SEEH 31

MAVIILI UYL INRBORMGXE



NI

* % 2010527 ﬁﬁﬁ?]- (FE22/R) - B R A ERE
20004E128 8kET -~ -
*2009% n-r J7JbI./b"j’1’Jb7\ﬁ4]‘ 87625
— ® o] ' e = -
MRS | AR =705 FBES |2 RN
B EEEE . - WE2 A )
liemmg : B EROERN TAMIFLU | BN | o gazan)
RAICERT 5o & FEISZEILY VRBIED T ROomiG | 200162 A
(74} BhESEM | 200447 A
¥ | EEERE| 201066 A

- ) . CHUGAS

nyamb-—:r
(] C : <$hHE - MRCHETIERLOEE>
_ LE#IZAWVASEEITE. ARXEBE L Fa1 )
LAROERCHE> Tl FROLERERECRIHTS A L B E e O B L B A
S & (<HIRE - SR (CRRT SEA EOER>DIEER). AP MABUIBELL > 7 VT S 1 W A BRI D
2,10 EORBEEOBZICHSVTIE. ARBIRIEREBTH ST OREIH L TIHANETH R - EAE L, BED
BHON. FRORAR CRETHERAL, BESOH : : . e 1
NI BER/LE&ELT. @ D Hiz
HICE - BINBETNTND, OED. OFHOE ﬁ?%:ﬁ HRORRADLRIEEHR ]
EHICIZ. SHHE. BREESHONASLYASRELHITEN ° .
B, YRKUEBEC KT, ZOMOERTIZI ST
BEEERUTHE. FULLTAAOEREELERS D S e T
& . A L e
) , 2FHRAVAIEAE. FMELT, 427 Foo
F, MR - REFEICONTE, AHE—OBSEMLS VAR R SRR LT B R 0 R X it e
BIHOFHMEMEE LT, FRICLBEFMMEEN AT EDE SR T
~klE. OREFTHORBOBSENAH I L. @BEIC (YRR (65 £551 ) °
BOTHEETSES, Pu<Eb2 AR, RESELN PG ———
B RBEEN—ACESENLIRETS & CDNT (8 RS H e (BEEESES) -
B - FIRCHUBBETI S L, : e 3 ' o
(4)FREMERE (PR - ARCHET 3 EE Lo
fil. AT FEESCL>Th. REBOERIE ﬁ>5%@%) B
NELORENPEDT, CRLARDUAL L. 3. URATOBE (EREGEE, SR, L9 KT 252
RSy S Ay PRUHIRIEIL TR (NSO OBSI0.
;J)éiif‘;\ CAeREt 4. FANFAR IIBEA > 7 LT 0 1 b AR A DR
- P I WA,
5. A HIERAE 3B L (EELLRNER O
[ (ROEFICFEFE LN &)] HEH. .
AR ORI H UIBHEOCTERO S 545 *[Hi% - HE)
‘ 1REICANSIES
- [HERE - #E3R] . WA RARCUE 37.5 kg L LOMNBICEALNF SELE |
il 5 = I ZNRTEINTS LT1E7mg#1H2E. 5HRMREORSTS,
byl FEINFIELY REES Smg L.FWICANDES
-2hR FENFIERELT 5 mg) MBA
; Pz TN T 7 —b5F 27y, RERY, 2 Ny ~
o7 ORANAT—ZF FUSA, FhT., 7 ﬁi}%ﬁgi}?w LTIE75me & LH1E. 7
(Lh7eis) — TIBAT T VIF R T4 " . ¥
ATENESTF, BRES BEFFS. = (2HFE 37. 5kg LLE DR
TRLEk. BBES"E{E. ST BE. AFEALFYIENELTIHTS mg#1 H1M@E 10H
Wil U oA Mengsd s,
& [ BAE <e%> . -
T A BB RE ey e
% WhT BN (25) :
A = # & |BARGKEN.S BA W 37,5 kg BLED
" % kg LLEDAR R
= = P 5% | 1EBmg 1820 1E%ng 1H1E
3 . O mm
T e gsme | sEmEogs |7~ AmEnss] 0RERDEY
O - 2158 5<i§;g§t§§?éﬁﬁi@ﬁﬁ>ﬁy E
. . N CHWSHEFIZE., 1272 ERD s
OABISBELA > 7 VL 3 Il A R D F B ; ;Bmww&géﬁﬁﬁgéé(ﬁé%gﬁiisﬁéﬁ;
' MRS RN L BB B RS 57—
[ RESNTLAN),

#1) ﬁﬁ—ﬁﬁgwﬂﬁﬁﬁlic.&'bﬁ#ﬁ'é S _( 1



2. FHIKAVDBEICE. ROSEELTERAT 3L,

() A > 7V 41 L ARG BB I A0 2 ADIAZ
BRERMIET ST & (R S BEEBECREEHE
LSS 2 MEsEMT 37— FRESNTY
).

(DA YT NI VAL ABRRECHT A PHHRE. &
AZEEELTRAL TS MMODR®ET 5,

3. RADEBREMERE T, OEPREMENT 30T,
BRECETIELT. ROLIAREHEEREETE
L GBEACBYSREICED). ARSOTREBESRE
TOERBRIEARL. ‘

FLTFoIBITI VA 5
(mL/%}) B T B
Cor>»30 1E7%mg 1828 1E®Bng iB1E
W<Cor=30 |1E7mg 1A1E| 1E7mg HH -
Cex=10 HERFA B LT
Cer: FLTFFo2PUTSI VA ‘
[ER_EDEE]

LESRECROBECIHEECRE TSI L)
EEOFEERERE (<HE- ﬁ%kﬁﬁ?%ﬁﬁi@&
B>-RO THEAEANER ) OEEE)

LEESRFNET

(1) AN RHEMROBATH 0 . BEESETL T AEAK

REPRESE < RSB ThNH 20T, ZROREITK
LT, Z2VFForo0F5 2B UAE<BE - BRE
RETSHRALOER>CESNT, REBEEEEL NS
BHICHESTS - & ((HpEEE) oESR).

(D BEBBENS > T T N AEEIEITEH L I=0,
AT NL I FRREREERINS Z &8H50T, HIER
HIEOBEIE. FlFeRST R EMYARETI &
(<%hee - ﬁ%hﬁﬁ?%&ﬁt@&ﬁ>@ﬁ@%%

3ﬂ#m '

BB O&ER E T OERRE 309 fliB0LT. 8HERIZ.

85 (27.5%) BB o=, FaBIERIE. w21 4 (6.8

%), THII7H (5.5%), B 124 Q.9%) FTHok. (R

TR

BINEIRFEEOME 4, 211 FlicB VT, BMERE S0 H (2.1%)

KEDLN. EABERE. TR 224 0.5%). Bdo 12

(0.3%). BEm 118 (0.3%), R 104 (0.2%) ETHo .

[FEER TR (558
{DEXRLEIER

Niavd, THI45% o —BEK GET : avd.
T 71 FF—HERNB SN L ENHH0T, BE
BTGV HES, B - RIEEE, MR EET
EHiH SO B ER L, LB ESTS 2 &

)% REFT) : AORENBEENTHLIOT. B
HNEED BB A RIS OREC & O BE (M.

- BREE) RERIL. EUAERTFD

&HEH%\Hﬁﬁﬁ%\ﬁﬁ(%&ﬁ%.ﬂﬁﬁ&%@
HERITZ:, AST (GOT). ALT (GPT). r-GTP. Al-P®
FLW LRSS FHERE, WESHobNS &N
HBOT, BE2+HCHFN,. BENEDSNE-RERE.
#aepbL. BYSAEERTICL,

4) LRSS IEIRERBE (Stevens—JohnsonZEIRES). '1“5115.%&
IRFERRRIE (Toxic Epidermal Necrolysis : TEN) GEEEAER) :
BEEHRRERE. RS REREN 5 O RE RS
HoEbNAGTLMHDOT. BEETIRTH, ZO0L5
EERDH obhhi-BE&E. fisxdhibl., EiLnE

Pt

z2iT3T &,

5 AEMETL GAETH) : AERERENSE5bNd I &
HHOT. BEe+4IT0. BEMED SRS
EWhiciEEink L, WURMEET ST L.

6) B ERIEED . MMRIGD GREERD) : BmBRID. s
P NS BbNEZ LB E0T. BEEHHFL.
RENZD SHBSCRRFEFIET SR, BTN
BETD &,

DEW - EER ) o - B 6:5- 1
RAED. BE J%. 8. B8RS 255bnaCe
BHBOT. WEEHHTTO. BESRDShEBEI
Bigsed kL. ERCRL TRIRAEFTS &,

8) tHELTEAMEZ (BEEFI) : A RBRASSSDID T
LABHOT, [E OETHEORENED SNLBE
ik edb L. @aiEEir> T &,

(2) b EHER
RO& D BEWERNS SHIRAIE. RIS TRS
BHIET MY, BYRREETIIL,

- BEFH  [0.1%B | 0.1 ki
B R, 058 & | R HHES
B AE D).
| =omsE .
MiksE | OB%. ME A | TH 0.9%). 0R% S
c Vg ok, BB | BEE 0.69%).0 2E D). AR
v Bl (0.5%).) T, WS
AT Y. DERAE
thak, ERK
BRAER (2. 5% BE |oxn., B | HE, SR,
B, FIRE | SIS
FEE | EEtHER. L% iiE
RIS, LB
RE¥ (STLRA)
i ALT (GPT) | v+ -GTPH s
B A-P#IN, AST
. (GOT) #in
=R MR HER
i TP REER A 1
i
FEER 2 SELSR. B,
SHM
iR BEME (EER W
B EMET).
BE. HE. wn
%
04 Y., FIETE | kR i 1 e g
Wi, B (9 P, e, He
M. HE%). .
R

(2)

SHFEE RN & TOREEBE UM REEHEORREE S DU TEY
L.
4. EiRE~DERS
B TREE N A L BEREREA T, BlfER
OFEERCERHR SRS SOMICERRED SN TN,
—RRICTEENE T, RERAE (TR TFEES) 0BT,
Fhx OERBREHTDOENS VD, REBEBRRLLERS
#E5IBCE (<AKE- ARCHETZHEA LOER>. [F
PHEE] OHER).




5.2, Ef. RAMEORE

C(EBERL TWA RO S 2RALES T HHRAT.

CBELLOFREEREE EES LH SN B CORE
%?51&[ﬁﬁ*®&%ﬁﬁ?éﬁ%ﬁﬁ%ﬁb?mm
. BEER (5 M) TIHEREHAHE XN TN D]
=Hm&%ﬁ%&$?é%Armﬁﬁ%ﬁwé@% &
AHABITT DI LMHETN TN, ]
*6. NREADRKS
1&%%@$E(&&é¢$ﬂ HEE, R N aESe
BRIl Than (FOfofiE) 02,
7.EERE
B AT, BERSCISEFEHEANBEL LLORERA

Wat, EATORBEAEZESRELEI T LML BB 148
FEREERIC BT, 1[E 200 mg Bl & Ei L nIES. Bk,
HEW (PBERE) NRETH TV,

8 ERLDEE

I3 B - Fwﬂ%wﬁﬂmm?/mbmbﬂU&bTmm

THESHERTS T, [PTPY~OBKIC LD, BOSA

HARAEEEARNAL, FCEELEBC L THEBHEAZOR

BOAMEEHET D EMRESIhTNS,]

0. EDMOER

(DENTEREENES
FREHAABELE-OBEN 1855, &, B THEES
NeA7eN B LB TEFHER TR, BRAEEeE
THHEBETHRERCXIEEnEEH 7 HAIcH 5z 8
EREICBN TR, BEREO 0 SETORRIIBWTE
R#MEEEEDH SN TN,

@YESNTRES AT LA L 58 MERBER TS
RSt EEe@ & LB IEBERRICIBNT, 12
N YRR T S EHME TR SR LEAR
A SR TN, Linl, FESRSILD 1L 2K
WM 2ERICER L. TOHEE. B8 R /EEm
RER/RIToREHMMAERICERL .

ENTHERESNZATELRIICESEEE (65 8L &3
S LAFBEIHEBERBICBNLT. oSzl 127

JVE YRR E T S BRI LT, 49 50 BT (23 %)
B L.

(Q/—X/¢kiﬁbT4/7»I/fVﬁ$bt§%k$ﬂ

EHR O L THER LB,

* G)ERTEREINEATELER ISE LR FHERICBENLT,

il ZEA TRE LEBRIIRVL, B, BATIEHES A
20w FHRRGH P ENE LB B ETEO TR
W, 128 ORESRRIS 5.

EY$hESy FPOBREORSHEERRIIBNWT, FEILFIE
U EE % 394, 657, 788. 920. 1117. 1314 mg/kg OFF
BTHEREORE LM TEHSy hTREDICHEELE
FEL-H% 657 mg/kg BLET#EH iz, UL, 394 mg/kg %

#BELETHEBS Y bR 1314 mg/kg 2185 LIRS v

k(42 BE) TRIECE#EDShRBo 2.
(&S v FOHEERLIRE M FIFFT 1 J ARBREL
T. BEMEDS AN ERAER B3 ENFIELO

B/ mAEFAUCELE. 7 HiZ v FT0.31 (394 mg/ke). H

B w | (42 AR TO0.22 (1314 mg/kg) THo7.

{SRHRRE]

LR
<ABARERAICET DRERSY
REEREART 28 Pl Ny TN E LT RT5, 75, 150 BUF300 mg %ﬂ@ﬁﬂ&%’(iﬁ
AR Uk &2 0FA OB RO PN FRERSRURGPENZ A —FRUTOL
BUTHY, AUCHFEUCmaxht FRILFIMIZHIDT 5 2 LtRT NI,

[b+2

FELFIC L BELHETRBECBN T,

BEFRARHEABRFICB 3EIEHEOMB DRE

(ng/mL)
1,500
—4— 37.5mg
& e TSi0g
—e— 150mg
% 1.0G0 e 300mg
3
i3
¥ .
B 500
fi
0 12 24 36 48 (hr)
B
L OGBS A~
RER AUC= Cmax tmax twr
{mg) {g * hr/ml) (ng/mL) {be) (&)
37.5 1,652+ 203 150+ 35 4.3+0.8 7.0+2.4
75 3,162+ 702 360+ 35 4.1%1.2 6. 4+3.7
150 7,235+ 615 662:165 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 +5D

* + < AFAREE (BORELE) K5I BRA>2

(3

ERIAU LD EEE S HA LS IENE LTS ng ’Eﬁ@&ﬂﬂ—‘i (ﬁﬁ:ﬁ) Li

L EOFRIOEEEOSHRRNT A FRUTFOEBITH a2,

PN (B0RE( L) OIEIEAORWERENT A&

KE5E AUCy= Crmax tooax ez
(mg) (ng * hr/mL) {ng/mL) (hr} {hr)
75 §, 0631604 439+29 §5.0:+0,0 7.040.6
mean =50

<HEAESBAICSEF SHBRHEY

BEARVEAS 14 AORKEABTEREE l, ARNF IENELT Smgl EI 206
BTF150mg ] A 2[@% 7 ARMERHS(AKES) LS AORBIEEOBOBEN T A
FREUMEPRE NS 7ERUTOEBDTH ok, BEARTAADWTHOREIS
WTHIFERME T B B CAUCH:EUCnaxtE RS CH 0. AHRIZHTH RS Ih

[T ¥ A 77ﬂﬁf’)ﬁﬂﬂwﬁﬁﬁﬂiﬂ$ﬁﬁﬁéﬁ 3 BHW!J&‘H‘REL.QIEL =i
ERggHhonndol.,
' #4507 QRIS S EEEOBMHE 5 A5
58 AUCrn Cmax trax tua
{usp) (ng * hr/mL) {ng/mL) (hr) (hr)
75 (H3A) 2, 276522 207:4:00.% 4.3=1.4 8.8+3.6
75 (&= A) 2, 270387 244+29.2 4,6+0.9 9.7+1.2
150 {(B#&A) 4, 891 963 500:-96.6 4.4+0.9 7.6+1.8
150 {E1A) 4, 904477 598+70.0 4.5+0.8 9.0+3.7
mean+SD
EER R - 5 7
#5E i 3 FEE AR (ag/ml)
Tomg B A 75mg F A 150mp B A 150mg 55 A
3 162:+44.5 158+39. 4 301 +116 2804878
5 163£50.9 153+49.5 325107 360+73.8
6 168158, 6 185:£30. 1 344:485.5 | 32482.5
7 163+27.2 [44+35.7 326:+84.7 287 £56.7
mean+SD

2. Wil s R IC B HEMmDE

<HEACBT HREN>

PLTFTFIULUTS IR (Co) AR NAETNABNERES LS 20 M2 H&EL.
FENFIEAELTI00mgl B 2E% 6 AMEEHS*LAROBEEESEIE. 2L
ToHEQLBUBHEMBICEELE, mrmmeaﬁz EBWTRESREOMENNET
BaLEAohE,

H5mAe A El;%#ﬂéﬁﬁ#ﬂ)ﬁﬁﬂjﬁﬂyj -z

Cerfl AUCw: Cmax Clez
(mL/5) (ng * hr/mL) {ng/ml) (L/hr)
CrS30 43, 08618, 068 4,052+1,519 1.54+0.55

30<LCaa=60 15,010+ 4,158 1514+ 392 4. 19::0. 67
60<Ca=90 9,931+ 1,636 1,058+ 132 7.25%+1.15
Cet 90 4,187+ 630 494= &0 17.50+2,78
mean*SD
3. IR

<HEAKCET RN
FENFZEEMIRRIEEEERCTORZ - REOHARLIDEI U7 S 2 OETF.
AUCI=RUFCnax D 2 BOHNNED SN, TOZERT - HEEAE R THR
HERBE NI ENRERRCHRS NI RAN L OHAIZL D MARBENS
SETRABEETERL TN, UL, JoSB2ILIB0EBROTLORERE. B
BEORMBMSBEETHH I LBMEMIZEETidzb,
B, A 2 INESFO L ABRET S ERENOZD I HAE R TERNSHDE
WAL AY IR T3S FRAEHHE. NSAIDSE) RULERIZHEBR 5457
DS DA (T BREE) OF< oRH LoHEFERRREEh TH L,
4. REOEgHE
FENFIENREEOFEFOE . v b THFRUr RORES ORSHR.
FENFEENTRETOWAITB TS0 XUTORE TH o et BEATRLTH
OHFIIBOTLEITIRUT OB LD TH ok, (inviroRR)



*5. ftm . gF;‘&!-lI)

<HBALBZEER>Y

A Mo B TEORSERSMCEL LTHRTEERICIRSFEENS,

BEEABTICHLERZ FElFIELELT7.5~ 300mg) HEBOH

HXUfb®, REARUBERSDE RS 6 Ml E TR 70 ~ 30 %28

Rzt ik,

e oAUF IR ERFI S OV—LeHORMEBIZLD. P50 I

L BMAHIES ShT. P4S0 £ LABSHE A ORI 3 #HEP4S0 B

DRBICHLTHIELAEREESI ok,

MIEREEY  RARUYRE 37.5 kg BLEO MEIZH L CRIBE 2 FEE - RER.

’ 1B Bmg & 1B2E, 5BRRSTH S,

FHEE  RAICMLUTRBENEAE BRI 1EBug®1B1E, 7~

10 B 5TH D, (FE IS kg BEOPMRUTH L TRPE AR -
FEI, 1E75mg #1818, 10 ARFETH5,

(B BPRRORE

1. ﬁ?’ﬁ"
R385 v b IZ[C]-F I 2 B 20 meg/kg FHEEREOIRE LR, Mot
HERRICEDRICAH L. BRETHEEL T, HEE2RCFR. B
RTEAEERL, EMAERO 1 DEFASATRON CRARDH2HET
Ho ki, PTEBERAOBTILM oMk, BIIBWTHE~OBITE
e BITRHERSHAMEON 1/2 THok. BERRITE 48 5RE
ETCIIERBL S BTSNk,

2 AT
BRIy MICl-F RIS TEI 10 me/ke THERORS UcPR. B
EAHPIEBFL. By I HARTRERECELE ok aMPaE
ERSIET THELAD. A/ nRhRE g it i pihwlEs

o a0

* [EEPRRLHE]
AR
< HEALSIT SREH>T
EREBWTREENET SR eMAE LS IEGEHESE (V15823) @5
BRI B 541 2 I LA PRERNIL (£ TOERSRETS £ TORE)
THYSEMEEMTIDRT.
A TN T YEREBE N HE L SERRIERERIIBW T, ALy
VLY CEEICL U, BREERoEROM. EREQET. vl XNED
A, REOSEMEO ERSED 5N,

Af 7L YRR (R

- [T . A 7 NI TR
® ma | EPECY| e o5 % @)
n - 70.0 K2
FENFIEN)CBE | SAM | 1224 (53.8-85.9)
~ 93,3 &
Fott SHHE | 130 {73.2-106.2)

) A F e RO AR
FENFIVALELTIE SmgElBzE

#U) A2 7L AR IV AR RFEO EFIc L oREL .

#2) p=(.0216 (ZF SRz OHED

<SHEA TSI SRR

Bk EMERTREINE Y T EREHRE LB LRGERS RO 5 Bﬁﬂﬁ-l_is

VB 2 7L AFRMEIN (TOERISHRETSETORR cav5E2E

ZELTIFRT,.

o 2 Z I3 AR (R

#a . A 2 T RN
® oA giry | P ool (os @R
N N - 78, 2 BYR®
ANF LY RE | SERT | 3014 (72.0-88.0)
— ) 112, 5 FeR
Foef 5B | 3005 (101.5-119.9)

%) FENFI I CEEORE - AE;
AENSIENELTIEEmg g1 A2H

#1) A ¥ TIL ARSI AR O LR IS DHELE,

#2) p<0.0001 (FS3EHE DL

FEAF I PN Bz E . BERNREOSRDROM.

A VARBREOERE. REoERMMoERIED Sk,

2. PRS-

< BERAIE SR>

N s TR S N7 S ER SRS LAS LSRR (V15820 D42

BREESIBE 31 > 7L FEREEOREDHBR 2LUTICRT. F5K

WRMETSIMEEHRA 308 81 (F b 198- 838, 3.0 4. 6520

EOMSBEE 104, A (1B8- 778, Fi534.28. 65 RELEOFBER 11
T ERRELE. .

ER—EEFREERGIC BT, 1 X7 PREERERIE 7S HESS

%. TRBRSHLINTH %,

BEREOET. v

A 2 F NI AFRRERES (EaER)
g | AEAFEE
FIER | iy om p=0.0032
HRAK 153 155 @5 %Egég—:w 0%)
IRESERER () | 13 (8.5%) | 2 (L.3%) ) -

&Y AL TENY CBEORY - AR
AULFEIENELTIESmp# 1A 1E

#1) BRRTERN2 olzu:aﬁbbh o AS R RikdGEo LERICED
REINEH

<HEACET BRI

REicBWTERINAE /SR NRLE LS TaREKEE (wv15673/697)

@ 42 BRIESSITBED 1 2 7 VLY EE OREDHMZIRESTFIIRT.

FE-EEREEERECBNT, 1 7T YRRERERIEI7 7R3

%, ARSI 2% THEo k.

_4_

(4}

of 27 VL A BREREN (REE)

IoeE ?I;]F'J} lfjﬁ‘iiﬁg p=0. 0006
IR 510 o0 (95 % fEEEM : y
RS ()Y ] 25 d.8%) 6 (1.2%) 1.6%-5.7%}

) Ay sy SREORE AR
S A IELELTIE g E 1R 1A
#1) RREUWRER 24FERSE I DI EEDSN. r:vr)l;za’msu;t
Fitkifo LRIz DR EEEN |

T, EACORREEHSS Lnivtﬂ‘mﬁ HE BLgERR (wv:sszs
42 gERE), £ )k /*fﬁﬁéﬁﬂﬁi&ﬁ&@?’?tﬂ'ﬁﬁﬁ_ﬂmﬁ&&ﬁ .
B (WVIST90. 7 BAIRS) RUM v 7L FERERERRBOTHRELHE
FHREOF =7 HERE (WV16193, 10 BREHD B80T, 4 > 70y
IR R R A TR 4.4 %, 12,0 %, 11.3 %, FRLy I U g
EfE0.4%, L0%. LEX CHork. 4B, MpHFagfd LR (WV15825)
D, DIFRRBIIBY S NI oVREERERIE. TS ERSHE
5.0%, Iy I RESRSTE0S X THoE,

B THIEE NREAMMR 2R LR IARERROBE R ELTFC

Y.
’ REHFIT AR
WV15673/697 WV15825
Hean 2-1033 =548
far AR A (182RDLE) A (GaRgRLE)
w3l FEf [y 2 VB Fou (A UL R
n=519 =520 n=272 n=276
g | 1864 18-65 64-96 65-96
(1) (35.0) (34.9) (81.8) (80.5)
#1) #I80 ROBHENT I FLBAERE. # 14 XOSHFSBIERNEES
MEBESHL T,
BERRETHER
WV15790 WV16193
RERES n=955 * n=808
far IRl b 518
4 FHER ALy IUL) VR TR TR
n=461 =4 =392 n=416
ERGR | 12-8 13-82 - 1-83 1-80
(E15) (33.8) (33.2) {26.2) (27.7)

K OERRs  RARUEE3.S kg MR UTRRBSN:AE - R
il 1ESmg% 1828, SEMESTHEL.
FHRS  EALHULTREENLAE - AR, 18 %mg 21015,
7~ 10 BRHES TS, 4K 37 5ky BLEDNRICH LTREE
hicfig- AER. 1E@7mg #1816, 10 ARRS TS F,,

(g

1.in vitrodfi D A N AR

CAELFIEN) CEEAR VORI TCHED, KR DEERICERE
s, Hiv1 LAERARERT. )

AEILF I N LB OELERDN vire TOAR B TFBES /7)|/I/“f'7
A I A DR % (LR (HBAEHRICs : 0.6 ~ 155 M. ﬁﬂeﬁmmm <0.35
uM) TERELLE,

2. in vivoliD o SR ATERT
ROARUY 1oy h DAMBUBEA 2 F VLI B AEECEF I TH,
NS I UNY CBECEDRS (0.1 ~ 100ng/kg/B) 2D, ARIE
FLTEFROEN, BRCHESERORD, D1 R AHEOBDT E O
BHENED SN, B, DU PUBRREFILIC BT AR 24 B
MRS OO (10, 100mg/kg. 1 HZ @A) T. EFROERLLE YA
»zme:hm“zammmrmmnt.

kR
Al # 3 B EHE ORI E AR BRI A LI A
DA —EERRANIZERL (ICs0:0.1~3aM), HFLLEREEH
Few A )L AOBESAREN S OEMEEFTET LR, a»r»xa;mme
R 5,

4. Fift
mﬂmﬁmwmﬁzaw_wtazml-m-éiﬂrkwbemmﬁmmnm&
CHEETTII. 32% (4/1, 24561 . 1 ~128@NRATIA. 1% (19/46444) THo
fe. RHEDA L ARS TARY LA ERL, BUTIHERMED Shidpo
o WEERBLEDANATIE, TUARUT by MZBWTHRRED
EFRRD SN, BESETONN. ERIRENEZAGNDS. Rit2E
RLESDANRATR, /135324 —F073 JREEMELSNTRD,

(BRSBTS EAEENNR]
ALY ZEILY RS
(Oseltamivic Phosphate) (JAN)
1 )-Ethyl (2R, 4R, 58) -4 ider5:
l-ene-1-carboxylate monophosphate

+ H3PO4

TR
TR

CiaHazNeOn +
410. 40

HaPO«



# H: HA~NAEOEMEOBKTE S, REVAF /—IizBHeT <,
T )b (95) SRS, NN-DAF L7 T 2 RIZE
Wz L. FERZDUILICEEASE 2N,

M 1925195 (M)

HREY : B~ AN TARIIRRL. PN VST AET B,

[FEREM)
A DPNE TG A N ADEEIIHT ERERICIRY RN ORTER 1§
ERDOWT. B, HMSRHasETsT L.

@  #]
& 27 WA IS 110 A A= (PTP)
100 A7) (PTP)
|-
[RE&$AH LDEE] .

AR TARITIBEA ¥ 70T 240 1 L AR R DR EOBE DEIT
#FRLEEALeHFEREN EhET.

(E =]
1) AEMEF : MRAA IS S K ERS ROBMBEIE (A 1 JPL15730)
%k 2) Abe M, etal, : Ann. Phar ther. 40 : 1724, 2006

3) #AEH: BFALAATOREHSHROESBHMERE (ReUBEEL
EEE) (E45F : JP15735)

4) FEHMEE  BREETEESERE T BT RERSRORBBRER
(E#1. : WP15648) .

5) AR BHEERMA (ARAFI/FENELRY LOXBIgEER
(151 : WPLS728)

6) HREE ANTEAREORKE (n vioii B}

7) HAEE ; B AR64-0796 % TFRG4-0802 1 & B BB KR UL PR 5 2
8K (B : NPI5718)

8) MMEE : BAREEER (CYP450)

9} HPEH : HER - 5% 5. ASNEE)

103 #HPREE : HEE : AP~ 0BT

L) HAAETER, 4 - SRIESEMAE T4 1044, 2000

12) HAEE  SEHaRROEHEeE L) (B - WV15670/15671/15730)

13) HARTEZH, fh: BRYUESREE 74 : 1062, 2000

149 #HAEH  RARHTLEMETHER ZDREYS) (@ : WVISET3/
16697} .

15) HPMEH - B ICR LA THER (28050 (B WV1582D)

i6) #PEH - BIEFRER (7 BRIRS) (&4 WV1ST99)

17) #EF  BEATHRE (10BMHRS) (B WV16193)

18} HWEE - b b 2 VL AR BTRBET A IV AT BT Bin vitro IR
#HER :

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

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

20 HNEH BT BYIHE DU FUBYEF)

22) #WNEHE: /15 22— VEEEA

[STikFE=R )

EEVHRIIRHOEAERICOEE LT FRETHER LY,

'

AHEEN LY ERERt Y-
T103-8324 WORMcdiERFERET 2-1-1
HES : 6120-189706

Fax : 0120-185705
hitp: //www, chugai-pharm. co. jp

SRR E RSN -1-1

s o] RSMSEAES S
(ociy D2 41—

®F. KI5 - O ai (R4 R) BEEE
84009021,/84009022

(5)






#* % 20104E 7 BERET (H226R)

A

AR RS
20104 3 i ~ ~ .
*2010%3 AgT AV TIVI Y1 ILRE , 87625
‘ ® — oy e 3 [ =]
AR 7 UAERRT =TI r512097 3« IR [0
T A Em &
= = mescasoro=s1|  TAMIFLU SRR |\ sean)
DHEBR. FEVIZEIWUVBIE RS A YOy BRFEMLE | 200247 7
{ERHRER . 45 ’ ZheEigbn 2009¢E12 8
(HEICR RO BEERA w x| EEEEE] 201066 8
CERATHZE)
N . - .”EEE§£“H_M
ny;d»—ﬁ
" BT, SIBRBRUEREICERT, TOMOERTIRL T
&) DIk AR RSN & S EET 5T &,

1. :800ERACHE2TiE, FROLEEEEECHRHTS
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HIER
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60<<Cr590 9,931+ 1,636 1,058+ 183 7.25%1.15
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&SRS ETBREES BTNy I EVRAES THEThIR
FleofAL PRANAEFAEET LMt RRLTNS, LbL, T
DA I & 5 EMBEOX ORISR, &55@%&ﬂ&§?§5&aﬁmm
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i )_ Reuman P. D. et al * Antiviral Research 11(1}, 7. 1989 ..

(SYMMO1134]

[scaRiER %)
ST A A Tr—<iiEait BHES- 21anr—2 3 Y8
T106-8618 BURUIRIEE PERRAT 4 -17-30

NOVARTIS DIRECT ]

&80120-003-293
SF1RAE: B~& 9:00~18:00
www.novartis.co.jp

(14) -

BEART
INWFR Tr-7 ittt
ERHEEEEAL-17-30

7413820-Z00000 (D



H201055FRET (BE2 /R B - ARCHETAER IOEEORESOBENE B AN 2 R
B @ EREE
HEME : S FROERIBRIZERTs L 5 5
. . i AZEE | 22200AMX00010 | 22200AMX00011
A P TNEY T AR FEENEE | 2000615 | 2010414
WA EESED Brzssass | 2010418 201041 5
EEES | 201021 2010514

S "Qslﬁﬁm:twsoom

I::"Dgﬁﬁﬁﬁm—rﬂwsomg

&9:t»mﬁ%&m&
@ = AW

RAP'ACTAfor‘lntruvenous Drip Infusion

[BEE]
1. FHOERELHEL->THE FHOLERERECRET S L.
[TGhgE - RICMET SERLEOEE] DHEER]
2, FHOFHESICETHUERFESMEIEEIL TN,

[T (ROFBHEICHFELAVWIE)]
FHORS TN UABEOREEOSH 5EH

EHESCEYERLTIBTNOHDESECIE, 1 8 1 E600mg %
15 4350 E A T MBS ST B2, ﬁﬁkfbféﬁﬁﬁ?ﬁ?
x5,
a5, E8 ERICSLTELERT S,
<% - BRICEBETSERLOEED>" !
1. AFIOREE, SeEis THEARED EOMIBET 2D LA
FUW, UERFEEND 48 MERERICIREEMALEEET,
B BEHEE BT ZF—F B SNTOEN,] !

[

]

1

]

]

!
(487 - 14:4K) V2 REERSE, wﬁgommr&mbﬂﬁﬁzﬁaﬁﬁbngA'
1. 4R L RS CEEl, BREBSERELANIE, B 3 AR,
_— SEFuSEMANy T | FET 05 EMANT T | DERERSLEERERENTH S, RS ORSHE] |
300mg 150mg ! 3. WEEMEOH BBETIE, MLOEhRESESET BN
- LEE Goul) B Qal) % L #BH0T, BEROETKELT, FTREERIRSREN

B BR | nmi et |on et EY B, FMERERETHHAL, FREEKETHI .
] P e Vo r, [TEESSAMEE RO TEYWDE 0ESHE]
gy |BETRUTL 500 [BFRUDA 1850 ; Cor | BESE I
ﬁﬂ)ﬁm TS RIA : (uL./min) EHOBE | BEETIBTNOSIEEOHE |
2. ik 1 50=Cer 300mg 600ng 1
SETHSRERAN Y | ST 4 @RS T (L 30=Cer<s0 |- 100mg 20025 :
L 30018 150me 1 10%=0er <30 50ng 100ug '
R A | REEAOETH 5, A | EERNORTH . (ERAD| (0o FLTFo I )T TR
— — UKL LT FS 20T VAL aink SRR B 088, BRI
E;Ebt - R e X gffsﬂggiﬁg?a T &, T3 EIAIMAGENTIC & DR |
. : p 5 B N ¢
CERALR 1012 L0~ 4 AR AR OB MET B T L, :
: . (b & DERS S i T B AEih % HUBR) :
[EE - 2R] 5 EMEMREIR, HER AR, DRXILNRIHS B AERT
AR B AL S T IVT A RERE : 2§gﬁfbfwm““Umﬁgamﬁgjﬁarﬁ*mmlE
1 N

P <utE - DRICEET HERLOEE>

1. AFOBEIS RS T, ﬁa%»x%mﬁﬁﬁAﬂRMBm'
' 4/7WI/ﬁ04wzﬁ%ﬁoﬁTmﬁﬁkﬁbTmmﬁfI
| RRWCEEMEA, BEOREETHEELAELT, $mo.
L ISOAEMEEEICRNT S DL,

L2 FERAEANATS ST EEREA, ﬁuﬁ%%hﬁ%wm'
| DRADTRIEIANAROERE T SEEL LT, $I
| HORSOLELERNTIIL,

V3. i VA QRAITHER I REL, $ﬂﬂ§®ﬁﬂﬁ&ﬁ
L ETBCL, !
V4 FRECHA U NI YT A N ABRECRERN N,
U5 AFISHIEBRE IR, [[EEEANES) O,

(A% - RE]
B, BACENS S ENELT 300 & 15 HELLL THERE
Iij- 60

D) EE-EREOLBFEACIDERTAZL

_.23_

[ERLDEE]"
1. RESRS (ROBEICEFEICKESTEE)
(M RSZTENIZET RS
BT oH 2 BE [[Hik- m%ibﬁaﬁ?éﬁmtmﬁﬁ
RO THELEAMEE) OREHE]
(2 %y Q8 FUD A, ERANK CET3EE
1) LR, ERSRIEHEEECSLEF [F MY AOANRRURE
MEEZELT T Lo DRBICAEEMN, ERSAEET 257
hatidb %] :
?) REREEEOSLEE Ko, B U LADOBEREIZHY
YL, ERNELTEBENAMNES.]
2. EELRFNGIEE
(1) HEICBLWT, AREERFHETHEBOD, &%&Liﬁﬁ&
L O - EERERERE L ARG STV NE - #5E
FEFICOWTE, RETHR L SEERSOR S —OBRER LY
B OTEHREME & LT FFIE LS BRNMGE R AR |



ZEFOSSEAQ

OEBITEORBEOB TN D L L&, QEHEITBLTRERT

S8, Sl L 2 A, RESSIANT - BREEF—A

BSIRWEDEET DI LRDWTHRE - FECHUERAETD

&, B, TN VHESIIL ST, AEOERNS

SHhBEDHENHHOT, LEEFREOHHEETD L.

BRI OEHTH D, REREFETLTWAEAIIEE

WiBEPBESRR TS BTNNH DT, ZHOREITELT

B Z2L7F2 207 S ABIGUERARIZETNT, (RE

EREELENSEEICRET S

Alori) kU TH#mBE mRER

HIB BRIV T A A RBRREIT

FNIFREREERENS Z & 415 5. HIESLECBE &

HIEERE RN AESICE, FiEA RS T il

MEZFSCE, [(HEE - PRICHET A LORE) OFEE

] ) ~

3. RifeE

%ﬂﬁkhﬁ%x%ﬁﬁﬂﬁ&%gmﬁﬁlﬁﬁﬁﬁﬁ@iﬁ%

By S UEMERL 2394 (24.7%) 2o o, AL O

TR 56 6 (5.8%), FHREEED 2TH (2.8%), BOR M HA
(2.5%) THolk.

ERUEIER

. AR, kD (1~5%KE) : BmERED, FAIRE
DORELDRAIERNHR0T, BRETHICTY, BENED
SNiEPsicERsEFIET S AL, BULARERTOIL &,

(2) EXLEER (FE)
m®ﬁ4/7WI/ﬁ¢4WXm?uT@Ekmﬂmmﬁﬁﬁé
NTWHOT, JEe 000, BENRD s higaici
Saibdain s, @tihilEzsfroc L,

10 iravd, TF745F—HER

2) %

3) PIfERT#s, FRSECRyE, #E

4) BRHRERR (Stevens—Juhnson TERRED, ‘Fmﬁﬁb‘liﬁﬂi
£ (Lyell FEERED .

5) AitETE

6) iR

7) - HRER (BRRE RaTE RE OR = g
)

@

@

m

BHLED. A,

6.

CARHEEER, HER LR HRXEANE

&, EPIE PRI B

1,
)

WRE~DIRE . '
s R et
VLT, THhEDRFAOERCHE-TIE, FHDHBE
HEl, EEORBEEELANSEEACRETIC L,
[EERRRkAR) OHSR]

BRiEs

FADERDSICETIHERI[/ N TwixN,

AFNTMESEN I & DESHAIZ BTN BREINS T EMNHE
ERTND P,

EHREEDRE

BEEE $ﬂﬁﬁﬁﬁﬁﬂ&%r®aﬁm?%hée

((2) HuBgY

[EE4HENRE]

MEFPRIEREE '
EEEA
R ABES 6 #IZ 100me, 200mg, 400ng, 500mg CREESLA
B) #HEABHREL AL ZOomBPREEZRK LI, BE/KE
RS L L E0HMBIBNAT A—Y 2K IR, Cnax X
AU B RILFIEIZIBML, FEAFEERT ORT) i3 3 iR
TARZIEIREPHICHEL o, KEERS TORNERITER
BERLFEALEEDST, EEEEED Shahoik i,

(ng/ml)

120000

—7—- 800ng
—0— 400mg
et 200G
—0— 10088

(mean+S, b. ) -

100000 F

{(hr)

EF .
B 1 BEHREEO DR (BERA)
#1 BMBEBNAS RA—F

8) HmmfEAkR S
(3) TOHOIER . .
R 1%L 1 0, 5~1%F#H 0. 5% k¥
R . sz B, HHD
- 5{a TH (5.8%), Bl B, ig*ﬁ. SN
- AST (GOT) J:ﬁ-; ALT[LDH +5, B UL ¥ AP ER
G LR LR, ¥-GTP EH
FEAR, R 8,5 70BN L7
e Jody kA, NAG
7
H# 1) 2 ERI FFESERIEM dhig s
R HEN, TR
20 il ik 3] FRepmstE, CK (CPK) (41
: LR, R

4 EHEORE _
—REHE TREBBEMET L TS &BE0n0 T, BF
ORBEERLENEHETITE, [[BRYEE) 0HER)

5. iER, ER BARS 0OEE

() ERXIERL TWATERo S 2RAICRSTIHEEICE, &
R EOFRMELSEREE LES RN SBE0ARSTS

Z&. [ERFOBRSIHT HREMEIRIIL Tz,

Zv b

ThEEAYE, YV THRERUREMREEINATNLS,]
(2) FUBICRETIHSICRBAERTIEBZE, [Fv TR
I RBIT TS S HEINT NS, ]

ﬁ , WERE

2 |" Cmex AICo 0 cL*! MRT Vss®2
(ng) {ng/nl) {ng - br/ml) | L/be) | (o) w

100{ 6 | 11200£2900 | 175132001 (5. 77:0.61|2. 64+0.33|15. I6+2. 14
200| 6 [ 211001600 | 3369543622 |5.99::0.65¢2.65-40.27|15. 77k1. 35 ]
400} 6 | 468007000 | 634038620 |6.41+0.90(2. 44+0.28{15.53+1. 71
800 | 6 (8626015400 133795219072 {6. 10+0. 856)2.83%0.49]16. 85+ 1. 53
ﬁ RtEis (6 BE)

g |"| Cuex AUCy PR

(zg) {ng/ul) (ng * hr/nL) (L/h1)

100 6 {10900£2000 1 164361540 6. 130,36

200) 6 1 19800+2300 | 303582980 |6, 640,69

400) 6 [ 453008000 | 6540940498 |6.234:0.93

800 | 6 [85300£13100) 13138512871 | 6. 14£0, 58
Hl: 257075
M2 EEREATER
¥3 L EEREBORSAE (24ERD ToAlC

(e - LC/MS/MS) (mean+5.D.)

() BifpREy

13

_Za_

AANEERA KA > AT Pl S AR AR,
B EE R ERERE e e LEBERER L 0Rs ke
332 2, 3199 A > FOmBETEEE I DWT, SEFASMERE
BT 2{T o/ AZ 2 ENOEPEE CL) KHTIEBETL
LT, B EORE (Cor), FMMNETFoHk, FRCh
~ Cor ASEMBARIC S A DHEMAE <, Cor WAL ARERO



MmEMRETHLEEL R Y,
THREREETCI RIS ARREEO AIC 2% 2 IKFET.
F WSEEEEE R SRR OAICY

o 30012 #51% 600ng 3 57
(aL/min) RS Ale #E5E e
@) | (g-hr/al) | @e) (g - hr/al)
37152 73745
0sCor30 1 301 iagggrasn | 1% | camom-trann
33660 67786
305Cer <0 1001 oagrg-snasn | "2 | wste9-ioza1n
60233 119015
50=Cor<80 00 | canzosmmson | M| miss-amize
36423 72307
B0=Cor<lb | 300 | oiasme) | 50 | (s1s20-1000m)

M1 hduE (0% FHIGE), SRMANGEERRY 7 FNNECPKET<E
BIBIEAT A—F ER LY 2l —3 3 VR

2) EHEAEREE AR D 22 PIIC 2ng/ks (RESLRE) EEE AW
ELAESEOMBERBEZLZR 2, SHEBNNTA—F 2RI

T BRECETICHED, AF2ENomEhhRs DEEGE

L, AUC ASAT B T L AmEhE Y, GHEAICKEF—)
—t— TR (Cor<730)

(ng/mL} —v— thiEE (J0=Cer<50)
100000 -0~ EE (G0=Ccrs80)

—&— E¥ (Cer>>80)
106000 {mean)

1000 {

100

miEEES

10

i+ . . .

0 12 2 36
B H]

B2 HE SR OmnRTRE (FHRERES)
73 BOBWNTA—F

48 ()

Cer Cmax AUC) oo CL
(eL/min) " (ng/ml) (ng « hr/nl} (mL./min)
Cer<30 3 13200:+:2910 13700041100 21.1+4 68

30=Cer<50 6 13700+ 3780 108000+ 31200 26.8+5.35
50<Cer=80 5 12500+ 3550 33060+ 7880 T7.0+21.4
Cer>>80 [} 12800 +2860 26000+ 3180 108+0.90
’ (=% : LCMS/MS) (mean£8.D.)
(3) mAENES

MR HTEE 6 B 2ng/ke (RBAME) £ B RUHEBELE

&= DS =R 3 IR, SURREIA 2 MR 5 4 MRl

VTR 2 Z & 12K o ThiEPMEnE % 1/ ETETFL
?, BREAIREBF—H)

(rg/nl) ’
100600 -0 {35 M T AT
: - EEE RN

(nean)

0 12 24 36 48 (hr)

I
& § EERSROmRTEE (EETELE)
CVIF=1 T
fEHESRNE (65 BELl k) 20 45, BERIERENE 6 61T due/ke (R
ZNAE) PHEAEBELELEZOERRENS A—FEHR4
(ZmY . BEEO AUC IZIERmAE OM L 3 {5 TH 5 208, Cnax id
L TWE % GrEACXEF—¥)

SET oY RBRE)

Fd EWWBENS A—-F

) n Cmax (ng/ml) AUC 1n (ng - hr/mld
fiz T 20 225484824 61334+ 8793
i i 204903908 4620014460

(BEHE - LOMSMHS) (zean+8.D.)
2 A%

Q) fRERRABES 6 5IZ 1000g, 200mg, 400me, 800mg (EFIAMH

B ERESEEHELLCLE, EREME (UHEMNER R

RS R FROSMBER SR ORI A UL, L

AWM I U, AUC & LT3~ 0% MBIT T B &48
BT Nh, Fiz, 400 ng R SEOEBS GRS IEF B

POFEEERERE & L TENENTH 930 BrF 1210ng/0l TH

=7 3,

AL ABHIr EVBEL AL MREEESERE, 1~100pe/

nl OEEGEIEBRT0.3~1L 8% Thoi 9,

(#3%)

Fw MZ[HC)-F 2 B} Yng/ke R EEHRARS L EE,

T T AT B A IR 5 SRR R TR L,

e, HEREME T & DI R R E I B T b RIFL HMED 5N,

EHMBETHLEETREL DB LAIED shi, T/TO

MR B RN, 155 48 B S CICE BRMRANK L 2D,

A OBWAIE R CRER SN T EAVREX N, 8, TR

~OBFHERED TEW Z LR hi 2.

3. B - e

(1) BEEERE A BAE 6 BIIT d00mg % BEE sURARE L7 & & Dt R R
IR ENT, R EkostRlishs Y,

() BB A SHEE 6 132 100ng, 200ng.- 400mg, 800mg (HEBSLA

B aME AR LSS 0N SRS 8 S TORM

R (CEH{E) o 86.3~95. 4%, 6 AMRERE L LEOBHR
LSRICHT DRPHHE (B 77~ 6%TH o P,

(9 In vitre RBRICB VT, RS IENTEERE MFF I O—A
P450 (CYP) BEETHS CYPLAZ, 246, 209, 2C19, 206, 2Bl Jeuf
304 lTHH U TR MM 2R 39, CIPIAZ, 246, 29, 206 R(F
M R L THgEReRE oMo f, £, RSIENE P
BEHOEETEAL, PFEEAKIEDEELEAELAVI &
AmahE ",

2

S—

6}

(3 30% ) [

1. BAERRE LEERYER

) B ass
A% 2L 300ms, 600ng % HESFHEL - L EOFHEID
WT, 7o eReilic —EEHR T CHhELE. 206 Flichy s
A7V AT RN B TERS%ET A ETORM) O
FREEHE ERT. I CNOSRERR 7S R#L 01
YUNIYRFEAMSERIERSEE Y (WThb g

—

0. 05)
#i ENRTHERRTOA 74T FRHHH
i BERER n HHE Q) | 95%EHEMH
nosy, |oWms | BiRE | o §%.1 50.9, 72.4
| 6oms | WER | 97 59.9 54,4, 68.1
Fotzat Bk | 100 8.8 68.0, 101.5

(2) ElFEEREE I {REAER
AR5 3 UL 300ne, 600ng FHESFEHE L SOEHECD
WT, AEAFIEIL (Tong 1 B 2E, 5 By 2EIOENL
Feo 10918 (HART42 4, &% 244 6, BRE 105 #) BT 5
A 7 W FEEMofREEE 6 IIRT Y,

~25%



SET &Y SRR @)
326 FEEEAREIHRETOL > 7 VT SRRl

Fi 23 i W E RS n | hoafE (hr) |95%{EHEMN
| sooms | mERe | 364 78.0 68.4, 88.6
RN s | ERA | 502 8.0 727 9.5
FCFIEN g | &O | 865 8.8 73.2, 911

(3 BRSNERE (REES)
N VRZEF GERA BIETERSEREEH 52
DR EHIHBRAE) BT IEEENREL, T
2L 300ng Rk 600mg 2 1 0 1B 1~5 ABHES L.
600ng B (19 8) TOA > 7 NI FRERBIRIORRE
1242, 3RERS (0% {FEEXA : 30.0, 82.7) THN, /

A VA BTEETHRECHT BHRVRENE &

B, 0me FF Q36D T3 114, 4R Q0% EHRES -
40.2, 2385.3) Thotk. £k N UAIETFEET
EBBFIARFINERERSTHILET, 70T
>R MR O ERER A ED sk,
RERHHGHRR DA > 7 VI R IR O gLE
2R TIIRT Y.
%7 BERIREHBR O 7 NI R
N VDAL RFEETLHES

B8 n=37 300mg B n=18 000mg & n=19

%5
wam| 80% duRE]  90% il 90%

maEm | " | oo | EExe T ] o |ERES
14.6,253. 3] 7 |132. 0]23.2, inf™| 3 | 14.6 }13.2,68.6

il
thr)

92.0

18] 10

I~5

27%%( 64,1 [41.5111.2(11111.240.2,123. 1{16| 42.7 (30.0,103. 3

o
1 EEK
2 LERG, IER0RG, 4QMLA, SABEIEA

2 im*mmﬂﬁﬁﬂﬁabﬁ@m%mmﬁﬁ(mwﬁ
11 B 27 BREOEZPEIAHE)
MREEWEHEL, RFIEI 10ng/ke (RE 60kg' Bl L
¥L600mg) &1 8 1 1~2 BRLEHHE (SRR 17
~T8 4y, FHEATHE 0 2) KL OBRELERBTR,
BEETISHEETTOESE Q~158 BW51 >
PN FRFHIE o PR ER 27, TEEM (95% B
BA:21.7, 3L.T) THholk. EEREROARERE2E
EMERG 204 (27.6%) T, ELLORTHIOHE
8.5%), IFHIREL 7T (6. 72%), MEak 6 7 (0. 7%),
IRk 4A B 3.8%) THYH, FoRikREank
126 (0~1 8 B 5RIERIZKE, TR
H1HTHo .
i, MEERBERNTEREATTERLLIIH O~I5
) KB 5mERBER RARHLRIIENL
300mg, 600ng % HESFSEL = & EQMmFPREOH
BATH >,

[ZESHFEE]

1L AYZNLHFSANADS A -3l
=
ErABROGBEA L INIVTFIANAD I A T3
VPl U THEEEERL, FO50%BHERETA
FIT 0, 54~11moi /L, B 3T 6. 8~17Tmal/L Td=7= Y,

2. A TZINTYOA I ABET Y RICHT SRR
2 b ABIRIRB BIA > VLA A< 7 A5
FEFNMIZBNT, XFIENOEESRAKSICED
AREFAICEFROEBMMAED SN, TO50%F5%
ﬁﬂ@fﬂ4~lmym.B@TUI~1MMM?&9
7 m

3. YeR#F
ENABMBUBEA LT NI A NID /P2
S —VEBRAICEET S, 1> TNIFILIVAD
A 2oV TNVESEE T L, AR

OLTNVEEGHTEZ ET, TEY-IVAHRTE
DEFHSEHTEELIITH<. VIR 15
oA -EREBT DT L LS TRENEOREN S
TR NANEET X7 TR, U N2
SO 5 L&Y, BRI MR
FER £RT W,

4. e

ERS TARRICBNT, FREEHHET, RECHy
BEDEA 3 ELLEE T L atkdt A Mo A bRz 30
Sihfe ¥, inp, EEXRBIHRARTIE, Chs50R
SIEHET R R UEE TRBEORS SR T ICRR
LESE THEDESRRINTLS % £, in
vitro THED 1 N A3 ERABIT B NT, HHEEE O ME
ERTTHEROHBELE TN TSR, FHEEO
Wk gE s hThan ™9,

(B2 ICRT 5 8EFNMER]

—{RAEFR : RT3 ENKmE (AN
Peramivir Hydrate )

fbge4 (1S, 25, 3R, 4R) -3~ [(18) -1-(Acetvlamino) -2-
ethylbutyl]-4-guanidino-2- '
hydroxycyclopentanecarboxylic acid
trihydrate '

SR CysHyeN,04 - 3H,0

R 382.45

{EEiRnE L “NYN"l

o CO,H
H
H ) OH  +3H0
HN
H;C’&OH CHs
. CH,

R - HE~HHBOAORETH S,
RIZHPETIILL, AP/ — W31 Hd )/
= (99.5) IEFR <L, NNTPAFIER
WaT 3 FIZ@EDTHINIC 1,

1 -u 242. 0~243.5°C () .
log P=-1.16(P=0.06%) [1-A4%# ./ —-)/7K]

1)

SPEREREL

b T

1. WEERRO—THEE, SEEROSRERRE LR
HREE, TLEOWEEWETE oL, B, RES
AR, FHRNICENYBICEEL, SHOBEY
AlpBERERERUDZ &,

2. A INIFTAL N ACEEI I DELICET S
FEHAOEERZR - BRITOWTIE, HE AsuE
wHETHTE

[E&]
787&55ﬁmnjy3mm somL X 1 £5,
60mL X 10 &
ST EBERANA T 1500 1500 X105

(EZEXH]
COmRFERES)
D #AEE (BRREEECBEMEEE)
{200962650)
2 #HNER (BERNCBY3EDEE (200902651
3) HrEE (SHEEEMERN (200002652
4 HAEE @By 2 EmERE) (200902653)
5) fNEE EREEIET 285D (200902654)

_26_



6) HAEE (v MoBiaa9) (200802635)
7 HIER GRMERSEREYATERR) (200002656)
C 8 HREE (ERSIAERR (200002657
9 HREE ERESEDERE (200902858)
10) #HAEE (ERSUHES (200002659)
1) HAFE GIA &I BEED (2009026600
12) Baz, M. et al. : Antiviral Res., 2007, 74, 159
[200802920)
13) Baum; B Z. et al: - Antiviral-Res., 2003; 59, 13
(200902921)

[SrikGER ]
FETRICRROENEEIDEE L Th TRIC Dk
X,

HEFEENGASY EEERES S
T341-0045 KR RZEEIT S TH 1 H 8+
BEE 0120~956-734

PAX 06-6202-1541

hitp://wew. shionogi. co. jo/med/

. R
DBIOGRYST

BhERRTEIT

EFRAEKATH

T 541-0045 KiphREHEEE 3 TE1H8 &

RAC 6 DA

f27—

-(5)

SET O FEREAG)

®: THHE



SET o &R (6)

_QB_



