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ERHIRIEEER. TRER T EEMARES O K W EE S
HoEbh3ZIEeMBHOT, BEETHCTL, Z0X3
fERM S bR BETE. B5EfIEL . HURE
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EFZHTES | PIPREOEAIPTPY — M ST|RY MU TRA
THELIEMTEIE, [PTP— FOBRKICLD, FNEA
WA RBEREAHAL, ECRBLEBILTHRRAASOE
BRESHHESHRTZ Z&MBEERTWS,]

& EOE0ER

(DERTERI N T LS THETFHEBICBOT,
HRFEIHELALOBEN 1HS 5. £ B TERX
nieh 7L SR FHRBTE., BRMmEE LS
T 5 HBRE THEREL I mImEES 7 Mz s/ JEE
ERBICBNTIE. BEABRD I FEToRRICBNWTE
RHAEFRED SHh TN,

Q)EANTERENEI TN L B LERBER 8
Mg EEREE s R L EIERERRICBNT, 1
INI BRI AF TR T S EFICHLER
REZASGHATVERNL, LML, FEHRSICEDYLVAHK
HMEESICESL. TORE. R, Do/ MEmY
REE/RTFORENBAERICERL .

@EATEBE NS T ENFIC L sEERE G5 RULE) 0
FEUEBEIEBRERRICBNT, 23oRgcL0r>7
NI HRREME >Rl L T, %50 KM (23 %)
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@) —ZXHICEREL T > 7T FICRE L - BEIT AR
EEVIBEL THERALAERIERN,

GEATEREINAATENANC L 2ETBETFHEHRBIIBNT,
6 EEEBA TRELEBRIIRW, i, EATIEREST
1O FRRCHTENAICL 5REETEDOTHERIZE
WT, 12RMoRsERES S,

@V EE T v FOBEROHEFEEBICEBNWT, A4 3E
Nt B % 394, 657, 788, 920, 1117, 1314 mg/kg DF
BTHEZEORELLRE, 7TABS Y FTRESICHEEL -
FET-AY 657 me/ke BLETRD BRE. LHL. 394 mg/kg %
|ELETREBS Y PEU1314 me/ky 285 L BT v
k(42 Hig) THECHEDSh Aok,

(MEES v FOREERRE b IF2T 1 7 ARBICEN
T. BESED Shar s ARKBI SN IO
Bé/mgEhAUCH ., 7 Bl v hT0, 31 (394 me/kg). B
mSy (42 BE) TO0.22 (1814 mg/kg) ThH o,

(3)
3
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1. PR

<HEAREBA ST IEHADD
RESABTBAKAEILFIENELTINE 75, 150 RIF300 mg 2 HE
BEORES (AR Licd & O RS OBk OIS0 3 ch il RS B U %0
BN A—FRUTOEEDTHY, AUCHRFCruid BELHINIZ NS
BT EMRENRRE

B A ARBEEE A\ A FIC 354 B 5 PR ) i 8 P I

(ng/mL)
1,500
~—a— 37, 5mg
o T5mg
il —— 150m
2
% 1000 >~ 300mg
iR
g
3 500
&
0 12 24 36 48 (hr)
B B :
EEkOREBBNS A—F
#ER AllCoe Cnax toas tiz
(ng) {ng * hr/mL) (ng/mL) (hr) {hr)
37.% 1,652 203 150+ 35 4.3+0.8 7.0+2.4
i) 3,162 702 360+ 85 4,112 6.4+3.7
150 7,23+ 515 662165 4.3:£]1.1 6. 6£1.5
300 12,91841,564| 1, 3774153 4.3x1.0 5.1%0.4

mean=+ 5D
<BEAENE BORELLL) (S5 > .
ERRURELI EOREE S N4 S EN E LTS mg 2 BER TS (8
k) L& X OFFOEEEORBBENS A —YRUTOLEV TEHS
7.

AFAREE BURLHL) OREROKHMENT A5

HER AUCr= Coux tmax tiz
(mg) (ng * hr/mL) (ng/mL) (hr) (h)
75 6, 063::604 439+29 5.0£0.9 7.0x0.6
mean=+5D
<AFANEHBALCHITSHERRN >

EXARUVBASE 4 HORERABTFENREL. TEAFIEALLELT
Tomgl B2EK150mgl B 2 [B% 7 AMRERS* (AESE) Lkdzo
FBEEOEMBENS A —FRUVRRTIRE 5 7HRILL To B0 THo
o BAARUTAAOWTRORARIIENTHREME T QB OAUCHRT,
ColdFRETH D, AMMIzBT2EZRD S Hs ok, E. FS7RE
CHEB» SIEHEE SIS 3 BRI ERRBIZENEL. it
Bhizdhoi,

. BSOS THEIE T SEERORHMENS A—5

ek AUCo12 Cras [ iz
(mg} (ng *hr/mL) | (ng/mL) (hr) {br)
76 (BFA) | 2,276::527 207£90.9 4.3+1.4 8.8%3.6
7% (BN 2,270+387 244429, 2 4.6+0.9 9. 7+1.2
150 (B&A) | 4,801+963 | 599+96.6 4,4+0.9 7.9£1.8
150 (A A) 4, 504477 568470, 0 4,540.8 9.0+3.7
mean+5D
Stk Mt hRE ~ 57
WER IBEFRIEHEEIRE (ng/mL)
75mgH&EAN | 75mgHA | 150mgHAA | 150mgBA
3 162+44.5 158:£39, 4 301£116 289:+87.8
5 163+50.9 153+49.5 3254107 360+73.8
[ 168+58.6 185+30.1 344485.5 324482, 5
7 163+27, 2 144+35.7 326:£84.7 287£56,7
meanx5D
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L PFoLIVT SR (Co) iz L D EE IR EREE
FED0FeREEL, FEAFIELELTWImgl A2E%
6 AMRHBER L& EOBIEERMERE, UToROEBDE
WAE AT L, BECHEEBFEIIANTRESROBEE A
BETHHEEIONE.

BEMEE6 B BIzB I BIEEROEYIENS A—F

Cerfti AUCr12 Caux Clra-12
{mL/53) (ng - hr/mL) (ng/mL) (L/hr)
Cer=30 43,086+18,068 | 4,052+1,519 1.64%0.55

30<Cer=50 15,010 4,158 | 1,514+ 392 4.19£0.67
60<Cer=90 9,981+ 1,636 | 1,058+ 183 | 7.25%1.15
Cer >80 4,187+ 630 494+ 80 | 17.50%2.78
mezn+SD
3. IR EER®S
<HEAICSITSHN>

FEIy 2 ENREEHERERO Y UREVEEOHAK I DT
ZNF S ADETF, AUCk=R A CrD# 2 EDMINAID 5 hi.
COTERT oA VRREERERTRRATSBENS T LS
IENRERETHEI NI ER ORI D EENHAEERE
SETLEHBEETIMLTRS. LAL., ZoBAIKL2EaED
Foo#ER., HERORENLETH IR ERRNCHETIIZN,
BB, A 7Ly A GHESE T S kB 02D iz
ENHHE S 5% LY I . 0>~ RRFENR.
NSAIDs%) ROVLDERIZEEEE5X SFREOH 2KH FIRRMR
) OF < 0¥ L OEERARBNEIhT LN, :
4L BEEAEY
FLNFIENRCEDEEEOE R, Jv b, YHERUAR
MESTE L OBEER, TN FIENTRE2TOMEIIBNT
WU TOBATH oM BEEETRLWTHoMERIENTY
BT SUTOBNEOTH . (invitnkR)
5. LM - Mg
<HBAILBITLEN>TY
FHRE MW TERNBSHEESHICEL LTHRTEESITN
AHmEhd, BERZABFIIHLESE HEAFIELELT
37,5 ~ 300 mg) BHEENBE L L&, RECERUEEESD
BT 48 B ETIC 70 ~ 80 %R ic s he,
ke, FEAFIENRE MOV —AEANERHERRICLD,
P450 iz & BEBIIRES ST, P450 241 L i EE A OB I
F O AMPLSO BRORBITH L THIREACEEES R aho ik,
HEMIRE | RARUMAE 37. 5kg BB NRICH L TRES 1 Ak
AR, LETGmgR 18268, 5 ARHRETHS.
ThitS  RAICKH L TREBEN HE AL IETSmgE1l
BlE. 7~ 10 M5 TH 5. KE 37, 5kg Bl EDA
Wit U TR K. 1ETmgz1H
1[E, 10 AR5 TH D,

(B3%) YRR ORR
L 4™
S w ZHCl-FENF I U 20 me/kg ZREEDRS Lk
B, MR ESEBICESH AL, BETHEHEL TV,
EE#ER L EFTH. BRTHREEZRL, SNES0 1 D&%
SNTWV A TIRIFOH 2 HFTH o, TIRHRER~OBT
iPiEhoi. BILBWTHERAOBTHED SN, BTHEE
IR0 1/2 THo k. BEREIREE 48 BNEETES
AN S IEFEeIciHELE,
2. BT
B35 v Mz [MCl-A Ty I ) W0 me/kg ZHEREORS L
BE, HAERATREBTL. #E 1RFNETERIREIELE,
O, MY EIGHTRBRZES THEE U s, WLith/ s
BRI B TEN D .

1z 35% - )]

1. B R RN

<HFA ST BEA>T
BRlcEnTEREIh 7SR 20BE LARTHABGERE
(JV15823) @ 5 AMBEICBIT 51 > 7N I -V REIEM (2 TOE
WAtErET 2 T TOBE T 5ESEELTIIRY.

A I NI YBRERF LR LT HEREERRIIBW T,
FENF 3N CBER LD, EEMoEHEoMh. EEROET.
g4 MR FMEOBD, EROCEMBROERENED Shi.

A 27 NI RN (FFED)

5 | ¥ 7 N RENN
A am | EOEY w05 kimigEm
o 70. 0 B

FELFIENYVBE | SEM | 1225 (53, 3-85.9)

- 53.3 R

75t SER | 1304 (73, 2-196.2)

B FRAFIEN CRIEORE - Ak
FENFIENELLTIE S mg 2 1H2EH

#1) o TNTTERIT A VA SR EO LRIz DY
EL . )

#2) p=0,0216 (ZFFEREDHED)

<HBAIZET DK

Bk &R TRES WS SR e B E LB ILHERERO S B
M EITBIT 21 X7 VT PRERE (2 TORERSEE T ETO
R o3 AR U FICR T

A 7L TR (RER)

- i N I o 8 (Ve 2, o 5

* A m R s o5 wimsmERn)
N . 78. 2 BRE2
ANy CBE | SAR T 3014 (72 0-88. 0)
112, 5 B

7R SEM | 3084

(101, 5-119. 8)

W) AT EN) AREOHE - R
FENFEENELTIESmgZ1B2E

#1) A 2 ZNTFERIEY A W ASMUTREEO ERIZ L DY
Tl

#2) p<0. 0001 (7 F LR E DB

LN CEECLD, BRoERSREOM,. HiEl
OETF, 71 LA EHAMOER. FEoRHMMOEENEY S
hi-.

2. TR

<BEXALLBFIHEHA>T
EAEBWTERSh LS tRENBE LS THEERLR
(JV15824) @ 42 AMBEXICBF 31 ¥ 7N P BREDOREN
FHBREELTICRYT. FREBEFREESUREEA 084 (754
25 1988 8338, 4934 045, 65 BELA LORG#EI 10 5. &R,
18 8%- 77 &%, 934,28, 65 B EOMEE 11 5) 2a&el
o
EARCHERERERBICRSNT. 1 X7 I FHERERERIT S
ZERBES 5%, FAREHLIXTH .

A 2 NI AT ERERES (RER)

Y
TR Ty oms p=0. 0032
BREREN D™ |13 (.5%) | 2 (L.3%) 4%-12.

B FEAFIEN CREORE - Bl
FENFIENELTIESmgE LA 1H

#1) BRBUERN 2 DU LED S 1. 71 WAGBXERAED
LRIC R OB N ER

<HABAICEBRET
RKERBNTREIN AT SEeHBE LA SIHEERRNE (WY
15673/697) @ 42 AMHESFIZ BT B 7N FREREO RN
R ELTRTT.
FE_EEREERBIIEWT. 4 IV I FRIMERERL S
SR 48 %, FAREHL2%TE2 k.

o 27 NI TBRERER (St
_ TEAFEE
T7ER g sm p=0. 0005
I 519 g0 || 99 m‘f*f%f? )
BOERER (8)° |25 (4.8%) | 6 (L.2%) s

) AENFIUN ABEORE - BR;
FEAFIENELTIE Smg 2 1H 1M

#1) ERMBEUREER, 2HRERNE 1 DULEDSN. 1)
AR RERO ER- L D REE =R

Fie. EATORBESEERE LAY SEAME_HERIVER (WY
15825, 42 AMBEY. « > 7N YEREBEERED T 2R
HEBE-ERRLERE (WVIST9. 7 AMERS) BT 7T
BREBEEMEC T ETHROA -7 - LEER (Wv16193,
10 BMHES) TBWT, o I NI PR BRI TR 4. 4
%, 12.0%, 11.3%, AA¥IEI) RERER0.4%. 1.0 %,
1L.8%THolk. B, BmEFEuis LicHE (WVI1sss) @, 7
FUERETBY A ¥ I YRREREER, S RESR
5.0%. AENFIEIUCEERER0S X THo

(4)4



ENTEE S WA R R RN L e BINE RSO SR
RELTRTRT.

EHNTHRE
WV15673/697 WV15825
BHRES 1=1039 0=548
fop PR A (18ERELL) i (6SkREL L) =Y
=8 TSR FENIIENY CBE | SSER (AL S ENY VR
n=519 n=520 n=272 n=276
£ (5D | 18-64 18-65 §4-96 65-96
(F) | {35.0) (34.4) (81.8) (80.5)
#1) #80 HOBWBENT I FLEREZ. B U XOEEBRENE
RN SEREBEAFLTHE,
BEEME TR
WV15799 WV16193
HEES n=955 n=50%
HHR 13@el b 18ELE
- SR\ AENIIEN) JBE| TR FhEE
n=461 n=454 n=392 n=416
Fi () | 12-85 "13-82 1-83 1-80
(FHETY {33.8) (33.2) (26.2) (27.7)

¥ OEERS  BARUAE. Sk BLECMRICHL TRREE O
f-BE-BEY., 1B TSmgz1B2E, 5AME
ETH3.

BAKEHLTEES W BE - Al 1EBmg %
1H1[E, 7~10 BRABEETHD, hEI7. SkglE
ONRITH U TR S RS - ARE. 1[E 5mg
2181E. 10 BMRETHE.

(€ 3E-3: )

Lin vitro$L T A L Z4ER'™
FENF NI VBRI ORS/THY, fBizIER
ticEREhEE, iU VAERERT.
A F 2 U R OBk o TOARR BRI v 7
NI T A OEEL R ERE (EREHIC : 0.6 ~ 155 nM.
B4 MEEICs = <C0. 35 M) THEL J=.
Lin vivali o 4 b AfRR"
TRARUT 2y b OARBETUREA > D NI H A L AR
EFALTR. FENFIEN) CREOEORS (0.1 ~
100 mg/kg/ B) io& 0, RRCEEL TEFRORM. By
AEROBL, TANANBEOMDEEOBRIENED S,
T, 29 FUBREFMIBOTY L ABR 24 B2 52
FEOFEE (10, 100me/kg. 1 R2E) T, £FXRD LA LT
I ARERITH T AR RAED S,
3.t
AENF Y CEEOFEERIE FPARRUBRS 7L
Frf NAD S A 53— PR RFANICEEL (Cx:0.1~3
M), L <BRERAED N AOEEHN S O s BET
BrEitky, T AQEMENHTS,
4, it
EARCEABRKERICE Y 3FEFicHT oWEY A 20HMA
EiIR ARUHETI0 32% (4/1, 24580) . 1 ~12ROMRETIR
4, 1% (19/46460) THofc. METANARETARVANZIZH
#L. BRTIEIHENES SNRH ok, RHECERLETAILZ
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GYEATIRES 1 20y FTRREH TR L2 RBETE
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E)$E S v FOBEEROBSHEEREBIZBNT, FELFEY
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VA AR NS TE D MERMEHEL Thie.
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— 7 CHREBEAD 150 mg (2mg/kg IZHHE) EEAHTH o7, A, TRT
DEHSI—SITBT 585 12 BEERICS G2 RS EERER R A
HERER150mg B AEERISBOTRL, A1 2T Fo1))
AENEHE TS DMEERES L .
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5~8i& (6) 2,746 1368 183+£36 3.7x0.5 8.8+2.0
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13~188% (6) | 4,534+929 31976 4,3+0,8 B.1+2.2
mean=£5D
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75 (AZA) 2,107+ 374 191+32.5!4.91£1.02 | 6.46=1.42
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150 (B#A) |5, 189£1, 187| 468:t84. 3 5. 160.754 | 6.30:£1.95
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RS540 H | 6 8701, 360 | 546101 | 5.1+1.5 |7.241.7

H7NE | 6,940+£1,620 | 615147 | 4.5+1.0 |6.4£1 5
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COZERTF oA CEREEREETREAEME I NS IS

TENBRRAEETHEEhZ S L ofRICEDRSWHERER 2
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Fh, ALY IEMRE MFI S/ A B0 RERRIZED,

P450 17 &2 B IEMIZEED S i, P450 24 LSRR A oz
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B BRI RITSTL. S LA TREREITEL L,
Ok, WP EIEFRSELHESTHEEL S, LH /Mg
BB RCBRTE D 2.

(2308 )]

Liﬁ,&amal.lus).

<HEACBITZER>"

BN THREZHZME(1~128) 2R LS IHERER
(JV16284) IzBW T, A X I NI FEERES N 50 5 (1 >
PRI TEEITASNZTREDHELE.) TB33r1 70T
URAIAT (. MERAMEEL. KBV ACTUTIZREH TS %
TORFM) 1272 5 B (PRE THEof. k., BEPOEKRY
3.8 CHKMCEE TS ETORMII 21, 3 M (PRIE) THD, F
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® e P %ﬁ RAPIACTA for intravenous Drip Infusion
(4] [Ai% - k]
| BRAORECAEoTE FHOLEREUE RN | A BN NFIEAELT 00 & 15 HLLEATTHEARR
E. [T MBCHET 3EM 0S| OEER] E95.
2, BHEFCLVEELTIEETAOHSEHICE, 1 B 1E 600mg

FHOFHRG BT IENRRURSERMIL TN,

[Z2 (koBEFCRBSLEVWIL)]

FR ORI LBEOREEDH 2 2E

[#HRK - TR
1. 3Em
— SY7 &% SYUT T & TR
75 & 300mg 731 73 15008
P45 (60ml) 1) (1521)
e am | TIENKIHI0 g | 53 kol 174 g
(RSIENELT 300mEiT| (A5 3N ELT 1500 iz
) L)
mmg |METRUDA 50.0m (BT FUTA 135 0ng
. ESRK SRR
2. i
e SYT I RN S YT 7 & SH R
A  300ng 754 7 )b 150ng
HEBAOETH B, EEBPOWTHD,
AR | oepm) GEMAD
oH 5. 0~8.5 5.0~8.5
BEEL
(X2 3701 LO~L2 1.0~1.2
%5 Dk) :
[ShEE - ShE]

ARNIEB B NI Y04 ABRE

' <EhlE - THFICRET SER LOEE> !
1. ABOBRSCHEL TR, MUV AEOEEHABTILB
LB INIIEIA L ABREQ L TORFIIHL T,
 RATRBLILERER, BEOREETHBELLET, !
v aFoRsOREEEHEIIRANT S L, )
2 AANIAMEANMTEAT L EREA BOACEANSOD,
D RO Y INE A NAKOERE TSR LT,
L AFORSOLERERETS S, !
V3. AT L AORARERE TR L, SRS OBDES
' BRTBIL. I
4. A CERA 2TV IETA N ABRE KBHENEL,

15 1

FRIGHBEIEICIHRN N, ([ERZERHER O

____________________________________

ED ZE-ENSOBFEACE0ERT AL

19

£ 15 HLLEMF THESRET 520, ERICSLTHARESS
TE5,

ks, e ERCELTETRRET 5.

AR BN, RSITENELT1 B 1E 10me/ke & 15 3L ESFT
HESHMET 57, ERICELTRAIRARSTE S, B5R0O
LR, 1 ERELT 600 ETET B,

: <Mk - BEICRET 3R EOEE>

L AAORSE, ERARE TESEDECHICHBTE
Do emEELL, DERFERS 48 BRRRICREEMEL
L RERHCATIEDEEEMTRF—SRENTH K] |
|2 KRS, FRSOBRERD SRGANNEZHEL R
: BRI &EL, BALREEHRELAVI S, 23, EEII
' MBERERSLABRHESNTNS, Uﬁﬁmﬂjwﬁ.
. BHE

13 WREEEZOH 5 RETR, ﬁmm%*ﬂﬁﬁﬁﬁfé$%'
L AsBs0T, BREOETISLT, TEEERICRSE.
L EMEBTAIL, AMERGRSTANAYL, TREERE,

! BEREREO LIRS TE L, /Y IENINEETTE DS n
. CmgEhrSEETRS,

V4 EH RS IRPIERIC O BT B T L,
[ERALoEE]I

1. MBS (ROEECRMEICRETIZ L

(1) RS EMRT BER
RISREEOH D EE [[Hik - Al HET5 88 Lom’)
RU (EEREFNEE OBESE

@ I GRAEF R UDA, EMEK) CHT 3R

D LK, BREFEEEEOSBEE [F M) Y LAOANRUE
BOWEENCTT oA LRICREENY, BRAELT S
BEAKSS.]

2 BREMEDSDBE Uk, HlF b Y AOBHES R
DTS, ERAELT B BENASS.]

THZE, MEEORREREE TOEDERIER, (K]
BirEANEE RU IESEE OFERE] !

Cer 1 ER5E !
l/min) BROWE | BRI ABThOHERE0RE |,
56=Ccr 300mg 600mg )
30=Cer<i0 100mg 200ng 1
10" = Cer<30 50ng 100zg ;
T LT Fo I TSR ;
VKL ZLFFSLH UT SR nl/nin AR UETREORE, WE !
1

1



2) AmEkED, FRFED (1~5%FKH)

3) FREMNERRTE, Wik (SAMETEA)

SET I EmMBER/S v - AT I (2)

RELEFNEE

(1) BERBFEETHTESL00, FEEFDHA 7 NI T

AN REHEFCRETHSONE - BRERERERL LiH
FEIhTn3, AR - REFECOWTE, BETERIZLS
EESOFN—ORREH LT3 200 FHMAAMNIGELT,
ERNT DB/ WHRBRENAEER CREETHORBEOBEN
MHcdT &, QAEBLBWTEREERTOHRS, Pi<&blA
e, REFSIIAR - REFEEN--ACRSANESERTS
TEIEDWTEE - KEICHURNRTIZE. B, 127
W FHEFICLS T, AROERNHHNS EORYE
HHHOT, LREEFRORBEER{TIC L,

(@) FANIBFHUOBA TS D, BHESETLTWIRERIE

B RRENFRT 5B ENBEDO0T, FHOBRSICHE
LT, #V7PFo20T7 5 RAEGCARRICETNT,
REFERLASSAEICRET S &, [THE - BRICHE
THHEALOER) KU TEWEE ORBE)

(3) AIBEBRAES A > TN I I INABRREIIEHLED,

YINVIIVBREREERENG I &NE 5. HBBREEDS
ERUHERMESEDN2BEKIT, RAMHzRETa2E
W oamETS &, [P - DRCHETSHEHLOE
B OEEE]

(4) rSgEmE, BESRESEASORMICE DML EED

DT, BEEES SEREREXFOILEBEOREZ AR
gEisot.

BlfeR

<FEA>

BRI B B LA S 068 B, ERRREECEY
ERESTRIERIZ 2395 04.7%) KEHshi, TR0
W, TE 56 & (5, 8%), LFhERMEEA2TH (2.8%), EHR 24
fl 2.3%) THhok.

<pR>

RS I BT DE LI SA 117 i, HEREEOREY
FEESURIEMZ MM (20.1%) KEHShE. X2
W, FH12# (10.3%), FFHRERMD 11H (8. 4%), IRH:6F
(5.1%) THolk.

(1) RAEHER
1} avsd HETH

tvawd (MEET, AEES. BT
2 MBSOhATIENBHOT, BEETLIZTN, BEMR
EHohigeiitksePlbl, BEUTAREGIZ L,

| AEERED, oIk
HOMBLDhBIENH2OT, BRETLITTL, BES
BHohfBacBsdsdibTaihd, FUENEEFTO
&,

¢ AST (GOT), ALT (GPT), 7-

G1P, Al-POFEL W EREEH S FREEE REIGSER
SOEMEESbINEEHBHDOT, BRETHICTN, &
EHEDSNABEIIERsSE L, BWANEETD I &,

(2) XAQBER (A3

oA > 7N T N AECUTORXARIERNGE
INTWABDT, BE2THTY, EESEDShEREIC
pigsEPETaRE, BUANEERTS Z &,

NFFZ7145%F—

2) Bz
3) MHERFS

4) I RIRIEMMIE (Toxic Epidermal Necrolysis ! TEN),
B IRIRIEIRRE (Stevens-Johnson SEMREE)

5) MHEFE
6) M/MESD

T) ¥ - EER (EEE, RETH BE OX B2, &

o)
8) it

(3) TOMOEER

WS\ %8k 0.3~1%%M | 0.5%:8 | Erm
3] ] ) b B KEZ
T (6.3%), B|Mw RUFR N
HLEE |l mERE rbm, o
Pk
AST (GOT) ES, |EDH LR, YU N|Al-P kR
W |ALT GPT) LR (B> kR, r-
GIP 18
AR, EPE:BINER
B (Iruyodur
ER, NG ER
(U SERME FREERISM MR
R BDEW, TR
s 7 R s | R & m %, CK| B4 kg 1
ZOH (CPY) kR, B
%
4. WRE~DKS

5

—RIIBBETIIEERENMETLTLS 2 LMH0WOT, B
FORBEHEELRAMNGRETHI L. [TRYBE OHS
]

i, EW, BAME~0RkE

(1) EHLIERELTWLIAREOS2BACRETIREIR,

BELEOREESEREE LR LA N2 BRI OLEE
THIE, [HEFORECHTIESEEBLL TWRN,
Zw FTHRRERYE, UYFTHERUEEMREIRTL
%.]

(2 FHHCHRSTIEFIRBAEZRIZEI L, [5y bTH

6.

HHIEBFTD EAREETNTNS,]

MNRE~OES

EHEAER, FERIIHTIREERIFMIL TN, #ER
RESIZN,]

s

FHIOBRREICET AEERES TR Y,
AANIMAEBT L DL hREPRASBRREThB I &8
HEnTnab,

8 MALOITE
BEREK AR AWRRAEH COLERTS &,
(FERINE]
1. SRR
(1) SREEREA

@
20

HEHEE A BMES 6 #iz 100mg, 200mg, 400mg, 800mg (RIISA
B PHESEMELECSODMEFREEZRLE, BE/R
BEBEILEESORMBBENS A—F %% L IZRT, Cpax
BEUAUC TR EEARNICIINL, FHEWERRE MRD 2 IR
FMTARZT IS AICEALE. RERSTOEHENEIRIZ

HEHZERFEFEALTLET, FMERED cNhoY,
(ng/nL)
120000

—— 800mg
——{— 400ng
—t— 200mg
O 100ig

(mean8.1.)

12 &0

: ki
| B EROMmEHIRE EREEN)



%1 BYBENS A—F

& BERS

i ” Cmax AllCo—o CL*1 MRT Vagk?
(mg) (ng/nL) (ng « hr/ol) (L/hr) (hr) (L

100 [ 6] 152002000 | 175132001 |[5.77+0.61:2. 640,33 | 15.16£2. 14
200 | 6 | 211001600 | 3360543622 (5. 990,652 6540,27| 15.77+1. 3%
400 | 6 | 4680027000 | 634038620 (6. 41::0.50 2. 444:0.28 | 15.53£1. 71
800 | 6 |86200+ 15400 15979519072 |6, 100, B6 | 2. 830, 40 | 16. 96+1. 53
# R#fs GAE

i " Coax AUCq- 3 L

(ng) (ng/mL) (ng - hr/nl) (L/hr)

1060 | 6 | 10900£2000 | 16436%1540 | 6. 130. 56

200 | 6 | 198002300 | 30358£2080 | 6. 64£0.69

400 { 6 | 403008000 | 654089498 | 6. 23-:0.93

800 | 6 |85500£13100] 131385+12871 | 6, 140, 58

Kl gHIUFTU2
¥2 1 BRRES AW
3 EEREOREMm 24 FR) To AIC
’ (BEE: « LC/MSAMS) (meant$.D.)

@) MREK
ANEEBE ISR (4 A B~158) i 10ng/ks (RE 60keg BL LiX
600ms) % BAELAHRRLE L fe & & 0 SR T 15 4 BEIS E T o0 st
hE (185842 R B2E2IORET, £, DEFERESH
ETERLE 27 KT > FE2RAWTEEAEDEIRRET 2T 0,
BoRAEWEREN S A—FERITRT Y,

(ng/nd)
80008 O G~16/% R
* 2~ G5 W
° a I~ R R
% 66006 F v O~ 15 k48
-]
& w2
% 40000 %
[ o0 S
y
i o
o*."o 0
20000 + R
R .. S
-1 0 1 2 3 4 (hr)
U T AR
®2 HEEEEROmiEPRE (MNEBE)
750 EMEENS A—gH
" Cmax (ng/mL} AlCo-e (ng - hr/ml)
2 115 38768 (23880-58833) 56369 (37531-82620)
0~ 1 4 25348 (23880-28310) 47941 (43040-53535)
1~2 iRk B 27587 (24703-37604) 44472 (41398-52018)
2~ AT 19 33804 (26787-42224) 46784 (37531-51870)
6~18 Al | 84 41127 (27216-58335) 60478 (41801-82620)

KU PR (RME-RERD, BIRETRYRIARAELT 7 - NONMEM Biz 3T <
EHWEE S A—F RN DT VEER

W EREE

AR ABBERARGT 7 NI TBRE BTICHAEARER
A, EREEFERVEESBRELNREUCEFRRBLIDE
Shic 332 fEF, 3108 B > FOMPHREICDWT, KM
EPBERIFETo k. NFIUIOEHEE (CL) 53
HERTELT, BEREREORE (Co) NEHERIIEZD
EEOKRES, IR UARSROEHVEETHS EEL
shicd, '

| ESERREEE RIS S R RWMER (300ng #548) OmEp
WEIal—z2ry2EIITRT, £k, SEHEREER
Iz BT 5 A XKFER D Cnax RFAUC 2% 3 TR,

(3
0

3
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SET O SHEERN S - ATN 3D

(ng/ml)
100008 —-— HEfE (fcr=20), 50mg
e BEEE (Cor= 40), 100ng
160002, —mem-- BEE  (Cer=60), 300mg
{;% N ——— IE® (Ccr= 100}, 300mg
T
0t
B

36 60 72 (hr)
RS
3 BsEEARroARNER (300ng HEEY)
OMmigpRE I 2 b—r3 >

3 WHEREERICE ) 2 MBI O Cnax F F AUCK!

0 12

cor 300ng #54Y 800ng 545

(al/min) #5K  Cosx A (&K Coax AlC
(mg) | {ng/ml) |(ng-hr/ol)| (mg) | (ng/ml} | (ng - hr/nl)

4742 37162 9415 75745

10sler<C30 | &0 (3102~ {21433~ 100 (6414- (42022~
T467) 87284) 14301) 173312)

0245 33669 12471 67786

30 Cer<Ch0 | 100 (6201= (22976~ 200 (12564~ (45769~
143233 50453 23283} 102417

27044 60233 54047 119015

30=Cer<C80 | 300 (18652~ (41208- 660 (37078~ (83155-
40820) R7803) §1364) 175174)

26005 36423 51814 72307

80=Ccr<C140{ 300 (18133- (26114- 600 (36020~ {51520~
38645) 52016) T6820) 104974)

W1 RO (005 TR, SMERMREMS ) 7 b NONMEM @iz <
EOWENS A—-FERAVWEY I 2l —Y 3 A ER

2) BREEEEE TS 22 M 2ug/ke GRISLER) EEESH
BELLEomETMERRAIC, EYPMENAS A—FEE
4iITFRT. BEECETICHN, XSIELOmEhh s DN
EABIEEL, AU BHMATHZEMREINLED., GHEACES
F—%)

. —— M {Cer<30)
(ng/ul} ¥ EE (30=Ccr<50)
106000 -O— EE  (G0=Ccr=30)
—8— EHR (Cor>R0)
10000 (mean)
i}
Er 1000
;E 100
I3
10
1+ - . . .
0 12 24 36 48 (hr)
]
B4 BEESHODPTRE (BHEEER
F4 EYMBENSA—-F
Cer Cmax AlCp-co L
(ul./nin) " (ng/uL) {ng - hr/ol) (al/min)
Cer<(30 5 132002910 13700041100 2L 1£4. 68
30=Cer<50 B 13700 £3780 10800031200 26. 8+5. 35
S0SCerSgd § 125003390 3390017880 77.9:421.4
Cer >80 & 12800+ 2860 2600043180 1039, 40

(BiEH: : LC/HS/MS) (meankS.D.)
(4) MAEBHBE
AR R 6 BN dme/ke (RESLER) = MEAWEBELE
EEOORBPRESR S IRT. AR 2 BEES DS 48R
T TOHEESRT 5 0 Ric ko TS FRMETR 1/4 $TET
Lib, BHEARIEF—F)



SUT o7 RAMREER S - RAT N (4)

(ng/ml) .
100000 o HEEMEENTRENE
] 8- FAENEENER
(wean)
i
Y 16000
%
3
1006
¢ 12 21 36 48 ()
s il
B 5 EERSROMIEFEE (MESEHTED

(5) HlwE
pei AR (65 BELA k) 20 B, GEEEJEEEE 6 M dng/ke

BLOA NI FEFABZARCERSI®EY, (W

& p<0. 05)
#6 BREIHRRTOS 7 )P REHRE
85 Begy | n | ol o | 05%iEEEM
R53E 300mg FeRRE 99 08.1 50,9, 72.4
goomg | WWRPY | 07 50.9 54.4, 63.1
754k BEA | 100 81.8 63.0, 1015

(2) EIBEHRHNBEEE
A ZIEN J00ng, 600ng & BERFEEEL - Z0FHEIZD
W, FEAFIEN (eg 1 H2E, 5 M) =RHEC&EN
L. 10014 (AZT742 4, B 445, ®E 1055 b
51 Y 7NI L FRFMMOPRERR TIIRT 9,
%7 EREREIHARRTO > 7 VI IR

GREMAD) EMELARIBIEL 1=k EORNBHIE T A5 aE e e
2ES ICRT. BIEO AC RERBFOM L 3 BTHoM, . e T wim T T 0 | 4 s
Cnax REUL T 9, GHEARZESF-5) CIEEN oome | mwn | e 310 727, 315

O EMEENT A—F AN F 2LV Tong g0 | 36 818 73.2, 911
n Coax (ng/ml) AlCo-1zor (ng » hr/pL} (3) MAEEERE (S5
Lol & 226484824 613348753 N UZRZET BFRR, SHEERRERR2EH 550E%
L] 6 20480+ 3508 #6200+ 4450 BHFFRAS 25T 5EEENKEL, AFIE)) 300ne

(RUEEE 2 LCMSAMS) (mean+8. D}

2 S ‘

(1) BRESABMES 6 HIZ 100ng, 200mg, 400mg, 800mg GRIESF
o) DEEASEHRELEEE, LERESUE (FEIEERET
RHESBIE) POREMIET RS REOMIMICHEWIALE,
SESWBHEPICEOEPIZEL, AICELTI~I%MNBTTE
TEMFREENR, T, 400 ng BERFO DR CRE
SR O MBI B INE & L TENTHIEY 030 T8 1210ng
/L CHokD,

(2) BASBEIIIVRAELAE POFEEBERIZ, I~1000e/
ol OWMERFICBNTO0. 3I~L 8% THo= 0,

3y (&)

S bIZMCI-S5 2 B Mne/ks ZEERRRABE L= EE,
TRTCHBT RN ERERIRS } PREERREERL .
¥, EAEETSEEMEVAEICBNTDRFRSHNED
sh, EHMEETHIERTIEIDBLSFIED SRR,
TATOMABP IR ERED, 25 QR TCERBEFRA
#Eih, HESAOBWERTVERBEIEL C EpFREh,
—%, B~ OBFHIED TEW I EBRINAD,

3. U - e ! .

(1) fREEERA B 6 HIZ 400ng ZHEIRBBELZLEZORBERT
RicipHsh e, RELSFoatRlishk2,

(2) REERABMES 6 HIic 100mg, 200mg, 400mg, R00mg (FIEHNH
B =EEABHELEEE0RSMGE BBMEToRPHE
e (EIS{E) 13 86.3~05. 4%, 6 AMIRERS Lt E0R
BT ARPHEHE (FI5E) 1277.2~02.6%TH>

L. 2)

Q) in vitro BBIZB VT, NFIENREEREMFF I O—A
P450 (CYP) MEXET &5 CYPIA2, 246, 209, 2C19, 206, 21 %
A L THEERETRE T, CYPIA2, 2A6, 208, 2D6 K&
VN L THERERNEFRSAMo%. T, XTIV
P-EEAOXHTIIR, FHRERICESEYHZDESELE
B EmEEnkEY,

© [FEERAR]
. BAENRELEEERER
() ER% N aRE
AT I E)) 300me, 600ng 2 HESBEME Lz 0RO
W, Yo EREMBICEERFTHSLRE, 296 MlicS1T
B4V EREHAN (FETERNEETLETOR
) OfREzHEERT. XFILNOSHARBIE ISR

X3 600me % 1 A 1 H 1~5 ARFS L. 600ns 3 (194) T
@ T NIRRT O P IET 42, 3 B (0% ERER
F:30.0, 82.7) THO, NFURIETFRFTIRERCHT
SEBHREI N, 235, 300mg B (184 TiX 114, 4 FRy
(0% S 40.2, 235.3) TéHhof. Tl NTUZIEH
FEETZ2BEIATIENERERSTBIET, 1270
I PRREMoERERSED S I
BEENBEHRANOL 7N o HRRNFAC R REEHES
IR,
= 8 H5ENBSHMND > 71 SRR
NTY AT ATEET IEH)

@5 Ba =37 300ns B =18 600mg B n=19
wa| POk 0% R g 90% . R 00%
(hr) | AEER (hry | BEER (hr} | BEEER

18| 16| 92.0 |14.6,253.3| 7| 132.0 )23.2, inf™!| 3 | 14.6 [ 13.2,68.6

2~3

am 27%2) §4.1 (415 111.2{11| 111.2 |40.2,123. 1|16} 42.7 [30.0,103.3
[J

EIRE PN
x2:2BM23 4, 3EM2E AEMIEA SAMIRA

2, hEZEER L L-ERSIEEE
MESENHBEL, AF IV 10ng/kg (RE 60keg Bl L1
600pg) 1R 1R 1~2 BR@S LA, 1154 (45 A~15
B BB TN T RBEHRO P RED 27, 0 B
(5% B : 21.7, 31.7) THh-oik.
A TN YREHEIZOWT, SR OoRRESEI T,
#EMMBIORREER 10 IKRTY,

# 9 EBYDA T NI FREEE (RS

£ n Houl (hr) 95% BB
0~2 Bk i 12 3.0 20,8, 50.9
2~6 Bk 20 26. 4 17.8, 68.9
6~ 12 Rk 45 25,6 20.8, 317
12~ 16 ki 37 2,1 20.9, 36.3
7= 10 RSN DT > 7T AFREERR (MRS
5 HiRR n R (hr) 05% (SRR
1A 165 25.3 21,2, 30.6
2EM 10 4.8 29.4, 81,3
[FLhFTE)

1. A27NI YL NADS A 52 —EICHT ZERER
EhARBUERS LI T IAINAD L FI -
AU THREEERL, 20 50% HEREL AT 0. 54~

22



1lamol/L, BZYT 6. 8~1Tnmol/L T o7 12,

2. AYTNI I LN ABERT T RICHT 5 HRNR
ERABRUREA 7N P N ABRTTIAREES
VicB T, AF3ENCHERRARSICE D AREENI
EEEOHINMRDL SR, TON%EDHRIZARTO0. 4~1, 5ng
/kg, BEIT 0. 1~1 Ong/ke ThHok 19,

3. {ERAlE
EFABRBREBEAINITFIANNAD 4TI —F
PRIRMICEFETS, 1 Y INLI P VAR /1532
F-FRI7INBUNEEEEL, BEHERRO I TE LN
THIET, FRUANADBRMBEOER LS ERTES L
S, RZIENRA/AS32F V¥V EESFTAEI K
o THBEMROEEN S FRYANVANERTIAT Y T
L, TANARBOMEAERT A R2HE, BRNC
o b AR 2R T D,

4, M
EREIARBRECANISENSE LEREAZIHEERIZS
T, EHHRSAET, FHACHTBESHM I EHUEETLE
Bt AN SEEIZED SR DY, b, BREEREIE
BBTE, CheoBRSEETHREAUENTRRBEOCRS M
ERTHRICBRL - BETREIREMERIZATRS 9, &
7o, in vitro WHET LA S HERSRIC BT, HEL O
ERTIHEROHEMEE SN TV, 28IE Om itk
BapEah Tz 1,14 :

(HHRS BT S B{LPHMA)
—BAIRT C NF I EK (AN
Peramivir Hydrate
{e2e4 1 (18, 28, 3R, 4R -3~ [(15)~1-(Acetylamino)-2-ethylbutyll-
4-guanidino-2-hydroxycyclopentanecarboxylic acid
trihydrate
S ¢ C1sHzeNa0g + 3Hz0
STk 382.45
(e 5w HNYNHi H

iR BE~MEBABOMKTHS.
KITERFEITIZSL, AF/—=NX3xy/—) 00.5) &
BIFIZL L, NN-PAFLFIAT I RCES TETZL
Vi,

B ¢ 242, 0~248. 5C (488

ABOFREL ¢ log P=-1.16(P=0. 069) [l-FZ % /=) /7]

[ ER 4]
1. ZEOEZEMRUAPELZERET DI, EREESBEX
T B BRI E WA 21T o &,
2 A rINTTTANAOFRIIRT DHHELICRT 2BRNA
OWARESE - Rz DN TR, BN, AHUMRcEETa L,

(@3] .
SET o5 ARy & 3000 © 600LX1 4%,
60mL X 10 4%
SY7 & EFmBER 7)1 150ng : 1500 X 10 R

€330
(B RE=)
1 #PARE (WERERER T 31T 2 EHEE) (200902650)
2) HRRE (BRERRA BT oM (200902651)

RAG 11 DA

23

SET I SEEEERN Y - AT (B

3 #HARE CMNESENSE L RSB IAES [201001514)
4) FARE (BREFEAEEANT (200002652)

5) #HAEE (EiEICHSEMENE (200002653)

6) HARE EOEEIETAHEE (200902654)

7 AEE (5w MoB e (200002655)

8) HNER CEpEIEFERESMEERER) (2009026561

0) HARE (EARZIHAER) (200002657

10) thudRl (EREHLFSE RS (200002658)

1) #HAER (EPME TR (200002659)

12) RES FE2EANT SR8 (200902660)

13) Baz, M. et al. : Antiviral Res., 2007, 74, 159 [(200902020]
14) Baum, B. Z. et al. : Antiviral Res.,2003,59, 13 {200902921)

[SCakEh=k 5]
FEVRNCEROLNERIC O EELTH TRICTHERS 2,

mErm et ERRRE Y —
T541-0045 RERTPREEBI S TE 1 &S5
TS 0120-956-734

© FAX 06-6202-1541

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

feis
BioCRrysT

PHARMACEUTICALS, INC

BLEARFE T

IEBSENEARSH

T 541-0045 K REEEN 3 TE1 &8 5

® : B3R
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