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(2)4KE 37.5kg LA ED/NR
EE, ANV YIENELTIE75mgz 1 H1E, 10 H
MROx59 %,
<zE>
B T
i % [ BRAKRUIREST. S A K& 37.5kg A LD
kg DL ED/NE N
B5% 1M 75mg 1H2MH 1| 75mg 1H1MH
B 5 S5HERO%RE |7~ 10 HE®RORE 10 HREROXE

<P - BRICHET SR LOEE> |
LBV ABAITE. 12 TV FRER OB S |
| 2HBINICRGEBIAT S T & GERFEBN S 48 REMRE |
BIH G E WL BB A E BRI BT —5 |
RSN TV, |




P2, FRRICHWAEAICIE, RORICEELTHERT 2 Z &, |
(DA S TIVI Y A LAY B 2 H BT |
BEERIETD & (Bl 48 BRIBRICIR S 2 Mk |
LEBEIBI 22 BMT 27— 13BN TY |
720,
QA > TNI BT AN ZARIIEITH T 2 FHRRIT. A |
‘ 23 L CHRA L TW 3 I 0 B Rt 3 5. |
L3 R DR E RS TR, AT EE AN 5 D T,
| EBEORTISUT. KOLSAREHEEERETSH T |

EGMEMCBY BREIZE D). NSO BN ERE |
TOMARBRII R, i
JVTFZIIUT I YA R e RES
(mL/%3) wHOR T B
Cer>30 1FEI75mg 1H2E | 1E75mg 1 H 1[MH
10<Cer=30 1[E75mg 1 H 1= 18 75 mg fEH
‘ Ccr=10 HESE A BTN L Thany
L Ca: ILTFIIIUT TR
[(EALDER]

1. EERS(ROEBEICIIEECERETEL)
mEOBHERERYE (<HE - ARICHEET A Lok
BOKRO TEELHEANER] OHSHR)

2.BELNEANEE
D AFNIBPM R OIEAITH 0. BHWAESK FL TWBHEA

WM IRENE L BRDBENNH D DT, AHIOBREITHE
LT Z7V7FZ 2007 I ZEIR U< - A&
WCRE T A M EOEESICEDINT, REZEHELANS
EERICEGT2 28 (FEpEE] oESHR).,

Q) MBEEFIED 1 > TV T oA ABGYEICHPEL 20,
A2 TN TR SRS D ZENH 2 DT, M
YUEDZE I, MEF %G 58 E@UNEETO 2 &
(<HNEE - RICBIET B H EOEE>OESR).

* ¥ 3 EIER

717 )V E DA £ T ORI 309 BlicB W T, mIFEMAI.

85 fi] (27.5%) ITFEBH BNz, EREIEAIZ. MEE 21 # (6.8

%), TH17 M (5.5%), &K 121 (3.9%) ZHTHo7=. (K

Bl

BB AR TR 2 DA 4, 211 FlicBW T, BIFERIZ 90 # (2.1%)

WY 5Nz, ERBIERIZ. TH 22 4 (0.5%). B 12 fF

(0.3%). M 11 (0.3%). 5B 10 (0.2%) HFTHo Iz

[FHREK TR GA#)]

(M EXLEIER
Navd, 774 5F—8ER GEEAH) : P avr,

TF T4 TFEEIRDN D S5OND I ENHDHDT, HR
BT, ERRS, B - WASEIEE, R, (KT
ENH S5 ONZHAIIRG R L, EYEETD &,

)z FHEAH) : MROFBENBREINTNSDT, &
HINRD S NI HEITIXREOMAEIT L D FE GEFME,
Y 2L . WYRULEETS 2 &,

VBIAERFR. FFHERERRE. &HE (HEEARW) @ BEFX%ED
HEEMLMT%. AST (GOT). ALT (GPT). 7v-GTP. Al-P®
FELW BRSNS FFHEEERE, SENRD 5DND I &N
HBHDOT, BRZ TSIV, BENRED SNEHAITE,
BehedmibL, BYRNEBEETS I &,

4) R EFLFRARAE (% B (Stevens-JohnsonfE{REE). PHEERE
IEFERIARAE (Toxic Epidermal Necrolysis : TEN) (BEEAREH) :
B2 SERE AR (e T A 1 2% B E SRR 55 D B2 JE B 5
HobONDBTENHDHDT, BRETHIITN, ZOLD
IERN D SbNHEIE, #52FR kL, #@YRLE
15T &,

(2)

5)2MBAL HEAH)  AEBERE2NbsbNE &N
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k(42 Hifs) TIIFECIIRRO S Neho 7z,
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1. MARE

<BEABERACHTDHE>"

TR A BT 28 Blic ARV & T EILE LT 37,5, 75, 150 U300 mg Z HiEIRE OH 5 (1
B U7z & & OARK O REME R O -2 1 5 b i FEHERS T SR B EE /S T A — S I T D &
BOTHYD, AUCHL UCrmaxiZ A EILBINIINT 5 Z LAVR S A7z,

U BFITAH

RO H 2 NTHG T AT

L [a1 200 mg A EOFREIT X DRSS, MEH:,

IR DEMHTFHHABRICBNT,

CXABEMMTHRBRICBNT,

H AN ERERR A B T2 BV 2 B MR O i E iz

(ng/mL)
1,500
—a— 37.5mg
= 75mg
—e— 150mg
bl
% 1,000 —%— 300mg
b3
i
b
¥ 500
il
0 y Cwe S
0 12 24 36 48 (hr)
S|
TEPER DS B HEN T A —5
#h55 AUCo Cmax tmax tie
(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+1.1 6.6+1.5
300 12,918+ 1, 564 1,377+153 4.3+1.0 5.1+0.4
mean+SD

* % < AAABHE (B0mLL) IS BHE>L

(3)

EERBORELA L DR 5 BIICA LIV Y I BV & L TT5 mg 2 HIERE NG (ERK) L
& ZDEFDIELROEYBIENT A—FBUTOEBDTH o .

HA A\ (805%LA ) DA DR BE/ N T A—5

EdEa AUCo Cmax tmax tie
(mg) (ng + hr/mL) (ng/mL) (hr) (hr)
75 6, 063 +604 439+29 5.0+0.0 7.0+0.6
mean+=SD

<BAANEABEACEIT B LEERE>

HAAROHEAE 14 FIORFERABFENHREL, ARIIVYIENELT7mgl H2[H
K150 mg 1 H 2 [H% 7 HEREHR G (B#%#ES) Lk & EOERKOEDTE/)N T A—
& & OIMIERERE RS 7EIZLAFOEBOTH oz HAARTHAOWTNOHERIZH
WTHEEIE 7 H B DAUC X UCmaxiZFEETH U, AFERNIC BT 2213380 5 iz >
Foo Eioy NI 7 BEOHEBRD SIEMEARIIE GBI 3 HANICERIRBICEEL, il
HIZFBD SN o fz,

PG 7 B EICB IR O BIE/ S5 A —5

*’ilﬁ_‘ﬁ AUCo-2 Cmax tmax tie
(mg) (ng - hr/mL) (ng/mL) (hr) (hr)
75 (HAN) 2,276 +527 297+90.9 4.3+1.4 8.8+3.6
75 (HAN) 2,270+387 244429.2 4.6+0.9 9.7+1.2
150 (HAN) 4, 891963 599+96. 6 4.4+0.9 7.9+1.8
150 (K1 N) 4, 904477 598 +70.0 4.5+0.8 9.0£3.7
mean+SD
TEVER DM AE PR b 5 7 il
paR M SEHEPERIRE (ng/mL)
75mg HA N 75mg 1A 150mg HA A 150mg FI A
3 162+44.5 158+39. 4 301116 289+87.8
5 163+50.9 153+49.5 3254107 360+73.8
6 168 +£58. 6 185+30. 1 344485.5 324+82.5
7 163+27.2 144435.7 326+84.7 287+56.7
mean +=SD

2. BHREREERICE S EMEEY

<SEAICBIFBHE>

ILT7FZ2IIT T2 A (Con) IR D BE SN FEREREE 250 20 flz R L,
FENFIENELTI00mgl H2MHZ6 ARMKERG* L ROEEEED . DL
TOXRDEBDEREIKEL 2. SEREREREE BN TG ROMENBET
HBHEZEABNTz,

#5066 A HICBT IR EMBIE/ ST A -5

Cerfi AUCo-12 Cmax Clro-i2
(mL/%) (ng * hr/mL) (ng/mL) (L/hr)
Cer=30 43, 08618, 068 4,052+1,519 1.54+0. 55

30<Cer=60 15,010+ 4,158 1,514+ 392 4.19+0. 67

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

Ccr>90 4,187+ 630 494+ 80 17.50+£2.78
mean+SD

3. EYMAEER®
<HNBEALCSHITBRE>
FEIF I EIBRBEHHIMEERD T ONR Y REDHHICEIDBEZ )T 5> ADETF,
AUCo-w B U Cmax D 2 5 DIMNRD SNFz. TD T EIFT = A > Rk fe 2 #% TEIR
HIE MW SN DA LIV S 2 EINLEREEE THEIE S N 535 & OO & 0 i i EER
EETHWHEMZRBL TWS, LML, ZOBAICX2EMBEOLLOBIEZ, %5
BOFHBENNLETH 51T EMERIICEE TR0,
BB A TIVIH A I ZERIE LS FERFER D 72D 1P S N D W REME A3 b 5 55
Y e A% 223, /054 RRGIEWE. NSAIDs%) KOLERICHEE G 2 %0
HEMED & % 354 (FIRIBIRIESS) D% < O & ORI BRI SN TN,
4. BAKEES
FEINE IENKRTZOEEEOE b, Ty b OYFROA XMIEER & OFEEGRIT.
FHEINF IENTRETOFMBICBNT 50 BUATORKATH - 7208 HHEETIRNT N
OHFICBNTHEETIBUTOFHNODTH > 72, (in vitroik )



5. fLat - HE 0

<HBEALCBITDHHE>

AANTE MTBW TR O GHESNCE E U THIE TIHERICIASM RSN S,

EHERRA S TITH LAKIZ (FR)Ly T EJLE LT 37,5 ~ 300 mg) HAMIRE L4

HrLe & &, REMKRKOTE RS DB THG A8 B £ TIZ 70 ~ 80 %A%

Rk S 7,

o, Ay IEEE MFI 70V — Az AW AREREBRICE D, P450 12

K BB ST, PAS0 2 L 7z 3R ELAE A O Miatic & 0 % HEP450 248

DORFNTH L THIREAEEEEG AN ST,

MR G ¢ B OMATE 37. 5 kg BAE/NRICH U CRES N2l - RN
1 75mg % 1 H 2=, 5HEHRGTHD,

PG © RN U CRRS Nk - AEIE. 1 75mgZz 1 H1E, 7~

10 HI##%5-TH 5, KHE 37.5 kg LA LED/NRIZH U TRES =i -

JARIE, 1M 7%5mg & 1 H 1ML 10 ARG TH 2.
(B%) BB OKER
1. ﬁﬁw

RS v M [MCl-AE L% 2 E)L 20 mg/kg Z HEIRE 45 U 72 B8, BN RE
BRI A Uy MERECRLIL Tz, IS 2R < ST, &
i CEsE 2R L. RO 1 DEEABN TN AIiTIRMEOK 2 5T
B, PR RN OBITIZ DN 5 Tz MEITBWTHRIEADOBTAER
W5, BTG RHAMIMIE DR 1/2 TH -l TG 48 W%
£ TICEMBD S I FT e ITHE L.

AR T

LTy M [MCl-A R F 2 E)L 10 mg/kg Z HERE O 5 U 7288, BUNEE
EHIHITBITL, %5 1 KM% TREREIGEL L, 20%, mith &z
\F IR 7 RS TS La s, ALyt oh/ i s s i i vk dic s T

27z,

* [ERRAAR]
1R
<BAEANCHITBREE>"
EWNICBWTHEBI N TR e E LSRR (JV15823) @ 5
HEHEG2B T 21 > 7V T2 PR IE (2 TORIRDSET 2 £ TORMH)
g 2 HIEELITITORT
A IINTOFERERH 2 MR E LA BERLEBICBNT, 4RIV %
UV CERICR D, BRIEOEREOM, EEEOKT. UA I X IED
Wb, PRI a1 OGRSz,

A > TIVI R R (RER)

N

" B5 | g 1> LT TR
*® Al | EPIE ML (95 % [RHEK T
N 70. 0 W 1=
FUNFIENY BN | 5OM | 1226 S
o N 93. 3 I
7R SHIE | 13041 (73.2-106. 2)

) ANy I CEEORE - i

FENZIENELTLIETOmg % 1 H 2H
HD A XTI PRI Y A ) 2 BEUIHURME D LI L O HE L e,
#2) p=0.0216 (7' F R & D HLE)
<HEARLHTBHE>?
WOk SHEERTEMES N7 TR 2R & U758 IR O 5 H RIS S
F2HA 2TV IFREENRE (2 TORRIEET S £ TOMM) (T T 2H 21
ZU TR,

A 27V 2RI (K

ST 5 e e A 27 IVI R
*® A [ L (95 % [EHEIKIED
T \ 78. 2 ST
FEF I S| 5 HE | 3016 (72 0-58. )
0 N 112. 5 5
7 ItR 5 HFH 309 il (101. 5-119. 9)

¥) ARy IEIY CEEEOME - M
FENFIENELTLE5mg % 1 H2[H

#1) A 2T IV HIREYIE Y A )L AP O LT K O HIE L7z,
#2) p<0.0001 (7't R &DHE)
Ay I CEBEICED. BRI OEHSROM. EEEOEKT. U
A )V A KA DS . AR 0D (198 I D S AR B T,
2. FRAABRALEE
<BEALCEBITFZHE>™
FENIZBWTEBI N T TR EREE U728 NGRS JV15824) O 42
A% 542 BT 51 > 7V T PIEPIE O FEMHIZI R 2 U FIR T Al
st 2 S OB 308 #l (7T 1R ;19 k- 83 ik, 49 34.0 7%, 65 i%LL
L OEEEL 10 B, AH 18 k- 77 k. SFHE 34,2 5%, 65 ML Lo E I 11
) Xt & Uiz,
FERN—EERILEARICB N T, 1 > 7V T o PPERIERIZ T 5L REES. 5
% AEUEGEEL.3 % ThHo T,

A 7 IVE P RRYSE TG (FEAER)

o N TN HIE

TIER | ) Ve p=0.0032
BEVER 153 155 w5%ﬁ§%§$20%
RAEFER (E) 0 | 13.(8.5%) | 2 (1.3%) o

) ALY IEIY CEEOME - R
FENFIENELTIMEBGmgz 1 H 1M

#1) FEAKORERAD 2 DB ERD S5, T A I A B IIPiUAM O EFIC&D
TERE S N B

<HBEACHITBEE>

KEIZBWTEMSNAZ T T RZ M E U5 IR (WV15673/697)

D 42 A5G BT 51 > 7))V T 2P RYE O FHEMHIRN R 2 LU FIORT .

SKE ZEE RGBT BN T, A 2 7V IO PRYSERERII T SRR 4.8

%, AHHEGEEL2 % THo T,

(4)

A > 7V I W REGYEFRE B (FEIEHR)

7 IR Tﬁﬁ%@; =0.0006
ST = = O sl
AT (2) | 25 (4.8%) | 6 (1.2%) e
) AV eI CEBEORME - FE

FENFIENELTIE5mg % 1 H1E
FET NI B %, R RIERAE 1 DL ERD BN, U1 )V AL
FUAMi D BRI & 0 RS =

F7z. EATO®BMEZNREL LT T RMBmERILERBR (WV15825,
42 RS9 . A > 7))V T O PIREYSERE B O 7 5 RS E SR Gt
B (WV15799, 7 HRHES) KO > 7)) T2 W RRGUE B Beflis O T Bl & Ik
FHiIBED A — 7 > G B (WV16193, 10 AR S) 2BV T, 1> 7))V T >
RAYEFERIZIETHIRE4.4 %, 12.0 %, 11.3%. F&IL ¥ I LI CHeHiik
HHE0.4%. 1.0%. 1.8 % Thol. 2B, mlmEEHRE LB (WV15825)
D, TIFUHBEICBT S 2 VIVI OYBIYERIERIL. 7T ARG
5.0 %, At LN CEHIRGEE 0.5 % Th o 7z,

[ESh T 2t & 7 FEHE MDD 2 MeAt U 7 55 I ARG PR A B D R & s 2 DU RIS
R,

#1

=

ESUISE TR
P WV15673/697 WV15825
MBS n=1039 n=548
PSS fEERR A (185824 1) malin g (6552 L) =0
- TSR ANy IV V| T SRR ALy eV SRR
n=519 n=520 n=272 n=276
ERGR) | 18-64 18-65 64-96 65-96
CF1) (35.0) (34.4) (81.8) (80.5)
#1) #980 %X DEMEMNT Z T UM AEZIT, K 14 % O B ENER
ERBEAIL TV,
HE AL TR
. o WV15799 WV16193
it 5 n=955 n=808
BSES 135% A E 1%k
s TR AN I U] JETRRE TR
n=461 n=494 n=392 n=416
R GR) | 12-85 13-82 1-83 1-80
CE#) (33.8) (33.2) (26.2) (27.7)

MOIRRIRG  BAROMRE 37, 5 kg PA L /NRITH LTRGBS Nk - A
Bid, 1E75mgZE 1 H2HE, 5 HMEGTH 2,

BN LTRGBS ik - RIS, 1[I 75mg 2 1 H 1 (|,
7~10 HRHZ5 TH %, KE 37.5kg LA ED/NRITH U TRES
N7 - RS 1 75mgz 1 H 1EL 10 HR#EEGTH %,

TR :

[FEhEERE)

1.in vitroiL D A )L R

FRINFZ I CEBERTORS v I THD, BT K DIEMER LIRS
N7ztg. oAV ZAERERT,

FEIY I S OFENERZn vitroTOAR L OBRA > 7 )V T H
AV A DR 2K PEE (FEBRZERRICs0 : 0.6 ~ 155 nM.  FRIR M HERRICs0 : <0. 35
uM) THELZ.

2.in vivoii D A JU RYER-

RTAKOT by NOARMKUBRA > 7))V T2 HF oA )L AERET LTI
A F TEIN CEEOKOES (0.1~ 100 mg/kg/H) 1I2&D . HARITK
7L TEFEROBMN, BIIHE SRR, U1 I AN DR D75 EDk
BRNRDPAD SNz, oo 2T MUBRETIVITBNT T A )L ZEEYE 24 |
IR 5 O OHS (10, 100mg/kg, 1 H 2[E) T, EHERO EFRBEET A
IV A SEHITH T B IR D S 7z,

3. {ERF®

FEIy I CEEOEERIZE NARKRUBRA > 7V T YA LA
DA T2 —VERERICHAEL ICs0: 0.1 ~3nM), HLBRIN
2V A QYA & Ol #ET S 2 EiIck D, T I ADW%E
g 2,

4. Ttk

[EISh J OV P9 B PR AR B 12 5 VT B AR AN 0 3 B i 1 7 1 )L 2 D BRI AR A
UEAETIZ0. 32% (4/1, 24561) . 1 ~125%D/NRTIZ4. 1% (19/4644) TdH -
Foo MHED AL AU TAR Y 1 )L 2Tk L. BRI TIHHIAGED 5 e ho
Too MHEZBEL 2N AT, YYAKET oLy MZBWTEREED
KTFNRD SN, BERMALTORIE, BRHEIIMENEEZ SN D, (Mitthz#
BLEYANATIR, /A3 —F07 I ) BERNRD SN TNV,

(B ICB Y HEBEFAMMA]

—f&% ALy IEILY CEE
(Oseltamivir Phosphate) (JAN)

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

. H3P04

SFR : CeHzsN:0: -
5 4F 8 :410.40

H:PO:



R BA~ B EOREIEONRTH 2. KRUAY / —LITETPT <,
IH =)V (95) IZRRET T < NN-PAFIN T 7 I RITH
Fiz< <, TS MUINIZIEE A BTN,

A s 192~195C (5rfiR)

SPEARE BT~ PRI TS B L . 7OV U PR B THAR I B Y S

[&FR%AH)
A2 TIVT T A I ZADAIIT T B HEAL I B9 2 E NS O FH AR - 1
HWIZDONT, Kk, BHLRICHRET S &,

(a2 £]
52 INHTENT £10 7)) (PTP)

100 /1 7)b (PTP)

[RB&FEFT EDER]
AHNE TARIIIBRIA > 7))V T oY A ) ZIEPHE D FIER DR OHMT
FH LGS IO SN E T,

[EE K]
1) LB HER A IC BT 2 BRI G4 O S BhREi S (N : JP15734)
% % 2) Abe M., et al. : Ann. Pharmacother. 40 : 1724, 2006
3) HNEE : HANEHANTORERGHOEYBIEAER CGEM B L
et (E44 : JP15735)
FEPNERL | ERSHERE S 2 P S WBRE T BT B IR 5% OB e 5
(4} : WP15648)
ENEERL  BHRIHERE] (S AF D2/ TONRYR) EOERMEEER
([E4} : WP15728)
6) thNER : MITENE & O/RE (n vitroid )
7) tNER Bk KR064-0796 K (XRo64-08021Z & % 4B AE e Ok N S >
Xk (E5h 0 NP15718)
8) *RNEEL : MM EMEH (CYP450)
9) thINERE : B gEER oA (e, AR
10) *hNERL : BiRE  HI A OBIT
11) AIARTEZEES, fit « EHEAHERS 74 1 1044, 2000
12) #ENEREL : SBIARGRRRBOA O & (HIF : WV15670/15671/15730)
13) AIARTEZER, fit  JEPEFHERS 74 1 1062, 2000
14) *ENEER : RANCHT 2B FiRS @2HM%S) (E5 - WV15673/
15697)
15) *ENERE : mEE I DI TSR (42A RIS (FESF : WV15825)
16) % DI TR (7 HRE#S)  (E5L : WV15799)

4

5

=

17 RIARTREER 10HRS) (FE5) : WV16193)
18) % s B M T IVE AR R OBRIY A )L AN BV Din vitro N

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

20) Mendel D. B., et al. : Antimicrob. Agents Chemother. 42 : 640, 1998
21) *ENEERL : BETIVICBITA%0E : =7 MURRET L

22) *hNERL: A T2 25 —EHEEM

=

=

(SCHEkFA K 5E)

FHHRICRRIEDOANERHC D EE L TH FRbic Taik< 23 0,

ol kAt ERfERE Sy —
T103-8324 AR RIX HARGEN 2-1-1
S : 0120-189706

Fax :0120-189705

http://www. chugai-pharm. co. jp
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* % 20124F 5 AT (BE23kR) H AR A 5 o JE R B
20104 7 A eka] . e i !
MAVIILI YO ILAE 87625
— ] ® > m— ~ = =]
BHIRS e AERER™ gaj"k7of~/n‘y7’ 3% K#ES | 21400AMY00010
Br & BRRE ® - - | 20025E4 H (JB)
s momescmaoroxs | TAMIFLU B T
DIRSH, FTEIVZZEIVY VBB RSOy WRrhise | 20024 7 A
BEFMAR - 6 5 BB | 20094E12
(MBI FoR O R BAIR 79 (s 201056 A
ICERTHI &)
&
CRochey Oz HI—7
[ FIC, SRR EIREICHERT, TOMOERTIEA > 7 |
=89 !

1.ARIOERICHZ>TIE. FROVLEHEEEICRET S
& (KWEE - HRICEET BERALOEE>DIESR),
210U EORBEOEZICENTIE. RRBRIITHATH
250N, ARIDORAEZICESTHERAL. TEEDE
WMICES=HIPREETNTWNS, ZD=H, ZOFEXDE
HIC(Z, BHHE. BEEEMNONA U RIEE LS
BI5EEBRVTIE. RAIELTHREIDEREZZEZLIEZ S
&
Frmo NR - RBREECDOWTIE. AB—DEHERILET
B=DDOFIEIEE LT, KEIICKDBENRIBSN
EE. ORBETHORBEDOEZTNSHZ L. QBHEIC
BWTEEZTOHBAE. LPa<Lb2 AE. REEZE /N
B RBREED—ANICHESAVWLSEETHZEICDNT
BE - REICHUSBAETY 2 L.
BHE. AVITINIUYRESFICE>TH. REROEKRDIIR
NZ2LEDRENHHDT. LERERBKDHREBPEITD Z &
BAVINIVY UL RABEREDFHOEKRET IF &
ETHY., REOFHERIZV IF UELRICBEZRDSD
DTIEELN,

[(BR(ROZBEICIEZRE LAV L)]
AHN DRI LB BUE DBEERE O & % ¥

(4R - 1K)
Rk & 4 ZITINRIA0OvT3%
HAW FEIVF I LY CEEH 39. 4 mg
CBHE (I FIEIELT30mg)
B4 IYZAY b=Jb, RER>, byEOOSF 2T
(1gH) L T7RANTy AHAUT A By U F R
Y| o LokF, BEEKT A . 2 a ISR T X
T FTEFANY >, HEEFHEN) U R,
EE
AmIHBE~RFEEOER IO H 2 Fh THh 2,
P R A 10 g 127K 40 mL 2249 156 BRI L <IRDIE
2 EE, AA~REGOY —RBERTH 5.
[%hEE - THR]

OABISIBRIA > 7 IV 2T )L ZRGYE R N DT

| <t - HRICHET HEALOEE> |
LBV S B AT, ABUEBEA S TN T AL |
| RYE SRS NEBE ORI RER DA, AT |
ZIEOEE G AR IBRIA > T )V T A )L AERIED |
LTOBRBCHL TEBEATEIRNI EE2BEL, BEOD |
RiEz T BIZ L2 BT, AFIOM QBB 2EEI R |
B EERran ‘
D FEE-EMEONSEAICIOERTS I &

(D)

VIO HIEBEEEMEN T L EEET DL ;
L2 TRHICAVABAICIE. FAELT, A 27Ny
VARG E R LTV B IBE O RBR UL I F AT E |

THHFROEENEET B, |

(1) B b (65 LA L)

(2) 1B PEIT IR R B DR B R

() R RE (BERRS)

(4) B bR B (<K - FIRICBEE T B A EOEE> |
3 DIELHR)
L3 LREREORIE (RHAERER, HAER, L) T % |
 RMRCEMERENIL TR (VNREADRYS | O |
L B, !
4 RANZATUIBELA > 7 LT A1 ) R ERHE S ORE |
YIRS,
§5$ﬂmm%@%ﬁuu@%ﬂmmUﬁgm%¢%&ﬁj@§

(A& - AE]

1. 8EICAWSIES

(MBA
WHE., AN YIEINELTIRE7Smg 21 H2[E, 5HM.
FREERE L TROKE7 5,

)%/ R
WE., AN IENELTIM2mg/kg (RSO
THIE L T66.7mg/kg) 21 H2[E. 5HM. HARFREL T
BROFET 2, 72720, 1EEREHEIIT LS IELEL
T7mg &9 %,

2. FRAICAWBI5E

(MEEA
WHE., AN FIENELTIE7Smg %1 H 1 [,
10 HfE. HREE L TROKEGT 5,

)%/ R
BE., ANV FYIEINELTLIEHZ2mg/kg (RT 120w
THEIELT66.7mg/kg) 2 1 H 1[E. 10 HRE. FESREL
TROET 2, 2L, lEEEAEIRA LY IELE
LT7mg &9 %,

T~

<Mk - AEICEET 5EMLEOEE> |
CLBEICHO BB, 2TV I I FRERO RS |
2 HDINICRGRMIET S T & GRS 48 WA |
BICRGERB L BE BT 2EO BT 2T -5 |
CEEsnTLEWY., |
2 FHIALAHOIE. KOMCERLTERTS 28, |
(DA > 7OV T A L A SRR 28 | Bt 2 BN |
BEEMAT 52 & (Rl 48 RGBT 5 2 Bl |
LEBaBy 2 Ak BHT 27—y 3B NTY |
ANAYS




1 > TN P AN AR T 2 THHRIE, &
il L TR LTl 2 B O A S 5.

3D BHRERCE BE T, M AN 2 O T,
| BREOETISUT, KOLSBRGEEARETHT |

& GHEACBIT ZRAICESD) . NESOBRIEREERE |
| COfHREBIZS, *
AU DN
(mL/%)

Cer>30

5%
m T |
1@ 75mg 1H2M| 1E75mg 1 H 1M

10<Cer=30 |1[E75mg 1H1[E]| 1[E75mg FEH
i 1
1A 30mg 1 H 1| ]
Cer=10 HESEFTRRE ST L Tl ‘
L Ca: HLTFoIUTTIR
<BE>

| ESATIR. SNRICBIRAAOS T T AREEEL, |
R IOR T RERIEE A RN SN TN S (VNEIZBT |
| BB OEBH). *

L E: [ 7 &

15kg AR 1 [A] 30 mg

1 15kg = Z 23kg AT 1 [A] 45 mg
|23 kg ##EA 40kg LT 1 6 60 mg
10ke zHA D 1161 75 mg

| KB (mg) BAEILFIELELT
BRICHWAHEIE L H 2R, PHICHVWSSHEIT1IH1E

[ERLEDEE]

1 EERSROBEICIEEICRS TSI L)

OB ERE (<HE - ARICHEET 2@ H EoEE>

KO TEE AN OHSR)

2.EELEANER

(D AFNTBHMB OKFITH D, BHEENMETL TWBEEI
W RENE L 2D BETNNDH DD T, AEIOHEGITHE
LT, Z7V7FZ2 U7 I ZEIRC<HE - A&
BT B E OB ITHDINT, REZEHZL A5
EHEICHRET 52 & (FEYEiE] 0ESR),

Q) IEIRPYED A > TNV T oI AN AERYEICEPEL 720 .
A IIINVIOYRIER EIRFRAIZIND Z E0dH 2D T, MIER
YUEDEEIIE. PiEFIERS TR EWURNEERZTOE
(<Hhfe - BHRICBEET 2 H EOEE> OESR),

* 3. BER

RS1 0w 7H (1~ 12%DL/NR) DEGEN £ TOHRRE

70 FHTHBNT, BITEALE 35 1 (50.0%) IZFE8O 57z, E7/RHI

TERIVE. MR 17 £ (24.3%). T 14 1 (20.0%) HFETh o7z, K

)

BIYEIR SRR DT 2, 814 FITHWT, BIMERIZ 161 41 (5.7%)

IO BN, EREIERIZ. TH 63 4 (2.2%). W&EH: 40 4

(1.4%). ARG 23 #F (0.8%). F5 22 fF (0.8%)%TH o 7=,

[HEERTH 5G]

(MEXAZEHERA
Navy, 7H745F—8ER EEAH) : > av 7,

TF 74 TF—ERDDSDLNDEZENHEHDT, IR
BTN, BRNES, HE - RS, R, R
ENDSONHEIIBGEPIEL, #YRLEERTS 2 &,
MR BEEAW) : MAORHENREINTNDEOT, R
HHRRD S N EIIIXRFEOMREIT L D IRR CGEAIME.
Y 2RI, WYRLEETD 2 &,
BIERFR. FHEEEREE. &E FHEARW) : BHEHAZO
FEMRFS. AST (GOT). ALT (GPT). 7-GTP. Al-P®
FL W EREEMNES FFHEEERE, BEND 5DND I &N
HBHDOT, BIRETHITITN, BENRD S NEAEITIT.
BehEPIEL. WYRLEZTD 2 &,

(2)

4) R B LIS IRAEIRERE (Stevens-JohnsonfEIREE)., hEMRE
1ESERIARAE (Toxic Epidermal Necrolysis : TEN) (BEEEARHH) :
B2 FERE IR AR T i 2% B S AU A e 55 OD B2 JE R
HE5HLNDBTENHBDT, B{RETHITH, ZOKD
TERDD SN 7=5HEIE. #52FIEL. @Y RLE
TS T &,

5)AMBALAL HEAH) BT RE2NH5bND I &N
HDHDT, BRZEZTDITTW, BEENGED SNZHEEITE
BB ERIEL, BMYSAEETS I &,

6) AMmEkiE A, m/MRED FEEAP) @ Bl kA, i/
WD MHSHOND T END DD T, BRETHITTN,
BENBD SN HE TG ETIET 50 L, @Y
BEETD &,

DR - EREER GEEAR) © B - MRER Rk,
BETE. R AR, BH ER%) Hos5bhbs L
NHBDT, BLETHITTN., BENBD SNEEIT
WG EPIEL ., ERIOE U THEYBLEZTTD 2 &,

8) M KBE & EHEARH) « HiiMERIBAN D b DT &
NH2HOT, MME, ik THEORENRD S NZEEIC
WG EPIEL ., BYRLEZETD 2 &,

(2)ZDfhDEIER

KROXSBEIERNS 5bzBE12id, ERICEC TR E

7>

2T 5kl EYLEZE &,
BEEASHA 0.1% 2Lk 0. 1% A1
RE B R Hafn #%(0.8%). | EHB.
FLBL (ZIALEE | 2 O FIE
=E5E)
JEMEE3 o4, ImfE. A | FH(2.8%). | ONKGE
L, M. jEfk | EH(2.0%). | EikEs
YEEE . B Em. o ). ff
ORENARRE,. & B
AR
BEHMER (O FW., BEHE. ok, g
IRRE . 8% 5 8l R IR, AR,
R IR
fEIRZR FEEER. LE
ARG, OB
MR (STER).
hiE
FiF B v -GTP#4n. Al-P | ALT (GPT) 8540,
HE 0 AST (GOT)
2774 MR, EHR
mi%& S R A B N
Ldy Eas ng ik s, fEY
%
iR L pE (L8 R4, FEHE A
HAEKT) . TBH.
EE. R
ZDfth W . RIETEH | (KRR 0.8%) | FEL
. BoORE (g%
& EYRSE). TR
A7 R e s,
. Mo

FEBUBE 3R GEIRE E T ORI R O BE IR e E ORsR & Hbd THEH
L7z,



.EEREANDIRS

ES TEIES N H T IVENC & 2 EERRBRE T, #IER

DFEE K OFEFEILIE SR A & DN ZEITEERD 5 N TV,

—RICEERE T, AETEREE (BIHEEE. FFHERESS) DK T,

Fix OEMEBREAETEIENE N0, REZBRL NS

BETSIE (<HE - ARICHEETSHEH LoFEE>.

WERE] OEZ),

5.1 1%, Elw. BIEFE~DKRE
(D il AR U TW S ATREME O b 5 I NI 59 2 561213,
BE LB RMENERNEZE LE S S I NS HE TR
595252 &, BIEPOBREGIZET 2RZE2MITMLL T
VW, B (F v b)) ThREBEBESREINTNS,]
Q) FAEIHEEGTHHEEITIEIRAZRITIIESL L, [E N
AF~BITTDHENREIN TS, ]

6. NEEADIRE
(D 1eRMORBR (KIAKER, FraR, 2R s c%
2L L Tz ([ZOMoEE] OHESHR).,
QYESNTEEEINZ R T >0y TENT X 55 MAEERRIC
BT, KHE 8. 1 kg R DH/NTITH T 2 HRERIT R0,

1. 8815
B R TlE, WERECI2AEELNEELZLEOHEITRR
WS, ESNTORBERAZNRE LA T RILVANICK 25 T H
EERABRICH N T, 1A 200 mg LA LD FICTL DIES. MEH:.
OEW (FEEZE) PREINTNS,

8. ZDMDER

(DENTEBE NN TV ENC KB ELHTRRBICHBNT,
PERIRMNIEE L 2 E OMEN 1Bl D, /-, EHNTHEEGS
NN T RIVFNC L BEMAHTRRETIE, fEEEEEE
92 B TR B SO S ME S 7 A 5 N7z, FEER
RiBRICBNWTIE, BEAED 100 X TOHEICBWTH
REHFIZRD 5N TR,

Q) EN TEES NN TIIVEIC L 2B EEREE R OEE
Mg R R 2 4 & U 2B AR BN T, >
TV TR 5 ERETIE T IR LER
BEFHLENTNWERN, LML, KFEFRGITIODTA1IVAK
HHM 2 G RICEMHL. ZOMR. FER. HiNm/BEEDE X
AT/ FET D[RR BRI BT HEAE L 7z,

GYEANTEIESNZ RI1 >0y TAN K28 BEH/NE
R E LB IMAEERBRICBW T, A EMREEd 512
BFE-S>TWRWN, —F, BEHITBWTRICK E/BEI A
S5ITNRN,

@) > —AHICEEL TA > 7V O FITRE L 72 BEFITARA]
R 0IR LT U7z Bidran,

GIEATIE ROy TRKRTATIVANT K2 RBETE
DFRFFABRICBNWT, 12HMOREGRERND 5,

@®)hE T v bOHEREORGHEEARICBWT, FEILFIE
LY CERHE % 394, 657, 788, 920, 1117, 1314 mg/kg D
ECHEREORG LR, 7 HIR S v N TIZEEYICBEEL =
FELEM 657 mg/kg LA ETREO SN, UL, 394 mg/kg &
BELET7THBS Y b RO 1314 mg/kg 25 LIRS v
b (42 Hif) TRETIIRD 5NN 7z,

DHEZ v FOREREOEREG hF2 aF327 1 7 ABRICB N
T, #HENRO s NEh > EHEICB TS TN SIELD
i/ M3 AUCHLZ, 7 HilR 5~ 5T 0.31 (394 mg/kg) . K&
5w b (42 Hih) T0.22 (1314 mg/kg) TH o7z,

(EW#hRe

LNEICBI HENEE

<BEACH BHHE>"

I IR 510 T, A1 2 mg/kg | H 2 B SIS ORIARIEC B 542 5
2 EIRHE KO R 5 4 ISR 12 ERIC BV 5 s i TR AU 2 5 L Tl L
Too TOREE, b T ITHET B MUHEHIEHE A 1 2heifid L TN OEREIT BN TS
USng/mLBLETH D, Fif > 7T 1 )L ABRENIETE 5 W &L TUE.

ke

(3%

9

(3)

A AN BN B0 % i e % PEA B E 4 hefi % OV 2hrfilf

MAETE
PEIRIRE HH 1~45% 5~ 8% 9 ~12j% (N
(ng/mL)
4hr %% 7 5 4 16
Sy 264. 0 328.6 354.8 306.9
B R 22 56.0 30.8 81.2 66.7
g 252.0 330.0 346.5 308.5
21 SN 188.0-366.0  280.0-355.0  265.0-461.0  188.0-461.0
cv 21.2 9.4 22.9 21.7
0% (ZMIXM  222.9-305.1  299.3-357.9  259.2-450.3  277.6-336.1
12hr [ZES 8 5 2 15
g 170. 4 165. 4 240. 5 178.1
FEHEAR 22 31.6 40. 13.4 40.4
L 162.5 167.0 240. 5 167.0
29N 128.0-217.0  115.0-216.0  231.0-250.0  115.0-250.0
cv 18.6 24.6 5.6 22.7
0% (ZHEXM  149.2-191.6  126.6-204.2  180.5-300.5  159.7-196.4
HANBIZIC BT 2 G HAREE T O Mt chiG PRI — B~ 0y b
(ng/mL)
500
4
i 00
5
300
§
# 200
b
% 100
04, : : :
3 4 5 13 14

7 8 9 10
5% 1% R (hr)
<HBEALCHTBEHE>
TR BLNEE MR E L 2 DOBRKRBIZBNT, 1~5i%%E 1~2)%, 3~5KD
2NN —T (% 12 6) kT'5~ 1871%%& 5~ 8%, 9~ 12/®&L13~ 18D 3 /) —F
(%6 F) 120, AFIZEBHEIZ2.0~3.9mg/kg ZHEFRROHLGHLZEE, 1 ~2RICB
F BIEHEARDAUC) =13 2, 810 ng-hr/mL T 3 ~ 5l i L T 16 %8> /2. /2. Fiip
5~ 18 IRICB VTN 5 ~ 8 DV I — 7Tl 13 ~ 18 i DV )L — 71 fir LIG TR D1
RKIFHLS, BRELTRBROE FORAD SN, Tl 5~ 8D I —TIT BT &M
(RDAUC I3 4EHE 13 ~ 18 jD 2 )L — Ttz L 60 % TH - /=,
INSNRTIN =TT BT 2IEROEYBREINT A=Y 24 LIy I E)L 75 mg KT
150 mg KAGH 55 L2 N IC B DERKB & 05 5 N2 MBI T A—4 L L7z
&, R 5 ~ 8D T I —TIZ BT HAUCIER A D 756 mg (1 mg/kg I2H14) #512H1F
BHAUCLAKETH V. 4l 9~ 128D ) — 7 TIIRAD 75 mg 2 T¥ 150 mg DREICH D,
0 13 ~ 18 D)L — 7 TIFERA D 150 mg (2 mg/kg IZAHY) EREETH > 7=, FEEIC,
TRTOFEMT N —TIT BT B8 G 12 R ICH T 2 M PSRRI R A BT 2 8%
G150 mg IZBITBEEMAZHDO TR, Hi1 o INIT I AEEZ BTS2
W HERE L 72,
BINRT I — T2 BVT DIEHAR DI TE/SF XA —% (2 mg/kg)

INRT ) —T AUCo Cmax tmax tu2

(1% (ng * hr/mL) (ng/mL) (hr) (hr)
1~25% (12) 2,810+871 121+51 5.6+2.2 14.9+7.3
3~ 5% (12) 3,350£678 179+73 5.0£2.3 11.3%£5.5
5~85% (6) 2, 746+ 368 183+36 3.7£0.5 8.8+2.0
9~12j% (6) 3,208+394 23146 3.7+0.5 7.8+1.8
13~185% (6) 4,534+929 319+76 4.3+0.8 8.1+2.2

mean=+SD

# BT A=HIE1~ 2% 30mg. 3~ 5% 45 mg % 5% 2mg/kg ITHIEL/ZHD

AARANROHANCBT 585 1 HHOTWEEAROENEE/ ST A—5
#hE AUCo Cmax tmax tise
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
75 (HAN) 2,107+ 374 191+32.5 4.91+1.02 6.46+1.42
75 (FHN) 2,274+1, 105 142+39.7 5.84+1.16 10.0 +6. 86
150 (HAN) 5,189+1, 187 468+84.3 5.16+0. 754 6.30£1.95
150 (K1 N) 5,036+1, 524 383+98. 6 4.42+1.11 7.81+5.23
mean=*SD
INRORE LR VT T > X DB
(mL/min/kg)

& 30

Tk

% 25

*®

L)

»

D 15

D

3 y=—0.0986x+12. 693

Z 10 R*=0. 3054

7

5 5

>

A0

0 20 40 100 120 140

60 80
& #H(kg)
1~ 18 B D/NEIZ 2 mg/kg DFHRET 1 H 2 [al4% 5 L= &, EkAkoRERE, KA
B DREMRCEENRI N RBEREFAKETH /2. EATIEIINS/NETOHEY
BREOMENN S, EHARDO 2 VT T2 ARMMAER L TE < SERICHEVEDI T L%
WA, AEETHHEMEAORBEREZGD720, FIICHBET HREELES U KRRE
BIFEEHRE L TRESINZ.



2. RN EESMNRICH T 2 MPREDLE (BR - BRI
% 2 mg/kg \ZHIIE U7z HAANRIZ IV % 5 # R 8 T o ifi S b i i
FE A hrfi e OX12hefi2 D&, 3 DOESVNERER K D AR (2mg/kg) KUTE
HARBEANDRIEZAT > 72 4 hefli e O 2hefifi & el U7z, Z OFE%. HAANE
1251 % 4 hefi e OV 2hr 13 FE 54 N2 351 % 4 hrfi o OV 2hrefifi 0 534 O i PR
MIZH > 7=,

3. KRR OEMF RS (ESRE) >
HTENFIBRORTA >0y THENER AR I K D 4P 0 R 55 A Bk
&k, WMEANIRASTHD Z EAVRINZ,

RS20y FHEIROH 7R ILHE 150 mg £ 4 558 OIE PR O 3k BhEe /)8 5

A—% (n=18)

— AUC:~ Conax tmax b
(ng * hr/mL) (ng/mL) (hr) (hr)
RI420y7#l| 6 870+1, 360 546101 5.1+1.5 7.2+1.7
H 7 IVEl 6,940+ 1, 620 615+ 147 4.5+1.0 6.4+1.5
mean+SD

4. 5HhE (B0RELLL) ICHI(T B EYENHE

* <<BAEANCHFBEE>S

AEHRBOIR LA L D E i 5 HIC A IV I IV E LT mg 2 HERR A5 (i

) U7z & & ORKIOEHEARDEMBRE/N T A —FZUTOEBVTH > 7z,
HA NSl (80RLA L) DIEHEIKDIEYBIHE/NT A —5

G AUCo Cmax tmax tiz
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
75 6, 063604 439+29 5.0£0.0 7.0£0.6
mean+SD

5. BHEEREEICHIT 2EMBIED
<SHEACHTDEE>
JVT7FZ2oUT T2 A (Cer) flIZ &0 BIE S N /- B RERTE & 2 & D 20 1
ERREL, ARIINFIENELTI00mg1 H2H%6 HRIKERG LzEE
DIETEARSEDTREIL. AT 0RO &30 BHEREITKE L 2. mIE B RER S
FICBWTIHGROFENLETH D EHEA SN,

HEBIE6 HEHICB DIEHEEOS Y BIRE/S T A —5

Cerfiti AUCo2 Cmax Clroz
(mL/%) (ng * hr/mL) (ng/mL) (L/hr)
Cer=30 43, 08618, 068 4,052+1, 519 1.54+0.55

30<<Cer=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

6. EWHEEER®
<HABAICHFBEmE>
FILy 2 EIVEREPFIHEER O T ORR Y REDOHHICL DB YT 5>
Z DT, AUCoe K U Cmax D 2 5 DEEMAED 5N fze THOTEFT =F >
TG AR 2 R TBRME MBS NS A LIS 2 E)VZRREK THilt SN 53
FlEDOPRIC K D BAMMEER Z2ET 5 R ZREL TS, LML, &
DHFEI R DEMHEOENOEIGIL, RGROFENDLETD 513 ERIKM
ICEETIE/AR0,
BB, A ZTIVI T A )L ZEREIT LK S FERFEFI D 72 9D I & 15 "I AE
Wb 25 Fie 2y 2 23, Y7051 RAFEWE. NSAIDsY) KO
BRICHEEGA DR b 5 5HEH (FIREIRES) 0% < O & DM EE
JFRRF S TV,
1. EAKEES
AN F I ENKOZOEEAROE b, T b, OHFROA XMEEH &
DREERIZ. AN YIENTRETOMBIZBNT 50 %LATOREETH >

70 IEMEATIRWTNORMEIC BN TH T3 YU TOTFHNHEDTH - 7=,

(in vitroik %)
8.t - HEte®
<HBAICBITBREHE>"
AANZE BV TR OLGHEP M E S U T TIEEARITIK S h
%, HEHERABFITHUAAZ CFE2LY 2 ) ELT37.5 ~ 300 mg) Hila[kk
MHGHL 2 & & REMERIEKR S D TG 48 [ # £ TIZ 70 ~ 80
% MR PRt S N7z,

o, Ay I E MF 7oy —azEAnRERERICK D, P450 12
KB RBERD 5T, P450 2 L3 A AR O iahic & 0 % 7 P450 3
BORBIZHL THIZEAEREELZ RS T2,

¥ OWBEHEG C BRATH U TRRE N A - R

1[E2mg/kg % 1 H 2, 5 HEHRGTH 5.
RN U TORB S Nz - AR,
7~10 HMZ 5 Th %, JUNRITH U TRB I N2 ME - &
3. 1 2mg/kg % 1 H 1, 10 HREE5TH 5.
(B5) B EBROFER

L 434

HEHE = M2 [MCl-A )V F 2 E)L 20 mg/kg & HEIRE O 5 U 7288, BUREE
BRI T Ly MEETHRIL TWiz, WEEZR< SIF. &
g TRl 2R U, D 1 DEZEZ LN TWAMIITIRLEDK 2 5T
H o=, R RN OBITIZDIRMN S 2. MEICB W THRIZANOBITHR
5N, BT RMAMIMEE DK 1/2 Th o/, HEEEZHRS 48 FRI%
FTITEMMED S IFTERITHR U,

R S

BT v M [MCl-F &)Ly I EJL 10 mg/kg % WEIRE O 5 LB, Hhe
BRI L. 25 L MR TR&SREICEL L, 0%, miEh ez
F AR HERE TR L7208, At/ B L3 IC A P ic BV TED -
7o

IS

o

1[E 75mg 2 1 H 2 [=]
S HERG THD. J/NRICH U TRRBSNME - AR,

1[E75mg % 1 H 1IE,

*

10
(4)

(ER RA%#E]

1. ARRARERAE

<BEALCEITBHE>"

FEINTHEM S NFzNE (1~ 125%) ZRE U5 TR JV16284) 12
BNWT, 1 2TV BRDHER SN 59 6 (1 > 7T HERITT 1)
2R DHIE L 72.) ITBT B A > 7 IVI RN (%%, Sk Atk L.
iR 37. 4 CLATFIZEE T % £ TORERT) 13 72.5 Bl (b i) Tho 7. Fiz.
RSk DIKIRAY 37. 8 CARIMIZIAIE T % £ TOMFMNG 21. 3 B[ (Fhdefie) TH .,
SEEL (37,4 CPAF) ICEE T % £ ORI 35. 3 BRI (thofi) Th o 7=,

<HBEAICHFDEHE>
KEROAFFIZBNT L~ 12/ZO/NETEBINZT T REMBELE
T AHER PR BR (WV15758) @ 5 HR#G1CHBF 21 > 7))V T > YResm i (%,
SERATHE U, R 37. 2 CLLF, MR O H %R ICEE 2 £ TORR)
g 2 ERIEE LT IORT,

A > TIVI RN (R

- % o ) A > TV T SRR
% A | EPIE B (95 % (RAEIX D
SN N - 101. 3 BRI
FENFICNU B | 5 M | 2176 (88 51183
o . - 137. 0 IR¢fH
75k 5ERM | 2356 e

1) Ay I SRR - A

FENHIENELTIE2mg/kg % 1 H 2
HD A 2TV T FREYIE T A )V A 5B HUA S IT & 0 H5E U7z,
#2) p<0.0001 (75K & D)
ARy I CEEICED, BRI OERROM,. TEEOKT.
IV A TURIEIR D RBURK T 25380 51, REOERIENZD SNz,
FESM BN TR EAOHRE (5~ 125 1ICd 27 IR EdRe LB
HAEER AR (WV15759/WV15871) &, HEEFI%k 500 #1125 L 8k %0E 335
BITHoIze DD, AFIOHHEERIET 2ITIEE > TRV, > 7
FSIRE (b i) VA 123, 9 I, 75 1R 134. 3R T - /.
Fio. AHBITBNT, AR & iR L 72 B TS 1 B (FEV) OZ LRI
A5K110.8%. TIERAT%THOI,.
2. FRARERAEE
<BEALCSEITZHE>"Y
EWNICBWTEBE N7 5 R 2 I & U758 AR R B JV15824) 0 42
%558 51 > 7))V T2 PRGE O FIEMHIN R 2 U F IR, Al
V3 G DR 308 5 (7T 1R ¢ 19 j%- 83 %, 4 34. 0%, 65 kLA
EOEEREE 10 Bl AK 1 18 % 77 k. W4 34.2 5%, 65 LA Lo 11
Bl =R EL 7,
EN_—EERIERBRICB N T, 1> 7V IO PRIERERIT T SR RES. 5
%. AEIEEGH1L.3%THol.

A 27 IVE O IEYSSE TG (FEAER)

7R if%@gt p=0.0032
— ‘ (95 % [RHECH -
S 153 155 S
JEAEFEER] ()0 | 13 (8.5 %) 2(1.3%)

) ARy I CEIEO M - R
FENFZIENELTIH75mg 2 1 H 1[H

#1) FEAFORERD 2 DUALRED S, A I A BEXIHUAMT O 7LD
HERE S N HER]

<HBEANCHFDEHE>T?
KEIZBWTEBSNZT TR ER & U725 MR KRB (WV15673/697)
D 42 ARG BT 51 > 7))V T 2 PIEPYE O T MG R 2 L FITRT .
KE EEHBRILERRICBWT, o IV IO BIYETIERIE T T 2R 4.8
%. AHIEEGH1.2%Tho T,

A 27V T2 HIRGYE FE ] (FEAEHR)

7 ItR ﬁfﬁé{t _p=0.0006
A 519 520 O sl
YRR ()0 | 25 (4.8 %) 6(1.2%) )

) Ay I SRR RS - Ak
AENFIENELTIESmg % 1 H1[E

#1) FEEKOIEEE R, RERIERNE 1 DLLEED 5. U1 )L A0 HE0E
FUffii o =742 & 0 iR E N = gE ]

iz, FANTOEREZMNRELZT 52 RME - EERLERH (WV15825,

42 HIERG5) . A > 7))V T 2 FIRGYE B F A O 7 5t R A - EE MR

Bk (WV15799, 7 A% 5) KO > 7))V T > HRGE B H MRS O THikE S

ETHRE DA — 7 > kB (WV16193, 10 HEH5) 2B\ T, 1> 7)1

PIREPSEFERIZIE T 4.4 %, 12.0%. 11.3%. ALy I Vi

BGRE0.4%, 1L.0%. 1.8 % Tho/z, 2P, MlvEZMRE Uil (WV15825)

D, TIFUOBREIBT LA IIVIOYRIYERIERIT. 7R RS

5.0%., ALINFIEIY CEERGE0.5 % Th > iz,

[EI 94 C 9t & 7z T M0 S 2 it U 72 58 DA PR B 0 FR I 2 DU R I

R,

AT Bk
R - WV15673/697 WV15825
R n=1039 n=548
B fREERR A (18 ELA k) i (655 )
s TIRR (TN IV VBE| TR (s I CEE
T n=519 n=520 n=272 n=276
i (%) 18-64 18-65 64-96 65-96
CF) (35.0) (34.4) (81.8) (80.5)
#1) #4980 % DEERENT 7 F HEREZ . K 14 % Ol 2B IR
BEHREEAHL T,



AL T PR

BSES 13 %Ak 1bh b

s TR AN FICN) V| JETRIEE it
n=461 n=494 n=392 n=416

iy (%) 12-85 13-82 1-83 1-80

[Q2E)] (33.8) (33.2) (26.2) (27.7)

EROA > 7)) T Y REYIE B E B O BRB (WV16193) TId 1~ 12 5%
ONRNEENTHD, ZOEMITIIARIER T >0 7 FIHE i I & 2
THREI Nz,

FREMHZN R DNT, NEIZBT B > 7 )V I PR R R IE T B R
T21.4%., FHiBT4.3%ThHo/,

A>T IVI U RRAYESAE G (FEHE )

TR TR p=0. 0206
(95 % (Z4EX[H]
BSESE 0 47 22.0 %-94.9 %)
FRYEFERER] () 0 | 15 (21.4 %) 2(4.3%)

#1) FEATONE SFERDEED S0, DA )V AU O 17T K0

KRR

RS NTIEH
PRI U TRB S Nz Ak - A,

1[E2mg/kg Z 1 H2[E, 5 HMiEGTHS.
RN U CRR S Nz iE - RN
7T~ 10 HE# G5 TH 5. JUNEICH L TRRI Nz - AR
13, 1M 2mg/kg# 1 H 1, 10 HRE#% G Th 5.

TG

(EMEE]

N

w

.in vitrofi o 4 )L 2>

AN IEN) CBEIETORT v T TH O, ARBHT K D IEHRARIC A RS
Nith, POV AERERT,

FEILy I CEIEOIEEAEZn vitro TOAR L OBRA > 7))V T+
AV A DEELZ (KPR (EBRERKIC : 0.6 ~ 155 nM, &R /MEERKICs : <0.35
uM) THEL .

.in vivoii™ A )L R{ER=
RUAKOT by b OARKRUBRIA > 7))V T2 A )L AKRET IV T,

FIF ITEINY CEEOKIES (0.1 ~ 100 mg/kg/H) 12k 0. AHRICEK
LU TEGEROEM, BRI FIROID . 1)L 2Nl ORD 2 E Dk
WNRDPARD SNz £l 27 MUBRETINTBNT T A )L kYL 24 I
fFTA 5 O OHS (10, 100mg/kg, 1 H 2[E) T, EERDO EFRBEET 1
IV AR S B MR R AGED S e,

AEREE

AN F I CEEOFEERIZE FABRIRUBRA > 7V I )L A
DA TIZF—EERRMITEEL ICxo: 0.1 ~3nM), #HL BRI N
oAV A QRGN S OEREELE T S Z IR0, UL ADRSEE
M 2,

T

[EI S e OV N B PR BBV 33V 2 RNt B it ™ 1 )L A o HE#RIE AR A K%
OFFAETIE0.32% (4/1,245 i), 1 ~125 D/ TIE4. 1% (19/46461) TdH >
Tzo MDA L 22 TARIY )L ZIZHisk U, BRITIZ BT 5 h/sin >
Too MitHEZEFLZT A AT, YTUAKDT by MTBWTERREED
ETAED SN, KR TORGE, BRENBERNEEZSND, itz
BLETAIINATIE, /A7 25—FD7 I ) BERNBDSNTND,

(B3R5 ICBT 2 EZEMMR]
—fi&®& : ALy I BV EEHE (Oseltamivir Phosphate) (JAN)
{t%#4% : (-)-Ethyl (3R, 4R, 5S) -4-acetamido-5-amino-3- (1-ethylpropoxy) cyclohex-

g

AFR : CHNO -
NFE

1-ene-1-carboxylate monophosphate

. H3P04

H:PO:

: 410. 40

% K AR~ HEAAOHRRUIROH MR TH 2.
A= 192~195°C (4fiR)
SECEREL BRI~ R CTAMRIC MBS Ly 7V ) PRSI TR I MR S 2.

(Exik W EDEE]

L.
2.
3.

HAHIBRNTH > THRBRBIIR DR FELNIEHATH &,
WARNEDIH B O T, FRRIIER L. BREBI TRET D Z &,

PR 4 B LL LIRS 213, WIRESU3m T 10CEAT) TRET 2 2
Lo BBHARHT, HEERDTHIET D 2 L.

1 75mg & 1 H 2 [,
5 HIEG TH 2. Y/NRITH U TRRBS N ME - MR,

1FH75mg z 1 H 1 [,

11
(5)

(a2

73

]

TIVESIA40y73%:30¢g

[RBEFEFT LDEE]
AFNE TARIIBRIA > 7))V 2D A )b ZARBE D FEREE DIEH#H ) D HIYTH
AL BB COAMERBH SN ET.

(EZE K]

1)
2)

* 3)
4)

32

*6)
7)

8)

9)
10)

1)
12)
13)
14)
15)

16)
17)

18)
19)
20)
21)

22)
23)
24)
25)

R NRIT BT S5 AR RS (EIN : JV16284)

FRNERE L NI B 2 BUEHR 5% O SR B g B

(E4} - NP15826, WV15758, PP16351)

FEPNERE ¢ EIN/NE S NE B OEINAA DR 3V % i i o HLig
HENERE  RE R HALH 2 W RN BT D B 5% D S E)
e (5% : PP16351)

TENERE . R >0y THIROD TV O At R S

(4} : WP16225)

Abe M., et al. : Ann. Pharmacother. 40 : 1724, 2006

FEPNEERE BB AERR 2 f S R 1T B B R 5% O S B REA B
(41 : WP15648)

ENEERE : BEIREER] (A F D2/ T ORI R) & OFEYH AR
(FE41 : WP15728)

HENER  MEERE & O/E (n vitroid)

HNEEE : BEEE A R064-0796 B U'R064-08021Z & 2 SEWM Bk B UMk )N 5 >
ZikBk (E5h - NP15718)

tHNERE - A EIER (CYP450)

thNEERE C BT - 0 (IRER. HLRRPNILEE)

HENER : BER - AR AOBT

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

FEPNEERE BN RS OFNEIC 31T B 5 UARIA FEid 5k

(4t - WV15759/15871)

FARGE ZBE, £ ERYEEMERE 74 1062, 2000

HENEERE BRI DB A TGS (42H R#S) (S - WVI5673
/15697)

FRANEDEL - RIS B B I TR (42H Rl 5) (5L : WV15825)
FENEEL - SRS (7 HREE) (ESL : WV15799)

AR - IR S (10HMES) (ESL - WV16193)

FENEERL D & N 2T IVE AR R OBRIY A L 2B Din vitroBFHH
PR

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

Mendel D. B., et al. : Antimicrob. Agents Chemother. 42 : 640, 1998

HNEE : BETIVICBI %% =7 FUBERET )L

tNERE: /1 T2y —EIHEER

(STkEER k]

FECERICREMOEANZTEHC D E X L TH TRLICTHEER<ZE 0,

AR R EEERE Y —
T103-8324  AUERHULX HAMGENT 2-1-1

i

Fax

: 0120-189706
: 0120-189705

http: //www. chugai-pharm. co. jp

SGERRTETT

m AL BUER AR = 5T
RREPRXBAXAGEA2-1-1
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¥O%20114E10 H SET (B3R (__ © ST HipT) H AR BEHE G i o JE
320094E10 H 83T (451200) MALTINI Y I1ILRE 87625
(o P s RELENZA ]
CEDEET L) PFIENKRPEIANT LA 2NT = FE AR (g g
IR 56 B ih 20004F 121
n S XOK| FFRATHE R 20094F 12
By R DEIRRAT % BB 20074F 1 /1
fEHHARR @ w2 FoR B 19994F 2 JJ

[= &1

1. KA ZBERICHC DA, KB OLEE:%

2. AT NI R T AN AEGE DT D AR
X7 7 FUIEETHY . AKFOTFHFEHIEY
7 F REICEEE DL D D TIE R,

(%2 BlCRkOBEZIZII G L v k)

AR OB L CRBUEDBIEED & 5 B34

s[4R - MIR]
B7 BB

170 A5 — ¥ F I UMK EHFF I EL

LELTmga T bo

F I B

3 g W7V I=DLOTYAY —GET, TONE
WIEEOBHETH B,

W) RME E L CHERE S D,

[hEE - HE]
ABIAIBII A ¥ TV T 7 A )V AJEYSE DIEIE K V% D

T

| XhEE - HIRICEET 2 EALDER ;

BUES R CT IMEMP-E R MENE R SIS SOF 2

= DL TOARIUIBRI A & TV 0 4 ) A EGSE |
DHEFIELHETRE NI L2 B E 2, KR OMH |
DYEWEEE AT S I &, i

C AR EGEERCHVRSHE, A ¥ TV RO |
FEB D2H WIS 2 FET 5 2 &,

L AR ETFHICHVASHEIIE, B LT, ¥ 7

i3
D OVI U AV ARYE & RE L TV b BE ORI |
bR RAEEETH L TROEENRET D, |

(Vi (655 2L 1)

(NP R

(ST B (RIS
B RERE R ;
D4 ARANICHA VTV A AV A EGE IR R A
: %\, :
D5 RHE A S (A e v (T, B MEA |
bOEE(4,BH), =
(A% - HE]

1. BECAVWSES
WE. RAROVNEIZIE, I8k LTilEl1omg (5mg
TYRY —=%27VAF—) %, 1H2[H, sHE., HH®
WA#xE VTR AT 5,

. FRAICAHWSEE
R AR OVNEIZIE, B3 E LT110mg (5mg
TVAZ—%27)A%—) % 1H1E, 10HHE., HEHD
W Aes% FHWCTIR AT %,

LR - RECEEY 2EALOEE ;
Pl AFNEEBEICHC B E FIER. TRERIRD ER
: PG ZBBETAZ EET L ERTEE 548
BRI B G 2 MG L BB B 28501 % |
EHF 773 ELR TR, ;
. ARFNEFHICHWAEAITIE, RO EIER L Cf !
Hyasz&, §
(DA > 7 V27 A )y AEGehE B (1 5 DL !
MICFR 52 B+ 5 2 & (it sefiREmskick
SR L2 BB B 2EMEEEMNTL T4 !
FEShTniwv), :
@4 ¥ T IVZ VT A ) AEGSEI T B FRRh R,
RHF % die L CIRA LTV A IR 0 2B T 5, ;
oGRS S U R P SRR 5 S D 1@ B
Bod s EEII L, BHPEESHREAOHEFRICH N
% W A (S [ P 6 BB A8 SR A 45) & R
THGEIE, KA ZAR 5T HHNMENT 5 X945 |
B4 pZ k(M. BELEANESEGQ) 2R, ;
[EALEDFE]
1. EELEXRNEE
(1) WEEREIAHTH L OO0, KEOMHHZIZEF
TEE O R MANIEIR 2 283 L 726125 S hvcw
Bo MW RBEZIZOWTIE, BETEICL 2
HEDOHR—OHE DT 5 720D F Bl R ie
E LT, RANC X BIHEBPBRIR S N-RiE, ORF
TEHORBEOBENFH LI L, QHEIZBWVTE
BETIEE, 2 b 2 HE, RESESING -
ERAEZRE— AN O WVWEIRET LI LIZOoN
THEE - FRICT LTI L, B, 17
VI VHMESZICL > Th, FAEORERPENLS &
DHENRH DT, LRl FEOHBEIT) 2 &,
SIE T IR BB 13T 2 BB D v,
FETIREBORBEICHRSG T AHE6I121E, BEBEOIRRE
PHoICBE L b5 T A b,
BELIHSEEoMBES (72720, 2o 1r7n
IHRERE A S R VIER]) 2335 & L2 ist o ER
HIASRER ICB VT, 3BT BN R E TR D 5
nrz,
4 TNI Y A ) AREGFEIC X0 RE B A
TLET A DD . KA GH IR E LG
WARRE DR T A3 b7z &\ ) 5D D 5 (IR 5
EEOBMAEREN L VWEEIZBWTH AEZRENDH
) TDXHBIERDD bR E, KH O
HagiL, #WR0LEZITI L,
F 7o, R TIEK OVE M B 2 R SR D 18 PR
2B DB 5 BE IR G- T 5 5E ITIEARF)
BHBICRE LB AWRESESH A L 2 B
HICHAT AL E L, LEFICHEATES L) EF
Ve SRR S SR A % BB T s 5 2 &,
B, RVENILERE B OGBS (SR
B RSBM S S L IRAIS) 2 fEH T 2 561213,
AR HGT HRNHHT A X HfRET LT L,

(2)



(4) HEERRREDS A ¥ TV 4 ) A EPSE 1A 0E L
720 AV ITNVEUTRHEIR BRI SNAZ DD 5L,
MR BAED AT, PUHEA RS T5% L #HY)
BRVEEAT) 2 & (TRhRE - 3D R ICEET AR Lo
EEIER) .

(5) ARG HICEMP Y 3 v VEREDSbRIZED
HENH L, COLMRY gy ZEREA 7L
AT A ARRYE I RE ) FEEL, KSR O & IR
DEAITIZ ., KA ZRCBALZZZ L, TIEIE
CEERIEOIZZEDNFRE G- H 5, B
FIIEHSHAEICER SN TV IR AT 451
R, DB WAIREE (B 2 (LPEAEE) T]AT
LEAfETLIL, T2 TOLXDRIERYED S
bN7-GEIE, BRI & 525 RD
LEDIT, WA R EWY B ETO T &,

K. AER

TIRE
<N >
[N ERIRERBR IS BV T ARIERFI291451 (40mg/ H 11141
WA - SENRE 06 & &) H, 5061 (17.2% ) L2 ERIR
MRAME SR % & CRITER 253k & L7z KEERE) o
A58 R et A A e OV o fe P R AR AE 53931 L 68451 (1.3
%) \ZEIWER 2SS S 7zo 20 F 7% D DIETFHN361 (024
%), F£35761(0.13%) L - EH760(0.13%) , WRIE
BEE6H (0.11%) TH o 72 (FHEAR THE) o
<URNIE>
R R BRI BV T, RRIEBI145B1 A, 361 (2.1%)
I ERRMA S H & & T RITER A S L7z ORRERE) o
B A AT 784 e, 1301 (1.7%) ([ RRIR MR
o e S URIER I S 1z (R B o

TB
E N ERIR BRI BT, AERN e, 261 (1.2%)
BRI RE 2 & U RIERA 2 S 7 OREERE) o
e O A AT 2890 . BIMER X S e h o7z
(FFEA RS o
(1) BEXEEIER
DT7F7147F% 2 —#ER | LEWEFESO 771
T XD —RER HEAWE. )W RZ D 2 LhH 5
DT, BELE 5 T, BEFRDONGAC
G2k L, B RREYIT) 2 &,
)KETEME. TR | S5, R (N
N HEARPHE. 2) IR LZE0HEDT, BlEx
FAAT, BH TR S NI A3 S A kL,
Y RAEZ1T) 2 & (M EEAEARYTEE Q) 21),
3) RSB ERAE 1% 2 (Stevens-JohnsonfE&REE) . thE
1R B IR SEIE (LyellFEfREE S U < [dtoxic epidermal
necrolysis : TEN) . ZRHIBE © K7 & K ARIE e 4
(Stevens-JohnsonEMERE) . HP e 2 B2 EBEIE (Lyel iE
BERE - TEN) . ZTEALEE (V3 S BHEEARHED. 2) %0
FELEEEENHLDNDL I LD HLHDOT, Bigk
AT, BREFRO LA IS 2
LU, @Y RAE 2T 2 &,
(2) Z0OORHER
DTD L) BEWERD S S bz Ba12id, iERIC
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Seqi, HIBEE, MR, AAEHI, WREEE, 5 DIREE,
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3. IER. ER. BILBEADERE

(1) HERIIZEREL TV A TREEDH BIFAHET 5
WAL, BELOBZREIERREE LR A &R
ENDBHHEIZORKET L L, [HIETFOKREIC
BT 2RI LW vy, BIEER(S v b,
774 ) CHa i E B TSRS SN TW 5]

(2) IR ST AL RIS, I
FURIX 9 5 LM MET. LT, BiFEE (S
v b)) THATICEBATTAZ RSN TWAS ]

4. NBEADERE

(1) AR LTid, RFZ @Y AKESTES &)
Wrshzzgaicoishfik54562 8 ([EHLOERE]D
HZM),

(2) MCHARER, FAR, FJLBIZaR LT ogh Rt
T BRI LT 2w (RS ) 6

x5, WHEDER

(1) AANIHEAFOHFAR Az E AT, OEANOA
BEICOMEFATAHZ L AT T4 =B L I3k
AN TIPIR 2RI L v &, AH (] AH
WA REREL, 2794 =35 L M T
MREA AL T v 7V s FARRERZ RS L.
WINYTH LIEIC L B IEEERSEOMEDDIZE
ZAE L2 DHEDRD L,

(2) BENIGREE IR TOERW AL (T4 A7 ~T
—®O)ROFHBAEZEL, 77 ERILLETESA
M= arzdEOTHIFEZIRETLZ L, 2B,
NBITHF LTUE, AREN 2@ ISR ARG TE 5 &CHl
ENTBGEIZORTES T H T L ([/NNREADHES D
HZ)

(3) I ENKMWIIERESE DT, 7Y A —
WERADERICREHITSH I &,

(% 9 B fE]

1. MR

(1) fRERA
[l DV 0 BEHE AL 10mo % HLIENR A3 5 L 72 & X )
M RS B OSBRSS 7 A — 5 & DR IR L7z,
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000 200 400 600 800 1000 1200 1400 1600 18.00 20.00 22.00 24.00
5% (B
Cmax Tmax AUCo-24 T
(ng/mL) (hr) (ng-hr/mL) (hr)
[EAN7—4(n=12) |29.77+£9.74 | 1.67+£0.83 |166.78+39.07| 2.56+0.56
o7 —4(n=12) |28.96+17.47| 125050 |149.48+79.10| 2.48+0.28

F 72, EHNO/EES A 20mg™ % 1H 2[0l6 H SR AT S
YL DORERER A L2 10mg % 1 H4ll6H BB # G- Lz 8 &, &
IR D b N h o Tz,

() AH DAL E10mgTH 5 o



(2) BHeEERE(BINT—4%2)
TEFEB IR T, BHE OB R RERE & B4 (Cler @ 25mL/min
i) CTidSHsEIER L, AUCo- 38974588 L 72, &
Rt E R @ E = (1m10mg, 1H2ME) % 5H Bk
A% G- L 72H ICHEE S A AUCKE, fBERERE A 12600mg % 1 H 2
015 F P IR N5 5 L 251 % 5D 72 IR D AUC (73110ng - hr/mL)
DRJAOGDITH o1 TDT EHNS, HWHTIIHKGEDOR
BETILER 2 WVWE SN TWDEA, ENIZB W TBHEE
EERZEZNGFE L-RBRIIITbNLTCWwiv, 2B, &
LT B LD HERREEERE BT AR OARE.
LR Y BIREIIME STy,

(3) FrigcE=RE
AHFNIFFCRE SN, 2B, IFEERERZICBITS
KRHENOSEYEREIIIF STV,

(4) =&
(BRT—4%)
T 615012 20mg™ L[ W A% 5 L7-Bf oo Il AP S B s 1
1@5@’&/\ & ﬂ:%& L CTmax % O Tl E'ﬂﬁ %Eﬁ&)’g“\ CmaxlZ#91.5
&, AUCIE A1 615 20 o 720
(B AH O AR EIZ1E10MgTH 5,
(BT —4)
HB. TR KEOTEIRFERIETH ) . Bk
BELZEIIBVWIHGEOMEOLBEI LW E0b, &
EHEICBVWTOHRGEOREIILERNESIN TV,

(5) R
EIN K gt o /NB 2 10omg % BRI A$e G- L7- & 2 03l
BRENT A= Z TR L7,

Cmax Tmax AUCint Tir2
(ng/mL) (hr) (ng-hr/mL) (hr)
[EN7—4(n=10) | 305115 | 08+03 |1335%+51.3| 22+05
57— (n=11) | 441148 | 10+04 |1827£680| 20+03

2. X3 - BEHt

(1) BERA
N K TR ORI 10mg % AR AFR G- L7z & &,
Y524k F TOREARDO SR PP ITEN TR 5=
D9.63%. I T7.08% TH - 72,
(BT —4)
¥ 72, OGRS B A SRR R GHLE 2 & ORI
22%VCTH Y, FRDFERICHEES WA bDEEZ SN,
B, R A IZ50mg ~600mg % H Al EHRNIR G- L 72
524 F TORELAKRD RPN IG5 =085
~95% T, IZFLALHHE 2T, FICHEEN L TRPITHE
shzv,

(2) MR
E K O o/ 10mg 7 BRI A5 L7 & &, 5
%8 £ TORZIAEDIRFHEIERITVTNHK5% TH

272,

3. #HEER
RENIFIRPI G- (G2 Z 0310, RS AR IC k%
LR E LTHE NS, 72, RIED® MFF 7 T LP-4500
A TRORHEEICEE L 5 2202 L% vitroikBR CRERE &
NTn5BH,

4. ZTOMOEMPRER/NTA -5
MFFEFEE D 14%LLF (in vitro) ?

[E% R B 8]

<AFBICTER S h -BERABEE>

1. BINAERBRERE

(1) ERICHITI2BRAEMNRE L BRABRRE

¥ I ENVIA (20mg. 40mg/H)SHE#HE G IZBWT, FE
FHMIE H T 5 2R 3ER (FEBL. TR I O ) O,
(BEBUINERRRIR A 37.0C AR, TR L ORI L AL
RAT T B 22\ ) ST TRER DS 70 > IR EE A 2405 B DL _EFRfe L
AR L ER) LR E T I bR eI B E R
XY L7, BEEE N30 0N, WS THR)
DT — & HSFFAM T & 72\ 1561 & B\ 7231801 & A wh AT
GHE LA L 72 RE R, B o R RET T oRED
400 CHEMFEMICEE R ZZIR Ok o7, BB, IRE
FEREFTHE D SR L 7B B3 89510 (26.7%) TH - 72,

A 27V HER(FE#. BRRUHNRE) OBRE
(EIREHERER - RA)
SRR (n=E A

#WZH 2HH 3HH 4HH sHH eHH 7HH 8HH 9HH
77%K| 09 103 271 561 748 860 879 935 963
(n=107) |(h=1)(h=10)(n=18)(n=31)(n=20)(n=12) (n=2) (n=6) (n=3)
FFIew
20mg/ H (
(n=101)
FFILW
40mg/ H (
(n=110)

ESL

40 139 327 624 782 861 941 970 970
n=4) (n=10)(n=19)(n=30)(n=16) (n=8) (n=8) (n=3) (n=0)

00 136 355 582 782 873 900 946 946
n=0) (n=15)(n=24)(n=25)(n=22)(n=10) (n=3) (h=5) (n=0)

HAMEmARIE, 2HERO3ABIZBWTYF I EVIRA
5377 v R LER LI T AL L7,

AARSEEDHR
40.0
————— PERES

o s —o— 20mg/H B
@ 390 —— 40mg/ B B
ﬁ

38.5
B
I8 38.0
*®
g 375
3
g 37.0
M 365

36.0 . . . . .

EIEA=| 2HEB 3HE 4HH8 588

7oK (M) 107 107 107 106 106

20mg/H(n) 100 100 100 101 101
40mg/H(n) 110 109 109 109 109

F 72, BIRMWEHEIEE CTH 5 FE Rk (B8, TEE. 5
PG %K ORBER) 1I2DoWC, A Y IV I L )V AD
JRPDHEFR S NTJERNIC B ABRMOMRE R L 72,
12 TIVI HER (R, BE. HRE. RRUEER)
DERE (ERERERR  KA)

e PR (n=BRAR)

j W#HH 20H 3HH 4HH sHH e6HH 7HH 8HH 9HH
77€K | 00 37 56 204 352 463 574 611 648
(n=54) |(n=0) (h=2) (h=1) (n=8) (h=8) (h=6) (n=6) (n=2) (h=2)
?gfjgé; 00 36 146 255 327 455 600 691 782
nlss) |(1=0) (1=2) (1=6) (1=6) (n=4) (1=7) (n=8) (n=5) (n=5)
f;:j;?; 00 64 206 333 524 667 746 794 841
(HEGS) (n=0) (n=4) (n=9) (n=8) (n=12) (h=9) (h=5) (h=3) (n=3)

(2) EARICHITZNRBERRE L F-EBERARKE
5~14% T TONRBEGGE L, FF I VA (20mg/H)5H
M52 & % G #5308k (OpenikBR) = i L 7, FEFF
EH CTH DA 7 VT o T ERER OB KR (1 #5) 37.5
TR B2 UISOEEREE |, GEF. MHTESG, Bus - JE%E,
A - BAERE A 22 L/ S T B e AR EE | IR AE AS2 485 DL
FER LG E AR E B2 TICE LB (h g fE) (&
40H TH o7,

2. ERFHHRBREE

18 Ll EOEBERAOTEREE AR L L, 5 I VA (10mg/
H)28 A MG L 2 FHREBR(TI e REMNBE LA EE
MBI ILEGRER) 2 L 720 ZOMEHR. A ¥ 7 VT v FHHE
IROFEIF (FEEL (375 CULL) . S, WL, UEE. WUERS. Wi -
MEH D) 522U EDFEIRDFEH) R A 7 VT ¥ A
WV AREGD GRS NI BB OFEIEE, ¥ I EIVEE19% (3/160)

75 & R 3.8% (6/156) TdH - 72 (p=0331) o

<BHHC TR S W -ERRRBREE>

1. B EEHRRE

(1) BHCHETIHRAEMNRE U -ERREAER
A TIWVI YT AV ADBEGEDHERR S NTEFNI BT,
BEER, WNOREBRTIETF I EVIRAES I TS5 R
LA ZIH DR AR S N2 DS, B IEBIH DL o 72
R ORBETIIAKE L 77 L RBOBRBICEL - H KIS
DVTHFIN 2B EEITRO SN Do T2,
B, INLOREETIIBR A > 7N T A )V A EYGLSE 12
X BN A MERRT B IITE TAEGIANUE S N o 7z,

14



127 IVI O YEROERICE L7 B (hR(E)
DFBTIEE GESAERAR : KA)

FJi H 35 Rk R Jex
IR AALAEBI R 45541 35641 7771
BEREHEIE D & 64451 18f1 90f1
el L7z AEB 5 (14%) (5%) (12%)
Pe.5H P7.5H P6.0H
o A Z50H 750H 755H
B s p=0.011 p<0.001 p=0.228
4550 35641 77761
. e P6.0H P7.5H P6.0H
%;Z;;;; 245H 750H 750H
S g Fdi p=0.004 p<0.001 p=0.078
FERR S 7R 3215 27781 569151
*PL IR, 70 I ¥v20mg/H
1) EEFHEEE ORKR

FF I EN20mg/ HEAIZB T AEROBEROH S 2,
B L7 &BOEM, £~ 7V VARG h D
SNTZERMICOVWTIZEEREICLY) 77 REgRE L
TRELZ, 28, 885 % 20 (HFENMKIRS7.8C A
MOFEBIRME) . VA, MRS, THIESE K OVRE AT 5 3L
1 THE R O IRAEAT24 R B DL B HRRE L 22 A R R L E
L7zo ZOFE., BPEk. WINORE T F I UV
7T KB LA EISHEGER A A b LA, dKkok
BRCIITEMICHETN 2 A BE AN o072,
A 27 IVI O YEROBRICE L7 BE(hR(E)
(iBstiaEaER : RA)

- o BB L 72 Ao gl
BTN 7R FHIVhomgHEE | 7T AR
ER R AW ]
BEEk | 50H (n=227) 6.5H (n=228)
WM | 50H (n=174) 7.5H (n=182)
Jek | 55H (n=412) 6.0H (n=365)
AV TNVI T AL IVAD
G AR S N7
ek | 45H (n=161) 6.0H (n=160)
R | 5.0H (n=136) 75H (n=141)
ek | 50H (n=312) 6.0H (n=257)

R, mER. BN R IR KR OGRBRICB W, ARG B\ i
BEIA > 7 WL U DRRYAHERR S N BH BT A58,
DR, AP . WRTEYE K OSRE IR OB B L 72 H K (Hk
fE) ZLLTIRL72. BB, BRIA V7V U H o £V A%
YeSE AT AR 2 MR T A1 R REMATINE SR
Lotz
TAIABBDA L TIVI O HEROBRICELEZAH
(shskfl) (EobiamERER: KA)

A TIVITH HFrFInw e L e o

AV ADK 20mg/ H # 77 e HE 7%
AT 50H (n=544) 6.5H (n=493) 1.5H
B 45H (n= 63) 6.5H (n= 64) 20H

2) Bl REY & SIS E DR
AV TNVI T AN A DEFERR S WIREG] 2 512,
HF I B 20mg/ H AIZ BT DIERDOEFDOES & 77 &
RKEMBEL, A VIV HFIIBIT LB ERTH
B & SR DTN ORI 2 A OFHE (K& 2 %%, Bfide B O
Bl e 5558 OB RICO VT ISR L7,

B EREDERHICEL /- A (hRfE) RS HEDHHRE

(oL EESER : BA)

S % DR H FEEL DR H EORER TR

& | TN ol e | TN o | PFIEV | L
% 20mg/ H 77k 20mg/ H 77ERE 20mg/ H 77eRR
ek | 3.0H 3.8H 1.0H 1.5H 24% 30%
B M| 30H 40H 15H 20H 24% 33%
dt K| 30H 45H 150 150 15% 22%

FIPUL B, TEBRELR. HSETE L O e O 2 D Ao
EUREOPERS

3) ZDMOFE

ARG B O Jg BIEAT CId, FERBAIG R |2 38BN LR
WEE (HHN® 5 WG OEAERET383CL L), &5 WL
ROBRENPEEDOEZ THBEO AR LV EL 5 HE
ModhsbZ EIRENT,
BIMCBITBNA YR VBEEMRRE L -BRARKE
1)BSHC B 1 2B MR SARE (RE/BMEAENRER) 2 &
BRBICE O DBRE COBKARREE

BBk, RO T ORI T &S S0 8 318 1 B ZE 14 il
P (LU COPD) 2 HEBMEBRICO DA Y 7V V£ IV A
R E R R L LB ERm S N,

-4- 15

FEE, DENE. AhRE. IHTEE K O O SHEIR D 4 T OFEIRAS
B TAOICE L HEEfRE L LT, ¥ I (20mg/H
W) DAENMEE . 772 RE e UCEHI L 720 SIS I,
AV TIVE T AN ADREGDHERR S NIIER) & SRS )
ED AT SN E VI, FORER, REREEE Y [T
SN7-EBITIE, FFIEVERTI R LB EC
DOFEH % 1.0H 8 LTWeds, a5 0a B 3
ENLoTe B AV TNVI VT A INVAD KIS
N7 FEBITHF I EVEEZ 7T £ REEICH L, 1.5H (p=0.009)
DHE B RERAALNTZ,

17T HEROERICE L/ B (hRiE)

(Bt AR BHTRBEABEE T IEE)

A FFrIL NN, N

fEAT 4 31 20mol H B TR |HH0E| PE
AERHE #7246 |6.0H(h=262)| 7.0H(n=263)| 1.0H | 0.123
g;;g%ﬁg;:;% 55H(n=160)|7.0H(n=153)| 1.5H | 0.009

HEEZOFHRIT, H5HIZBTT TR 42% (111/263)
P IEIVEE38% (99/261) . HE5-RICBWVWTT T L AREE35%
(92/263), #F I EIVEE43% (112/261) &g d HEE CHFFE
FECHh otz HANCHED DS L HE SN HEFERIL, %
HHzBnwT 77 2R E9% (23/263) . 1 3 EVEE9% (23/261)
THY ., HE5ERITBVWTT TR E2% (6/263). FF IV
1% A0 (2/261) TH o720
FoAEFRRIIWE., BIBER, KREXLETHY . WHRH
ICHEIEFED SN Hh o T,

BEEBE ISR T 2 I UL B2 % I E Y IXCOPD % Fa e
BIZLOA Y IV U4 VAR EZ RIS T &
RaExBE LCFHi L7z, MitkREDIRIE & LT, BRI
R DB & 1R DR K & (PEFR) D ZE L& (R lE) 18
#(FEV10) "HH. 6AH. 280 HICEHEEMICTRIE) 2 H
Wiz, I VIR AT O i KIAG & (PEFR) O FHE I
77w R L BAFICHER L, B 5-Bghtke H B R U8 HH
THiBRE M 5-FAATET & 0 18 E (FEV1.0) & 5 W Id IR KITA
JiE (PEFR) 2520% % 8 2 TR N LB EOBHE I+ I ¥
VHEE 75 B REERICEZ AL N R D572,

2)iBHICB T BN Y R BETOEKRREBRKE

NA A7 LEFESNT WD BEE (65, BVER 28R
B OSIE % B COBBRSRE R, MR, SRIEA 2 IRAE
DWTNPITEEY) 0K L, mFER, BN LUK o R
28 TIAHRERBR (3ERBR) . WM M UMLK T2l S 7o/ R RRIARRABR,
FPERC ORRIR B IAHRER, THHlRET D720 ORENTREH
B (PRERER A ANDRA ¥ 7 VI UHFIZREB L - BE)
PO L, Y I ¥b2omg/ HRAFZRGEEICOWT, &5
ENTEB A TV )V ADREEDHER SN
THEBNCOE 7T e RexfiRe LT L 72,
Fr I ENEEOFEE, . AR, WHEEE % O O SREK
DLETOREIRDPEERICET 5 D ikid. 77 v REEICHL,
PG5 N7 2B T1.5H (p=0046), 1 ¥ 7NV VT LV A
D FEYHHERR S N7 FEF] T2.5H (p=0.015) DA . 7 Jie A5 A
bz,
12 TIVI YREROBERICE L A # (hRiE)
(BoaERE N1 U XV BEE)

A T FFIE U R B

S ril 20m) B 7R R |REOE N PE

G- s aH 55H(n=154)| 70H(n=167)| 1.5H | 0046
LY TINVIHETA VR B B

DRIATER 2 41755 50H(n=105)|7.5H(n=122)| 25H | 0015




T2, PUEWMEICL DGR LELETD RN EHEDSE
BlEi, 5 SN2 BTIE, FFIELEETI16% (24/154)
WZxt L, 7T REETIE25% (41167), A Y TNV L)L
AD ERDHEFR SN LR TIE, FFIEVEET13% (14/105)
AT L7 7 B RBETIE24% (29/122) TH ) . FF I EIVFEIC
BU BRI EIAD - 72 (&5 & 2 4fFlp=0042, 1
YINI LT AN ADEGED TR S N 72HEBp=0.045) .

HEMEICLD2EBEEVBELT IEEOREE
(iBARERR  NT VRV EE)
) FFIL e ) e X )
fET AR 20mg) F B TR REE (M)A PE
5S4 16% (24/154) |25% (41/167) | 063 | 0.042
g,ﬁ;g’%;g;{% 13% (14/105) |24% (29/122) | 057 | 0.045
HERZOIREZTIT, ¥ I EVEETI9% (60/154), 7T+

RIET43% (72/167) TH > 720 B D% A S NT-HRIT
BUEROEAL M BIER OB, TH Y, FF I ELETI%

(11/154) . 7T REET14% (24/167) TH > 72,
WTFhHPOBETSFLUERB U -FEER
(BHEERBR : NTURIEE)

e TR REE | FFIEV0me/HE
G n=167 n= 1549/
HEFGIREBBIE 72(43%) 60(39%)
Wiy JAIE AR O AL s EAE K D ¥4 24(14%) 11(7%)
A% 1(7%) ( %)
g H- 5(3%) 3%)
BHFE W 3(2%) 3%)
i 9% 1(<1%) 6( 4%)
TS G 5(3%) 0
% 6( 4%) 0
T2 NV ATBEDD HLIBEEIIFRFEEEZA LTV

HEH(FF I EVE096], 7T R0 TOEESES
DFBETIT, FF I ELEETH % (45/109), 7T £ REETAS
% (51/113) . 65l Lo E#E QL () I ¥ V36l
7T & R0 IS BT, I UILVEET39% (14/36) .
75 b REET45% (18/40) &, WTFNOEMIZBWTHFF
SENVEEE T 7R LY LRIS 2h o7z,

BHCE B NRERRE L BRRRBRREY

5~12iE CO/RNBEXGHR & LiGEEGREEZ ., A%
Gk LRS- & R0 B - HE (3 Eb20mg/
HWEA. sHEHG) TEML, FEFMEE THE1 7
VT T BRE IR O W A (B M) 37.8 C ARG, ™[ 7 L |
ASTRERE ], FrPadm - BB . WO, 2% - TEIE N OVHH
a7 LI & SEIR S 5 D35 &%&bﬂ@lﬁi%ﬁ“mﬁﬂaﬂui
Fime LA 2B e €8] F CICE L B & (hIE) 1%

A4V TNVI T AN A DBEG TR S N7 EFIC uxf
FFIENVBEGEES T T ARSI LAEREICE 2 - 72 (p
<0.001),

127 IVI O HEROERICE L7 B (hR(E)
(iBstiamaER  R)

" FFI N, o | Pl
Bi AR (HE0DE
ST AR ] 20mg/ H ¥ 77eRR A% ;tx%“ﬂﬂﬂl?rrﬂs
AV ITNVZHF T AV A _ -~ <0.001
DIIATED % L7550 40H (n=164) (5250 (h=182) | 1.25H (05,20)
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2. BHTREHERAR

(1)

KRIEAIZ B 1T 2 EETFB6 (B
FKHEPNCBWTA ¥ 7 IV PREPEREIREL SN TS
k4B (5% 1) 245 3 ¥b10omg1 H1[a 31 i77—12‘]'1
HilE, 10H BB ADWFIAIE ) AT, FRIRhE % i
L72e ZOREE. A ¥ 7 VI FEER O S (10 FEAKIR
378 CLL R FE R, B, W, ISR . Mo ) b2
DL EDORERDIEB) A ¥ T IV I A ARG H T
RENTBEMBILU LD SNIREOEEGIE, ATk
BOTHo72o

ADTWI YTV ABERERENS 1L LED SN

KIEDEIE (BH-TFRHHER)

FFIn

=Wl 10mol FL B T REE PfiE
NAI30010 4% (7/169F 1) 19% (32/168KJ%) | <0.001
NAI30031 4% (10[2455K %) | 19% (462425 %) | <0.001

(3) N

()

F—HI%ICBEL TV 2 HEBRE ICH (T 2 BRETFR5 (B
A VT IVI Y REYEDFSEDTRD H LT L Ml 2 x5 12

FF 3 E‘}1/10mg1E|1[E]Rﬂi7°5*t7}’f1ﬂ1lﬁl\ 28 H ik A D
WENPIZE ) ST, PHRIR TR L2, 2O, A
/ 7)1/1/47‘7fﬂ“ Ii:@"‘fﬂ(l:lﬂ (AR 37.8°C UL I3 Bk,

BESE . TWHEERE . AR O ) B2 ol EOREIRDFEIR) K

U‘% I T yﬁﬁﬁ%ﬁfﬁ%ﬁiﬁéﬂf:%%‘méﬂé‘li\ UTo
k % V) f%o fuo

127NV ZBREREDES (B FHER)

= B Frien S B P

10mg/ H #f
NAIA3005 <0.001

2.0% (11/553) 6.1% (34/554)
NAI30034

0.2% (4/1678) 1.4% (23/1685) <0.001

*NAIA3005 :

HBORFIIET H18ULEOEZ SR E LR
o
NAI30034 : BN T I 2 =5 4 — 2B T 5 & (65l 1)
WEPRIR % A 5 B, 1B 285 B UL B MO B R
%@/\4 )Ry BE gL Uik

BRI B T B RESTFR (B4
4 /7)1/:1‘—/*?‘”2‘“7*@7‘_%75* 2D B IT WD A fiak D
AP x50z, ¥ 2 ¥l 10mgt H 1[E IR BREE 3 1[a],
14E|F'EJ&€LM\TM> ZEID AT, TRIRIRE L 72,

ZORER - ERIEELZEHAL, A v 7V o
AR SN BEOEIEIE, DTFoLBY) THolz,
17NV IYREEREDES (B FHER)
o FrIvw — )
3% 10:§/F1ﬁ¥ xR Pt
NAIA3003 4% (7/184) 8% (16/191) 0.085
NAIA3004 6% (15/240) 9% (23/249) 0.355

*NAIA3003 : AL 7 Vo HFizxf LT~ Vv, B

AV INVZ I LTT T2 REHKG,

NAIA3004 : ABIA > 7 VT U RUBRIA 7 VT DT
LTSI REHkE,

XON<AFRICTER S h /- BLEIRTEEFAERE >

ERRERE
FHREREICB Y 2 Z&WROEMERDL TOLB) T
H%o
EIVE S B A
JEHT X G A e B 1.3% (60/4456) |97.2% (4041/4159)
YA ERE DS 1.3% (53/4014) 97.2% (3643/3747)
IR B 1.6% (7/442) 96.6% (398/412)
R g (65m L ) 1.7% (4/231) 96.7% (204/211)
A || B g B (S | .
% FL.COPDE &) 1.1% (2/185) 96.0% (169/176)
B R EE A (FIUER ) [3.3% (1/30) 100.0% (28/28)
7| BEPR A 3.8% (2/53) 98.0% (50/51)
1SHEAS 0.0% (0/3) 100.0% (3/3)
| SR 2.2% (1/46) 100.0% (44/44)
i;% 51~ 157 A i 0.7% (3/449) 98.1% (418/426)
157~ 65 A< {if 1.4% (52/3730) 97.0% (3375/3478)
WA Y7 NVE Y FBERYESEIEL LR T WE ENDE Y A
BEFERRERE

A TNVELFTA N AEGSE NN B ARH O % TR
T 502, ATV FHREBEF v b OKRARE R
HTHol2 15 EORNEEZ G E Lo RGRAE
FEhi 720 EORR, RFEEGHR ) VAL sy I
BTGB BT B AT 5 LT O & FRIEE O iz
FEIIASNL o7,



VA ITINICHEEERIBRT 2FE TOMERH
AV T7NVEHFEEREIR (S & - F8IT, g, O LAk,
WL BAET OFa A %) SRS 5 £ TORTEEH $x (b gefil)
&, RAFGEE(h=421), ) Bt LT I LFEH (=
341) £ B IZ3HTH o 720

2)BHE TCOMERHY
2 (TKI37.0CRG) T COFTE HEL (WP gefiE) i, ARA% 5
B (n=387). V) riEAbLILy IULEER(n=312) £ bl22
HTHo720

N1 INIHEEFEREBREVUHEHRE TOMEAH
AV TNVIL Y FFERER OB 2 F TORrEHE (b
Jefil) 13, ARFEGEE(h=359), ) YEELA LIS I VRS
TE(n=288) L BIZZHTH 72,

[Eﬁi@
in vitro COH 4
ABIE B WVIEBEI A 7 VW 4V A % &Y E & 72 Madin
mm4z%mﬂ@mﬂtf‘W%s@w@ﬁ%mﬁ%&ﬁﬁ
ANVAVEH 2R L. Z DICsof HIZAR 125} L T0.004 xM~16 M,
BAIIZK} L C0.005 «M~1.3 M, ICoofiEl IZATYIZHF L C0.065 M~
>100 « M, BEIIZ3F L C0.0654 M~86uMTdH o 72,

2. BMETITOEMM

ABIZ B IEBEI A 7V Uy AV A % S EPI AR L%
PeXdzwy 22 L,y P I UL oBERESE~ A
Oy ANV A A HERGENIERT 3¢9, /2, Al
HWIEREIA I NI VY AV R & BEPIC IR LR S ¢
7272l vy M LT, ¥ I UL ERENES I8 ENE
@ﬁ?@ﬁ%wxﬁﬁ%%i&ﬁ%ﬁﬁ?é%\%%%Wﬂ
L72%,

3. fER%F

PFFIEVE, A VTNV ANV AREICHFET H8EE
AT I —EORRWLEHERETH Y, ARIf TV
VHIANATHOENTWAELETOYTHATD I 4TI
F—XNUOBRIA Y INZ UV IANAD I AT IZF—EE
HELZDY, 9ANVAIATFI=F—BIEH L EES N
TANADIEGAEL D SWEHET L2 DICLETH), 51T,
T ANV ADKEE o TRED FREMEICETLT 20128 4
BETHhHUERUED L, T IEVTHMEA»SEHL, 2
OFEHET L2 L TERED LM bR A >~ 7
VI I A NADHEREST LD RHEL, ARIROBE A~ 7
VNI HFIANADELEDOIREHIET 2 EEZ 5N 5,

x4, e

BMEAS VTV Y EGIIT A Y I UL ORISR L
7o NS TAR B OVSs T B R 3R BR O 3 DN T RERh - & aT L
T2V RS ERY T, 00BN O BE NS SEEL 72 A 7L
I A NAKRICBOWTHEF I NS SO T
L72RIZEO NGtz TNETHOEZ A, BEIf TV
I PEYEDEIE S OET L72/NBICHF 3 ¥ % 2l %
B LZZERICB VT, ¥ 3 VIS OBE»H 512,

FEIPIIZ B\ T20014E ~20054F & — XV I2HF 3 VI %

IRTA Y INVIT I ANV ANBICHET A A 2172, %

DR AABGRNI GBI - [ L 723316810 85

DAL TNVZ L HFTAVAKDICAE L V), FF I EVIED

MIESNBHRIZRD SN LD o7,

(B2 CREd 2 E{E2mIER)

— 4 T 3 ¥V AKFIY (Zanamivir Hydrate)

t%4 . (+)- (455R6R)-5-acetylamino-4-guanidino-6-[ (1R2R)-1,2,3-
trihydroxypropyl]-5,6-dihydro-4H-pyran-2-carboxylic acid hydrate

55F3 1 CraHaoN4O7 - X H20

R
X H.0
{3 4%:9%@%‘*?%%0
AKIZRRETFIZL, =8 /=) (995), T P= MY
Ki/l‘f‘ﬂ/l—Tﬂ/ i%:/vk(abj‘f;\ﬂ

0.0075mol [UFEEEIA I R R VAT IZ { Vg
W R TH S,
SEARE (logP) & W F I ¥IVIITMEA F » 2T 5 720, R
BOWEIIARREIZ o 72,

17

[V EDEE

BT EDEE :
$ﬁuMﬂxuww/7»1/ﬁﬁ4wxm%r®%ﬁ%@@ﬁj
OHBTHH L725E IO AMEBBT SN T3,

[#% 538 & %]

1) KA ZFHTSEZE G LTE, BABEORERWIZOWT,
T REMH LI2FESA ML —Y 3 VEOREIGEEZ SO T,
IR0 R BREEEZ TR L) LELEEZH L2

Z&,

2) WANTERFRONA ) A7 BEEIGE L 7-RABR ORI
PR, BBILRICHmE 52 &,

3) WV CE T ORF O AL OFARG KT, BEFF, HH LS5
ST A2 L,

4) WHHZBWT, i‘bﬁ% . iﬂJ%‘%‘ i - HEROEH LoEEO
PR TR R (WAS FER A B Y S L7z B

RH B 12 ﬁ@]&lﬁi’ﬂﬂ%%'ﬁ?vt
(2 %]
JLUH (47 A¥—X5) X1
AE%IW

) Cass LMR, etal. : Clin Pharmacokinet, 36 (Suppl.1), 1-11(1999)

2) Daniel, MJ., et al. . Clin Pharmacokinet, 36 (Suppl.1), 41-50(1999)

3) Hedrick JA, et al. ; Pediatr Infect Dis J, 19, 410-417 (2000)
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* %2018 AKET (BB5hR, RFEBEEICEDSHKED
* 201153 B ekET

I ik SRR

AR « MRS ICEoR (RN 3 4F)

WAV INI YDA )L RE

S5 AR

SEFDIEHEHERIwI300me ™

H A ER o &S
87625
Ny 5 NA T IV
FKERERS | 22300AMX01152 | 22300AMX01151
SEEAT 20124E6 H 20124F6 7
ll 2010518 201018
ERRFEE 20104E1 H 20104£1 H

SEP DI SRR - 71150mg

RS I E)LKiINESR
§ (P JELES

®
RAP'ACTA for Intfravenous Drip Infusion

(=

1. FBOH/’ECHEE>TL, FHOLERZEEICKRFTT S &,
[F%hge - SIRICEEET BERLDEE] DIESHE]

2. AEIOFHIREICE T 2ENMERVOREMEILHEL L TUHR,

(B2 (ROBEICEESLAVI L]

AHRIDRES T3 UBBIEDEIEEDH 5 EH

(HEAK - 1K)

1. R
W, 4 57‘7 57\"\5\&?55?*?‘1?& 7 E?" 7 57)@?%5%&?&
Ny 27 300mg INA T )L 150mg
148 (60mL) w L (15mL) H
[ /\"_3 2 E)D?k*ﬂqﬁ 349. 4mg ’\"_3 2 l?)[/?k*ﬂ% 174. Tmg
(RZIENELT300mg I [(RXRFIEJELT 150mg iZ
HHE) HHE4)
N %ﬁﬂ:?‘ rU A 540. Omg fﬁﬂ:ﬁ‘ UL 135. Omg
TS K TS K
2. MK
W, 7 EY\O 57‘\,'\5\\?%%?1‘?‘6@1 7 E?O J\?dlﬁ_ﬁ’ﬁ%ﬁ??@z
N 27 300mg INA T )L 150mg
PEIK - B | EEFEHOK TH 5. GENF) | MEBIHDOIK TH 5. (EHHAD
pll 5.0~8.5 5.0~8.5
BB
UEM BRI 1.0~1.2 1.0~1.2
x9S k)

(2h&E - THR]
ABIR(IBEIL VI YA ) REESE

| <shhE - HRICEHET HER LOEE>

L FAIOREICH o TR, iV AEOR G A BT B A
LAY TNI YA L RBRIED 2 TOBFIH L TIILAT
} BN EEBER, BEOREZ THER L ET, A#IO
| BEOREMEHEICRET L, |
2. AANGAEETEAITH D I EEBEX, RORIRRAFISEDM
L O Y INT PN AEOME LR LT LT, A
L AOREOREERNTS L, ‘
'3 AT LA DA R L, ARG OB R
! MTB ‘
L4 AN OB ST VT S )RR IR BN .

AN A T B, [[RE AR O |

(A% - AE]
B D BE, RSIEIELT300mg £ 15 9L EMNFTHESFES
T 5.
D FE-EREOUSFEAICKIOMEHTS &

EMESICLVEELRTI2ETNOHSEEICE, 1 H 1H600mg &
15U EDIFTRESEESET 5D, ERKICHUTEARERET
&3,

1H, Fih, ERICSECTEERET 5.

INR D EE, RSZEJELTTHIE 10mg/kg & 15 LA ENTT
BESHEEET D, ERICKC TEARERETES, REE0DE
fRIZ, 1TEIEE LT 600mg £TET B,

<Hi% - ARICEET3EALOTE>
1. ARORGIE, GERFEBIE, TSR EONITHET ST L
PPE LW, RTINS 48 B RGBBII 5 2 B L8
FIBIT D EMEE BT B F— 2B SN THAEN, ]
2. RUHHE, RS QWIRIERD 5 ML E &Il L =5 a
IT5 2 & &L, BREBEGZMBELIBNI &, 723, 3 HEH!

PR S L RIR S N T B, [THRREU OESE |

|3 BHEREREO S BBETIE, B IERE T BB |
. MBHBHOT, BERESETISUT, FTREARCKGREH!
 EY A& AMERMIRGTAHED, FAEHRETHT
: & N DB AR T DR BRI AR, [E A

BER) RO Ry OEHSH]

Cer 1 [\l 5.5
(mL/min) WHEOLG | BEELT2BENOH2EBEOEE
50=Ccr 300mg 600mg
30=Ccr<{50 100mg 200mg
10%'<Cer<<30 50mg 100mg

Cer: FLTFoo T TR

X1 7 LT FZ 20T 5 2 A100L/minAE R BT ERE OB, EEICH

! BEREHAGO LRET S &, RT3 EINIMIEGEHTIC L 0 BRI

! s REINS,

VA ARFNIERTERIRNESRICOAFHT S I &, |

(EFALDEFE]"

1. EEHRE (ROBBICIERICE/ETDIL)

1) RSZENICHETZEE
BRI EDH HRE [[HE - ARICBEET 2H LoER)
EO TEERERNERE] OESHE]

(2) & (8eF RV DA, FHAK ICETZEE

1) DI, TERERRERE DO H 2 BE [T N U LA QAT K OEER
MKREZEEPLT Z M5 ORICAZNT, BRSBTS 2B%
nnd s, ]

2) BIREREDH D BH UKy, b MU DL OBREHSICHD
T, ERPELAT ZBENSD D,

2. EELEANEE

1) HEABERIAHATH D500, KFEEOHA > TIVToHFoA
IV ARG I BEATEN R O RS - MRER 2 FBL L PG
ENTVD, /NE - REEEFITONWTIE, BERTHICKDIEES
DHN—DHEKZER 1T 2 =D D TR EE LT, AFNC X



SET O SERERNY T - NATIV(2)

DIHRNIE S NI, ORFITHORIADBENNH D T &,
QHBIZBWTHEEEZITOING, Pl id 2 HiH, REHFIX
INR « REREFDN—NITRSRBNWE DB TS &I DNWTHEE -
FHECH LA ZT S 2 & 728, 1 > TNV FIESICE >
ThH, FROIERND SHND EDHEDNDHDDT, Lit&Fkk
DFHAZEITD T &,

2) AFNIBIMBOERTH O, BRENET L TWHEHEICEE
WIBEHIRENFHG T 2 BENNH 5D T, AFOHFKGITEEL T
W, L7 FZ T I AEIIS U HRICE DN T, KiE
EHRLULBNSHEEICKSG T2, [THE - ARICHEET 26
A LEoWE) RO 3yEke OESR]

(3) MIEEGIEN A > TV LTI IN REFHEICEI L 2D, 1>
TINVIOHRIERERFEIND 2 END S HIEREIYE DS E K&
DI RFYE DS DN D AT, PR 2% 53 272 Lt
WiEZFTH T &, [IRIEE - BRI T 24 H LoFE OES
He]

3. EMERA
<ERA>
TR IT BT 2 2 PR 545 968 filHh, ERPRIR A E O FH 28
FEESORIEMT 239 61 (24.7%) IC@EDSNZ, FirH DI,
TR 56 1 (5. 8%), EFHRERIEA 27 #1 (2.8%), EHEIR 24 #
(2.5%) THol,
<N
AT BT B 2R S5 117 B, BRI E O FH 28
a2 S ORIERIL 3461 (29.1%) IZED 5N, ERHDIT,
T 12 1 (10.3%), G EREA 111 (9.4%), W& 6§
(5.1%) THo/=

(1) EXAZEHER

1) 2avy GEEARER) P avy (MEKT, EEEH, mTE)
MHEOLNDIENDHZHDT, BHEETHITTY, BENEDS
NEHGEITEESERIEL, @YRLEETO &,

2) AmIkED, 1FHIKED 1~5%KE) © FAMEREA, FHERE
PHHEDONDZENHDDT, HERETHITTN, BEIRD
SNEHEIIRGEPIETSRE, @YRLEETY Z &,

(2) EXEER (FBE)
fDFIA > TNV T T A ) ZETLL T OEKRSRIEMA S X
NTVWBDT, BIRE /I, RENRED NG EIT3E%
HaERIET2RE, MyslEEiTs 2L,

1) 7F74 5+ —KERK

2) BHR

3) BIRERTZ, RFHLEEREE, #E

4) PEMREIEFERAA (Toxic Epidermal Necrolysis : TEN), 2
[EFGRRERAEIRBE (Stevens-Johnson FE(RE$)

5) 2B e

6) M/

7) A - EER (BEREE EETH, BE dR =8 =g
%)

8) KR

(3) ZDMDEER

4. SREBEANDERS
— I E A TIXAEHEEENETL TS I ENZENDT, B
DOREEZBRLABNSHREGTHZ &, [[HEYBRE] DIESH]

5 ifiwm, ER RIBEENOKRE

(1) IR OISR L TW A AREME D & 2 NICi 59 2551213, 1k
Pt LOBEMEN GBI E BRI S SN HEAICOREE5T S
Z&o UERPOEREICEAT 2 LTIl TR, Jv b
Thafgmatk, Y F THEKTREENHEINTND,]

(2) BRI ET LA ICEIFAERISES L, [Ty M TH
BT Z EMMEINTND, ]

6. ZNEEADES
R AARER, #iERITHT 2223 L ThiRn, [fEH
TRERDNIR N, ]

7. BERE
AFIDEERGICET B HEHRITES N TV,
AFNIMIGENTIZ L 0 EMTMIEF N SREIND 2 EHE
InTnsd Y,

8 BEALDEE
BERE  AANIAMEEIRAESICOBRERT S 2 &,

[(EHENHEE]
1. MIEPEE
(1) EERERA
FERERE A B PES 6 B 100mg, 200mg, 400mg, 800mg CEKFEI:H
B) ZHEMAMEEFE LSS omERREZK 11, BERKIE
MEEE L 72 E EOEMBIEE/INT A—F B K 1 ITRT. Cnax &
CAUC IR, SRR ORD 138 3 KR
TART I EINEEDLNITHE L 7z, KIEHRG TORNEIRE IS [A]
BEHEFZEAELEDLT, HEEEED NN Y,
(ng/mL)
120000

—v— 800mg
—0— 400mg
—A— 200mg
—O— 100mg

(mean=+S.D.)

' (hr)
fiegfi]

B 1 Ha SR O M RE (RN
K1 EWMEENT A -5

% i 5.

5

g |" (max AUC)-oo CL*! MRT Vs
(ng) (ng/mL) (ng + hr/mL) (L/hr) (hr) (L)

100 | 6 | 11200£2900 | 175132001 |5.77+0.61]2.64£0.33|15.16%=2. 14
200 | 6 | 211001600 | 336953622 |5.99+0.65]2. 65+0.27|15. 7T7£1. 35
400 | 6 | 468007000 | 634038620 |6.41%+0.90]2.44+0.28|15.53£1. 71
800 | 6 [86200£15400( 13379519972 6. 10£0. 96|2. 83+0.49|16. 96+ 1. 53
é KE#s 6 HE)

2" (max AUC,. . L
(ng) (ng/mL) (ng * hr/mL) (L/hr)

100 | 6 | 109002000 | 164361540 |6.13+0. 56
200 | 6 | 198002300 | 303582980 |6.64+0. 69
400 | 6 [ 453008000 | 65409+£9498 | 6.23£0.93
800 | 6 |85500+13100| 13138512871 | 6. 14£0. 58

FERRE N\ 1%Ll L 0. 5~1% F:i 0.5% A4 | SEEARH
3 Jt% s, HEHE
T (6.3%), b, | 1€ BRAKR, 1
N[ S AR AR, O
S
AST (GOT) %, |LDH EH, BUJLAI-P ER
ffli%  |ALT (GPT) LH B> k&, 7-GTP
57
EHIR, R¥B,3 BN L5
g | zoroJdyur kR,
NAG L5
Mg |V > NEREE N IF e Bk N HfiL /N k2
FEAHERR R WOEV, RIR
M7 R g (R obofn B 4, CK| 7B KR
Z Dt (CPK) EH, R
i

X1 &HIVT T 2R
X2 TE RIS A A
X3 ERWREORGHIE (24E5H) ToOAUC
(AU @ LC/MS/MS)  (mean=+S.D.)



(2) NREE
INBEF 156 (4 5 A~157%) 12 10mg/kg (R 60kg LA RiZ
600mg) 7 BA[E] s iEHE L /2 & E DMK T’ AR TomE
R (185 KA > b)) 2 2IORT. £, METEEINE
T&EZAE 29T R > b ERAWTREREMBIREMRT 21TV, 55
NI-EMBEEN T A—F 2K 2ITRT 7,

(ng/nlL)
80000 O 6~ 165% i
® 2~ (% Al
W o A I~ 2% AR
60000 | . v 0~ 15% Kil
N 208
i £
FE 40000 J%
2
A o
20000 | w0 &Y,
. Yo T &
O N . L e N s
. 0 1 2 3 4 (hr)
SRS T R RE IR ]
B2 H[ER SR O mEhRE ChEEE)

*2 EYBEEINS A -

n Cmax (ng/mL) AUCj-o (ng - hr/mL)

ENS 115 38768 (23880-58835) 56569 (37531-82620)
0~1 A 4 25848 (23880-28319) 47941 (43040-53535)
1~2 A 8 27587 (24793-37604) 44472 (41398-52018)
2~6 T A 19 33804 (26787-42224) 46784 (37531-61870)
6~16 A | 84 41127 (27216-58835) 60478 (41801-82620)

M1 : gl (R/ME-BOKE), REEEISEMBIAEARATY 7 SNONMEN®IC D < 3
WIBEIN S A —5 &N RA DT HEER

BieeEEs

HARNEERA K OA > 7V T HBE, NI E AR,
B tRERE R MRS 2R & L ZlRRBRE DG h
332 R, 3199 R > b OIMSEFIEEICDNT, RHEMSKEIRE
R 21T oo RT I ENOEYEHE (L) ITHT 28R F L&
LT, BHAERIEDRRE (Cor) DERMBIRICH X DHENKE
<, Cer KISUR#HGRORMPBRETH B B2 N Y,
PR BE R BT BT B F B ENE (300mg £ 5H) o Mg
WEES I a2l —2 3 ERSITRT,. £/, SEHRERMESRIC
B2 HEFEGRO Cmax KO AUC 2£ 3127,

3)
1)

(ng/mL)

100000 - — EE (Cer=20), 50ng

—— W& (Cer=40), 100mg

TR — B (Cer=60), 300mg

i oo ——— EH (Cer= 100, 300mg
f 1000

}%

=100
10

1 . . . : : :

0 12 24 36 48 60 72 (hn)
I fi]

B3 BHHRERE SR BT S HEHALN (300ng #54HY)
DI fEREES I 21— 3>
%3 BHREREEHF R BT B BRI O Cmax g CAUCH!

¢ 300mg 5 5-4H 4 600mg 5 5-4H 4
o /cmri ) 58|  Cmax AUC 58| Cmax AUC
(mg) | (ng/mL) |(ng-hr/mL)| (mg) | (ng/mL) |(ng * hr/mL)

4742 37162 9415 75745
10=Ccr<<30| 50 (3192- (21433~ 100 (6414~ (42922~
T467) 87284) 14591) 173312)

9245 33669 18471 67786
30=Ccr<<50 | 100 (6291- (22976~ 200 (12564~ (45769~
14323) 50453) 28283) 102417)

263)

SET O mEBERNY T - NATIL(Q)

¢ 300mg %5404 600mg %5414
Ccr
(ul/min) 54| Cmax AUC #h548| Cnax AUC
(mg) | (ng/mL) |(ng-hr/mL)| (mg) | (ng/mL) |(ng - hr/mL)

27044 60233 54047 119015

50=Ccr<C80 | 300 (18652- (41298~ 600 (37078~ (83155-
40920) 87803) 81364) 175174)
26005 36423 51814 72307

80=Ccr<140| 300 (18133~ (26114~ 600 (36020~ (51520~
38645) 52916) 76820) 104974)

1 AR (90% FIRIGERE), FEEFISMBIREARAT 7 FNONMEM®IC £ < 3
MENHEIN T A—F Z NI 2L —2 a R
2) BHfEREE 2S5 22 BT 2mg/kg URFESNVHE) Z BilasiEss
FELZEEOMEPERERX 112, EYBEINT A—F E2E LT
RY . BHEEEDE T, XTI EDIMIER NS OFHENE
L, AUCAERT B Z eavranz V. GHEANCEET—%)

—— HE (Cer<30)
(ng/mL) —¥— i (30=Ccr<50)
100000 - —-O— & (50=Ccr=80)
—@— EH  (Cer>80)
(mean)
IfiL
it
i
12
|3

2 36 8 ()
R[]
X4 HERGRrOmABEPEE (BHERER)

T4 EYFERINT A -5

0 12

Cer Cmax AUC)-0 CL
(mL/min) " (ng/mL) (ng * hr/mL) (mL/min)
Cer<<30 b) 132002910 13700041100 21.1£4. 68

30=Ccr<50 6 137003780 10800031200 26.8+5.35
50=Ccr=380 5 1250043590 33900+ 7880 T77.9+21.4
Cer>80 6 1280042860 26000+ 3180 108+9. 90

GHIEE - LC/MS/MS)  (mean=S. D.)
4) MiRBTEE
MKENT B 6 BIC 2ng/ke GRSV Z BB RFHHEL 2
EEDIMBEPREZ 5 IR, RITEBE 2 R S 4 Kefdn
JTCEENT 92 2 &Ik > TSRS /4 £ TIRF LA
V. GtEANICK BT —%)

(ng/mL)
100000 -0 HHBIkENTARE
- 5B IMGENTE
(mean)
it
?P 10000
I
i
1000 4
0 12 24 36 48  (hr)
IREfH]
B 5 Hi[al$2 G-RF o mE R (MkET )
(5) =mE

fREEE R (65 RELA L) 20 41, fEEEIEE MR 6 #11C dng/ke UK
BAVHE) ZHESEEEE LSS OHEYBRE/NT A—-F 2K S
IR T MR O AUCIIIEE R O 1. 3 {5 Td o 7245, Cmax 1
L TwE V. GHEANZEEF—%)

x5 HMBEEINS A —%

n Cmax (ng/mL) AUCy 19 (ng * hr/mL)
N 20 22648 £4824 613348793
El= ik 6 20490£3908 4620044460

GHIE % @ LC/MS/MS)  (mean=S. D.)



SET O SERERNY T - NAT I (4)

2. 9%

(1) HEEERR N B4 6 #1112 100mg, 200mg, 400mg, 800mg (A&
O RE) ZHEAMERELZEE, ERES IR (H
SEOP AR B OB 5 W) P DS 3 5 5= D B
WCHEWEER U 7z, ERGE IR I m g iz ke U,
AUC E LT 3~9%MBITT 2 2 &R SN, £/,
400 mg 5 5-IK5 D WASE 53 WAWR S TR S JER 53 WA P D YR BV i
EEE S L TENENTY 930 KUK 1210ng/nl THH> 7=
2)

(2) R AEEIC K DEIE L 28 MTEEBK SR,

100 2 g/mL DIEREHFIZHBNT0.3~1.8% THo7= ¥,

(&%)

Fw M [MC]-XF 2 )L 24ng/ke % B[RRI 5 L

FZEE, TRTOMMBTSREREIRS 5 2R

WEEZRLUZ. £, ERABMETH MK UOKEICBN

TH BN RAD 5N, kit Td 2 B Tl

KO EWSHDNED 5Nz, TN T OB G HEEE

13, %5 A8 R E CICE BRI AR S0, FEAN

DEREM R ORI AR Nz, —F, W

HNADBITIEIHD TR\ Z Eavrshz 7,

3. - HEH

(1) fEREREA B 6 Bl 400mg 2 B[] SiEsHE L7z & Z o1
R RFICREDIRE I N T, REMAED I H
nr Y,

(2) TRk N BMEA 6 1112 100mg, 200mg, 400mg, 800mg (K
RAVHE) & B EMEREL 2 &= 0RG5HAE 48 I
ME CORPHEME CFHEME) 13 86.3~95.4%, 6 HHE
IEH G U & & ORGSR 2 RFPHER (1
i) 12 77.2~92.6% TH-o7= 2,

3) In vitro IMBRIZTHBNWT, RTIEIEFEEARE MNFF Y
O—/A P450 (CYP) B3T3 % CYPIA2, 2A6, 209, 2C19,
206, 2B1 KX A4 1K L TRLEMREM 27 S, CYPIAZ,
276, 209, 2D6 K UX 3A4 1Tt U TSR &R S 7o
o El, RIIUII P-HEEHORLE T3/, P-4
EHICL2EYERBEEL AW LpRranE Y,

(ER PR #E]

1. BAZMRE LUEBRER

(1) EINE I HEEER
~NZIIE)V 300mg, 600mg Z HEMHEEHELZEEDE
MEICDNT, IR axiRICESR N CHRL 72,
296 T BT B > 7V T PRI (EEE TERN
WET D ETORHE) OPREZEZE6ITRT, XTIE
NOEMEI TS REL O > 7V P s
EAZCERSERZ Y. (WIhH p<0.05)
%6 ENE THRBRTOA > 7V T 2 J R

1~

(3)

Pe5Hf PG | 0 | OE (hr) | 95% (5K
_ . 300mg FRIRA 99 59.1 50.9, 72.4
NZ7IBE -
600mg #IRMN 97 59.9 54.4, 68.1
7 IR HrIRN 100 81.8 68.0, 101.5

(2) EIMEERIE 1EER
RT3 E)L300mg, 600mg Z HEHEHEELZEEDOH
D ONT, A RIFIEIL (Tomg 1 H 2 [, 5 HE)
ZxtBRICHRE Urz. 1091 6 (HA 742 6, &5 244 #,
B 105 61) 2B DA > TV I R o T
2ETIRT 0,
£T7 BEEERSIAERBRTOC > 7V >

58 rdsn i no | HRfE (hr) | 95% (S HEIXHE
_ . 300mg FRARN 364 78.0 68.4, 88.6
73
600mg FRIRMN 362 81. 0 72.7, 91.5
TtV % 2 E)L Tong j3n] 365 81.8 73.2, 91. 1

(3) EMENBERER (RERS)
N URZET Wi, BUETREREEaH, 5

@

WIGEIIHIFIRAT) 263 28EE0NLKEL, T
2 E)L 300mg i 600mg & 1 H 1 [6] 1~5 HR#EE L7z,
600mg Bt (19 B) TOA > 7V > Y RE IR O oLl
13 42, 3 e (90% E#X M © 30.0, 82.7) THO, N
AV RAIHTEETHEEFICHTIHRNREI N 72
B, 300mg BE (A8 F) TiE 114. 4 BRI (90 % ZHEIX I
40.2, 235.3) Tholz. £z, "MURIHATEAHT
LEBIINRTICINERERGTHIET, 127 T
>R MR O ERHER DD S -,
B GRS HRR D1 > 7 )V T 2 TR R o o gl
ERSITET 1,
RS HGHRIRGIHEMN O > 7 )V T > RESE R
N U RV NFEET 2EH

5 Ota n=37 300mg #  n=18 600mg # n=19

| g LA 490% " HIiE #90% p HRiE 490%
(hr) | (EHEXE (r) | fEHE X () | fEHEXH

TH| 10| 92.0 |14.6,253.3| 7 [132.0(23.2, inf™"| 3| 14.6 [13.2,68.6

29 Q7% 64,1 [AL5, 1L 211|111, 21(40.2,123. 1|16 42.7 |30.0,103. 3

H i

X1 HERRK

2 QE 230, 3ER2M, AHRIE, 5HREE
2. NREEMKRELEEMNENBHER
INBEZERGHEL, XTIV 10ng/kg ((KE 60kg LA L
13 600mg) =1 H 1[E1~2 AM#RELE. 11561 4 #»
HA~151%) 2B 21 > 7))V 2B AR O dh oL fEix
27. 9 eR (95% (3K 1 21.7, 31.7) THho/=,
A TV TFREHIEICOWT, R oz 2
912, FEHROFRIEZEE 10 1ITRT Y,
£9 FEWBIDOA > TV YRR IE ONES)

Al n thyefE (hr) 959 348X ]
0~2 J% A 12 31.0 20. 8, 50.9
2~6 A 20 26.4 17.8, 68.9
6~ 12 %A i 46 25. 6 20.8, 31.7
12~16 JRA 37 29.1 20.9, 36.3

Z10 BEMMB O > 7))V T FRFEIRE RS

#5411 n shyefE (hr) 95 % {5 HEIX [
LK 105 25.3 21.2, 30.6
2 AR 10 17.8 29.4, 91.3
(FE3hEE]
1. AYINIHEVALINAD/ 45225 —FE (37 B0
=R

ENABROBRIA > TINZ T IAINAD /AT
F—BITr U THEREZRL, T0 50%HEREIZA
BT 0. 54~11nmol/L, B & C 6. 8~17nmol /L TH- 7= ¥,

2. AVINIVYOAMIINRREET D RCHT DBESR
t MABIKRUBRIA T IVT A I AR T A
EEFIIZBNWT, XT3 E)OEERIRNES12ED
FRIRGECEFROEMDRD 50, Z0 50% H50 &
13 ARITO0. 4~1.5mg/kg, BRITO. I~1.0mg/kg TH>
=

3. 1{ERR
ERMABIRUBRIA > INI Y IAINAD ) A FIZ
F—tEBRMICHET S, 1> TINIToTFIAINAD
ATV TIVEBUIWHEEE A L, BRI
DT IBEYWT D ET, TRYA IV ARG
DERMEMMSWEHETED LD ITH<, RTIEIWI /15
S —VERHEET S Z STk TR XEN 5
TFRIAINADIERET 225y T2IMEH L, TN
PIOMBINIEET 2 Z & 2B X, FERMITT A1)V R
WHER Z25RT "2,

4. T
EINEE I AHRRBR S OVNVE S5 2 5k 5 & U 7= [N N 365 T A Al
IZBWT, KREHEGEIBT, RFNHT DM 3 5

21



PLEET U2kt A R B lic i@ sz 20, 7a
B, EEEFRBIHRRTE, s ORZMEETHRE
[Fl U BB TR E O RSZME 2 R g IR L 2 BF T
BRI NTWS O £/, in vitro TET 1)L
ATEERBRICBWNT, B & O 2RI bk D
HBEAME SN TVWDD, KFNTRA OMHERII L S
?h’Cl/)fJ\(/\ 13),14)0

(B ICET 5 E{EFEMA]
—ERIARR . XTI EJLKIY (JAN)
Peramivir Hydrate
k%% - (1S, 28, 3R, 4R) -3-[(18) -1- (Acetylamino) -2-
ethylbutyl]-4-guanidino-2-
hydroxycyclopentanecarboxylic acid

trihydrate
ﬁ?it : C15H23V404 ¢ 3H20
Vi 382. 45

e HNYNHZ

-CO,H

HN.

TYOH  -3H,0

CH,
CH,

PHRIR HEa~HEEHAOM R TH 5,
KIZRRBETIZS L, A¥ =)V XLy )
=) (99.5) IAEFIZK L, N,N-PAF)LiR
VAT 2 RIS TETFIZ S W,

s 242.0~243.5°C  (53fR)
SEREC T log P=-1.16(P=0.069) [I-F 2% /—)L//K]
(AGRSRMF)

1. AEOLZEEFRCENEZHERT D701, HHEEZ
R A B IS RAE 21T D T &

2. AZTINVIFIAINADAIFITT DIHEICBE T 5
BN OFRERR - BHICDWTIE, By, BRI
WETDI &,

[B%]
SET A SRS Y 7 300mg : 60mL X 1 4%,
60mL X 10 4%
FJET & SRR/ 7))V 150mg ¢ 15mLX 10

[EZ K]
Ok k=)

HNER (BREEREEEICB T 5y
(200902650)
2) HNER (@R ACBT 2 EYFEE) (200902651)
3) fhmER UNEFEESR E L2 ENE MAHRER)

(201001514)
4) fhNER (BEMSEyEREMRNT) (200902652)
5 fHNER (GEEICBUT 2 HEYFRE) (200902653)
6) fEMER EARESICET 25 (200902654)
7 fNEE (5 MZBT S50 (200902655)
8) thNERL CEMBhRE ARSI EER) (200902656)
9) fENER (EPNEE T AHRER) (200902657)
10) thpuEkl (EFR 3 FZE ARG S  (200902658)
1) tNEE (BN TS (200902659)
12) thNER GhJi =T 2850 (200902660)
13) Baz,M. et al. : Antiviral Res., 2007, 74, 159
(200902920)
Baum, E. Z. et al. : Antiviral Res., 2003, 59, 13
(200902921)

1

—

14

=

RAC 10 DA 2 5)

SET O mEBEERNY D - NATIV(5)

(3ZRkEER5E]
EECRICRRROMMERHT DS L TH Fidic Jaek<
T,

H Rt ERERE S5 —
T541-0045 KPR RIXEEIT3 TH 1 %8 5
& 0120-956-734

FAX 06-6202-1541

http://www. shionogi. co. jp/med/

i
B1oCRrysT

PHARMACEUTICALS.INC.

SHERSTIT

EHRERENRASH

T 541-0045 ARFHRRXEEE 3 TE 1 &8 &

® : BEEE



SET VY SEER/NY T - INATIL(6)

(623



s 201247 2 3 8T (8 5 D) fh

#20114F 7 H %3] A A B
AR v Py
{EFAHARR | L2 1o SR D fE R I 7k 38 # 5 |22200AMX00925

WIERT5C L R | 20104108
fR 75 BE 44 | 20105108
REFREERE/ 173 24— EHEA EREE| 200%9F
[ 1 ®
1
1 TEN mA#mxm20mg
WO INAVIR® DRY POWDER INHALER
aseaoon F=FIENF 7 YBRT AT VKA AR EH)
HEB—EMEOMAEACIUERATSZ
[ % Uy fF A £ o & El
1 AAOWRIC D> Tk, FAOLEN L HT IR | ERTERGIE
F 52k (ki - RS ENS A Lo | 0ESE). (LERRBEFHCHE 00, FHlZ2ELHA v 70T
2$H@%%&abbﬁ7ﬁ%ﬁﬁok 2R ERESL LT Yy A U A ERIERICREATIIE O MR R & B
Vi, L7 S hTwb, AR REEFITDWTIE,
RETHCL 2EHESOAF—OHRFEEY LT H200
BRI (ROBEHECRBSE LV E) TR BRIEE LT, FANC X 2B S hi-fkit,
FH OB LBEEOREEOH 5 BE 1) BEITHORRAOBEASH A L, 2)HBICBWT
BWELTIHAE P20 BREFSIEIRE -
[*ﬁ. & 2 ﬂ &] *ﬂ$%7§§#.}\‘:tﬁ Btﬂb‘; 5 EEI@:T% CElED U‘T.ﬁ% 3
R CEoTh, ROERNS Abs L ORENS S
i T CXoTh, AHOER HEOBEND B
| BETICROBA T EH DT, LEEAROBAETI Z L.
i 7t 4 LB LY i (2)4 ¥ 7 WL 594V ARRSSEIC X D SUE BT
F=FIVNF T ¥ VBT ATV | KA THIERDY, FEICBWT. BRAHOBSBICAY
e Ay SO IR OB T 4 5 N PSR 50T B,
RIS . SO U S T P R S AR B8 % AR PR 28 A 0
\F=FS 2 7 AT BETE, BEOREE BB LENORETHI L,
& LT20mg) (3)mdne, LMEREBRBEEsECRERMERR. BY
2 BUEI DGR TR, BYEORB) 2 AT ARE HHVvITRIER
AN ONEMILEONETS S, TRBOBEFTRFAOMEERI S v, Chbol
FNEETHHEICE, BEOREL +FCBEL 2t
5 & - % £l LBEETHIE,
AR IIBREIA ¥ 7 VL v W £ v & GRS O iR (4) MIHRHSED A ¥ TNV oA VARBSEICA L0,
- ohd L ] A 27 VT P FRERERIA S B 2 L ik B, MERRE
<RHHE - RHRICBIET B {EA L DEE> DA, A 2B T AR Ll BRI 2

1 7 AVAEORSPETOABNEBEAS ¥ 70 ¥y (T%h8k - ZVR BT 28 L oEE | OEBE®) ,

A WA BRIE QIR ICLATR B L LI FH O (5) AFEEHIENP Y 3 v 7 RS b DN L O
BHOLEEEHECRATHZ &, Wb, SOERMPLY gy ZEREIL VIV VHFY 4

2 AFBCHEA &7 VL 245 A W ARG LSRR 0 WA BRHSE D Bk, BSOS BRBOBICIL

3 FANIHIE BSSE IR w (EE LR EANER ] OE FHERBA LS EXREL BR D7 2 ABE &
ZH) . BofzW . ROFAIC L AW HEE H L, BEICIZ

B % - B =/ ERAHHEAF IR E N TV ARAE 2+ CHE & &,

) V72 % y z 4 $g
BA ;:; SENFZY VB ATVE L C40me% HEEA é g:f;;;ﬂ?gg&?:ggigi%ffjgiij%ilﬁﬁé;
555, B - T AT
AR CIBRBOFE, S=FICAF I I BIAFNELT Egg&g;g;?ﬁbﬁgaa%&‘ﬁ&%ﬁ?&a
ZOmgi‘ﬁlﬁl@ig\ﬁ‘%—”ﬁ* 5o 2 E“ﬂfﬁﬁ

TR RP - S (AT, BREL ) ORRRIRIC BT, B
2 L5716 15981 (10.1%) \BIE A (BRRSRA R E 2 & 1) 28
CHE - BRICEETAERLLORE B 5NTz, EREWERI, THRI@A7%). El-(08%). ALT
1 e, WTEEAIRY B icEE 2B T 5 o 2402 (GPT) L7 (08%). HWE#H(07%)ETHoTze  REBHF)
L, BERREA 5400 M2 RBRICHEE PRl L B2 s BLEGR A BRARRIC BT, BERI10260 9 144 (137%) 1<
B AERME BT BT B SR T WAV, ] BIVEH (BRI R 2 &) A0 S hiz, E2EIER I,
2 FHE BBV FFICNF I VBT ATLE THI(29%) FTh o7z, (3L BT R PR AABRAS TR )
LT20mek &t L. EHA 2 BIHCETA ST WS, BA s o PRI R AR 22 (AAEHAR © 2000411 ~20114E4 ) l2 B W T,
T CF10BE LI E /MBI 2 BB GH ST TA ST-5H REAEWI3 54200 -P50H (14%) (CEIWEF (BRRBEER B £ &1 #°
FERERBEA). 10ERBONEICIR 1 BEG 287 B oNTz, EHEWERIZ. TR (031%). ¥ F v (011%).

KTASNIER 2R EHEA) 28522 (@R E B (008%) . HRIE (0.08%) . FEF(0.08%) FTH - 7z,
DT | DFBIE) . (BRI T 1)

@ BRI ==
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(1) EALRIER GHETR®)

*gw g FFI4 7% —(ER vavy, TFTI4
sEV-RERNBLbRAZ S EOT, HEL TS
ATV, PR, ERME, MERT. EEED. $re
ORERED ERL-BAFCIIENLAELFY b,

(2)EXLEIfEA (5%)

oA ¥ I VT FI 4 NABRBAF) CUTOERS

BHEEARBE SN TWAOT. HEE 5IiTvn, B

B ORI IRENRAELTI &,

1) REIE. R

2 ) B IR IRAE R EE (Stevens-JohnsonfiE{&EEY) . ThasfsRig
1% 3F PABRE (Toxic Epidermal Necrolysis @ TEN)., % 4
I

=% (3) F DBOEHER
TROBEEELLbREI NS HOT, RENED
LB, PECRUETLAABEITI L,

0.1%01 E 012K |SRETRD
BEHE | ERE %5 E: N
FHE

ez |, BiRdk. REERRE

—%\’E‘\ uﬁui\ ﬂﬁﬁ\ ﬁ"ﬁ‘kﬁﬁ\

O B ERAHLRE
BEHRER (DI
I % A BRI
BFF B |ALT(GPT) LA |[FHERE.

AST(GOT)EH | »-GTPLHE
WHEREE REH

) BRHEITBWTED ST AR O M bIEER,

3 . ERmEADOEKRE
— R I REE T ARBENET LTWwWAD T, BED
RER+SCERELEFORET LI E (HREE R,
TEERERMER ] (SR 0ESE),

4 4503, EE. BIRZEA0KS

(1)EBX R L CWwATENEOD HFACIE. BRED
HRUP RN EM2 USRS ICOATEST
Bk, [RPOHSICHTLIREEIIHILL T,
7z BER(T v M) CHREEEESEE ShTnE, )

(Z)#EBAcHES T A RELLET YR, (B
FE(S v M) TANTICBITT 52 LA RESRTNS, ]

5 hNREADIS

(1)PRIH LTI} ZAZEDCRARZS TR 52X
NG ECOAREET AT E,

VR~ BETHBACIR, BEORKBE TS IIHELE
BB ETHI L ERERN SRV,

(3 EMAEAER. FERXEAR AT 2Bl T

Wi v (EEBERATE W),
6 HALEDEE

(1) FANEOBERA~NOEA RS COAEHTE E,

() BEXRFETCRRSOMAHESELZEL. 20FRIC
I%?%/ZFD Yari e TERTEERET S
halp N

€ 2 ) RE]
1. MmehiseE

(1)L A
ERCBWTEERABSEIH AR (S oF3¥nit sy VB
AT N E L T20mgX i240mg) & BEEARS Li- k S5t
RS =7 3 VLM R OB T A — &1k
BTolEYTH1)

25

BIREIR A SrOBEHT S =3 3 B QMR (R A)
(ng/mL}

—8— 40mg (n=8)
o 40 —C— 20mg (n=8)
i mean =S
4 20
=
IE3
0 12 24 48 72 96 120 144
KA (hr)
EHERBAIESREOEERRYZ =7 2 ENOFERE 5 A — 2 (BEA)
- Crmnax Tmax® AUCoe tis2
&S8R (ng/mL} (hr) (ng-hr/mL) {hr)
_ 40
20mg{n=8)|19.0%31 (3.0 ~ 6.0) 5580964 | 66.6=9.1
~ 40 '
40mg{n=8)! 383+98 (3.0 ~ 6.0) 1080%156 [744x193
2) HR LAl (il ~ S ) mean=SD

EV AR ORAC BT BERBEHEIZO0mgTH 5,

2R
BENICBWT, 4~1280/0RDA ¥ 7 Mt 80 { U B
BHOFICT = FI VLA 77 VB AF IV E L T20megR i
40mgZ BEFA#RS L L 2oFRARY=F2 ¥ oM

WHBRRLTOLEY THoT.
BEEAGSEOEERSN T2 F 3 ELOmERRE (hIT)
wem By &y i 5
1WERETE | 4 WRRTE | 24RERIEE | 144B5RAHE
20mg{n=8) | 120+81 [176+100| 5327 | 05%08
40mg{n=11) | 21.7+77 | 327+100 | 96+30 | 20=x1l
B{r ng/mL mean = SD
(3)BgEEEEY

BMRIBWCZ L TFor2 077 YA (Cor ik DHEES
h-BREETHIACS o FI LT 277 VB A7 L E
LT2mg® & BEBARS Lz 25, HRAHYS=F3
U A DLl BB 5. AUCusE. BB TERE L il
T BEEE(Cer : 50~80mL/min). HEEEE(Cer ; 30~50mL/min)
RUEEE (Cer | 30mL/minskii) OB HETH CERFRLUE
201, 4UETH o7,
if)wmommuaea‘éﬁ?@ﬁa:uc)mgfzb%o
4) S
BB W THERERERE (5L 6 Mics =3 vt
2 YBIAFINE L T0mgd BRERMARS Lz 25, #
B (20~458) LB L T, BRI =T IV¥LD
Tmax B Ozl BRI B 3. Crax?®0.5%, AUCoumA 0855 T
Hoi,
2 EAHSEMELE)
b FMMERAESER, SSFIVAF S F OB AT VKR
TIE67~70%. EEARAS =+ 2 ¥ ATIRIA%UT THh o7,
3.8 %
S (i 3EER)
F9 MINCT SF I ¥ A2 ¥ YERT A T VK B S
5 L2 25, BibE A TH A 5T Rl B il
R B, BT R R L e RN 2R R THERE L 2,
PR SR R - ) CREEA XD bR d ot
4,15 #f
FRPFIENT 2 ¥ VBT AF VAR, BARES., 58
BORicBw TRk ISR s =3 ¥k
ShBL#BERSL,
SoFIVNG T ¥ VI AF VAR TS =93 Vi,
ErHI2uv—AhAfHviivitofCHRBRTEELF 2
11— AP4SO-FFE(1A2, 2C9. 2C10. 2D6RTF3A4) It L CHRE
PRE o, £ b FERFMMIIIT, SoFIEALTS
¥ UBIAFVKIHEFI = FIENLLSF b 2 o— AP450
AFEAZ. 3A) OBERBH ML o,



5.8 ft

Bl WTHERABR SAICRE(Forzertry v B
TAFAELTHme) # BERARS Lz s &, EEQHS
7o 2 ¥ Lo 5144 E T ToORTRTHHER R ES RO
231% TH o7,

& & & #l

1 ARERERN N

(1)EEA

HARRUHEN(EE, GE. F8) cElshideryz v
Y UBEENBREL LS THAEBEBARBIC BT AL ¥ 7
W VERBEERNETOS Y IV YER 2 LI’
[REENCERE L. ThoHI2NSEEM LREST 2 T ToBR
K3 5HEE BTICRT, EAEESR10035 0%
B -t MR, BAT87H). SH18sH. BERIH, FHiE
7HTH o

FEFMEETH A4 70T ¥ WEIEHE (R i,
SoFIVNL S Y VBT AT M20meR CR58HEM, 40meRT
7I0MEM. NEETH LA LN F I VU AISmedE TI360E/ %
AL ZO%IFHRE M@ LR (20mgBE | 172050, 40meht:
BOMERD) IR LIS ERAECH AL TED, 18
20 5 HRREEOES Oy 3 VL) vEBEIEHT S
BEBABEDS ZFIVLLF 7 VRIAF VNGO
FeBEARIE L A%,

17 NE L FREERRA)
FoFIVIL .
. - FELFIENL
wEw *??;%EXTW ) VR
A0mg» 75mg?
5 AR EERED
BE5 M Hilmug A (18 2m)
SR T (A1) 334 336
P (hr) 73.0 73.6
(950442 A 7] [68.4~80.8) [68.5~83.3]
FRIRTEDIED (hr) -06 B
[65% (BEAR RA] [-99~69]

a}goFIENF I BRI AFAELT
bdtErFyIERELT
c) S tEIRAAK | 1880

(2)hR

1) 8~ 9ARITHT BRI
EARLZBWT 3~ EohEeHR L -8 THERRR
. BRAMROBRZRLA—0RE ARG =+3¥n
FoFYBIATNE LT20mgLidd0mgE BEE AR S)
T NREEF LTIV VBRI RLF I EAE LT
2mg/ke/Bl% 10205 RSOHES) L LTEEL -
EBEMBEBTH L[ ¥ 7 VL PRI (8 R U AR
D2FERAH LI EMBEICEBE L, »o&kBderdC
BT LEoT. ZhHH 2R LSS 5 T CoR)
it Z2F IV LAY ¥ B AT N 20meEE C564R Y,
A0mgBCo5 AR, MEETE B ALY 3 ¥V 2 me/kell
TR TH ozt

27T AHREREREEICME D 3~9K)

FoFIEN
N = FEALFIV I
gym |17 REATY Ty
20mg® 2 mg/kg?
5 HEREZEND
B55HE: BmgA (1H 2 &)
HERE () 61 62
5l (hr) 56.4 87.3
(9598 HRK 1] [437~60.2] [67.9~120.7]
D2 (hr) -31.0 _
[95% E X ] [=50.3~-55]

AFTSFIENF I BRI AFAELT

MAEAFIVLELT
Y AKOIBRBONLUIC BT 2 REAREZ Mg TH 2,

26

210~ 15831 5 B
EREBWTIO~19RORBELHREL, F=FI ¥
A2 ¥ VBIAFNE LT20meXidd0meg@ B B AR S
KL _AERERABREHEL 2. FTEFMEGHETHS
A V7N rFRIERETOL ¥ 7 N R e L
FRMEECE L, TR o215 HEsd 5 Tt
R, 5=F I ¥ G2 ¥ BT A5 L 20mghECR7.1R.
40mgRETTOORH (Wi d RUE) Th oz, DR
[95%EHEE M1 - 1.1 —320~130]Th b, HEER
BHLAEWL OO, 0meBEd0meBL kgL Tl 7
N RIS A D o

ok (3 )VIRMEITIRBEB e ERERICHETIEE

BRI CEEPRSEEL EMERET 24 ¥y 2702
VG A W ARBERE 20~TTE) 2 HRICTFELFIENL
D VEBERNREE LA EE RSB L,
Ao EfBHEE T 54 7 v VPBHEEN (&To
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