+SD

8BNS A—FHL~ 2B Wmg, 3~52 5mgSEE 2mglhg BELE LD
BFARTAAICEE 555 1 0 BOEEOSHBRISSTA-F

#5R - AlCe= Cmax twmax tur
{ug) (ng « hr/mL) {ng/mL) (br) (hr)
75 (B&HA) | 2,107+ 3m 191:32.5" 4.91%+1.02 6.46:£1.42
75 (HA) 2, 274::1, 105 1424309, 7 5.84+1.16 10.0 +6.86
150 (HARA) 5, 89+, 187 468+84.3 5. 16::0. 754 6.30£1.95
150 (52.A) 5, 036::1,524 383+08.6 4. 42+ 111 7.81+5.23
- ) mean+SD
MNEDELEZ )T 2 L A0EME
(ol /min kg}
30
26 .
?20
gm :
& 2 =—0. D%R6x-i-12. 693
g 10 R*=0, 3054
2
? 5
-
A ) ;.
¢ 26 40 100 120 140
ﬂ: E(kg)

1~18 aond\)aL 2mg/kg DRET 1 H 2ERSLIZES. BlEORERR. RAK
BB EARRUES SR ENARERL AR TS oL, AATRING NETORS
MEBOHAA S, BEEOY V7S ARSEFEETH <. EBITERRSTE LR

JERR. BRCTSEREOAREERD 7"&) ERIANTERE SN S L GER

NEEARELTRESNE.
2. BRI CRAVMRICE S ZEREOHE (R - Rt -
HE% 2mp/kg ICWIEL EI*AIJ\EL.SP}6&*&&?0&#¢E&#H§4mﬁ&
U2z D, 3 DOEANIERLDHE (2mp/kg) RUFERE~OBE 2T
o a hefA U IZhe L& HOBE L o, ZOEER. BRAMNRIZE D 4 beit B A1 2he 1R
SRNRIZE B 4R T L 2he Q53O R RSB o 1,
3. MEMOEHLNRSE (BRI
AFENRBRCESA 0y FTHREARBE L2 EPENESERBEREO. |
HiRsThs Z LtmREnk.

BS30y FRIRGATENVH 150 mg EOHSHOELEORHNBAS A —F
(n=18)

2 AUCo= Cmax tmax t
(ng - b/ml) (ng/mL) {hr) (he)
ES4o«7R | 6,870::1, 360 546101 5. 1+1.5 7.2:41.7
AT EIHE 6, 94041, 620 615147 - 4.541.0 6.441.5
’ mean 8D

4. 55 (B0@ELE) DB HRMIE
<HEAIZHIT BREE> ’ .
EBUORE LOWBE S P L NS I ENELTIS g & RESOEE (BRH) Lk
ZOEROEEEOEYMBNT A-FRUTOLBY Tk,

BRABME QURLL) oFkdoRBBBAS A5

#5& AUCow Crmax tmax tuz
{ang) (og - hr/mL) {ng/mL) (ar) {br)
75 6, 063 £ 604 43020 5, 0:£0.0 7.030.6
mean 5D
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S BB EE IR SR
CHEM TSGR
FLFFELoUT VR Ca) BIEEDEEE R GREREE 250 205
EHBLEL, AENFIELELT 105g] 8 2E% 6 BREHRS L LE
DEEFENBEL. DTOR0 & 8D BRRICHE L, BECTRIERS
B BWTRESEOESMESETES LEAS ML,

BEMmAG 0 Hical SEEEORRERS A—5

Cafd AUCws Cmax Che-12
GnL/%%) {ng - hr/mL) {ng/mL} (L/hc)
Ca=30 43, 086::18, (68 4,052x1,51% 1.54+0.55

30<Cers60 15, 0L0+ 4, 158 1,614+ 392 4, 19:+0. 67
60<Cerse0 9,031+ 1,636 1,058+ 183 7.25x1.15
Cer>90 - 4,187+ 630 494+ 8O 17, 50£2.78
mean+SD
6. R EFRT
<HRAACEBER>

AT E»mﬁsmm&ﬁﬁmyn«$/bamﬁmL;nE&U?y/
ADET. AUCrRTUCmaxd# 2 O RINAED Bk, ToZERFoAdy
BEREE R TREESABE N ATtV P I VAR EER THEEN SR
BEOBAIL XV RSHEERR LT 2AREERRLTWS, Ll ©
DESIZLIFHBROL DR S, BEROWYMSETHSD I EMEY
LEETRAW,
BH, 42ThIF 04 VAR S RIS 0 b i B X N5 T
RS DES G AY S VE, T IS4 FRFESE, NSAIDSS) RILh
R IR S A BTN & 558 IRBIRES) 08 < ofty L OEEHE
RimiEn TN,
1. EAReEY
FENF= E»&U%mﬁﬁ#mtb Ty b, THELRU RONBFE S
OEESRE, FENSIUATRETOMRILEN T ¥ FORETH
Feat, BEETRN TN ORI BN THTHT I XN TFOBW0TE .
. (in vitrolRKD)
8.{58 - Hetew
<HEAlSHIT DHE>T™
EFRE B TEORSERCA I E L UTHR TEE koS ®E h
3. BEREABTIINLERE GHELF I EN L LT 37.5 ~ 300 mg) HEHE
S L &, RELARUEEESHETHRS B HMEE T 70~ 80

- BHEAcihg .

B, AEAS S ELEE NS 20V - AERWARBMERIZL D, P40
L BRMEBED ST, P450 20 LASSIAEEAOBRIITL D 488 P50

RORMIEL TR ALERE SN,
HERARHLTRESNEAE - AR, 1ESmg #1826, 5 BM#S
TH5, BMRCHLTRESHERE - BRI, 1820¢/kg & 102E
5 BifRETH 5,

(BE) BHWEBOBR

L. 43 Am
RS w Mz C)-T RS 3 B 20 mp/ly BREBORS L g, B
BREGRICESHESHL. BRTHBLTWE, HLE2R LB, ¥
MTHREERL., MBEEO 1 DEEANTRAHTIROMOR2 HT
Folcht, higiER~0BTRI Pk, BinBLWTHREAOSTHE

B 5. BFENREREILRON1/2 THok, B lts 48 RME -

ETICEERN STk LR,
23R

W5y MECl-T RS S L)) 10 mp/iy EREBORS LK. B
HANPIEBTL. RS IHMETRERKINELE, TO®, DN ERE
EFREESTHAL A, Ft R/ M M R R R IS B TR
iy .

(A3

LBEACETDEE>
FATHEESTUME (1~ 128) Bk LB IERERR (V16284) 1T,
BWT, 17N UERSEEENE IR (F 7N FRBEI o1
RAMEOHELE) KBB4 7N TREM (55, BERITEL.
#8374 CEATREHR T2 ETORM) 1L 72.5 W (PR{) THo k. k.
HEDOERH 37. 8 THRBITEE 35 E TORUN 21.3 M (RiRf) TH 9.
T (37. 4 CLLF) EHTS T ORRE 35. 3 %M (hil) Téoik.
ERTEEXINEMEEREELEBIEBNERBIIBWT, 2XILL0RE
BTEULEL2TOFHERRUTOED THok, ERISRLEEEHERMNN
FTLLEHEREERLEZY, T, BE0SCR0BERMMERBERRER
B, ThEOEEMS, KEOBRRRIZBITIEEH ORBEETFHT
AT LR, ’
BHBRREBTREA L EREEHS (2380

- HERE FENZZ VAR o=T0
- 22 (31.4)
FH 18 27. 1)
ALT (GPT) i 4(5.7
Loxid 3(4.3)
[0 3(4.9
AST (GOT) i 3(4.2)
- 53 2(2.9)
hE# 2(2.9
EER P T , 2(2.9)
Frhikimd 2(2.9)

&) S EAF R LD BEORE - AR -
AELYSENELTIE2mphg 1 B2E

BRI (%)

<HHRAICHIT B

XERGAFFIZBNT1I~12 EODIJ\,E'C%EEEH?"fT‘Eﬂ’EﬁFQ& L=
TAEESPRELEE (WV15758) @ 5 A RHRSIC B 5 2 7 VT -0 5 HIR (a5,
RERAEEL., KR 7. 2CTUT. EANCDREBZENT D ETORME)
ERTREDEENTICRT.

A 7N FRFAME )
e wi TN TR
] Jres IR thdfl (95 RIEERE)
R N - 101, 3 R§R"2
FENFEVNY R sEE | 207 H (88.8-118.3) |
- 137, 0 B§
I5ER S5EM | 2354 (124.5-149. 6)

H) T ELFIENY CBEORE - RBER:
AEAFIENELTIH 2mgfhg &1 B 26
#1) A TN I AABRER A NV AGRIERERRICE DL .
#2) p<0. 0001 (7 5t EDIE
FENFIEN) CEICTY. BRAMOERDEOM. REFKOET. 1
I NI IREROBRERETHED Sh., FROEMEMED SNk,

BEABEMRTREL 2T EHE (1 2L

T ERy
HEER ;353 ERI- . )2 U ERE
ot 30 ( 8.5} 49 (14.3)
pE P 50 (14.2) 37 {10.8)
TAa - - 37 (£0.5) 30 ( 8.8)
ES 14 (4.0 13(3.8)
|cE. et 13(3.7 12( 8.5)
A 9(2.5 10 ( 2.9)
#®E 7(2.0 7(2.0)
Figt 11(3.1) 7(2.0)
H¥ 3{40.8) 5( 1.5)
B 8{2.3 5(1.5)
REXEIR 5(1.4) 4(12)
HREE (L7 4(L9
[ 1 7(2.0) 4(1L2)
B AN IELY CRIEOHE - Bl : SR (%)

AENSIENELTIFZmg/ g 21828
#1) PEARAEPHEE S,
2#2) WA LESHESE,
EACBOTRIESAHME (5~ 28) ITETs7 S edfedRL LicEI
AERMER (WV15759/WV1S871) 12, HEAEFIR 500 Ml LB AN 335
FTHok. ZOkd. FROAMERRETECREThRWE, 427
JVT P RRIARAN (P AR 123, 9B, S5 LR 1M IMMTE Sk,
i, RERIRBWT, ML LSRR 153 (FEV.) DI

¥ 0.8 %, SIERLTHTHE.

(€ 3ES 1)

1.in vitrod 0 N AFER
A Y SBERTORS )VT.‘E:D R & DER kI
=tk WA L AERRT. ’
FENF S U ORI mm’emm&rfagﬂ»f 2T
AN ADBWELEIERE (LESARIC 1 0.6 ~ 155nM. EIRSREKICS : <0.35
uM) TH#ELE,

2.in vivoBL A S AR -
TYARCZ b v FOARRUBEA 7N P14 LABRESN TR
AENF LY CBEORDRS (0.1 ~ 10mg/kg/B) kb, FRICK
FLTEEROHEN. BRICESERORP, VI LAHBEORPITLEDE
FEHREMERD SN, Fh, =7 FUBREFIME BT VB 2468
M S OEORS (10, 100mg/kg. 1B 2E) T, £HFRO LN Erbff .
b AT T S RSN B,

3. {EHRE

FENF I ENY VEEOFEETE PARBUBMA TN FUL A
DA SRS —YEBIRENCHEFL (IC»: 0.1 ~3nM), HL<ERSH
RO ANZCERBREM S OEBERR TS LITR D, U4 NADHRAE
AT S,

* %4, FHE

mﬂ&U@mﬁmﬁakBﬁ%*ﬂkﬁ?éﬁﬁﬁkamwﬁ$ﬁmkk
THETI0. 0% (2/1,245 B, 1 ~10R0NETEA.1% (194640 TH >
oo BHED T VAL TARIS A VR ESEL, BRCRHEMES STk
. BEEEFRLEDALATE. YTOARTET 2Ly MOBWTERED
ETFARS SN, BREGTORE. GEIREVEISASHS, WiteE
BULESANATE. /45325 —¥O72 /RERSEDSATNS,

(BT ICET 282 MMmA]

—R% : A NS T U)LY CRRE (Oseltamivir Phosphate) JAN)

{b34 : (-)-Ethyl(3R, 4R, 55)-4-acetamido-G-amino-3- (1-ethylpropoxy)cyclohex-
1-ene-1-carboxylate moncphosphate ’



