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F—%)o FEEHRHERICBVTIZ, BEHAREDLI00E T TOHR
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15.1.2 EHVCEB SN H TR VHNC L B8 EREBEER D
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52 /58T 0 BB R A5 405 L7z (HEIA T — %) 6
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BRI 50 (MR L7z & &0 F k)b g 3 EOViG AR o e i 3E
WEIHE/ ST A —ZZUTDEB Y TH Y AUC M O Crmax & LB
WIS 5 Z e AR E Y,

TR DS E L ST A — 5

ERasn AUCins Cinax Trmax e
(mg) (ng - hr/mL) (ng/mL) (hr) (hr)
37.5 1,652 +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%x1.1 6.6x1.5
300 12,918+ 1,564 1,377+153 4.3%£1.0 5.1%£0.4
mean *SD

) EIETE S B OMETES7 Skgll o0 /NS L CKER & N I L O B
&, 1A75mgx 1H 20, 5H 5 Th 2.
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(ng/mL) Sl F
L1 1 1 1 & N S
OmM1152 3 4 5 6 8 10 12 24
1170807 154 OV (hr)

MMAEFRIEEE 7 &5 NCZAUC, CmaxS0 /57 A — 71, BB ORI, 1K
ORI - B S ORERSEMEIC L > TR2 D WHEML D 5,
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16.3.1 fBfS
MEHES » MIZMCl-F V¥ 2 ¥ v20me/ kg HER 135 L 72 B, i
SIEEIX S ARRI L 1248 Ly MERECHBLL Tz, HLEZRR &
Tl B TR R R L, RO L% 2 5T il CliimE
DF2RETH o 7205 FHEARRNDORBITIZV 2 h o720 MEIZB VT
BAOBITHFED S, BT EIE AN DR1/2TH - 720 ik
BB G481 ] 4 F LI AR S 13T I R L 72V, [9.55 7]
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FTEIVE IV REZFOEREDOL by Ty b T FROA XA
B L ORFEHRIZ, ALV E I ELTIZETOREIZBVT50%LL T O
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16.4 X34
FLy IENVIEE 2BV TRORS REL,I2E & LB T
PRI SN S, 720 & MFI 28y — 2% H /AR
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16.5 HEt
16.5.1 FRep#E
A T2 LA v 3 €)L& L T37.5~300mg % Hi [ml# 14%
L7z & & REE R TR S b2 TH548 R 1%  TI1270~
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16.5.2 ZithigiT
BT v MC[MCl-4 1 vy 3 ¥ L10me/ kg% HIEHRI#H5- L 72K, 1k
BFREIEFLIT A ICRAT L. G IR I 1E Lo, 208, il
Herh LR HER TH I L7z, FLit e/ v g i el izl
FIZBWTEDro 727,
16.6 HEDERZEIDEE
16.6.1 =&E (BORLL) (CHBIF D EMEEE
AEWER0ME LI F O BB A LV F I Lk L C7hmg% H [k
HLZE &0 Vs I EVIEREOEYEIE ST 2 -5 1T Tk
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Eracay AUCo120 Cinax Trnax tiz2
(mg) (ng - hr/mL) (ng/mL) (hr) (hr)
75(HAN) 2,276 +527 297+90.9 4.3x1.4 8.8+3.6
75(FIA) 2,270+ 387 244+29.2 4.6%0.9 9.7%1.2
150 (HAN) 4,891 =963 599+96.6 4.4%0.9 7.9+1.8
150(F ) 4,904 =477 598+70.0 4.5%0.8 9.0£3.7
mean *SD
IEPER D MBI EE b 7 7 il
5H MU PG PRI (ng/mL)
75mg HARN 75mg FIA 150mg HAA 150mg FIA
3 162+44.5 158+39.4 301+116 289+87.8
5 163+50.9 153+49.5 325+107 360+73.8
6 168 +58.6 185+30.1 344+85.5 324+82.5
7 163+27.2 144+35.7 326+84.7 287+56.7
mean +SD

16.1.3 EWMEHEIEF MR
TENET ICNVH T RNTEmg[ T A ey I T TRV TE R R
ANBFIZFNENLS TN (FEVF I UV E L T7hmg) 2215 I H[a]
OG- (r a2t — N—k) L, MiERF L)Ly I UV ZRE L
T2o O NT2EYENHE/ ST A — % (AUC. Cmax) [Z2W\T0%EHHXH
FATREMENT 247 o 7246 3. 1og(0.80) ~log(1.25) D#IPAITH 1) .
T D A W5 (9 [R) S S hfe Rl S 7z
FHRFN S TN G RO BRE T X — 5

Eiacn Ty AUCint Cinax Trnax t12
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
75 6,063 =604 439+29 5.0%0.0 7.0%0.6
mean +SD

16.6.2 BHEEEEEECH|T DEYENRE
ZLTFZr )T 5 A(Cer)BIC & ) BUSE SN Bk REREE % &
20BN E RS E L, ARV 2B E L TI00mel H2[0 %6 H M 5 E
B2k X OFEHEEDEIREIL, LTOED LB ) BEHEAEICKT L
720 EELEERREREEZ I BV TREEGEOMENLETH L EE 2
SN2 WHEANT—4).[7.4, 8.2, 9.2.15H]
B G-BtA6 H HIZ B 2RO IEMEIE ST 2 — ¥

Cmax Tmax Tz AUCo-24nr
(ng/mL) (hr) (hr) (ng - hr/mL)
Ty IS TN
75mel 7 1 | 67.1+26.3 0.8%£0.5 1.3£0.3 | 113.3%*23.4
¥ 3IT7NVAHTENTS 69.4+32.4 0.8%0.5 1.5+0.4 116.6+25.2
(Mean=*S.D.)

Cerfiti AUCo-120 Crmax CLro-12n
(mL/%5) (ng * hr/mL) (ng/mL) (L/hr)
Cer=30 43,086+ 18,068 4,052+1,519 1.54+0.55

30<Ccr=60 15,010+4,158 1,514 +392 4.19+0.67

60<Ccr=90 9,931+1,636 1,058 =183 7.25=1.15

Cer>90 4,187 +630 494 £ 80 17.50+2.78
mean +SD
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17.1 BHHRUZLMEICEET 255

17.1.1 BN M1EER CAEEER)
7T R AR R & L7288 TAHER IR ABR (JV15823) D5 H #2512 81T %
{27 NVI Y FRIEYE (& TORERIEES S TORE) T 5
HrEx LT IR,
AV TNVIyHFERGIERZ ERR & L ZEERIEEEBRICB VT,
vy IV ) CERIEIC XY . R o MR o i, EEE oK
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A ¥ 7V YRR ()

" G| prm | A7 VT PR

A o | EAE 1 it (95% (= LX)
FELY I SR | SHM | 12260 o o 93)
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FED ALy IV VEEORERORHE - vy I E L ClNT75mg% 1H2M
TE2) A ¥ 7 VL HFEGAE T A OV A S HE U BUE O R RS X 0 HIE L 7.
13)p=0.0216(7'F £ K & D)
Ty I N v ERESG I ORIE X 15480 H51451 (33.1%) 12728
S, THIL0BI(6.5%) .« BEFE7H(4.5%) 5 CTdh - 722,
17.1.2 ;BASE MABEER CAEEER)
Rk & B EERCEM SN T 5 R % A0 & U 72 45 AR G R 305k
(WV15670/15671/15730) D5 H #5512 B 5 A4 » 7 v T 2 e
(B TORERPUET 5 F TORM) ST 2HRMEEZ LLTIORT .
FTevy I YERIC L), BERENIE oSSR oM, EEED
R 7 A v AR O fAE. AR o [IE T O FiE 2R o i
W EANT— %),

A 7V R (BER)

17.1.5 BN EMAEHER (FhER. Sind)
ElE 2R E L7277 2 A IR i E R EGER (WV15825, 42H
BHENIZBIT B4 ¥ 7 VT FEYERAERIZIE TR 4 4%, &
VE I N YRR GEE0.4% Tdh o720 T T VIERBIZBIT A A
VINVI U HREYERIERIZ, T REE5.0%. Ly IV v
B G0 5% TH - 729 (HHEANT— %) BETEZUTIIRT,

ZEH T B iR
e WV15825
rﬁﬁ%ﬁ%ﬁ n=548
x5 i (65m L)
TIeA FELF IEN) SR
I n=272 n=276
4Ei (%) (F39) 64-96(81.8) 65-96(80.5)

1£9) H80% DIk E ST 2 F ¥ Bl 2T . F14% D E il E DB S A R B A
LTV,
TNy IV EBRERGHEOREBEEITECTE 2 WEERRIE
2761114011 (14.5%) I 528 B 17,
17.1.6 ;BYVE MAREER (BE AR FR5EER)
42T INVE Y YRERE B E S O 7T b AR R R MR
(WV15799. 7THIFG) BT B A » 7V L v PG 58 2T 1
#12.0%., XV IV VEEHEGHL 0% TH - 7219 JEEAN T —
7)o BEHEZUTIORT,

P T B
b e WV15799
B n=955
BIE 13 DL
1 TR FEIVy IV CERE
n=461 n=494
iR (i) (PE) 12-85(33.8) 13-82(33.2)

P Eras) ey | A Y 7 VI AR
Sl | R Fh S (9596 X W)
— 78 2I Y
FEMY IENY VBT | 5HE 30151 (72.0-83.0)
— - 112 5FR¢fH
7Tk SHE | 3098 (101.5-119.9)

4)p<0.0001 (7 F £ L D)
17.1.3 BN M55SR (FRhEER) ‘
7T e RERE & L7 5 MARER R 3UBR (JV15824) D42 H #5712 B
B A TV WIRERGHE O FSAEFIHRIRY R 2 LT ISR § o RRBRIE S
W % &t B 30861 (77T & K 198-83k%. 1934, 0i%. 657%
PLEOEEFE X106, vy I EN) CEEE 1877 F1934.2
. 6o A E O EEE X116 2 xR E L,
EN T EERILEREBRICB VT, 4 ¥ 7 VI Y FIRGERERIZ T T
YRS 5%, ANy IV VEREKRGEEL 3% TH - 72,
FES) WIS ¢ B AT OMKTE3T7 Skglh L od /NS L TR & 7= F e O
1. 1H75mg# 1 H 2, 5HH#%5Th %,
PRSI LR S R O, 1 75me R 1 H 1|, 7~
10H B4 5-Cd 5. 1KTE7.5kghl Lo /MRS L CREE S L7z B R O &
1. 1E75mg# 1H1E, 10H M5 TH 5.
A 2 7L P REYE S E B (G EER)

TR | ANy IV SERETE p=0.0032
KRB 153 155 (95%(E X -
IS FE ] () | 13(8.5%) 2(1.3%) 2.4%-12.0%)

H6) Ay I V) VEREORBEROHE Ay I e E L CTLNT75mg% 1 H 1
FET) BB OIERAT2D WL L3O S 1, 7 A U AU HUAMT O LR X )RR s
N7 REBI

TRy IV v ERESES O RIE X 15561 H3445 (21.9%) 12728
S, EIEERRSHI(5.2%) . THITHI(4.5%) 5 TH - 7219,

17.1.4 ;B9 55 MAREAER (F-RhEER)
RENZ B\ THME S Nz (18 VA R) 2t g & L7277 AR xh
W 55 TIDHH i PR 303 (WV15673/697) D42 H % 5512 BT 5 4 » 7V T
¥ WIREGE D FAEIEI R R L B H T 2 LT IR T,
CHEEMEPEREBICBW T, 1 v 7 VI Y FIEHERERIL T T R
4.8% FXIF IV YEERGHL.2%TH o720 GHEAT =4 ),

A 2 7L A EGUESSE B (SEAESE) I By R

TIeR | FELSF I CERET
R BT 519 520 <95£/§git§0£?ﬂ :
I SEAE D (3) ™ | 25(4.8%) 6(1.2%) 1.6%-5.79%)
il (%) CF1) 18-64(35.0) 18-65(34.4)

TE8) FE B OFIL 25, & B RAERAE 1O L EZED S, 7 A b A5 BE SR
D FFAZ XD HERE S T HER]
TNy IV YEBRERGHEOREBERIRECTE R WEERRIE
52041 7125001 (48.1%) (2388 S 7z,

Ty I LRSI O A EHSE49451 1124451 (25.1%) IC 7R

i, WEZ27H1(5.5%) ., SEFR12(1(2.4%) . FIEERREIR(1.8%) 5 Tdh - 72,
17.1.7 BV E MAREER (B E AR Fr5ER)

{2 7 NVI WIRYE BB MG O TR L Tl + — 7 > i

ER(WV16193, 10H RIHE5) 128U B4 ¥ 70T ¥ REGLE T EF 1L

JETFRBELL.3%, AL I B VERIEHRSEEL 8% TH - 7220 (§HE

ANT—=%)o BEBERTUTIIRT,

BT DR

AR AR
e TEDE
. JEF B TRhEE
FH =392 =416
W () (F) 1-83(26.2) 1-80(27.7)
18. EZPEIE
18.1 {EFAER

TNy IV CEBEOEERIZ e NARIROBRIA 7V sy
ANVAD I 4TI —F BRI E L ICso: 0.1~3nM). #rL
ST E NIz A NV ADEGIB A S OWRER HEST 22 21280,
7 AV A OYEE & HS 5%,
18.2 in vitrosno 4 JLA{ER

FENF IV VBEETO RSy S THY . BT X D IETEELC
B E N, Py AV AE 2R,

FEIy I CBREOEER R vitro TOATI K OB A >~ 7V
T2 A OV A DO A KRS (FERERICs © 0.6~155n M. B R 55 H
FRICs0 @ <0.35uM) TR L 722,
18.3 in vivoln o4 IV A{ER

TIAKRDTT Ly POARIJROBEIA » 7 VT H A ) A KT TV
Tk, Avvg I VY CEREORIH S (0.1~100mg/kg/H) 12 & D .
FENARAE U CEFR OB, BIUE D RO 7 A V2Nl
W7 EDEERNEN RO SN, T2, =T MY EGEE TV
BT A )b A RG24 R AT 2> & O 1% 5- (100 100mg/kg. 1H2[A)
Ty RO FA2 & AV AEG 0T 2 IR R ASRS & i-P,
18.4 Mtk

fif iy 4V 213 TAR Y AV 22k L, BEITIRHBLSRO Sz
Dotz AR LA NVATIE, YTAKRT 7oLy MlIBW
TIERMEDOIR T 250 S, RGBT O, (I I3Rv &% 2
SNb, MiEEEE LA NVATIE, /4932 —¥0T7 3 /8
TEEPBD SN TN LD,

19. B2 (CRET BIBLEHR

—f%%% - Vs I V) SN (Oseltamivir Phosphate)

1{E5%% : (-)-Ethyl (3R,4R ,55)-4-acetamido-5-amino-3-(1-ethylpropoxy)
cyclohex-1-ene-1-carboxylate monophosphate

SFR : CieHzN204 - HsPOs

SDFE ©410.40



26. BUSHRFTRES
26.1 BHERRFIT
IRARFERINSHT
KRl KRS T H2-30
+ HsPO4

MoK A~ MEHROBRRLIEIROB LB K TH L, KLigA Y
= VIZEITRT L, T8 7 — )V (99.5) 122 v,

21. KPR
A VT NVIH T AV ADKRIEN T LB 3 2 ERAL oA
KR - RIS OWT, B, HINRICHET 5 2 L,

22. @&
PTP : 10 7V (10Cap x 1), 1007 7 (10Cap % 10)

23. FEk
1) BB 2 B 550k (BN JP15734) (5 I 7V h 7+
V2 20004E12 H 12 F KGR, HETERESA 3-1)
2) HARNEHNTORAET G-k G B 8 32 L BR) GlEd)
JP15735) (# 2 7 )vh1 7 k)b - 20004E12 H 12 H AGE. HIFE & RHRE
~.3-5)

3) KAFFE A FEE X R, 2018 5 67(4) : 389-401

4) figse, MR (7 2 70V A T Rov L 20004E12H 12 HAKER, i
R 2-2-1)

5) IMAERIAE & OfEa (7 2 7 )05 7 1b 1 20004E12F 12H &GE, H
R 2-2-4)

6) in vitrofREH (¥ I 7V H TR L 200045120 12H KR, B R

B 2-3-2)

7) HIFANOBIT(F I 70 b L 20004E12H 12H KGR, HEEY
FHESEA 2-4-3)

8) Abe, M. et al. : Ann. Pharmacother., 2006 ; 40 : 1724-1730

9) ERAEREE A 1) BEBRE 12 X 2 BT 5 (iEYL - WP15648) (4
I 7S 7RV 20004E12H 12 H AR, HEEERMREEA 3-7-1)

10) in vitroSEWRIEAE (5 I 7 VA 7L 1 20004E12H 12H KGR, |
AR E A 2-3-5)

11) BRI (3 252 > /7T axA 3y B) & Q3R (B
WP15728) (# 2 7 )7 7 t)b : 20004E12 7 12 H ARG, B A5 & RIS
~N.3-8-2)

12) FAAAE = AL - e 54 RE, 2000 5 74 1 1044-1061

13) BMAHAERBEO RSO T & (EN 1 JV15823) (¥ I 7 vh Tt
)V D 20004E12 H 12H KGR, HIEEEREEE . 2-2-1)

14) FIHERBROARED T & (HEh - WV15670/15671/15730) (4 2
TNH TR 20004E12H12H KGR, HEHERHESE b 1-3-2, .2-1-2)

15) AAAE=APA © SR RS, 2000 ¢ 74 1 1062-1076

16) HEMMHFRRBEOZEED F & (EW : JV15824) (¥ 2 7 v 7+t

bt 20044E7 HOH KGR, HIREERME 1 2-2-1)

AR 2 55 TAR T B 38k (42 H 4% 5-) ok © WV15673/15697)

(5 37 )h 7TH)b : 20044E7HIOH KGR, HIGEERMIE b . 1-3-2)

R g B 85 AT B 5k Bk (42 1 R 5-) GiEvt © WV15825) (%

ITIh TV 2004457 HOH KRR, HESERHMEEE b . 1-3-2)

S5 AR B st (7 H 1% 5) (gt - WV15799) (4 2 7 v 7R b

20044E7 HOH KGR, HIRHEFMEEE b . 1-3-2)

85 AT B kB (10 H RIS (Evk - WV16193) (4 2 7 v 7k

bt 20044E7 HOH AGR, HIFEFEREES b . 1-3-2)

21) /49 3I=F—BHEIEH(Z I 7V 7))V 20004E12H 12 H 7K
AL HREERMEE A-1.1)

22) & M Y7 IVI AR OB Y A )V A2 BT Ain vitro EHa i)
TEHI (% 2 7V 72 )b @ 20004E12 H 12 H KGR, HEEERIRE 1 . 1-
1-5, k-1.2)

23) Sidwell, R. W. et al. : Antiviral Res., 1998 ; 37 : 107-120

24) Mendel, D. B. et al. : Antimicrob. Agents Chemother., 1998 ; 42 :

640-646

B ETIVICBIF A8 =7 P EEET V(Y I TINI TR

20004E12H 12HAGE, HFERHESE R -1.3-3)

26) MHE(Z 3 70V 7 E)b 1 20044E7 HOH KGR, HIFEERAREE . 1-4)

*24. MERFEKRFTMUORLWSHEE
RO S EaERtE v v —
T532-0003 KBHIFEIIX = H5 T H2-30
TEL : 0120-381-999 FAX : 06-7708-8966
25. {RBRIGFT LDER
AFNITABIEIBRIA ~ 7 VT 2 Wy A )b A EGE DISER D BHE O
BT/ L7228 A C O AR S E T,
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