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CF¥) | (35.0) (34.4) (81.8) (80.5)

#1) #I80% DEEHE N T 7 F AL ZIT . #I14% O s v
TN SEREE G0 L T

HE BT PR
I WV15799 WV16193
AR n=955 n=808
O 135 P 1l b
s TIUR | ARVIIEV) VB | JETRRE TR
- n=461 n=494 n=392 n=416
s () | 12-85 13-82 1-83 1-80
(F4) (33.8) (33.2) (26.2) (27.7)

¥ EHHT AR OMERE 37, Skl Lo /NBIZH L TR S U

2 - HEIE, 1M75mgz 1 H 20, 5 HAEHK
5T 5,
TREG BN LR S Lz A - FEE, 1 A 75mgE

1H1Mm, 7~10H#&STH %, FE37. Skgbl b
D/NRIZH LTRGBS N - &L, 1 [75mg
Z1H 1A, 10HH&STH 5.

[=ahEE]
.in vitro¥i™y 1 JV 24
FEVF IV YEEIETO RSy 7 Th Y, B L Y iETE
RIZE SN, Jiy A VAER 2R3,
FEI IV VEREOTEERIZ I vitro TOARI R OBRIA » 7
VI AT AV A OB A KRR (FEEREMRICs © 0.6~155nM.
TR 3 BERRICso - <0. 35uM) TREE L 720
2.in vivoBt™y o JL Z{ER1*2"
TIARDTT 2Ly SOARIKOBEIA » TV T A AV ARG
EFLNCE. AT IV LY VEBEORITRS (0.1~
100mg/kg/H) 12 &0 . HEIKAE L CHEFEROBEM, Ytk
VRO 7 A W ATAO IR % & DEBNREATRD b rz,
Fro. =T PYEREET VBB T Y A L A K24 M R A 5 O
O 5-(100 100mg/kg. 1 H 2[E) T, HEFRO FFREY A
b AJEGE ;5 2 JIHIRIR AT & 17z,
3. fERA#F?
TN IV VEBEOEEERIE e NARIROBEIA Y7V v
FIANAD ) AT 3= =2 RRAIZHE L (1Cs : 0.1~ 3
nM). FL R ENT T AV ADIEGITL A & Ol % FHES
BT EIZEY . AV ADREGE EIIHIT 5
4. ikt
[EA} e O FEI N BRI 3B 2 BT AR AN 03 2T £ v A HIER
1 BT OSEAE (1355 DL _E) TUE0. 67% (15/2, 25361) . Zh/h (1 ~12
1) CTl34. 24%(72/1,69861). #rAIE. FLYE (1 mekii) Tid, 18.31%
(13/71) Th o720 Ttk 4V 234 TAE AV AIZHKR L, BRI
TIHHBS RO N h oz HEERER LA VAT, ¥R
FO7 2 by MEBWOEREMEOIT 25RO S, RGBT ORIGH,
FHEINMERNE E 2 5N D, THEZER L7274 VATIE, /453
=5 —EDOT I BEEIFROLN TS,

(BB d 2E{EFIFER]

—f§% Ay IV CEREE
(Oseltamivir Phosphate) (JAN)

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

—_

M H3P04

ST
SFE:

CisHzsN2Oy -
410. 40

HsPOy

MR HE~MEREORELIROD MR TH L, KR A
5= ZEHEITR T, T8 7 — L (95) IR REITRT <
NN-VAFLTEFT I FIZEFIZLL, TR MYV
IZIZE AEBET RV,

B & 192~195T (431%)

SECREL  EEVE~ PRSI TS A EE Ly 7OV ) PESEICCUhAl

WZET %o

[AER&M]

AV TNVI AT AN ADORIEIZR T 2 HEALICRI T 2 BN Lo
PG - HHICo W, B, HERYRICHRE T 2 2 L.

(@ %]

537NV TS 2104 7V (PTP10% 72V x 1)

1007 7 )V (PTP107 7+ )L X 10)
[fRE&FEFT EDEE
KENITABIREBEIA > TV > HF A IV ABREDO R

ERDRE|IOBNTERAL LG ICOLRBIBME SN
7,

(E:3°49!
1) AEPVEEL  EEHERLAC 3BT 2 LI 14 0 S B R (E A
JP15734)

2) Abe M., et al. : Ann. Pharmacother. 40 : 1724, 2006
3) FENEE : HARAN L FHATORER G- %O EDBREHER R
BT L ER) (=144« TP15735)
AR @ BRRREREE & 0 D BB 2 BT 2 RS SR 0 2
BREUER (E151 - WP15648)
AR BHEERIEER] (2 A F P /T axR Y N) E DY)
AAEAEH (E4} © WP15728)
6) FENERL MR & DR A (n vitroilhk)
7) FEPVERL R R064-0796 1% U'R064-080212 & % SEWBHEE Iz OY
PEt N T > 23R (E4) - NP15718)
8) FLNERL : S EAEH (CYP450)
9) KRR - B FEER oA (s, ARRAREE)
10) HEEERL - B EER - A 04T
11) MARGE=RR, A« BAESHERE 74 1 1044, 2000
12) #EANER B TAHRERABROA RO £ £ (5 WV15670/
15671/15730)
13) MIARME=RR, At © BASESHERE 74 1 1062, 2000
14) #EPEER - BT 5 45 AT B skl (42 H B45) (44 -
WV15673/15697)
15) #ANER - mE IR % 58 AT B allR (42 5 5. (ES
WV15825)
16) AEPNEEEL - SBIAH PR EER (7 B M5 (5L - WV15799)
17) #Agest 5 AR B (10 H 5 (E5F © WV16193)
18) HNERE: B M A Y T VT AR R OB Y 4 L AICBIT S
in vitro¥ESEIIHIEH
19) Sidwell R. W., et al. : Antiviral Res. 37 : 107, 1998
20) Mendel D. B, et al. : Antimicrob. Agents Chemother. 42 : 640, 1998

4

z

5

=

21) #ENEE BT T VBT AR =7 M) T TV
22) PR A T =y — VIEER

(CHkFEK %]
EERICTROMMNEHH O & T LT TFRICTHR S0,

PSR S AT A AINA T H A= 3 VR
T103-8324  HULTHRHI U [X H AAG == AT2-1-1

R 0 0120-189706

Fax :0120-189705

https://www. chugai-pharm. co. jp/
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k%

+ #2014 8 J1 24T (452900 BRI E
% 20174F 3 A i . - a
" ! MAVITIIVYDAILRE 87625
®
RHIED | HEEER =TI} r51>0v73 KIEH [ 21400AMY00010

By & ERRE ®
: momesemaocozs | TAMIFLU

EREARR : a2 CRRDEAEARRAIC
ERTZZ &,

DREH, ALY VBE RS vOv S WFERG | 200247 A

o [o00zee 4 A G
A | e

WEEEI | 20094E12 1
AR 20104F 6 1]

M

GE>AF 2 TR ERTHEA L2256, R S A (R E LoERg] 0mESMHE) . Ova 27

(B4
1. AXBIOFERICH->TE, FEDODLEWEEEICKRITTS
CE(L3hHEE - MRICEHET 2ERALOEE>DEHBE),
2ATNVI Y IA I ABRREDFHOERIET 7 F 212
LB3FBTHY ., FBEOFHERIEET I F LB FRHIC

BEBDH3HDTIE R,

[BZ(ROBEICEIBELEVN E)]
ARHFN OB 23 LMBUE DO B DO H HH

(#8R% - MR]

W 7 % ZFITNVREIAL Oy T3%
B TNy N CFERES9. dng
CGHE (F+ELy I ELT30ng)
o IYAY b=, REKV, by ERII5Fr 7
) I TRANVT T ABY T A, ) MY
W | AKRA . BB MK AR T a3 BEIRTE R A
T, TRAN) Y, REEHBND 7)) R,
wH
AT A O~ R T O PR IUIBOH 5 FR TH 5,
14 RIARMLI0gIZK40mL &2 N 2 A 16 L <R D iR

5L &, HBE~REOOE—LBHETH S,

[3hEE - HR]
OABISLEBEIA &~ 7 VT 7 £ )b AJKYLE e S OTFBh

<#EE - MRICHET BEALOTE> ‘
LB BB, ABDUEBEIA ¥ 7 LT S AL
L ABRIEL BTSN BB DAY R E R DD HTA N
AEOPGARIUEIBI A » 7 VL H Y A L ARYIED |
ETOREH L TEBATRE VS LR BT 2, BHO
REE BB L2 LT, AROMHOLEE 2 HE K |
HTyazL, ‘
TS, RBOEERE IR T, ZoofFERTIES VT
L VI EBREEPMRN L EFEET A L,
D2 TPRICHVREEICE, FRIE LT A YTV YA
VAR & R LTV B BB ORISR USSR
THHTROBEENRET b, |
(1) % (657 L 1)
(2N VETIE B AL IS o B
(3B FE B (R IR 252
(4 b mel s B (<HEE - HE By 2 H EoEE>
1 DHBH) 1
-3 ARFNIARIUIBEI A ¥ 7 VTV A4 L R RGeSO
ORISR ‘
AR R I R e (R R BRI 0

ED) EE-EMSOLLTELVHEHTL L

* [ - AE]
1LEEICAVSIES

(1R A
WH. ANy I )VE LTI M75ngx 1 H 21ME., 5 HM.
RS L ORI 5-3 %

(20 R
WE., AV IEVELTCUTO 1R 1 H 20,
5 HM. HREE L TROKS 35, 72720, 1hlR&EHE
EA Iy I ELThngs 35,
WINBDIBE T 2mg/kg( KT A4 1y FH L LT66. Tng/kg)
HER. BLROBE : 3ng/kg(FI 4 ay FHE LT
100mg/kg)

2. FEAICAV 254

(1)BEA
BE. ANV FIENELTIHETSngx 1H 1R, 7~
10H M, HESES L CGREOKST %,

(2) 1R
WHE. AV IEVELTU T 1RAHEEZ 1 H 1R,
100 . HFEE L CRO%G 3%, 72720, 1 RRESHE
IAEVy IV E L CThngk 3 %,
WNNBRDIFE  2mg/kg(FT 4 >0y 7Hl & LT66. Tmg/kg)

<P - ARCEET BEALOEE> |
D LIARRICHWAHEISIE, A Y T VDY FRERO B, S
C 2HBWICIS R BT A Z & GERZEBL, 48R MRE |
BICHGERPRL BB B 2 EM R EN T LT -5
FESN TV,
2 PRI AHEIIE. RO L CHAT S S Lo
LA Y TV W AL R B 2 H DS
B A BIAT 2 O b (I RASH I RGB 12 11 5 % BAAS |
LEBa B 2 A2 BT 27— 2 3B 5 hTw
BV, |
(204 ¥ TN T Y AN ABYAEN T B FRAIEIE, A
; 1  sfE UCIRA LTV 2 I 0 i3 % o ‘
|3 RAOERAENE S T, IR IR AT 2 0T,
C OBREBEOBTIOE LT, RO L) RS HEE AL TS S
RN BT BB & D)o NRSEOE RIS B
TOMFREBRIL 2 ‘

IVTFZIINT VA G-k
(nL/%) woE ¥ W
Cer>30 1E75mg 1 H 20| 1[E75mg 1 H 1M
10<Cer=30 175mg 1 H 1A 1Rl75mg B H
i
1m\30mg 1 H 1M\
‘ Cer=10 HESEH B L T
L Ca i ZLTFEYIUT IR
7




<BH>
CESTIE, NRCBIAERAD )T AEEEEL, |
L UFIOR TR EREE ARV S N TS (RSB |
L B EYERE | OEBR) ‘

& i fif] 5 FH
15kgPA T 1 [B130mg
15kg% #8 % 23kg LT 1 [M145mg
23kg % A 2 40kg L 1 [[160mg
A0kg% Bz % 1 [A175mg

$HEm ALy IELELT
HHFRICHCZEEIE T H 20, PRHICHWLEE1E1H L

[(FRLEDEE
1 EEHRS (ROBEICIIEEICRETEZE)
OB R g B (< - ARICEE T 28 EoEE>
K OT EE 7 FAR M) | OTHSIR)
2 BEELRERWEE
#%(UPIA Y 7V Y I A W AEOIRJEOF BT E I, D
bOHIT . AV TNVT U RERICIE, BETEYEIL
Bl S b (ERRRWEHIOESR)
BEAC L DEBEEOTP—OEREHIEST 527200 F
i xin e L. OREFTEBORBEOBZNDH D I L,
QHBEIZBVWTEEXITIOHLEG, P EOFEHA,5 2H
M., REESEIEESOFERIH T A2 #E LD 2
EL oW THEE - RIS LB 47H) 2 L,
BB BESORRICELBZINODL2EEDORFEITHIC
DWW, BAEDBEONE - RBAEFEDOBE TS W
CLL BEDS 2HMURNICRB A NS W
Y A

(FRFNLBFHEMRIOZEHTH V) . BHESKT LT 25412
T REE D E L b BENDDH D DT, AFOHET 25
LCE, 2VL7F=r 2075y AEICSL2<HE - &
VB B LS > 12OV, IREZER L5
WEIHEGT 5 2 & ([SEmBiE] omaR)

(3B EYAEDTA ~ T IV T o A )V A JEYSEIC AL 720
A VTNV HRER R E NS 2 &2 5 DT, MEIE
PHREDOY A1, MUEA 2G5 % S@E 2 0LE217) 2 &
(<HBE - ARICBIE S 2 H L OEE > OHBH)

3. BlEA
RS A4y 7HI (1 ~12BO%/NE) DK £ TORERHER

70602 B8\, BIMEMIZ3561(50.0%) ICF8H b7z, F e El

PERE, MRH1714(24. 3% ) « F9RI14145(20. 0% ) % Th > 72 (K

2RI
BRI FE RO P2, 814B1I2 B W T, BIMEIIZ16161(5.7%)
WCRRO bz, EREMERIE. TH63M(2.2%) . MEH401:
(1.4%)+ ARIR231:(0. 8% )« F895221£(0. 8% ) Tdr - 72,
(AR TE G ]
(1EKX&BIER
Noavy, PF7147x%— BEAW)  Tavr, 7F74
TXV=NHObNLEIEDRHLEDT, BB 5TV,
SIS, PRI - WEBEIRIE, PR RS, MEAR T A3 &bz
Rel S o Rrada ol | o BN ) e UN R o i R

2B R BHIEEARM) @ i £ DOFREPHRE SN T VDL DOT,
HOSRRD BN A I XMREE O RMA T X0 5 (FEHI
GRS 2 R L. W) LB AT S &,

BIERTR. FFHEREE. |E CGUEAW)  BUEF K50
EELFs%, AST(GOT). ALT(GPT). y-GTP. Al-P®
FLv AR IFRREE, WESH L LN I P

HDHDT, BlEE 75147V, BEFRD S NHE121F.

B eib L, B RLEERIT) 2L,

(2)

4) R B FERARFE (R ¥ (Stevens—JohnsonfEf&EE) . thEMRE
1ESERAAEAE (Toxic Epidermal Necrolysis : TEN) BEEEAR) :
Bz R B IR AE AR T L Hp AR 3 B SR A 5 O B2 FE B %
HOEDONEIEDHLEDOT, BlEL 54TV, 2D XD
RIERA D S b N aI2iE, 52 dik L, #Y 2 E
w79 2k,

* #5) QMEEE (HEAH)  BEFEEN S HbILL I L
HBHOT, BT 51TV BEDSRO LNHEICE
EH IS Ak L, @Y 2 iE AT 2 &,

6) MBI A . M R A CHEEARB) - BRI A i)
WA HSbNDZ ENHLHOT, BIEEE 52TV,
HEEPBRO NG HEG 2 hIET 52 L, @2
BEITH T &,

* % 7)FEM - MERER, BEITE OHEAW) R - AR
(L, R, YR, B, EZE) "o bhd 2
ENBHDHDOT, BlEE 1547w, BEDFBRO LN
Al G 2L, ERICIE D TEY 2 LE LT 2
Lo HEMBEAHTHLLDOD, 1 v 7V i
BEICIE, BEEICELBZNOH 2 BETH(BIEY H
T3 2 pH o b b 2 Ead b ([EELERNY
HEEJOHSHE)

8) It KRG 2. BRI ARG R CHEARE) © Wi A %,
BIMERIE LR S s Z E2dADT, IMfE. kT
FSE DR DO S NE I3RS 2 ik L, @Y 2
BEITH T &,

(2)Z D DEIER

WD X HEWERD S S b A 12, FERIZIE LTS
IR T Al WY RREEZIT) 2 L,
HEEAE 0.1%ML 1 0. 1% Al
S e T %% (0.8%) . |FHRE .
FLBE (2 AL BE | 2 9 HEIE
&)
HibE FUE 26, IMmfE. x| N (2.8%) . | N % (1
Ly M, AL |EME(2.0%) . |5 e &
S BRI . | I, G ) .
CE A AP, & FH
AR
BHEER O F v, BHiF. & o, W
M AE R SRR MR, fEIR.
TRIRER b EEER. OE
A A . L
M EH (ST LA .
ez
A& y -GTPEM, Al-P|ALT(GPT)/m.
B AST (GOT) #4m
Bl MR, |&EAR
[ % P EEEREE N
PO 2% LA S, & X
R LR (PP CHE 55 SN
BT ) . FHL
R, R
ZDfth W& 5. AN IE A E | AR (0. 8%) FEER
it F o B (5 #
&, HWE) . TE.
it 7 e B
. Mg

FEBUME R | 2RI £ T ORIRBER K S GERE oM R % H b THIL
L7z



4. EREEANDERS

ESCTHEB S A 7R IVENC & 5 BRSEBREGE TIid. BEH

DHFFE R OFEFIZIED R E & OFENZZEIZFED SN TV R VAT,

— Mz Tl B RE CERRRRE. ITRERES) oK T R,

e DIEBREZ AT H I ENL V20, IREZBELADTS

BG4 (<KHE: - HEICHES LM EoEE>, [

WEHE] D HZSE) o

5. 1%, FEiR. RIBEAOERS

(IR SORIFIR L C W AT REME D & 208 AN ICH S5 &2,
HERLEORREDEREE BRI S WS N DA ICO A
G952k, UHRPOHGIZET 5 2aMkdMr L Twi
Vo BIEERR (T v M) ChakmE kst S hTnb,]

Iz T IRy sE 2L, [B M
FLHABIT T2 2 L MEENR TV 5D,

*6. NREADHRE

E A O BERRER I BV T R ARE R L 2 Bl A o

RIS T 2 HARBRIEON TR L, BITER

OFBIATEET 52 & ([ZFoioEE ] 0ESHR),

7. BEHRE
RS, T, EIR, FEEO F VEPEB T 2L
Hbo TOLIBEGE, FSEPIELEYRLELZIT) 2L,
8. ZDDEE

(DEINTHEMB SN 7 IVHNC X 2 ST B VT,
FERIRASBAIE 72 - OGS 1D B T 72, EITERBS
N T VHNC L B ETAMHF Rl EAHES LS
I 2 W B R R TEAL UL B B A 7 s 4 5 7z JERR
BRI BV TIX, BRAREDL00f% E ToOHREICE VT
FCHPHE LR H TV v,

2)ECER SN TRIVHNC X 218N Oa B R N OV
MR E R T R e LB IAHIEERERICB T, 1~
TV Y RFFIENS T 2 B TIET 7 R LA R
BEFAOSN TRV, L L, RAFEGISE D AV AT
W 2 A B L. ZofFR. BB B IR/ B E i L
VXIEZE/FE O MR B A3 B i L7z

BEMTEREN BT 4 > ay TR L 218N EA NN
ERGRE LS IR BT, B2 MEET 51
RS TV, —J7, ZaMEIIBWTRRIZR & 2 REIT A
STV,

(4) =X FIZEE L TA ¥ 7 VT o FIZRE L 72 B AH
AR R LA L7 RERIE 2 v

GBIEMNTIERT A v ay TR TR IVHNS L 5 R T &
DOFHHBRIZ BT, 128 OKRGREBRN D 5,

(6)%)# 7 v b QBRI GH BRI BT, ALy I
V) VR A 394, 657, 788, 920. 1117, 1314mg/kg®
ECHFERORG L, 7 H#ET v b Tl s L 72
JETA%657Tmg/ kgl E TR SNz Lo L. 394mg/kgx
5 L2 7THET v b RO 1314ng/ kg w5 L 72 K# T v
b (A2H#5) TR T IEFRO SN 0o 72,

(NEhE T v FOHEEREIHES P> ax x5 1 7 ZHBRICBW
T, BESEO N Lo HEIZBT L4 2LVY I LD

(EERE
1. MNRICH T 2EYENRE
<BAANICH BHRE>"
FE 8 TAHRR IR ABRIC BV T, AH) 2mg/kg 1 H 2 [HHE SR OEFIREICE
542Ny I ENEER OG-t 4 B L O 125 M2 81T 2 M4 iz %
WREZBIBICBWTE Lze ZORE, b T 7ISH BT 2 M5 b il Pk i
FE12hrfEIE VSO EREIZ B W T H115ng/nLU ETH Y, i1 > 71T
AN ARRE T E BIEE R L TV,

HAR BRI B 2 M2 P AR EE 4 heff 2 OV 12hr il

ik R

PEAAIREE HH 1~45% 5~ 8k 9 ~125% EXIS

(ng/mL)

4hr % 7 5 4 16
P 264.0 328.6 354.8 306.9
T 7 56. 0 30.8 81.2 66. 7
L 252.0 330.0 346.5 308.5
/- 188.0-366.0 280.0-355.0 265.0-461.0 188.0-461.0
CvV 21.2 9.4 22.9 21.7
0% FEHEXET  222.9-305.1 299.3-357.9 259.2-450.3 277.6-336. 1

12hr B 8 5 2 15
R 170. 4 165. 4 240.5 178.1
TR = 31.6 40.7 13.4 40.4
LA 162.5 167.0 240.5 167.0
/bR 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

90%EHEXH  149.2-191.6 126.6-204.2 180.5-300.5 159.7-196.4

HANBIRNZ 31T % 58 7 IRTE T O MM il P AR — Wefd 7' o b

(ng/mL)
500

I 400

3 4 5 6 7 8 9 10 11 12 13 14
5% Rk ke (hr)
<HBEAICH T BEHE>>Y
TR B NBE G E L7z 2 00KREKICBWT, 1 ~5ix 1~ 2%,
3~5WD 27— 7 (%1261) B U5 ~188% 5~ 8. 9~12M K O
13~18/& D 37 Vv — 7 (£ 66) 1257, A# % AHI22.0~3.9mg/ kg%
HARES* L8 &, 1~ 2 IS8T 2EMAROAUC 132, 810ng-hr/mL
T3~ 5l L Cl6% Ao 720 F72. 4E#E 5 ~ 18I BV THEHF 5 ~
8D N — T TIHI3~18E D 7 )b — T2l Uitk oW e i3 ik < . 5
Rl L THBROBETVRD LN, Ff 5~ 8D 7V — TIIBIT 5 iENE
EDAUC) ol ZEMLI~18F D 7 IV — T2 L 60% TH - 72,
INSANRT V=TI BT LIEEERDOIEYEENT XA - 2+ Ly I
75mgf N 150mg BB G- H¥ L2 A2 BT AR AR X 0 15 5 /-3 )
BENTG A= EHBL72E &, 5~ 8D —TIZBIF5AUCIEHKA
D75mg (1mg/kglZ M) HEGICB T LAUCERBETH Y, FEiliF 9 ~125%
DTN =T TIRHEADT5ng K N 150ngDHIZH h . FEE13~185 D 7
— 7 TIEHRADLIS0ng( 2mg/kgl2HlY) LR TH o720 RIS, T
DR 7V — TV B B G 12 R 512 381 % A R IE AR I N2 B
55 52150nglc B AEEZ 2D TR iA ¥ 7V v A )L
AN AR IR C & DR R HERE L 720

HZNB TV — T2 BIU DGR OIS BEE/ T 2 — % (2 mg/kg)

fiti/M#EHAUCIHIZ, 7 HE®Z v +T0.31(394mg/kg) « A
7 v b (42H ) 0. 22(1314mg/kg) Td - 72

INBT V=T AUCp-o Crax tmax tiz
(%50 (ng - hr/mL) (ng/nL) (hr) (hr)
1~2i%*(12) | 2.810=871 121£51 56+2.2 14.9+7.3
3~5*(12) | 3,350£678 179+73 50%2.3 11.3%£5.5
5~85% (6) | 2,746+368 183+36 3.7+0.5 8.8+2.0
9~125% (6) | 3,208+394 231+46 3.7%0.5 7.8%€1.8
13~187#% (6) | 4,534+929 319+76 4.3%0.8 8.1%2.2
mean *+SD

#EXTA—F L1~ 2530mg,

L7zbo

3~ 545mgk 5% 2mg/ kgl i 1IE



HARABOCHEANIBY 285 1 HHOEEEROEYEHE ST 2 — 5

ERasm AUCp Crnax timax te
(mg) (ng - hr/mL) | (ng/uL) (hr) (hr)

75(HAN) 2,107+ 374 |191%32.5 |4.91+1.02 | 6.46=1.42

75(HN)  |2,274+1,105 [142+39.7 [5.84%1.16 |10.0 +6.86

150(HAN) 15,189+1, 187 |468+84.3 |5.16+0.754 | 6.30+1.95

150(F4A)  [5,036+1,524 |383+98.6 |4.42+1.11 | 7.81+5.23

mean +SD

NROREEGE 2 )T 5 ZAOMBEN

y=—0.0986x+12. 693
R*=0. 3054

0 20 40 100 120 140

60 80
R H(kg)
1 ~18 D/ 2mg/kgD AR T 1 H 20445 L7284, 6k
DRBEIT. BRACBI A2 REMROEMEIREINRER LR
BTdh o720 EHNTIZINS/NETOERMBIFEDMEM A S, Tk
D7) T Ty AREIMRAERGE T8 <L ERICEVIRD T 5 2 L A B
Fi. HEETZ2ENRKORBEZH L7720, FEICHET 2KE
AL L REBRIEEHE L L CRE SNz,

2. BRVMNR EESHINBIC B B INARE O RS (B - EStaE)
JHE% 2ng/kglZHlilE L7z HARNEIZ B % 52 & IREE T oM
FPE PRI R 4 hefli ) M 12hr 2D & 3 DO ESVNEHER L Y
i (2mg/kg) B OVE & IRENOMIE % 17 - 72 4 hrefli L O'12hr il
LI L7z ZOREE. HARMNNEIZEBIT S 4hrfli % O 12hr il 12
ESNEZ 31T B 4 hrfi [z O 12hr (B O 545 DFEFINIZ & - 720
FIFE O EMZ R M (B RE) ¥

HTENVEIRD R T4 20y TENLBAEERE 2 X 2 EmEEE
SRR L D . AN FSETH D Z EATRENT,

B4 >ay THIBO T 72 IVHI150mg 4 58 o i 1k o 3¢
WERE/ X5 X2 — ¥ (n=18)

I

AUCq-w Crnax tmax tiz
(ng * hr/mL) (ng/mL) (hr) (hr)

FI4vmy7#l| 6,870+1,360 | 546101 | 5.1*1.5 |7.2+1.7
717V 6,940*1,620 | 615147 | 4.5+1.0 |6.4*1.5

mean +SD

ikiz

4. S (80 LI L) I B 1T 2 EMERE

<BEACHTBHE>®

AEHSOR UL L O R#E 5 IS ALy I ¥V & L CT75mg % HIAHET
B Gl AR L7z & 2 ORF O EAOREYBRE ST A — 5130
ToLs)THo7,

HAR N il (80 DL L) O TEAR D IE BT/ ST X — 5

Erasa AUCpo Crnax tmax ti2
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
75 6,063 =604 439+ 29 5.0+0.0 7.0+0.6
mean +SD

5. BHSEEREEEIC B T 2Ry EED

<HEAICH T BRRE>

JVTF=r )T Ty A(Cer) I & ) BE S N Bk aERE EE
FELG20B NG E L, A VF IELELTIOONgl H 2 [ %
6 HMREHGH L7z L S OFHEREDHEIZ, UToEOLB)E
PEREICIRAE L7z, BERBERERES 2BV G ROMES L
FECThhrLEZ BN,

555 6 0 BB 2 iAW BEE S5 A — 5

6. EMARE(ERY
<HEANIZHBT BREE>
TN I CVIGREBHRIHMEESRE O T a A Y FEOBEHIZ L ) E
77T Y AT AUCy ot Crax®H9 2 FEDBEINATEED 5720
COZLIET =4 v RESEE A R CEIRME W SN S A vy
I UOVIZRREE CHRIE S B 384 L O PERIC L D A IR &
EFLMHREERIEL TS, LML, 2OHAIZL2EDEHED
ZALOHEE L. WG EOFENLETH 513 EEHRMICEZETIE RV,
BB AV TNI YT AN ARGE ) FERAEFI O 720 1 HE
ENDREVED S B3 (Bie A% 3 V3, ~ru 54 FRUVEWH.
NSAIDs%) K UL HE % 5 2 2 W fetk o & 2 36H4] (AR
) D% L OFEY & OMEAERIIME ST,
7. EBEAEY
FTENF IENROPZOWEEEOE b, Ty b THFROA X
MEETE ORFHEFRIZ, AL VY IV TIRETOMBEIZB T
50% LN OREETH o 2% HHEAETIEWTNOBEHIZBWTH
ST 3BT DN DTH 5720 (in vitroshER)
8. fat - Bt
<HEAICHTBREHE>™
AENG e MIB W TR G HEC 22 F & LRl g s
KGR END o BHEBAB T I LAFZ (AL y I8 LELT
37.5~300mg) W AR ¥ 5% L2z & & KRB R OEEED b
W THG-A8IE I 4 F TIZ70~80% A8 R H 2 FEME S 7z,
2. Ay IV MFIzay— a2 HuAEERERIZ XD
P45012 X B R ER0 S5 $ . P450% 4 L 7238 Ml B/ o Meat i
£ BFEPASOLE DOMRHITHT L CHIZ L A EWEEZ G2 o7z,
¥ RGBSR L CRRR S N I - Mk, 118 75mg %
1H2E, 5HE#ESTH D, H/NBIH LTERRS
NP - e, 10 2mg/kgz 1 H 201, 5 HMH
K5 THbH,
TR B SR L CARGE S L I - HE L, 1 [75mg %
1TH LR, 7~10HM#%GTH 2. M/ARISH LT
AGRE N - HEE, 1E 2mg/kg% 1 H 1A,
10H M#%5-CTH 5,
(B%) B FEER DK R
1‘ ﬁ\ﬁ‘u)
Ml v MIZ[MCl-F V% 3 ¥ )L20mg/ kg% AR 1% 5- L 72
BEL WS RE I AR ISR 2 s oA Ly MERECREBLL Tz Tl
L% B Ll B TRRELr R L. BENHEo 122 E 2
SNTVAIITIRIMEEDR 25 TH - 7275, HRMER~NOBIT
FE 7 dr o 720 2BV TIRENORITARD b, BTk
SRRSO 1/2Tdh - 720 B FEIZHE 54801 % F TIlL&
FRE A H (ZIZFERITHR L2,
2. FLipRATY
BT v MC[MC]-A4 V¥ I E10ng/kgk AR OIS L 7=
L O RE L LIS RAT Ly 55 L R R TRl L 7,
FOHK MEET L AZIFFER IR THE L7225, FLit /i i
FEMALF ICF T P Ic BV TR o 72,

(32357 )
1. REHBRRE11Y
<HBAEAICHTBHRE>"
[N CHEME S 72/ (1~ 125%) & 5 G & L 72 45 T0H R K ot Bk
(JV1628) I BT, A ¥ 7 VL ¥ WK AR X 0 7=5960 (£ ~
TNWI Y FERET A NVAGHEL VHELZ)ICBIT A1 v 7V
VAFREEIE (L. SEIRAYGE L. ARE37. AC LT IChIE S % F
TORM)I1Z72. 5B (e fl) Th - 720 72, HEHOMKED
37.8C KW MET % F COREMIZ21. 3KEH (i) TH Y . F
B(37. 4CULT)ICAES 5 £ TORMIE35. 3B/ (e fil) T -
720
<HEAICHTBEE>
KEROHFFIZBNT I ~12BO/NRTE_RENTT T LR e 5t
M8 & L7255 ARG AR 5 BR (WV15758) @ 5 HRI#% 512 B0 5 1 » 7 v
TR (. sER s L, RIR37.2CRUN. AR O
HH A ICAIES 5 £ TORB) I3 2 /1EE LT IOR T,

A ¥ 7 )V RS (R

o 4 27 )T R

g | PR s 059 b )

% Al

101 3M¢f #2)

N S R
ARy N VEE | 5 HIE | 2176 (88 8-118. 3)

Cerfi AUCo-12 Crnax Clro12
(mL/43) (ng - hr/mL) (ng/mL) (L/hr)
Cer=30 43,086+18,068 | 4,052+1,519 1.54+0.55

30<Ccer=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

137 . Ok

75 bR 5HM | 2356 (124 5-149.6)

E) Ay e YRR - AR
Feuy I E LTI 2ng/kgx 1 H 2

#1) A 27 IVI U FREGAT T AV A GBI PRSI & Y HE L
720

#2) p<00001(7F KL DILER)
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FEVy I ULV YEEEICLY) . BRI OSSR oM, FEAEE
DT A ¥ 7NV U FRERDFEHFALT 25580 S, KF O
HRVEDTRD BTz

B C BV CTEEREAHFRIE (5 ~12) 1S3 2 77 e Raxt
0 & L 72 55 T B PR 38R (WV 15759/ WV15871) &, H AEAE 6142500
B LB SR UE335H Th o 720 S D728, KA DH ML K
HTHIEES TR WA, 4 ¥ 7T R (i) 134
#1123 O, 77 K134, 3 TH - 720

T 700 AREICB VT, BIIGI & ik L 2SI 1 7 (FEV)
DEALRITAA0.8%. 7T R4 T%TH-720

2. FRAREBRA RS

<BFEAICH T BREE>S™
ENICBWTEBS N T I REIEE L7248 I KRB
(JV15824) ®42H M 512 BT 5 4 ¥ 7 v = » FEGIE O FSEH]
HIZh R A DUTIOR S ARBRIESlE % & TR 3086 (77 &
R 195E-835% . P934, 05, 655 UL Lo EiE X106, AH)
18 -777% “F334.25%. 65/ L Lo miE L1160 x5 & L
72

EIRN ZEERILERABICB VT, 4 ¥ 7V FRRYESSESR 1L 7
7 RS 5% AFIFGHEL 3% T o 72,

A 2T VI WIERGHEFSE B (S REE)

o . | ALY
TIER N ) ( p=0. 0032
- " 95% 154 X[
E 153 195 2.4%-12.0%)
SRR | 13(8.5%) | 2 (1.3%)

) Fevsy V) YEEO R - HE
FEIVF IENELTINT5mg%E 1 H 1M
#1) FEEIOIERD 2 DLLERRD S, v A v A5 BT LAl o
AT & D RERE S T e
<HEANICHTBHRE> TP
KENZBWTEBE N T I RENIEE L7228 TR (WV
15673/697) DA2H B 5-F12 BT 5 4 ¥ 7 v L 2 EYIE O SEAEH]
HEh % IR,
KEEERERBRICB VT, [ ¥ 7V FIEYSE SR 7
7 R4, 8% AFIFLGHL 2% T -7z,

A ¥ 7T 2R ] ()

o . | TEVFIE
TITER Dy o ( p=0. 0006
- 95% ETEIX 1 -
ﬁgwq b4 519 520 L 6%-5.7%)
EGFEFAEI ()7 | 25(4.8%) | 6 (1.2%)

W) ANy IV YEREOME - R
FENFIENELTLETEngZ 1 H 1M

FEE O 2R . &5 RIERDE L DU ERD S, 71
A5 BESOIHURM O EFAZ X HERR & e

T EUNCOERE R MR E L7277 T LR I E s (WY
15825, 42H M 5-%), 4 v 7V L v FiEGuE BEEMHEO 7T K
iR H R G ER (WV15799, 7 HHS) A v 7 v = ¥
TG R R O PR L IEFRIBE D A — 7 o MR (WV 16193,
10HMFEG)IZBWT, A ¥ 7T v WEGE TSR X IE TR 4. 4
%. 12.0%. 11.3%. * Ny IV v EEFEH5-BE0.4%. 1.0%.
1.8% Thorzo B, ElEEHRE L72HAER(WV15825) D, 77
FUBREEIIBIT AL V7NV FIRGERERIE, 7T ARG
5.0%. AtV ¥ I LIRS0 5% Th o770

FEIAC I S 72 FEE BRI )R & MG L 72 55 AR R R i B oo B 75
FERLDTICRY,

#1)

R T B Bk
e WV15673/697 WV15825
seiald n=1039 n=548
x5 TERER A (187 L L) R (65 LI ) #V
| T TR FRVE IR | 7T 2R | ALy I V)RR
= n=519 n=520 n=272 n=276
i (5% | 18-64 18-65 64-96 65-96
(F1) (35.0) (34.4) (81.8) (80.5)

#1) #80% D E AT 7 T v R LT #914% O @i E 2%
TEHEMERERR T A L T,

HE AR T DR

e WV15799 WV16193
el n=955 n=808

PSS 13580 1 1D E

i TR | FNFICW)EREE | T Baiid
= n=461 n=494 n=392 n=416
()| 12-85 13-82 1-83 1-80
(F4) (33.8) (33.2) (26.2) (27.7)

LAk A v 7 I WG B A AL O TR R (WV16193) T
1 ~12o/NBAEENTBY) . COEMIEAERTS oy
THIAME G E R TR G S e,
FEREIHRIR R I DT, ARIZBUT DA ¥ 7 )V T v YR E S E =
1ZIETFBERET21.4% . TRABET4. 3% CTdh - 720

A ¥ 7 IVEL 2 EYE LG (FEAEHE)

P | TR 50,0206
S5 5L 70 47 (959 (2 HHIX ] -
BERREBICE) ™ | 5L 4%) | 2 (4.3%) || 22 0%7949%)

#1) BB OB BIREIRDFRD I, 7 AV A5 EE IR o -
FAZ &) HER S N IER
¥ RS SR L CRRE S LA R - L. 1A 75mg %
1H 20, 5HE&ESTHD, L/NBITH L THERS
NP - HEid. 10 2mg/kgzx 1 H 201, 5 HIHE
B TH b,

FPHE T A L CORFE S N - HEd, 1 [75ng%

1TH1ME, 7~10HM#ZS5TH 2. /AR LT
RSN/ HEE - A&k, 10 2mg/kg 1 H 18],
10H M5 THh %,

(FexhzeE]

1. in vitro3i™y 1 JL Z{EF?"
FENF IV VBEIE TR RSy 7 Th Y S & btk
ISR S NIzt Juy A VAER 2 RS,
Fey I W) VEREOEER L vitroTCOARIR OB A 7
W AV A O R A AR (FERZERRICs © 0. 6~155nM.
FRPR 2 BERRICS) © <0.35u M) TRE L 720
.in vivo¥iTy 1 JL ZA{ER%2Y
TIARDTT 2Ly MOARIKOBRIA 7 )V Y A )L A G
EFALTIR, AL VY IELY VEBEOKORS (0.1~
100mg/kg/H) W2 & 0o AEIKRSE L CAFROBM, ik
I FEIRDIEA . 7 A I AT DA 7% & DIEFER R ZRD b sz,
F72, =T MYEREETVIZB W T A L A EG24EE B R A S D
RS- (100 100mg/kg. 1 H 2E) T, AGFFEO LA ET A
WV ARG 2 BB R SR A7z,
AEREES
FEy IV YBEOEERIT e NARIROBRI A T v T v
FIANVAD I A5 3I =7 —E52ERMIZAEL (IC5 : 0.1~ 3
nM). #L R E N7 4V 2D EGHI 2 & O HE % FHES
HZEIZED, v AV ADHEEIIHIT S,
4. it
[ R OV TR AR BV 2 3 U 2 ARFN S 0§ A i P A L A B
13, AR ON4E (138 DLE) TU0. 67% (15/2, 2536%1) . Zh/NE (1 ~12
%) T34, 24% (72/1,69861) . HrAla. LY (1 ki) <id. 18.31%
(13/7180) T > 720 TEY A )V ZUZLETAR Y AV Z12Hisk L, BE
TIHEBPRD SN ol ERXER LA VAT, v A
FO7 2Ly MIBWTIEGMEOIKT 25780 S A, RGO,
EHENIERNEEZ SND, THEEZERLZTAVATIR, /4T3
ZF—EDT I BERIEO LN TV D,

(B ICEEd 2 B{E%AER)
—f§% Ay I UL YR (Oseltamivir Phosphate) (JAN)

1b%#4% : (-)-Ethyl(3R, 4R, 5S) -4-acetamido-5-amino-3- (1~
ethylpropoxy) cyclohex-1-ene-1-carboxylate monophosphate

N

w

s

- H3POy4

SFR
SFE
B

C16H28N204 "
410. 40
FE~MEIEORRLIHOB 2B AR TH D KRR
Z = VIZETR T, 8 7 =L (95) 2R R BT T <.
N N-JAFVTE T I FIZEFIZCL, TR MYV
IZIZEAEET v,

B & 192~195C (4 #)

SECEREL ¢ W~ S ORI AR L. 7OV ) PRSI CCIhA
WS %,

HsPO,
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[BRRV EDEE]

1 fEHERANTH - THRRZII R A2 CERLPIHEHT L2 &

2. W A DT, BZIIER L, REBITTRET A &,

3. B R 4 M LR T A0 s 3% T (10C LLF) TR 5
ko BRI, EEL BT CHRTLIIE,

(2 #]
ZFITNVEIAL a7 3% :30g

[RERHET LDiEE]
AESTABRRIBRIA > TIVT Y7V ABREDRER DA
E|OENTHAL ZBEICOARBIEHShET,

EX:3¢Y

1)
2)

3)
4)

5)

6)
7)

8)

9)
10)

11)
12)
13)
14)
15)

16)
17)

18)
19)
20)
21)

22)
23)
24)
25)

AR T /NS B U % 5 TUARBRRRER (EIA © JV16284)

FENEAL  NEIC B B B 515 0 S B EE B (F14) 0 NP15826, WV
15758, PP16351)

FEPVEEL AN &b N R OSEINAE O S B U A I EE o b
FEPVERL ¢ R E R EAL & 2 T 7 ENE IS B B B S o 3EY
BiEaAE% (El4) - PP16351)

HPER : F o4 vy THIKO S 72 )V HH o4 2219 a2 (=54
WP16225)

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

FEPERL | B RERERE & 1 O B 2 B B BT 14 O SEN B AR (=]
Ab 1 WP15648)

HPER  BHRRREER] (L A F Y /O NR Y F) & OEYHEER
(4} - WP15728)

TPV AR & DS (n vitroikBR)

FEPVERL Rk R064-0796 5 'Ro64-080212 £ % SR EHTEE K O RN 5
> AERER (EL - NP15718)

AR+ S EAEH (CYP450)

FEAERL - B SEER ¢ oA (e AR IREEE)

R B FEER  FLit TR A ORAT

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

FEAEEL ¢ AR NGB A BRI B U B 45 AR A ER (EAL - WV 15759/
15871)

TAARIE = JR, At © G S4ERE 74 ¢ 1062, 2000

PR TR T % A5 TAH T B ek (42 H I 5-) (EIAE - WV 15673/
15697)

FEAERL © Sl RS B 8 A T B kR (42 H 4% 5 (EISF : WV15825)
FEAERL © 85 AT BA 3R (7 H 450 (E5E : WV15799)

AR ¢ 85 A BB (10 H 4% 5 (EI4F - WV16193)

HNEHR v M Y7V FARIROBE Y A )V AIZBT Din vitroliil
PO

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

Mendel D. B, et al. : Antimicrob. Agents Chemother. 42 : 640, 1998
NG BWETIVICBIT 2R =7 M) IEREET L

REER 249 I =5 —VIEER

[XXEkEE k5]
EFIITROALARRNI D 3 F LT TR SR 28 0,

RO A AT A AL T A= a U
T103-8324 W EUHRH X H AAG = HT2-1-1

Aaf 1 0120-189706

Fax :0120-189705

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

(6)

s W] OB 24

RREHPRXAFEEAT2-1-1

Cochey OV H—F
®RF. K7~ T - avatl (A4 R) BERiEE
84014036
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X20184F 8 HET B8kl (@ k&I iR

¥20174E12 H ekET BB 70

WA 7T IAILRE

H AR E NG o)
87625

s ULoY
WA EERER @
(I 1 — BB DAL % ~ RELENZA
WCEDHTZZE) YFIEWKIMPRSAND T —A INT— K& 5| 21100AMY00288
N X 20014F 2 H
A DO o)
WK 7¢ B & 2000412 H
. HEAEER 201443 H
f % BERRE % g 38 N 20074F 1 H
fEHMIRR @ c2kicEoR B A 19994E 2 A

==}

[ =

1. AREZBBEICHWDEEE. AR OBEM,Z
HEREICRFNT 2 Z &,

2. A 2 TIVIT T T A )L ZEGRE D F B D FAR
BT F KB TRETHO, RKFNOTRf
HZU 7 F kD FHHICE
AN

[z 2] CRoBHFITIIHRG LN &)
ARHFND Rt U CREUE DBEERED b 2 B35

CRK - 144X)

g

=

<

WbHsDHDT

17124 —HicHF I BRI &ETF I )

B8R | s mosAT 5

wNomoY | AMEKET

4 % WMETIVIZIAD T AY —aHET, ZONE
PNIHEBDOMETH %,

B IMEmE L TAERZ SO,

[%hEE - THE]
ARISIBRIA > T IV T B A )V ZEGYE DIREE R NZ D

=,

]

Ll XOK 2,

| SHEE - MRICEET BEALDEE
L ARREBRRICHWSSEEICE, U IV AEORE
METOAIIIBRA > TV T2 H A )L ZEHIE |
DIEFTIIVLATIRNT E2ME A, AAIDOGHR |
; DONEMZEEICRGT S Z &, ;
P2 AFIERBRCHAVWDEE, A 2T IIVT O YRRERD |
L RENG 2 HUUNICR SRR T D 2 L. g
C3. ARFETFRHICHWSSBEIE, BAELT 127
: VI 2H A )L ABYYE 2 FIE L T 5 BEOFE |
FE IR AEEETH D FilOBEEHRET S,
() s (655 LA L)
Q) B R EEE
Q) R E R BB BERIES)
(4) B e & R :
. RENICHRA > TV T A )L ZRGSEITITN RS |
: 7, :
b5 AKNIHIE AR I3 R ([ ANE |
’ Bz, ’

(A% - AE]

1. RECAWS5EE
WE AR OVNRIZIE T IEILEL T 1EN10mg( 5 mg
TUAY—%2TUAZ—)%&, 1H2ME, 5HRE, FHO
WA E TR AT 5,

2. FBEICAHWSIES
WE AR OVNRIZIE BT I E)LEL T 1[E10mg (5 mg
TYRAY—%22TURAY—)%, 1H1[E, 10HH. HHAD
B AZEZ HNTIKAT B,

LRE - REICEET 2EALDER
L AR EBBICHWSEE, BER. ATRERBE D ES ¢
: MG 2RIET 5 2 ENEE LW GERFEB N 548 |
IR IR G 2 IR L 2 BB T BT 2 A2 |
: HETF BT =135 50T, ;
P2 AFIERTFEHICHWAHEITE. ROMTERL THE |
: ATz, g
WA > TNVI T IA ) ZREGEBF I HEMZ1.5H L
WICH 5 2B T 2 2 & (Bt 36RERI#R LI |
HERBLZBRECBI 269N EMNT2T—5
FE SN TN,
QA > TINVI A ) ZEGIEITH T 2 FHRIRIE,
; AHZEEEL THHAL TWDHIFO ST 5, ;
D3 RUE ST R R VB M B ZE M I R B S DB PRI I SRR
: BOHDEFITH L, BHEIFREREEOBRETH N |
B W AZE (R Rl 1R R FE B B S8 SRR A & OF
THHEITIE, A E2HGT5mMICHEATLEOE !
BIHI s ((EEAEANERIZHR), ’
[ERALDFE]
1. EERE CROBHFICIERICHRSG T L)
FLI IR U CRBUE DR DO H 5 BE ([EE sk
AR S R)
BELEANIE
M YA INIT oY IA )N AEKOIRH DA I FEE
b5, 127N YRERICE. BRERD
BEFBE L BN HEINTWD ([ERAEIER]

AN

BETIICXDmELEDFN—DHERZ LT 57
OOFHHRIIEE LT, OREHFHOFRHEDOBE
NH2ZE, OQHBIIBWTEEZITOBRE,
B EHFERMNS 2 A REFHIIRESZDHN
KT EZHZ DI E, KDWTEE - K
RICH LAt 2T 2 &,

5P, BESZOERIIELIBEFNODDEEDORE
TEIZDWTIE, BB O /NG - RREE O B
THENSZWI &, FENS 2 EUNICHIET S
ZEMEBNZ E, AL NTNVWDS,

FIER R IREE D FBF T T A RSB DIen, &
BFRTREOBRFICERGTHHE51013,. BEFEDIREE
PR UINsHRET S &,

B IPHEOREERE (2720, 201> 7))
T OHERZ R SR VIER]) 205 & U 7217k O R
FRIEBR I BN T, 1361 1 Bl RS EEDEED 5
Nz,

A2 TIVIT T A )L ZEGEIC £ 0 S0l ks
TUET S ENH . KRENIRGHITRE 8GO
WHERE DR T A LN ENWDIREN D D (LT Hs
EEROMERERIEVWEZFITBWTHRELRREN D
5), ZOEIIERDD b HAE. AFO#%
kL, @yalEzr>2 &,

T, QN N NS 1 B 22 il o BB A5 D 1B
W aR B D 3 5 BEHEITARF 25T 25813 AH
BEBICRE S ENE Z DR H D 2 L a2 R
FWHWTHZEE L, BRERHIMH TE 5 L5 EhE
e AR R S SRRA & B IS 5 2 &,

)

3
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BB, BRI ES R ORI WS A S (JE R
MR R A QU SRR A1) 2 pE 3 2 a1,
AFNERGTHRNCHEHT 2L OEETL &,
FIBRSYED A > T IV T A1 )L ARG &P L
720, AT OPRERERFIND ZENH 5,
I RE OB ITIE, PiEAI 2% 53 5 EEY)
BB ZITD 2 & ([FhEE - B RICEE T 2 Lo
HEIZR),

AHFFE GHIT R0 3y ZTERDED bz ED
WEND D, TDEMOT a3y VERIZT > TIILT
AL ZAREGEIT LD FEEL, BiKEE D 4 BiREE
OEITHIA, AR Z2RSBHALEZZE, £REFE
SBEZIOEZENFERER S RN 5, B
FIIZ M HGHZICRH I N TV DB WAEZE T4
X, <DAWEREE (B ZIXEA) TIRAT
HEHRETEHIE, /2. TOXDBIERDD B
ONFEEITIE. BEICHAIZ & SR ED
EEBIT, MIEETD REBWMYIBIBEITY &,
AENL, KM E L CTAEHR 2SO AR 2
AL TR, ABBITH L CGEBUEDHAERDH 5
BEICRELEZBICT T 70 5F>—bosbh/
EDOMENDHDHDT, HHITHEHL T HoiciEET
5T &,

(&)

©)

(6)

X% 3. BlER
¥
<R >
FE N BRI BN T, FREEFI29141] (40mg/H 11141,
WA - EfENE AR 2 B Er) H. 5061 (17.2%) IZHR IR
AT B 2 & ORIVER 2SS S 7= ORIERE) .
6 P Aot 81 R OV o P At 539351 v, 68451 (1.3
%) WZEIWERMHME S N7z, ZDERHDIL N34 (0.24
%). F&3Z 7 Bl (013%), L - Mgk 7 1 (0.13%). MR
P 6 5] (0.11%) Th > 7= (FEEKTHD,
<IN >
E PR RBRICB W T, RBRIEFN45F . 36 (2.1%)
IZHRR R i L % B O RME R 239 5 X 172 ORGEIRE) .
e i R A A 784 v, 1341 (1.7 %) 1T B R MR A A
FH 2 S DRER DS Sz (HEER T,
FBh :
[E| N BE R A BRI B W T, RRERNeTBI R, 261 (1.2%)
IR il S8 2 B DO RIE A 23 5 X 72 GRGEIFG) .
e AR AR 280 i, BIMERIZ S S e o 72
(HHEARRKTE .,
1) EXZEMER

Navd, 7F7245F>—avy, 7FH747
Fo— (MEART, MEULRIEE, NHEE - EEETEAESS) (A
FERBHED D) N Z 2 Z &b B DT, BEE 4
2T, BENRO s NG IE&RSEdIEL,
WY A& EITD T &,

DREZEE. WEIREE LS, TR (LT
NHEEARHDI)NEZIDLZENHDDT, Bz
T, BESED SN AITIE RS 2Dk,
YR AE 247D 2 & ((EERIEARNTE B,

3) AEMRFIEIEFARAE (Toxic Epidermal Necrolysis :
TEN). FZEFLERERAE(R B (Stevens—JohnsonfiE & &¥).
SRATIA - PR BB SE R RRE, 2 % kM R i
Bt ZALEE (WTNBAHERIED?) HOEEL KL
EEEND SDONDEIENDHZDT, BHEEZTHIC
T, BEnRoonizgaicidEkszdhikl, @
Y LBE 2115 T &,

HEETH  HEBEREBIAHTHL2H50D, 1> 7))

IHRERICE, BERFCELIBTNDOH LR

T8 (RUCEDL T, PHET 555) (0.06%) 23 5

N2 ENDH S (HEREANERIZHD.

Z Dt DEER

RO XS BEIER D H 5 ON/HEITIE. EIRIC
IS T AEZITD 2 &,

©)

0.1%~1% 0.1% K SAEARBREY

B 8E T | S BT, S5

01%~1% I%EB BERH
‘ S, TiE O L TS, | o
BRBER sl et
T oA, ERRGE 0B R
W oAb BN |EHh. AR HBF
B
: W, TR, Bl R
R # R W, S S B
P Wi, H
® B B s
o SETT. SR B, T .
£HER (kiR
VED) B S SURHIN O 5 Tt 5 T BEIERT - DL Tid
e P

7£2) {F54 T OBEE ¢ 0.01 % A

¥3) 20X BEAITIIESEPIET S L,
< YA R AR >

[ N PR Rl B T o © LS VBN I R sl B T A B Nz F i
BHERIZLIF o@D TH D, FHEEZIVWITNE 1%
A THo 7=,

Jet, BIIREE, R, GBI, HWREE. S DIk,
T

Uy

¢

4. {TE. ER. BRIBSEADKRS

) R OIIFREL TW B alEEE O H 2 NI 59 5
BEICE., BEEOERMENGERMEZ RS &k
SNDEEICOAZRET L&, [HIETFOHREI
B9 222 2RI LTy, B EEER (5 v 1.
Y F) THREmEENHREIN TN S, ]
AR T 28I 2 TS5 2 &, (1%
IR T B2 &ML L Ty, BiER (5
v B THHHITBITT A ZENmEIN TS, ]

%)

5. INREADIRE

M) NRITH LTI, AFIZ @I AZRS TES EH)
Wrxn=meicosks5Ed52E (A LEOFE]
DIEZIR),

) ERHAEKREE, FHAER, AVEXT 4 RELT ORI
T 2R MEIIRESL L TR W ([ AR B 0,

6. BRALDER

(1) AANIIRMN OFHB A ZHNT, ORENNOTA
BHIZOAEHTLIE, XTI F—b L <13
BN TIFRER ISR Lian 2 & AH (kA
WBAD Z2EML, 27714 —6 L <I3HEHAANL
ke z ML TA > 7NV T P ABRBEICEE L,
WINPT H LA KD EREEE OPAZED7ZDITE
BN LIz EDWMENDH %,

BE IREF IR OFHBALR (T4 ZATANT
—) ROMEHRIEZEL, EHGEERETHIL,
2B NRITH LTI, AFZEY)ITWAREGTES
EHWrESNHZBTOAET DT & (VNEFEADE
HI0EZH).,

©)

(3) Y I ENKHIIITIEENREH WD T, TU XY —
A DERNZRZEHT D &,

[ ¥ &) RE]

1. IMEE

(1) BEEERRA

[N O/ D IR BERR A 12 10mg 2 Bi[E I A$R 5 L= & E D
MR EEHERS S NS BB N 5 XA — 4 2L FITR L7z,

50

40

E

230 _

P S ENT—%
= —a— il =%
20

® [QZ=E=))
=

L.

1000 1200 1400 1600 1800 2000 2200 2400

bt (R

0
000 200 400 600 800
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(2)

(3)

4

(5)

Cmax Tmax AUCo-24 T2
(ng/mL) (hr) (ng-hr/mL) (hr)
EHNT—% (n=12)| 29.77+9.74 | 1.6740.83 |166.78439.07| 2.56%0.56
T —% (n=12) | 28.96+17.47 | 1.25+0.50 [149.48+79.10| 2.48+0.28

7=, ENORFERAIZ20mg® 2 1 | 2 [A] 6 HEIEWR A5
HESL DIEEERY AN 10mgZ 1 H 48] 6 ORI ERG L& &
AT NN T2,

() AFI O AR EIL 1 [\10mgTdh 5,

BHEEEEE (BN T —%)

fEERR NI bl U C. S OB HEREREE B (Cler @ 25mL/min
R TTad I S EIEE L. AUGo I3 7 (E58mL 7=, ZDHE
B ERERT E R F @ R (1 ENomg, 1 H 2 [|) 2 5 HREK
AFG U 7RI SN BAUCE. f@RERR A I2600mgZ: 1 H 2
[ 5 HERIRIN T G- U 2B 2 388 7= R D AUC(73110ng-hr/mL)
DA D 1 TH otz O EMS, M TIIHRGEDH
BETOMLEIZRNEIN TS, ENIZBW TEHEE
EEREEZEZGRELEZRRBRIZITDATHRN, BB, B
Bt LT 5 XD IR E RE T BT D AF OB,
Lk OSEYBREI TG S Tuhiaiy,

rigereEEE

AFNIAFTRBES NN, 7B, FHEREERFICB TS
AFNOEPEREITREFT S N TR,

EinE
(ERT—%)
iR E 6 F1IZ20mg™ Hi[all A$% 5 U 7R I H SR B B .

EEERR N & EEig U CTmax & DT 2012 28 b 2 388, Cmaxtdfd1.5
. AUCIERI.6fE = o 7=,

GE) AFOREHEIE 1 [B10MgTH %,

BNT—2%)

BB, WA TR, AEOEEYMRENE TH O, BikaE
FHEEBFICBVWTHRGZEOMBOLEIZINWIENS, &
BEICPBNWTHRGREORBIINELRNWEINTND,
MR

E N T g7 D /NRIZ10mg 2 Bia[ i A$% 5L 7= & E D3
ThRE/N T A—F ZLU IR LTz,

Cmax Tmax AUCinf T
(ng/mbL) (hr) (ng+hr/mL) (hr)
EWNT—% (h=10)| 30.5=11.5 | 0.84+0.3 |133.5£51.3| 2.240.5
AT —% (n=11)| 44.1+14.8 | 1.0£04 |182.7+68.0| 2.0+03

2. UG- HE

m

(2)

BERRRA

FE N e Do D FE kA 12 10mg 2 BL R A$E 5 U 7= & &,
P 518245 [H £ TORZ(R DR PR R IZE N TR G &
D9.63%, #FHLT7.08% TH> 7,

BN T—2%)

F 7z, RO R DY A BRI 2 GHABE D S ORI
132%THO, FROIFEFIHHEINLEIBDLEEZZ NS,
753, fREERL AT 50mg~600mg 2 B EIEIRN TS L 72 3854
P& 5152415 8] = T O RZEALAR D fR Fp R R I3 4% 5 &8 DI85
~95% T, FEAERBEZTT, BITE2N L TRBITHE
7=,

INR

EN K& OO /NRIZIomgZ B[R A5 L= & &, &5
% 8 I E TOREIMAR DR PP ZEITNTN SR 5 % TH

7%,

3. HEEHR
RIS HIRNEG%, #2203 RESDRPITRE
Btk E U TR S NS, £ A% MFF K7 O LP-4500
B TROMRBEIC B Z 5 27200 2 EA%n vitofd Bk TR S
NTnd2,

. TDMDOEMRERAI/NS A -5

MIFFEESE : 14% LA F (nvitro)?

(& R X 1]
<AIBIC TEIEE N/ ERARIARA >

1.
M

E PR B BRI

BERNICHIFIHRANEMNRE LB RS BRAE

HF I EJVIKA 20mg, 40mg/H) 5 HEHZRGIZBNWT, EE
FHBIEE Tdh 2 F 27z 3 ek GEEL. S8 S OV I R) O 5
GRS RIRA37.0°C A, SR K OHAEIE NIEEAE
LUTI S0 X3 BERD R W | OREED 245 DL _E#rfc U
EBREERFEEER) L-RE TSR eI EERE
R DL 2, BERESN3BE 0N, FEME U AR
PED 7 — & DSFEAM T & 72 W 1561 2 B Wy 7231801 2 G 2 MR bir

KB E U THENTL 288 B oPREIZHNTNORS
A0H CTHEMFMICABRARZR S N> 7. 5B, 6k
FhaFtimEn S U 7= B E03 8941 (26.7%) Td > 7z,
A7V UYER (B2, BRRCHAR ORHE
(EWABEREER - BRA)

p— SRR (n=1 A\ 50

#WiZH 2HH 3HH 4HH SHH 6 HH 7HH 8 HH 9HH
7R | 09 103 271 561 748 8.0 879 935 963
(n=107) | (h=1) (n=10) (h=18) (n=31) (h=20) (h=12) (n=2) (n=6) (n=3)

?iﬁ’; 40 139 327 624 782 861 941 970 970
(rnﬂgwowf (h=4) (n=10) (h=19) (h=30) (n=16) (n=8) (h=8) (n=3) (n=0)
4*;“‘%3/1;}% 00 136 355 582 782 873 900 946 946
(:EHO) (n=0) (n=15) (n=24) (n=25) (=22) (=10) (=3) (n=5) (n=0)

HAESERIZ, 2 HEAU 3 HEIZBWTHF I EIVTA
5T TR LR NIRRT A 5 Nz,

HARSEEOHYE
40.0
""" TS5 tREE

~ 395 —o— 20mg/H B
@) 9
< L —— 40mg/ B B
o 39.0
I 385
B
mg 380
®
375
I

37.0
€
O 365

36.0 : : L L

#MzA 2HE 3HE 488 5HE

TSR M) 107 107 107 106 106
20mg./ B (n) 100 100 100 101 101
40mg./ B (n) 110 109 109 109 109

F7z. BIRAFHEIEE Td 2 L8R S ER Gz, 58, i
WG, &% RS I2DW T, A > I IVZoHF A ) ZAD
DR S NTERNC BT 2B O HER 2R L 7=,

A 7T YR (g BB, R, %R UOEER)
DEFHZE (ERAREER | BRA)
sesme SREEER R (n=138 A\ B0

#izH 2HEH3HH 4HHSHH 6 HH 7HH 8HH 9HH
J5%k | 00 37 56 204 352 463 574 611 6438
(h=54) | (=00 (n=2) (n=1) (=8) (=8) (n=6) (n=6) (n=2) (h=2)

FIIE) 0.0 3.6 146 255 327 455 60.0 69.1 782

20mg/ HE (= _ _ = _ _ _ _ _
(1=55) n=0) (h=2) (n76) "(rn76) (h=4) (n=7) (~=8) (n=5) (n=5)

ENTE/E}}E& 0.0 6.4 206 333 524 667 746 794 841
(ng:@) (h=0) (n=4) (=9 (h=8) (n=12) (h=9) (n=5) (n=3) (=3)

(2) BERICHIFENEEMRE LLBREBRBIE

5~4RETONEBENREL, FFIEIVIA (0mg/H) 5 H
M 512 X 2R G5 Openitfp) 2L 7z, EEF
fIEETH 2 > 7))V T2 EEER O (AR (k) 37.5
CoANG, % [T U003 [REE], SHYm, WHSHYE, AU - B
A - BEETR S [72 L/ RITIR S TR WFRE | DARBE A 248 5] DL
LR LSRR EER] ETICEL 2 HE by i) 1X
40HTH> 7=,

2. ENFREBRAE

181% LA EDOEEIEI O EZ 2t & L. H I EILIA (10mg/
H) 28HE G L2 PR (FoeREMBELZ—HE
MR a5 2 EEL 2. T ORER, A > TV T2 HRE
ROFEBL GE#L G7.5CRA L), FEEUE, n, SHFR. MHEEME. Ml -
BAEI DS B 2 DLL EOFEIRDIEE]) KA > T T oA
IV ZIERDSHER SN BFEOEIGI. HF I EIVEE1.9% (3/160).

7SR 3.8% (6/156) TH > 7= (p=0.331),

<BIMNCTEMES N/BRAREBRBIE >
1. BohnmRatBRAER
M BINCBFBERAZEMRE LR

ATV T A ) X DRERDER S NTIEBNT BN T,
FEER, WON OB T I EIVRAR G T IR
HUARITHEWERA A SN0, ROEFROLH -
kOB TIIAATELE 7T LR BEOREICE L 72 HEIC
DN THEH A BRSO s sk o Tz,
2B, NS OMBRTIIBEA > TV T U1 )L ZEGHEIC
K DINREMERT DI AR TIEFRIE S N h o T,

15



A2 T7NVI O YEROBRRICE U7z BE (R R{E)
DIRITHER (BINERAR : BA)

= i i1 35, B PRER RN Jek
MR 2 {LAE Bl 5K 45541 3564 77741
RETEE N S 64451 1843 904
R U 7= 9 15k (14%) (5%) (12%)
P6.5H P7.5H P6.0H
. _ 7500 7500 7550
B anzepr p=0.011 p<0.001 p=0.228
45545 3564l 7774l
P P6.0H P7.5H P6.0H
. Z45H 75.0H 75.0H
AV A D G _ < _
R X p=0.004 p<0.001 p=0.078
3215 277151 5694l
P FIwR, 72 ¥FIEI20mg/H
NEEFMIEEDFER

B2 EIV20mg/ HK AIZ BT 25ER OB OE S 2, %
HURE2AIOE, 1 > 7IVT P TA1 )L A DEGH R
SNEERIIOWT_EERIKICED T IR EMHEL
T U7z, 723, FEEDR <720 (DEENRR37.8°C A
MOFERRIEE) . B, WINE, WEEEE K O [EE] X
13 DAEIREE | DARRE V2415 ] DL B 6E U 7o 33 15 2 el & 2 38
UZzo ZOREE, BFER BONORBTIZY S I EIVEIZ
T R LA RICGE VBRI A S N2 h Ak
BRI G B R A S N o T,
A 27V HEROERICE L B (PRIE)
GBS ARREER - BA)

LS A O E F= {2 PN )
FRATARE, R sk FF I 20mg/ HEE AT A
Behan= 2
BER | 5.0H (n=227) 6.5H (n=228)
B | 5.0H (n=174) 7.5H (n=182)
ek | 5.5 (n=412) 6.0H (n=365)
A ITNIT T IAINAD
TR HERR S N4
FEER | 4.5H (n=161) 6.0H (n=160)
A | 5.0H (n=136) 7.5 (hn=141)
ek | 5.0H (n=312) 6.0H (n=257)

ERE. BEEER, BN ALK DRI B W T, AR D0
BRIA > I IVIT WA ) A DN MER S N7 BE BT
DFEEL PESE. M. MAEENE & O O BRI B L 72
H# (PofE) 2L FIR L7z, 2B, BRIA D TNV oHY
AV ZIEFE T T 20 R 2 fER T 5 1TV TR 53 TRE B s
NEXNIZho T2,
DA IWARBIBIDA > 7 IV T O YERDERICEL /=B
(PRME) CBIMEERER - BRA)

A TINITH FFIE e “

A LA D 20ma/ H B 7oeAE | REOR
ARl 5.0H (n=544) 6.5H (n=493) 1.5H
BT 45H (n= 63) 6.5H (n= 64) 2.0H

2) BRI 7R FHEIE B DR
A TIVT T IA ) A DS HERR S N IEH 2 xR,
HFF 2 E)L20mg/ HRAIC BT 2 EROBHOES 2 75+
REWBEL, 1 > 7N HFIIBT 5 —RAREIRTH
D% & FEEL DB N ORI A PHE (B X%, iR KO
B BWERE) DPFBIZ DV TLAFICR L2,
% ERMOBFHICE LB (hRE) RUOEHEDHFEE
GBIVEERSEER - BA)

£ i 1% D H FEEL DR H GOFEDFFE "
g FHIE)) e FFN | ey | TN | o
Hio 8 7 : s 7
I Ao/ AIEE WAy mg/ AR TRk 2mg/AEE s
ke | 3.0H 3.8H 1.0H 150 24% 30%
W 4N | 3.0H 4.0H 1.5H 2.0H 24% 33%
It k| 3.0H 45H 1.5H 1.5H 15% 22%

IPERR, MERER, BRI OBE KR U Ot

BOIHED TR

NEDHDIME
AR B IR PR AA O e AT T, AR B AR IR 1T FE B8 Ll 1 1
WEBF (HND 2 WIZAREAARRT383CUL) . &2 WIdiE
IRORBENHEDEE TIHROARMENL D & < 722 v hE
TodH 2 EhREniz,

) BIMIBIFBENAY RV BEEMNRE LICBRKRERBIE

NBIMNCEIT HIEHETRIFEE (HE/IBEMAEMMEER) 25
B E ICH D B E T ORISR
FAEER, ON R OERIT T, A8 S B S8 1 P ZE M I
PRI (LU FCOPD) 2 ERRBICH DA > 7V T o HF I IV A
R E TR E LB EE N,

FEEL, S, WP, RSENE M OZ O S ER O 4 T OSERA
BT 2DICHELZHEERRE S LT ¥ 2 )L (20mg/H

WA DFEEE, T TR e L LT

AP U 7zo ARSI

A 2 TIVT T A I A DRERED D S N7 &GRSR
FOT Nzl zHWz, TORR, WBRIENE O T
SNZL2BITIE, FFIENBIT IR UBEET
DOFTEHEZVOR BN L TWany, Hat#ma BRI R

N7z,

BB A TIVE T IA I ADREID GRS

NTIEFI T F I ENVERI T T REICE L, 1.5H (p=0.009)

DEBREMENHS NI,

A7V YEROERICE L /= BE (P RE)
CBVAEAR - BEYRREEEETHEE)

HFFIE

TR 20may H B TI L REE | BEO%E| Pl
B 2 B0 (7= 2 |6.0H (n=262) |7.0H (n=263) | 1.0H | 0.123
AZTINIHF I A _ _
DR B 7 5 5.5 (n=160) |7.0H (h=153)| 1.5 | 0.009

HEEZORBERIL, H5HBNTT I RRE42% (111/263),
HFIEIEB8% (99/261), #EHRITBWT T I RE35%
(92/263), HF I V)L #EA3% (112/261) E T N6 [l B T [H F4
ETh-ol, HANTEEND L EHEINZHEFEERIT &
BHZBWTT SRR 9 %(23/263), 9 FIEJLEE 9 %(23/261)
THD, HEBITBNWTTIREE2 % (6/263), ¥ FIE)L
B %A (2/261) ThH o7z,

T AEFERIWE. &ISIEL,

WZEIED SN T,
JfFEBEIZ 63 2 W X B )L D528 2 i L U I COPD 2 FE e
BICHDAM DV INI VI ARREEEZNRICT It
RERHE L TRl L 7z, MitgaEDEZEE U T, alBriin
H DEA & 15 D RIS B (PEFR) O b & (RFFHIE) & 17
& FEV1.0) (1 HH. 6 HH. 280 BICE#EHEEIC THIE) 2 1
Wiz, B2 EVIRA T O KRIEA R (PEFR) D -1,
TR U BIFICHERSB L. BERB% 6 HEKRU28HHE
ThliHREN % G- BIARTZ D 1 & (FEV1.0) 3 2 DI KITR
s (PEFR)220% 2B A TR FLZBEOHEEITYFIE
IVEEE TS B REERNICZE A S N o T2,

Q[UEXRKTHO, WREH

BIMNCBITBNA U RO BETOEKAREEE
NATURT EEZRINTNDEH (655%LL L, BT g 7R
B BT 2R < OGRS REER, FERAE, Rk
DNTNMITEEY) OEMZ, LR BN & ALK DR E
SE AR (3 ABR) N fe ALK TR S 72/ N R At
IR T OGRS LS. TRiRE O 72D O KN T Bl
B (FRARBRICHAANDEA > T IV LA )l ZEGEIC
FEERL-EF) Mo L, ¥ 3 E)L20mg/ H A% 51
IZDOWT, EHINEZ2HKRTA > TINIT T IAINZAD
MRS NIEFICDE T T RZRBE L CTHilz L

Zo

HFF I EIVEEOFEE, B, A, WESEE K O O 5 ER
DL TORERIEPICHET 5 HEE, T RBICkL,
BEXINEZ2FTISH (0=0.046), 1> 7T HFIA )L A
DREGDTER S NERIT2.5H (p=0.015) OB H I/ FEHED A

507z,

A 7INI O HFEROBRICEL /2 BE (P RIE)
GBOMNAREER : N1 YRV EE)

e FFIE | o, .
fiRHT 20ma/ H B TIwRE |BROE| PiE
B Ini=2m 5.5H (n=154) |7.0H (h=167)| 1.5H | 0.046
AITNVITHIAI A _ _
DR iRty [ OF (=109 |7.5H (0=122) | 2.5H | 0.015
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3

F/o. PUEMEICK DB ENTEET 2 RN G OHE DT
ﬁﬁu BHEINZ2EITIE, YFIEIVEETI6% (24/154)
Uy T REETIZ25% (41/167), 1 > 7V P10 )L
X@W IR I N BT Y I EIVEET13% (14/105)
W LTS REETIZ24% (29/122) TH O, HFHIEILEEC
B2 HARIEFEIEDN S /- (R HIN7=2Hp=0.042,
CIIIWLI BT A ) A DEGDIMERR S NTIERIp=0.045)
NEVEICLDEBEEVELTIAMHEORIAE
CBHNAEHER : N1 RV EE)

HFFIE) - N
fiR AT S 20moy H B 7IRREE | MUY | PiE
#hEnizah 16% (24/154) |25% (41/167) | 0.63 | 0.042
AINIH I, .
DR TR 7 13% (14/105) [24% (29/122) | 0.57 | 0.045

BEREHZOFRHFRIL, FFIEIEETI9%(60/154), To1¢
REETA3% (72/167) TH o Tzo mOBLL HBENTZERIT [
BUER OEAL /M RIER O TH O, ¥FIEIEHT7 %
OVSM 75w REET14% (24/167) TH o 7=,

WEFNDHDOBETSPILULRIBLEAEEER
GCBIVBERR : N1 YRV EE)

TIuREE [P 20mg/HEE

HERS n=167 n=154
HEERIEBIBIE 72(43%) 60(39%)
i UK D BEAL /M EAER D3| 24(14%) 11(7%)
[E LR 11(7%) 7(5%)
Mg - 5(3%) 5(3%)
HEW 3(2%) 5( 3%)
Jifi & 1(<1%) 6( 4%)
T RGE R SE 5(3%) 0
% 6( 4%) 0

Fizo NMTURATERFEDOD BERETFREBREZAL TVWD
EM (FF I EIVEI096, 75 REI3F) TORERS
DFBRIT, FF I EIVEET4 % (45/109), 75w REETAS
% (51/113). 65i%LL E D& OB (55 2 EIVEE36HI,
7T ARE4OB) IZB W TIE, I EIEET39% (14/36),
T REET45% (18/40) &, WINOEMICBWTHYF
SENB T TR EE RS o Tz,

BIMNCEB T B NEREIRE U BRRERKE
5 ~1RETONEEMNRE L ZiBER G E. RAZR
S LU ERGAR S RO MR- & (FF 3 E)L20mg/
Hk A, 5 HE%5) THRiEL 7z, FEEHEH CTHEH 1> 7
VI EEEIR O AR (BN 37.8°C A, % 72U ]
SAF TEREEL, A - B, WA, B - IE K COEH
W 7 U/ REER D B GUTIR S 120 DIREEDD24M R DL 1
B L= A2 E TR ETIREL 2 B (PR i
4/7w1/ﬁvfwxwm%#%aéht%l ﬁmf
FFIENRGRN T T RS LA RICEN -2 (o
<0.001),

A7 IWVIOYEROERICEL = BE (FRE)

CaibaERR - MR

g FFIE oo s || PIE

AR 20mg/ H# 77 e \RE0Z [ )
A>TV T IR _ _ <0.001
R TR =5 ] 40H (n=164) |5.25H (n=182)| 1.25H 05.20)

<AFICTERBEENEE
(1) ERBERZE

2. BHOFREERAR
() RIEAICHIT BRBETFR GBI

FIHENITBNTA > TIVTO T IA)) ARYE B E RS
nTHhe, FE2E(S KU L ZYFIE)10mg 1 H 1 [EX
7SR 1 HEL 10HBBEADWTNTEID I, FE%)
BELE LU, TORE, 17V FREIR ORI (e
IRIE37.8°CLA E SO FEBUR, %, BENG. WHSENH,. MRS 5
23uL®r&®%ﬁ)&Uf/7w1/ﬁv4wxﬁﬁﬂﬁ
BINZEBEN PILLERDSNZFIEOE G, UToEB
Dfaéstc

AVIWI YOS INRBEEEEEN 1 FILLLRD SN/

REDEE (BN FRHEER)
.y H¥FIEN e
it BR Toma/ H B 7 IR PfiE
NAI30010 4% (7/169% M) | 19% (32/168% %) | <0.001
NAI30031 4% (10/2455 ) | 19% (46/2425 }#) | <0.001

(2) E—HEICEEL TOSHEBREICE S B BRE TR (B

A2 TIVEHF I A )L ZSEGE DFEADFED 53T S itk
EZRLIZ, FFIEI0mg T H1EE TR 1H 1 [E,
8HRE A DWTIMTEIO (1, TR EEKE L, &
DFER, A > T IVT - FRIEROFEB (DPEAIE37.8°CLLE X
IIFEEUR. %, B, WEEE. IR OS5 2 DL EOSEIR
DFEB) Te A > T IVI T A ) SR R S Nz BE D
HEZ, LFDEBOTHo 7=,
AV T7IVI Y IA )N RABREEEEDEE CBIFRAEER

s FFIE .

R Tomg) E TSR Pl
NAIA3005 2.0% (11/553) 6.1% (34/554) <0.001
NAI30034 0.2% (4/1678) 1.4% (23/1685) <0.001

*NAIA3005 : HED KZICET B 18R LDEZF 2R % E Lz
B,

NAI30034: D I 2 =27 1 —ITE T S &l (655 LA 1)
IR 249 204, 1B R B 3B v O R B ERH
HDONA U7 BEERNGEE L Zilbk,

(3) NEMERAICH T BRBRETFH BV

A TIVI T IA I ZEGIEDFRAENRD 5N TNDE#E
Mk D AFTEZRSRIZ, FFIE)0mg 1 H 1 (3] SEkE HEEE
1 H1[E, 45%&5@m¢m# EO T PR E L
Lz, ZTORE, FieERULEREZREL, 1> 7
WL TIA )N AEEN MR I NZEEOHET. UTok
BOTHo=,

AV T7IVI YO RABREFEEEDEE CBIFRAEER)

- HFIE)

2 R *

it B Tomgy A B pofiEeicd PfE
NAIA3003 4% (7/184) 8 % (16/191) 0.085
NAIA3004 6 % (15/240) 9 % (23/249) 0.355

*NAIA3003 @ ABBIA > TV T ) 2L TR &Y
LB DTN UYL I AR LT T TR e,
NAIA3004 : ATIA > T )V T oI A )V AR UBEIA > 7 )L T
CHIAINZADNT UKL TH T T REHS,

Sk RERE >

4/7w1/ﬁv4wxm RIE O ¥ 1T 189 i
BT 2R R OCAMERLLTOEBD TH S,
AR

97.2% (4041/4159)

97.2% (3643/3747)

96.6% (398/412)

G RSE SRR
INA YR BRELISE
INA Y R BFE

I\ | @i (655 A 1) 96.7% (204/211)
i FEIFR I (UL, COPDE&D) [96.0% (165/170
A | fiEER s R R (i 2 BR<) 100.0% (28/28)
%Ef 98.0% (50/51)
7 e Ae 100.0% (3/3)
~ 5 %A 100.0% (44/44)
E% 5 %~ 1 55 A 98.1% (418/426)
1575 ~ 65 % Aiii 97.0% (3375/3478)

A YTIINI T A AERIENEREL L TN EE
hé’}xﬁl?
E2 (A% TR, HERE] 0S5, HEEYEM
(2] &HIE U 7oA F]
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m)ﬁiﬁmﬁ%ﬂﬁ

1) &1
A 2 TII A ) ZERYE IR T 2 R K DOF Ik 2 fsE
THEDIT. A2 IIINIFREBZWF v b OBREREEAE
T TH > 72155 0L E D pk N B#H KON 5% A O /N R &5
R ELUEBEMARETEEZ T ENEm L, 1> 7T
> E R QR EL O FTE A 2K (P E) 13X L R o & B

DTh5,

FITEL H ¥ (P e fig)
- A NG
Rl QSEBLE) | (2 ~ 158k
A 2 TIVI I EEERE R | 3 H (n=421) 2 H(n=334)
fipE 2 H(h=387) 2 H (n=430)

VA TN O RERER - I - B SR, 0L
DA, HRSUIBEET O A, %
2) FBh

A TIVI T A ) ZEGE DOF I 56 2% %
RTBHEDIT, ATV oY EFIEL TWLEFEORE
Kikd B W EEEEEN G E L EHEEZTo T, TD
FER. AREN TR G R OIERF TR GHETOL > 7
VI Y RERMNIZNZFN113% (3/2664) K T85.06%
(16/316f1) TdH > /=,

TE1 D FELG7.5°CRA L), ST - FTF. R, O E DA
MR SUIBIET O A, %D S 5 2 fEIRLL EAsHkR: L C1.5H
PLbAasi, OB EF Y MEEOEREOES

[EF 2 & H]

1. invitroCOFE
ATL 3 B WIEBRIL > T IV T > 7 A )L X 2 &Y S 1 /~Madin
Darby-{ X B igAZICx LT, HF 2 EIVIZHRKGFEN R
AN ZVERZR L, T DICofli AR & L 7C0.004 1t M~16 1t M,
BARYIZ %t L C0.005 1t M~1.3 1t M, ICoof VX ARSI 36F L 7C0.065 it M~
>100 M, BELZH L T0.065 L M~8.6 uMT&H > 7=,

2. BMETITOEMM
ARG B NWIEBEIA > TV T A )V A % SEPNIC 4R UK
PRI AWK L, FFIEINDERENEGIT~ T 2
FOTA I A NtE FHEKGENICK T8 £k A
DVEBEIA 7NN YA )V A % SFENICHERE LR s &
7zl y Ma LT, ¥ 2 EILOENENIE 513 SN B
%?Tmﬁ4wxﬁM%m%mﬁ%tﬁ?éﬂ‘%ﬂ%mﬁ

3. 1ERF

FFIEIE, A 2 IINVT TN AKREICHFET HEEHR
AT IV ORERWBAEELTH DO, ABIAL > T)IVT
CHIAINATHLNTWELETOYTILTD /4TI
=Y RUBEA > TN T IAINAD /A FIZF—Y%
L9, OAINAIATIZY—VFIdH L EESI N
A ADERMRE N SEHET 5 DICKETHD, T HIT,
TAINADKEEZ W > TEREDO EEMICEET 2D b0
ETHDHUHENEND D, ¥ IENEHEANSERL, Z
DOBFEZHET D2 ETRED EEMEN S KDL > 7
WA ANERET 2D EHEL, ARIKUBE A > 7
WIZHFTAINZADERDILREHIET 2 EE 2515,

4. T

BMEA I NT T IA N ZERICHT 2T F I EILORHE
ZMEt U 72 iR TTAHS K OV T ARG R R 0 3 N B ) 3
ZhiEt U 72 i R PR 0 T, 3001 LA LD EBRE MM S L 72
A ITINI T IAINAKRICBNWTTF I EIICHT Bz
TR T UEHRIZERD SNahoiz, INETOET A, BEY
A TIVI YA )L ZEYSIE D %)% 1 DT U 7=/NEICH
FIEINE 2EBES L VERICBWT, ¥ 2 EIVHE
HIBIOREN D 22,

ENIZB W THRA K ONEEE 2RI 2 EIVICHitE %
IRGA 2 TINIT I ) ZHBICE T 55H& 217> 7= (2001
FE~20054FET — X2 AL 20068 ~20094E > — X > 1 /N,
T OREFR, ARG IIL G-I HEE - FE L 72580610 &
FTOA TIWVIZ T IAINARDICAE L D, HF 2 E)VitE
MR I N D HRITERD SN ho Tz,

(B ICE Y 2B ZIFR]

—fs B 2 EILKEIY) (Zanamivir Hydrate)

(k2244 (+)-(4S, 5R, 6R)~5-acetylamino—4-guanidino-6-[ (1R, 2R)-1, 2, 3—
trihydroxypropyl] -5, 6-dihydro-4H-pyran-2-carboxylic acid hydrate

12 1 CoHoNO7 + XH0

g

% R ABEOREKTH S,
HKIZRRRETITS LK, T /=)L (995, Y=k
NPT FINIT =TIV & ERT RN,
0.0075mol /LERER AR IZ 2 0vE Iz < W,

W BEETH S,
SEREL (ogP) @ HF I EIVISMMEA A > 2R T 5720, HER
B OMEIERATRESZ > 7=,

[ERk O EDEE]

R EDEE -
AHENZARISUIBRIA > 7 )V T2 71 )L ARYE D FIEH DB ]
OHBTHEA L =BE IO SN E T,

(7% &2 % 4]
AR OO EFERIZT. By, HHIM/ICHmE T2 &,
(= ]
JL 2P (4TYRH—=X5)X 1
[ Z X k]
1) CassLMR, 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)
4) Ryan DM, et al.:Antimicrob Agents Chemother, 38, 2270-2275 (1994)
5) Ryan DM, et al.: Antimicrob Agents Chemother, 39, 2583-2584 (1995)
6) von ltzstein M, et al. : Nature, 363, 418-423 (1993)
7) Woods JM, etal. : Antimicrob Agents Chemother, 37,
1473-1479(1993)
8) Gubareva LV, etal. : Virology, 212, 323-330(1995)
9) Barnett JM, etal. : Antimicrob Agents Chemother, 44, 78-87 (2000)
10) Boivin G, etal. : JInfect Dis, 181, 1471-1474 (2000)
11) Hayden FG, etal. : N EnglJ Med, 343, 1282-1289 (2000)
12) Gubareva LV,etal. : JInfect Dis, 178, 1257-1262 (1998)

*[BHFRE]

757« A AT 51 U MREH

HRUE X Rk 1-8-1

HAZI— 7 -k —

TEL : 0120-561-007(9:00~17:45/+ H#L H e O Ak H 2R <)
FAX 1 0120-561-047 Q45 [E1 2 £+)

MEOEIRTETT (W)

9350V-AZRAI751 Y &t
RREBMIRIR 1 -8—1
http://jp.gsk.com
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* %2018 5 8 ARET (BB 100k, BAEREMECEDFEALOEEDIEDKE) H A o &S
*2018 &£ 6 ATKET 87625
I ik SRR
i FHARE © S IC R

IR o N NA TV
MAZTNTLFTA IR KBS | 22300AMX01152 | 22300AMX01151
QL SR SR T D EMIGE | 20124E6 A 201246 H

SEP DI S REHER (v5300mg et i | aws
SEN DI SRR ER - 71150mg

N3 I E)LRMPESR

> = ) shEE ®
® ARG RAPIACTA for Intravenous Drip Infusion
[E£4) [Bi% - AE]
1 ARORECHESTE, FHOLERERECRIT | A TER KFILNLLTI0me €15 FLLD T THEHR
& [T3hEE - HRICHET M LOER] OESE] A9 5.

BHEFICLVEELTI2EZTNDOHSHEBECIE, 1 B 1 H 600mg
Z 15 QLD THERREHET S0, ERICHU TEARERS

2. AEDOFHERECEITZAMERVZTEMEEHEILL TV,

Cer: ZV7FOUT TR
T . L X1: L7 Fo2 )7 52 A 100l/nin Kl BN EE OB E, MR
<%h#E - HRICEHET HERALDFE> ‘ BERZRAGO LRETH2E, XTI EIVIMEBITICE D EDD

1. ARIOBECTHE>TIE, FivAILZEOEEAA BT B g SERE TN D,

T3,
X . - - —_
(2 (ROBEICRZS LN L] I, E ERICSCCEERET 5.
AHIORS I3 U BHECREROH 588 IR B, RSIENELTIE1E 10me/ke & 15 HEEDFT
) HRESEHET D, ERCHUCTERARERSTES, BEE0D
(ER% - 144K] LRI, 1EEELT600mg £TET B,
TO#RE
— SET V5 AR SET U5 AL ! <HZ&- - RECHEEYT 2ERLOEE> }
/N 77 300mg INA 7L 150mg V1. RRIOBGIE, ERFEBE, WTRZR D ERNICHBT S 2
ll‘j‘%};iﬂ;? ;9 \ liﬁ);};ml; ?;4 : L EAEE LW, DERFEBN S A8 BMEEE IR 2 AL
# AT BRI 349, dng | XTI E)LKFI 174. Tng : . . A e EEL - P |
RS (N5 ELT 300mg 12| (RS ENELT 150mg k2| | oRABIIAUEERNTSF-FEFENTORN.]
) HI%) 20 RIEEGIE, RIRSE QBRI S REREATL 2 S HIWr U7 45 |
domy  |BETRUD A 540.0mg HEF BU DL 135 Omg L BT ZEEL, BRIBEEMELINI L, BB, 3 H
" VES K VS 7K CMMERERG U RBIRS TV A, [THRERAD O,
2. MR B |
o N 7 300mg XA 7L 150mg L NHHOT, BRECEKTINUT, TREHRITRGE,
e |EEEHORTH 5. KEBHOWCH 5. L EMETR L. AMEREIRGTARAY, FTEEEZE,
T @D | |
AT i _ P TR, NEEOBKIEREE TOMARRIZRN, [[E
ol 5. 0~8.5 2085 | ERMAMER KO TEMENE OHEBHE] |
BB E | o !
(AR 1.0~1.2 1.0~1.2 | Cer 1 [m# 55 ‘
w3 BH) ! (mL/min) B OGS HIELT 2R ZTNOHDEEDHAE |
| 50=Ccr 300mg 600mg :
[;d]‘ﬁ‘g . ;5}]%] : 30=Ccr<50 100mg 200mg !
ABIX(E B EIA ¥ T IV A )b REERAE [ 10%1=Cer<30 50mg 100mg 1

MA S TNI U FIA N ABREO R TOBECH LTk, 4 AFIESTERIRNTES I OB TS C &, l

ATRRBRNWILZ2BER, BEOREZFPEELALET,

AHKI DG OBE HEICKRNT 2 2 &, | [(ERLEDEE]**
2. AFIZATHAEKTHD - EEBEL ROFOWARED 1. EERES (ROBEICIIEEICKRET S L)

KHOREDONRESEERAT DL, B E O H 2 8E [THE - HEICBEET 2 H LOEE]

L MOHA PN I A N AEOEHE T AEELE LT, (D) XTIEVREATSER
1 KON TE AR OESE]

3. WITUA IV A DEAMEERICEEL, ﬂS%U?Q%@iE@J'I‘EE%E:
BaTs el @ M GEEF U DA, ERAK) CEYTEE
4 AFNE CRIA > TV T A L ARBIEIBRATR .| D D, BRERREEREO S 2BE [ b T AOEH KU
5. AANIHIEE Y IS AR, [TEE AT o BRIMRREZEPLT I & o DRICEHEZNT, ERNELT D
B | BENMDH D]
””””””””””””””””””” 2) BHEEEDCH D BE UKy, HLF Y UL OMREBEITH

D29 <, ERVBILTDBENND D]

D EE-EMEOLLEIVHEATHI L o
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SET7 Y SRmEERNY T - NAT I (2)

2. BEEREARNIE
M PiA 2 ITNI T IAINAEKOR OFE BT hND5

T, ATV TOYRERICIE, BETEZEREELZFNRE
INTWS, [TEAREER] DIESIE]
BETHICLD2BEZOT N —DOFERZHIET 57200 TR
BxtihE LT, OREITHORHOBZNNAHD L, QHE
WCBWTHEEZTONG, DRSEBREANS 2 OM, FEs
BB FOERICH T IR E#C D 2L, ITDWTH
B FEICH UEtHZTTS 2 &,

BP, BEEOERICELIBTNOHLHEDORFETEHICTON

T, BRLEE O NE - REGEZ OB THRENZNW &, 3

BN 2 HRIPIICHBRT 2 2NN &, AFsN T3S,
(2) AFNIEHMBOHEKNTH O, BHAENMETL TWIHETIT
BV E N T 2 BEZNDH DD T, KAEIOFKGITHE
LTiE, 7V 7F=> 707 I AEIECZHARICEDNT,
REZBR L NS HEEBEICKRET S &, [THik - HEICHE
T M EORER KU TEYERE] OESR]

M BYED A > 7NV T oI ZAEBSEIC A L0,
CINIUTHIERERFAEND 2 ENDH D, MEERIYEDE
HROMBEEIEN DN S HE I, PEAERGT 5L
HYRNEZTS Z &, [TRhEE - DR ICBEET 24 H Lok
B 0EBE]

frigterss, SENRSEALORMICHSLND I ENDH D
DT, HESEENSIHEREZT O R ERFTOREZTHIC
BmT5z &,

avld, TFI745F 2 —0NHobNDHIENHZDT, &%
HBiidfEE o iR TREDREZ +OICERT S 2
Lo i, BEKRTHRb T avy, THF747F =050
NBZENHDHDT, EEITHE,

3. BEA

<pRA>

TRIBRFIZ B B 2 MR 451 968 Filrp, ERPEMREE O BH

AEZSORER 239 #] (24.7%) ITED SNz, ERdHOD

W&, R 56 B (5.8%), HFHERNEA 27 1 (2.8%), EHIR 24

Bl (2.5%) TH>/.

<UNJE>

HRIRRFIC BT B 22 MM R E 117 Flp, ERRREE O R

EEZEORIERIZ 346 (29.1%) KR DLN/Z, ERHOD

1, TR 1260 (10.3%), BRI 11 F (9.4%), Mg 6 fl

(5.1%) THo7=,

(1) EX#IEER

Wiavy, 7F745F%2— BEEXHE) avy, 7+
T4 % — (MEKT, EEEH, WF, WRKE Sks
) NHLEDNDTENHDDOT, BRETHICITY, BN
BOSNEE IR EHIEL, BURLEZTTS T &,
Bk, FREREY (1~5%KE) © Ak, FoEk
WLNHEDONDTENDHDDOT, BRE TSI, B
BOONEGEEICERGZPIET S E, BURLEZITD Z
&,

3) FFHEEfSE, BB (BEERE) :AST (GOT), ALT (GPT), 7-
GTP, Al-P OF L W EF %% /S IFHReRE, #E&ks2
HFORMIZHoDONDEZENHZDT, BHEETHITTN, R
HERRDSNZHEIIHRGE2FIEL, #URLEEZTD 2 &,
SMEBEEE EELH) SNBEENHSONDZIENHD
DT, BRETHTY, BENSEDSNLEEICIIRE2F
1IEL, HEYRAEZETTS 2 &,

BETH GEEAR)  KNEBEREIAHTHL2H00, 127

3

oA

4

<

(5)

2

~

4

<

5

<

WIS HREBRICE, BEFCELIBZNOH2EETH (B

IED Y, BHET 2% AH5bN2IENHD, [[HER

BEANER) OEHSH]

)]

(2) EXEWER (EF)
MOPIA > TN T T oA )V ZETLL R OEKREIER D #H A
INTWDDT, BEE 7T, REMROSNLEHAEIC
3 GEHRIET S E, EMUBRAEEZITD T &,

1) Bz

2) BIRERF2

3) FEMREIEFERMAAAL (Toxic Epidermal Necrolysis : TEN),
KSR IEARSE(RRE (Stevens—Johnson SEIZEE)

4) M/MRigd

5) ¥EM - HIRER (BEEE, #BE® 4F EH E$%)

6) KR

3) EDfDEIfEA

EEN 1% LA 1 0.5~1%Ai | 0.5%AM | BERH
] i %, HRg
T (6.3%), | BHCMER, 18
HiLd |, et AP, 1
Mm%
AST (GOT) k%, |LDH EH, EUJL[AI-P ER
[l |ALT GPT) LF €2 kR, 7 -
GTP L&
EHIR, R B2BIN L7
B |2roroJgur
E5, NAG E&
M |V > NEREE b ERERSE M iR A
FEPIRRRER DHEWD, KR
ffrp 7 R A | R Rt B 4, CK| B JLIKER T
Z DAty (CPK) L5, IR
i

4. SHE~NDERS
— BRI FEERE T AEEAEDNE T L TWS 2 EMAZNOT, H
BOREBZEARLANSHRET S Z &, [[EYTRk OHS
1]

5 %, ER RIBEADERE

() IEESUIIEIRE L TW A AR D & 2 f N 59 2 841213,

B#E EOFBENEREZE EES S E N2 HEEICOAES

T5ZE, R OHEGICHET 2 L2MEIIMLL Tz,

Zw NTHREEBEME, TYHFTRERVCREENREINTY

%,]

BRABCBRET A CIIEAEHITSES &,

BT 3 2 EnmisEanTn3,]

6. /NEEADERE
ICHIZERE R,
BRI, ]

7. BERE
AFOBREGITHET A EHMIE SN TR,
AANIMIEBEATIC X D FHELNITIIFR N SBREIND Z ENH
HInNTws b,

8. @ERALODEE
BERE - ARNIAERIRNESIC OB TS Z &,

(FEEE]

(2

~

[Zv N TH

BRI 22 MM T, [fFH

1. MEEPRE

(1) BERRA
R EERR A BER 6 B11C 100mg, 200mg, 400mg, 800mg CKEFLH
B) ZHEMMEHFELZESOmBEPREZX I, BE K
BEMBEL 2L EOEYH/INT A—F 2K 1ITRT, Cnax
KOAUC I R L, SEEaE R ORT) 1349 3
MTRT I EIEEPHITHEER Lz, KIEHKE TOERNEIEIX
HEHKGREIFEAEEDST, EREEEIEDsNanhY,
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(ng/mL)
120000
—<— 800mg
100000 —0— 400me
—A— 200mg
30000 —O— 100mg

(mean=+S.D.)

(hr)
K¢
I Bi[E 5RO A bR e (AR
=1 EYEEEINT A—%

% EHEEE

5

2" Cmax AUCp-c0 cLxt MRT Vg2
(ng) (ng/mL) (ng - hr/mL) (L/hr) (hr) o

100 | 6 | 112002900 | 17513£2001 |5.77£0.61|2.64%0.33 | 15.16%£2. 14
200 | 6 | 211001600 | 33695£3622 |5.9940.65| 2. 656£0.27 | 15.77£1.35
400 | 6 | 468007000 | 634038620 |6.4140.90 | 2. 44£0. 28 | 15.53+1. 71
800 | 6 |86200£15400| 133795419972 | 6. 10£0. 96 | 2. 83£0.49 | 16.96+=1. 53

ﬁ R 6 HE)

g " Cmax AUCo- - 3 oLx!

(ng) (ng/nL) (ng + hr/mL) (L/hr)

100 | 6 | 109002000 | 164361540 | 6. 13£0. 56

200 | 6 | 198002300 | 303582980 | 6.64%0. 69

400 | 6 | 453008000 | 654099498 | 6.23£0. 93

800 | 6 |85500£13100| 131385412871 | 6. 14£0. 58
Xl 2B U7 I
X2 1 EFIREE A
X3 EEIREORGME (24 K1) To AUC

(HIEE © LC/MS/MS)  (mean=S. D.)

2 NREE

/NRERE 115 81 (4 A~157%) 12 10mg/kg (fREL 60kg LA ki
600mg) % Hi[al UM ERE L7z & & OsLIEHE T 4 R £ T g
HFIRE (85 RA > b)) ZM2ITRY, ik, MmEEFRENH
ETERZE 2T RA > b ZEHWTRERENBEAT 21TV,
BONTEMBINT A—F 2K 21TRT Y,

(ng/mL)
80000 O 6~16/% A
® 2~ 6% A
° A I~ 2% K
L 60000 | ] v 0~ 1t il
A o
bl
BE 40000 o ooBD
"lf‘i? °
20000 | 0% 8B,
f‘,o 0o
o o g‘é}%’;o
O N N A * O N s
-1 0 1 2 3 4 (hr)
SRS T R R

B2 HEEGROMmEhRE CNERE)
%2 EWhEE/N T A — X

SET O RBBEERNY T - NAT I ()

(3) BHEEREE
1) BHARANERRAKROA > 7T HEE, WO HE AR

A, BHEREREEMORESBREZ SR E L LBRKABL G
537z 332 FEH, 3199 AR > b OISR EEICDONWT, RHEM
HMBREMAT 2T o /2. XTI EILOEMFRE (CL) ITXHT D
FERNTELT, BHEEREORE (Ccr) MEMEREICE A S
HWENPREL, Cer KIRUAEBREROFHNLETHD EE X
s5hi= Y,

B HREE I E TEIC BT 2 A R 300mg % 54/H%) DiiEF
BESI2L—2al2M3IIRT. £, SBEHEERERR
2BV B HEFGR O Cnax K OVAUC 2E 3 1ITRTS

(ng/mL)
100000 — - (Cer=20), 50mg
——— R (Cer=40), 100ng
10000-”\ ————— B (Cer=60), 300mg
o, ——— E¥ (Cer=100), 3008

IRf i
3 EHEREREEE TN 2 HEPEIRE (300mg $5% 5-4H24)
DMERRES I 2L —2a>
£ 3 BRI E T BIT S HEREIREO Cnax KO AUCH!

cor 300mg 5% -5-H2% 600mg $¢ 5414
(ul/min) %458 Cmax AUC %5 8| C(max 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)
27044 60233 54047 119015
50=Ccr<<80 | 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)

M1z g (90% TRIAEE), RHEERERMBIEMAT 7 b NONMEM ®ic&£ 5 <

YN T A—F ZHNWEY I 2L —2 a R

2) BiremEH 2 a8 22 HIC 2ng/ke CRFSHE) % H[E M

FELZEZ0omEhiREZEX 412, BYBENI A -y 2K
41TRT, BHEEDE TITHEY, XSIEILDMEFN S DM
LAGELEL, AUCHEART DI ENREInEY, BEAICEKD
F—4)

n Cmax (ng/mL) AUCp-o0 (ng « hr/mL)

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

X1l (BoME-FRoRME), RHEREEYBIARMENTY 7 & NONMEM ®12 365 <
HEMFNRE)NT A — 5 ZNTe XA DT HEEMR

—— HE (Cer<30)
(ng/mL) —¥— PR (30=Ccr<50)
100000 - —O— #8&E  (50=Ccr=80)
—@— [ (Cer>80)
10000 3 (mean)
1fiL
i 1000 A
o
b3 100 4
I3
10 A
1

0 12 24 36 48 (hr)
fis ]

B4 HEFGROMmETERE (EHREREE)

®)
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SET7 Y SRmEERNY T - NAT I (4)

x4 EYFENT A—5

Cer Cmax AUC)-c0 CL
(nL./min) i (ng/mL) (ng + hr/mL) (mL./min)
Cer<30 ] 132002910 13700041100 21. 1+4. 68

30=Ccr<50 6 13700 £3780 10800031200 26. 8£5.35
50=Ccr=80 ] 12500£3590 339007880 T7.9£21.4
Cer>80 6 12800 £2860 2600013180 108+9. 90

(4) mAREHREE

(HIE L © LC/MS/MS) (mean=S. D.)

MEENTEE 6 Bl 2ng/kg GRESMNER) 2 HEHFEL 2
EEZOMmBEPIREZR 5 ITRT . MBS 2 RN S 4 Kl
MFTMKRENTS 2 2 &k > TEHIREZK 1/4 TR
LD, GtEANZEZT—%)

(ng/mL)
100000 - -0 &5 BIIMEBE T AR E
- RERMAEENTE
(mean)
i
FP 10000
I
4
1000 4
0 12 21 36 18 ()
S|

M5 HE RGO MEETRE (REHTEE)

(5) S

fREEEEE (65 Ll 1) 20 1, HEFEIEZME 6 #11C 4ng/ke
RSN E) ZHEERTMEEEL 2 & X ORYBHRE/NT A —F
ZRHITRT, HIME D AUCIIIERBREORN L35 THo 72,
Cmax IFFELIL TV, AEACZLETF—%)
x5 BYBEEINT A—%

m

P450 (CYP) B2 TdH 5 CYP1A2, 2A6, 209, 2019, 2D6, 2E1 K
VM IR U CHEIEM 27 S F, CYPIA2, 246, 209, 2D6
UM IR U THEEERZRI RN, 2, RTIIEIIZ
P-PEiEHOREETIIAR<, P-HEHICX2EYHXSHEL 2
WZ EpRang Y,

(ER PR #E]

BRAZEIRE LR

ERE | 8ER

RZIE)L 300mg, 600mg % H[ASMEEL & E0FMMICD
WT, 7o REMBICHEER FTHKL 2. 296 flicBir
B4 7V Y RFEME (FE TERILET S ETOR
) oz 6IcRd. XSIIEIOZHEHIT S SR
BLO1 7N o PRRHMEZARICERIEZY, (WTh

% p<0. 05)
%6 ENE LHHABRTOA > 7V T > it
F B E R n ol (hr) | 95%(SHEX
RSP 300mg RN 99 59.1 50.9, 72.4
600mg FRN 97 59. 9 54.4, 68.1
75%R RN 100 81.8 68.0, 101.5
(2) EIREHEESE I4BEER

RFIE)L 300mg, 600mg Z HESFEEFHEL & EDEMMEICD
WT, FEIFIEIL (Tomg | H2[E, 5 HR) Zxtidicss
UZzo 1091 B (HA 742 $l, &5 244 61, 8E 105 F1) 1<HB0F
B4 TNV FRFEHIRORREE X 7TITRT 10,

27 ERLFRSEIMHERBTOA > 7V T > R IR

Eraca i Eitda t3id n Yl (hr) 95% SHEX [

. 300mg R 364 78.0 68.4, 88.6
X7

600mg FRAN 362 81.0 72.7, 9.5

FEIVF I Tong o 365 81.8 73.2, 91.1

Cmax (ng/mL)

AUCo-120 (ng - hr/mL)

falitea 20 22648 £4824 61334£8793
JEmnE 6 20490 £ 3908 462004460
(IEE © LC/MS/MS)  (mean=S. D.)
P2kl

(1) @R A\ B 6 #1112 100mg, 200mg, 400mg, 800mg (FRFEAL A
B) ZHERESE L&, EXGES IR (T EE R M O
SPEUNR) P OEYBE IR REOMMMCEVEALZ, |k
L[ WIRITITMAETICEH L, AUC &L T 3~9% 179 %
TENWERIN, FTz, 400 mg $E5EF O WHEE D IR K OV S e
IR DIRE IR EIRE & L T2 N 930 XU 1210ng
/L THo7=?,

(2) BRAFABFIC L D HIE Lz Mg A& R,
nl OEEFHFICBNT0.3~1.8% ThHo7= 0,

1~100 g/

3 &)

Z v MZMC]-RZ 2 E)L 24ng/kg & HEIFHRNI G L & &,
TRTOMB PR REIRERREG 5 2RITE&EREZEZR LU,
X7z, fEREMLTH 2 ik CKEITB N TS REFRDAHGE
51, EHMEE THLERETIEL D SWiHmARD 5Nz,
TRTOMBTINRIRER, %5 48 B X TITERRAR
WETRD, HBEANOERME R CIRB IR Z LR SN,
—7, BNNOBITHIED TIRW Z EAvRE N0,

- R e

(1) FEFERABAE 6 12 400mg 2 B[Rl i iE L 7z & & D M KR O
Rz It I g, REMKROA MRS N Y.,

(2) fEER ABIER 6 112 100mg, 200mg, 400mg, 800mg CRFVSLH

B) ZHESEENE L2 & X 0% 5 HA% 48 R £ TORFHE
ME CEEME) 13 86.3~95.4%, 6 ARIKERS UL =20k
BHEICHT 2 RBPEIER CEEE) 13 77.2~92.6% TH o
=9,

(3) In vitro iBRITHBNT, XIIEINVFEERE MFF R~ o—L4

3

ERENERR (REERS)
NATUZZHF BRI, 1BHIEReSREEE G, H50ER
EAHIFIRAS) 268 T58FE2HREL, XTI E)L 300mg
XI3 600mg 2 L H 1\ [~5 A5 Uz, 600ng B (19 1) T
DA > 7 IVI R O b el 42. 3 FER (90% B
f:30.0, 82.7) THH, NTURIVHFEETHEZITHT
LRBRIMREINT, 7B, 300mg B (18 ) TIZ 114. 4 KR
(90% EMEIXRT - 40.2, 235.3) THol. £z, NTURIZE
FEATHEECRIIENEKEHRLGTEHZLET, 1>7)
TR IR O B REE M 235388 5 7=,
PG RN G WM O > TN T FRFHR O g2 2% 8
;:ﬂ?—g—ll)o

8 LR GBI O > 7 )V T 5 HR

N UXVATFEET DEH)

” BHE =37 300mg B =18 600mg B =19
|, [ sos | Taoea] sox | Teq]  90%

] () | EEXRE (hr) | EERME (hr) | EHERRE
LTH| 10 | 92.0 [14.6,253.3| 7| 132.0 {23.2, inf*!| 3 | 14.6 | 13.2,68.6
QENF; 27%21 64,1 (AL 5, 11120 11| 111.2 40.2,123.1[16| 42.7 |30.0,103.3
X1 HERRK

X202 FR23 6, 3 ERT2 6, A HR LG, 5 ER B

2.

INREE MR E LZEREINERER

INBZEZR R EL, XTI IE)L 10ng/kg (UKE 60kg YA EiZ

600mg) # 1 H L[] [~2 HR#HE Lz, 1156 45 H~I5

) BT BA TV YREE MO P 27, 9 FER
95% (E4EX M : 21.7, 31.7) TH-ol=.

ANV IOFRFEHBICOWT, E@maohiREzE 91z,

B MR ORI E % 10 1TRT D,
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29 FElPIOA > TV P RFIHE ONE%)

i n R (hr) 95 % R IX
0~2 AR 12 31.0 20.8, 50.9
2~6 A 20 26.4 17.8, 68.9
6~ 12 B 46 25. 6 20.8, 31.7
12~ 16 FA 37 29.1 20.9, 36.3

10 BRI O > 7))V T FRFELE ONE%)
B 500 n FRfi (hr) 95 % fE X [l

1H 105 25.3 21.2, 30.6

2 B 10 47.8 29.4, 91.3

(FEHEE]

1. AYVINIHEILIVAD/ A5y —FICxT 2EEER
ERABIKROBRIA D TINIHFIAINAD ) A FI2F—F
W U THEFEEZRL, TD50%HEEETARTO. 54~
I1nmol/L, B&IT 6.8~17nmol/L TH- 7= 12,

2. AVITIIUYIALIIRBERET D RCHT ZEEDHR
EMARKRUBEIA D IINIT T TAIN AP T ABIEET
INZHBNT, XTI ENOHEFEIRNE G ICXK D ARIKFERIC
EEROBMMSERD 5N, O 50%ERNEIT AR TO. 4~1. 5ng
/kg, BEITO0.1~1.0mg/kg TH-o 7= 12,

3. ERER
ENABIKRUOBRIA > TIINIT T IAINAD /A FIZS—F
ZRROICHEET S, 1IN OFIAINAD /4TI
F =3 7IVBUIEEEEE L, BESERRDO S 7 IVEE 2 Yk
95IET, FRYAIVZAPEEHME DR S lEHETE 5 K
SICH<, RTIIENF /A FIZF—FEBEETDHZ LI
Fo TRHEPMIEDOREN S THRYAINANEET D ATy T &
HFIL, TAINZANMNOMBINILE T S Z & &2BE, fERIC
A )V 2 HEREIIEIE A 2R T 12,

4. [k
E N EE I AHR SR e QUSR5 4 & U 2 N SE TLA BRI B W
T, ARG T, AHNTHT RSN 3 HFU KT LA
KRS A LD ADEBNCRD BNz DY, 7adb, EFEILFESTH
BT, IS QR K & [R U 5 C AR R O ez 1k
EORTHRICERE L ZBE CTHREDRN/HERINTNS 10, £
7z, in vitro THPE D 1 )V A 53 BERBIC B W T, JEE & O3 X
2RI O BN RE SN TWD D, AFNTHRA Ot Mk
G I N TN .10,

(B3RS ICBET 2B R)
—RAERR - RS 2 EJLKFY (JAN)

Peramivir Hydrate

{5244 - (18, 28, 3R, 4R) -3-[(18) -1- (Acetylamino) -2-ethylbutyl] -
4-guanidino-2-hydroxycyclopentanecarboxylic acid
trihydrate

5373 1 CisllasNaOs - 31120

TR 382.45

(=i 5. HN<§r/N“2

HN._ ~CO.H
H

CH,
IR - HE~HMEBA RO KR TH 2,
AKIZRRETIZK K, A/ —=)VXFT% /=) (99.5) IZ
WHIZK <, NN-PAFIHFILAT 2 RIZHD THETICL
Wy,
Fles 242, 0~243.5°C (4R
SR EL : log P=-1. 16 (P=0. 069)

(I-F2 % ) —)V/K]

RAC 15 5)

SET O RBBEER/INY Y - NAT I (5)

(AGRSRF)
1 FEOREUER AN ERET H20IC,
T Y) e PSR A AT T &,
2. A XTI HFTA I AOAEIHT BWIELICBT 2 ENS
OPERER - HHITOWTIL, By, HHLRICHET 52 L.

(BX]*
FET Y HIEHERIN Y 7 300mg : 60mLX 1 4%
SET 74 MEHERNA 7)) 150ng : 15nLX 10 1§

(E 23]

EMEEEZEEX

SRR R )
(B HREREF ICB T 2 EER)  (200902650)
(BEEERLN T BT 2 @) (200902651]
UNRBSEZ SR E U ENE RS (201001514]
(RHEM BB (200902652
(FE BT 2 BEE) (200902653)
(EAKEITBET 23 (200902654]
(T v MZBTFD1M) (200902655
CEMBREAH AR AR (200902656)
(EINE DA (200902657)
(E PR FE R 55 AR SR (200902658)
(BN AR (200902659]
N ZEAHT DR (200902660)
al. @ Antiviral Res., 2007, 74, 159 (200902920]
et al. :Antiviral Res., 2003,59, 13 (200902921]

[3CikEEk k]
FEYHICEHOANERHIDEE L TH FiClC TR ZE 0,

D tN&ER
2) tLNER
3) fLNER
1) HhNEE
5) tLNER
6) tHNER
7 tHNER
8) tHNER
9) tHNER
10) tNER
1) thN&E R
12) &R
13) Baz, M. et
14) Baum, E. 7.

MBIt ERERE >S5 —
T541-0045 KPRATHRIEBHT 3 TH 1% 8 &
a6 0120-956-734

FAX 06-6202-1541

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

e
B1oCRrysT

PHARMACEUTICALS,INC.

SHERTETT

BHRARERASH

T 541-0045 KIRHHPRXEEE 3 TH1 &8 5

®  BHEER
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SET7 VY SRmEERNY T - NAT I (6)

(6)
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SEFHR

*%20175E 8 FaT (1045}
*20165F 8 AET

| EEEF
AR | AR IR ROBENR
RIIERTSZ .

RESEHERBY./ A S = =5 —LiE=A]

11

AFREREHIRES
87625

# 2 & S| 22200AMX00925

2010% 108
'; R W e ARt
B $a  2010%108

i

BE 18 M 2013%128

BX B & 20I10%9A

T FHMOBRNTERLBER.
REBBRFEhSHATRE
#if EOER|OHSBH),

€4 TE mAk*E20mg

|
MM
2 311

6505

INAVIR® DRY POWDER INHALER
S IENLF IV BT AT ILKEEAER

HER-ERSONARCIVERTI&

[ ©® g ]
1 . HRFOWRI-H - T, EFOAEE Bl B
FT&C &(EE- RIS 5 {EE FoR | DEER)
2. 47N FTA L ABBEOTIORET 77+
CEESTHTHY., EEOTHERE7 IS 12k 5
| PR EMDILOTREL |

[#B] (ROEBEEICFRELENT &)
FROBSH LREEOHEERO 5 2 BE

8 = 1Rl
1.8 /i

1 BRPERORGEEA
L3 HMWERT
LFEL FoFIENA Y Y RIAT VAN
AR 20.76mg
20m (F=FIENLAZFUBIATNL
. g & LT 20mg)
FIFEMELTAEE 2.
2 BFIOMR
BRPONEMIEEORETH D,

B # - B 8]
AT IBRIA V7 AI A L ARBBIEOIEBRETF DT

(HE - RICBTET SER L OER)

1 EBFCEVAERER. (Y MLV AEOBEFETOARE
BRIA Y7Ly T4 LVABBEOBRBIIMNATIZR N
CEERIA. FRIOEROLEEZHEAICRNTAI L.

2. FBICHVLABER, BUHELT. A Y7L 091 LA
BEEZRELTWABFORBRENIREEERETH S
TROBEEARET 5.

(1)l (658ELE)

(2)BiFERER ISt LREBRE

( 3)RBERERRE (HERS)

(4) iR R

3.FANICRIA 7 LI A L ABREEIC IR A 1,

4 EF BB ICRBRS W EEL R ENER 0B
BRE).

& me
LEme

B &
1. 88ICAVSES
BA:F=F I8N 25 VBT AT E L TA0mgEEE
MARET D,
DR IORRBOBE. FoFIEAF Y VBIATAE
LZ20mgxHEIRARSET 5.
10 EDIBE. S=FIELF Iy BT AFLE
LT40mg % BERARST 5,

B 8

* 2

2

TFHICALSEE

BA = 1A T ¥ Y BIRFLE L TA0mgh BE
MAREYT 5. E£7, 20mg% 1 B 16, 2 BEEA
B/ETEIELTES,

PR I0EBEROIBE. S=FIEAT I UBIAFILE
LT20mg = HERARES T 5.
10BE LDIRE, S=FI¥AF I T BLAFLE
LT40mgz BEIRARS T 5. 7. 20mg#* 1 H
1@, 2HMBABRSTSZELTES,

(i - ERICIEY M LD

GERICRVAIESR. IERRRE, TREABDECMRSE

BT 5 &AM E L, [[ERFIRD 6 48R M T A%
BEEHAL-BEICBI 250G 2BH3aF—%1it
Bentuity, ]

CFPHICAVWRIES, ROR2EBLCERT &,

(1} ZNTrHFo4 L ABREBRFICEME 2 ALAIC

BSEMMT 5. (IS I3 EERBII RS M
LAB&cBusEutEslt a7 -5 38607
Wiz, ]

(2} AR OIBAMEAS» S 108D Y FLI Y24 LA

* 3

1

2

BRI T A FHUREBE ST LR,

FANE, 1 BRBEFVS=FICLG I OBMIATLE

LT20mg: &AL, BHM 2EBMICKEEATVLRDT,
REOLBVBARST 52 & ((HALOERIDEBR).
I T £33 =
1 ) ER S 0ORE

2 B8 (3 4 &7
2) 2 BMB50BEs

BARTIORE k| 258

DR WABR " maro 1 58
(1 @& 2 @o)_|
10D IR (‘fggm 1 258 2 &)
= B £ o & =&

AEERS ROBBICRBECHSTI L)

AR L TAREDRERD S 5 BE (EE2ERN
ERI|OHELE)

CERCEFNER

(1ARMFERTHTH 00, FHE&RA 7L

AN ARRERIC RRTHEOMBESER SRR
Li=fin@Eshtws, MR- REEBIZOWLTI,
ARIR L EESORN—0OBEEHLET 200
FhHNEEE LT, FHIc L 2BHSMB SN KIE,
1) REFHORROBTASS I L, 2)EEICBWT
BREITOHE. LaCEL 28, BHEFHEN -
REEEF—AROBNEIBATICEICDLWTHE -
EECHURBETIZE. 8. 1 7L FRSE
FickoTh, AROERSO DN LOBRENES
DT, LREEFEROMBARITIZ &,
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k{2 YT NI T4 L ABREC & b SEABMETTE
TaHZEMHD., FRREERIITEIREGCHFERIED
ETR&EREFASRESN TV, TETHRBEUEE
PR B S OREFREEBOBE TIX, BEORE
FacEgLErFolET AT L,

(3 EEH ERERBEEMTSCOEMCHEER, B
WHERE, SRR 2EHT2BE. H50IIRHMEE
TRBOBESCRIFROERAER S V. Zho0
BEAKSTHHAEICE, AEOREL+IICBELL
MepSTH L,

(4)EBPIEHA 7L T4 N ABRBECSHLED,
AXTNIrFREREERENDIENH S, HEBRRE
DB, RERERESET ISR ABEZTOC
(T2heE - ZhRICBIET 5 ER LoER ] DIESH),

(5 )FAFERICERPLav IERS DN LOBE
BHd, CORBP Vv IERES Y TIALIVFTIA
LABREPIEICH S ER. RKkEo£FRBoRE{EICMA,
ZREBSMALAECERRBRLBEILDZ EHHEEA
ER S TR UEARRIC & S0TEEE S 5. BEICR
BHRESICER AN TUAMAESTICEES &,
COAWERB(RASTEUS) TMAT S L51ERT 2
Z&. Fh COXILERMS S ONTLIBSICE, B
MBI Z & S HERICEOEEDLIC, BAREST L
WY MB2ITS5 T &,

(6 )AL, 3N e LTHAROESUANKNYZHALT
By, AMBICHLTAREOREEOS 2BEIIRS
LERBIKETH7143% -5 0bhi-t0BE®H 5
OT, PELELTRTARERTAC L.

3 .BlIfeR

et
EA - @ (65, BE. F8)0BERRBRIIBWT. £iEH
1571551596 (10. 1% HBHER (B R REHRE &)
MEBHONT. ERHERIE. TH(4.7%). BEi(0.8%),
ALT(GPT) ER(0.8%). BHE%(0.7%) % TH7 .
[RIZES
SRS EERBRICEVLT, BEMI02619 145 (13.7%)
CEER(EEREEIVEST) RN EUBIER
X THI(2.9%)%Thol. [(BEFEFEHREEREBAL T
{EFI AR 7 (MM - 201011 8~20114E 4 B)icbwn
T, REM3,5420R50M (1.4% ) I RIfER (EFEREMRY
2EL)HREHoNI. ELEERIIR. THI(0.31%), HEW
(0.11%). EA(0.08%). #EFHZ(0.08%). F¥(0.08%)
HTHol (BRI T )

*BRE :

EROBERFRBEICB VLT, 8ER2,224FR71H1(3.2%) 12
RI{ER (EHERBERRE S0 MEH o, EABIERII,
TH#I(0.5%). FAM0.4%)FTH -7

[ - BEEMEINE

(1 )EXERIfER (BEREE)

Vvavg, PFI4S5F—: vavd, 7FH745%
Y=RHEhNAENBHLODT, BBETITW. B
R, ®AFE, EET. AEHEE. BTSO0RY
AREBONBEICTHT R AREITI &,

ok 2 )ETPEE. CEER: SETRE. FREE S S

bhaZ edbs07T, RBETFIITL, BEENE
»HNBEIEY L ARET I L.

( 2 YEXGEIER (EE)
flandiA T LTI LN AB(BAR) T TFOEKRY
HERAHES L TLAOT. BEETHITV. BHES
BHeniBeiciimy s aBE TS L.

B L ERERSE IR Y (Stevens-JohnsonfEiREs) . thim:
FERTERLARAE (Toxic Epidermal Necrolysis : TEN).
ESi7 180

(3 ) FOtORER
THROBEEEHODAEZ ENELOT,. BENED
Sh7:8&C, BBECHETZABERTF L.

0.1%LE 0.1%F#E [SAETEH®
BRE (WS Rz AI3E.
o8
Hikgs  |[THL BRA.  |[WEREH.
Bl WM, . [ RREGE.
OA% MR
BsER HEw., BN
m & |Bm3REMNm
FF B [ALT(GPT) L B. [FSfER%
AST(GOT) L&.
y-GTPLR
HBIREE RER
E0ftt |CRPLR,
R 7 P g
) BRRSC BV TRDSNTWARIERG - M ERE,
4 . BRE~DORS

—BMICEES TIIEREBENETLTWADT, BEO
REE2+FCRBLEMNOREST 5 & (ERER DL,
[RELEENER], [BYHBIOHESE).

5.8, E8. SRS ~0KRS
(1)ERIEGERLTWAAHELEOHZMARLIL. BELD

AR EEEE EED SHFShSBES OB ST
HZ &, [BEPORSCMTAITEHEEBILTLRL,
7o, BEE(T v M) TREERESHES ATV, |
(2 HEABICIRS T 2IBRICIBAERITS AL, (B
HZ (T v ) TAHPRBTT sl EMRESh TS, ]

6 JNREADRE

(1VNRIEHL T, AR Z2RTEICMARS T2 s
nEBsicoagsTaz L,

(2)HRAB]ET RS0, BEOWREE2IcBEE LY
HoRET L L (FHERHERM T,

(3)MEBERKER, FERIIARICHTIREHERILT
Vi (ERERST VL),

7 EBRALEOER
(1)ZFFRIOBER~OMARSIIOXAEHT I &,
(2)BENIRESCOFEAOERRAREZH L. BOERIC

EBRTFEVYAPL—arbEHTERAFELETT 2
t:to

[ZE i) &h HE]
1R R
(1 HERRREA
1 ) s e

BERICBLTRERABE 6P ER(S = I8 F oy
BT AFELT20mg Ri40mg) £ BEIRAR S L =20
BEHEANY S F LoD ABEBE CRYBIE
NIA—FRUTFOLBOTH 11,

BERARSEOEERMY S = F S UL OLMRRERE (BA)

ng/mL}
——  40mg (881

40 —+—  20mg (84
g FEM £ BRI
H
&8
B
0 12 24 48 72 96 120 144
E¥RD (he

PERARSHOERBNS = S ORI 15 X~5 (RA)

Cmax Tmax?' AUCoz | tin
RSP g/ml)| () |(agrhvml)| (o |
20mg: 8 19.0+3.1/4.0{3.0~6.0} | 558.0+£96.4 66.6%9.1

40mg| 8 38.3%9.8[4.0{3.0~6.0)| 1080£156 |744£19.3)
a) shR i (B/ME ~ Bk ) P+ AREE

2)M%%. MR, Mlivs o7 > —Yhag
BRI BV TRERABEISFAICER(=FIVLE 2 ¥
YBLATLE L T40mg) 2 HEMARS L & 2 DiFHER
B S =7 I UAOIE. MlRaRkUslae a7 7 -
PR I MRS A — Y OME/RL T L
BHTHH,
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HERARSEDEEAENS S S PILons. BEisERy
W07 7 —JhRBHE (REA)

%gtﬁﬁi

I i ——

.nl%émL. wn‘%—‘,g R r—=
1

10 1}\"’71\' T R ]
i ‘ 1 i :

_gml‘l\f_,‘ )

i 10 i —
B0

1 \;\1

s 7 & 72 168 240

30D hr)
HWERE S ML, 025850, 2 B¥R. 3560 % RE
123564
EN PP EEIR0.25R5 M T 1 M. 168RMET 2 #1, 24085M4
TAANERTRRATH 24,

HEMARSROBERBYS = TENORYUBNS A - OREREA)

B Cmax |Tmax| AUCa« | tia |
(ng/mL}| (hr) |{ng-he/mL)| (hr)
it 2545 | 3.5 826 45.7 |
[l 3.51x10° 4.0 | 88.1x10% | 358.5
AT 07 7— 143103 8.0 | 11.2x10¢] 211.0

{2 )R

BRICBWT., 4~12B0NRODAL 7 VT HFI4 N A
BRERFIOFAICS T IVAA Y BT AFLELT
20mgX1340mg 2 BEMARS LA &L ZHOFERNRY 7=
FIUNOMmMEGRARIINTOIBDTH-1,

BERARSHOERRYS =7 3 L OMIPRE (JU2)
B | R5 | BE5 | B5

BSW P2 ) v | 4mshne | 24mn0 |144mms
20mg | 8 |12.0+8.1|17610.0 53%2.7 | 0.5%0.8
40mg | 11 [21.7£7.7132.7£10.0 9.6x3.0 2.0%x1.1

K @ ng/mL P9 L HHRA

(3 ) EBEEERE

BRIZBWTIZL7F =707 5 A{Cen)ifiic X DT

ENABREETHFIMICS=FIVLA 7Y VBT AT

ELT20mg e MEIMARS L2 5, BiEAME>=F

IELDOLACELIIBES T, AUComlZ, WHREEREL

EELT. #¥E(Cer: S0~80mL/min)., &8 (Cer : 30~

S0mL/min} & FE & (Cer : 30mL/min® ) D BREET

HTEFREPLLIE. 2068, 498 TH-7 3,

{(4)BS

BRIV ITBRRETERE(SRUE)6MIis=F 3L
FOFYBIAFAELTOmgRHEIMARELAEZ A,
HEWBEEQO~4SR)ERBLT. BERMYS=FIN

O Tmaxk FtialcE{LIREH . Cmax0.5{%, AUChn
P08ETHH .

2 . EORSRERLE)

t FMEEEESRIL, SoF IV Y Y BIAF KD
MTIEET~70%. BERBDI=FIEALTIR0A%LTT
Hole

)

23 (R

Sy MIHC-S=F IV IS v BIAFAKEYE B
BRERSLALIAS. HAERELENERTHITELH
CEARICED SN, FPRST R ILYRR 23 26MT
HRLE. AHEPRBERR - HFH)ICRIEILAYEDGN
dpoi.

Rl |

SoFIVLA I YBIATLKOME, BARSE, 88
BUBICBWTIPKAMEIC LD ERERBYS—FI VL CER
shailshs,
SZFIULEF T VBLAFLKOSREYS =4 2 U,
ERFI OV —LAEHOLRIn vitrofU BB TEELZF b7
2 —AP4503F#M(1A2, 2C9. 2C19. 2D6RUF3AL) IZHL
THEHETS L, ok, /2. & MERFMBIICT, 5=73
ELF 77 yBIAFVLKINETI =3 ELICESF 7
17— AP4S0FFB(1A2, A OBBRRESHShadh o7,

5.5

BARBLTREASAZBEIFIER(S=FiELt ¥
BIAFLELTA0mg) 2 BMEMARS L& &, EiMn
=} IENOREI4BENBETORRRDIERIRSE
N23.1%TH -7

[BE &K & M)

1 ARG

(1)REA
BERCE (G, BE, S8 tERshAtELYIEL
U EBERNERE LB B 5170
IHBABH(2TO/ 7L H¥ERM T LI
[EEIcSR® L., £h 62108 ML T 5 ToRm)
KHT 5 TIORT . BiEAbEn1,003f0EK
B - g oniRiz. BE737M. 551886, BE21H.
BETHATH 1.
EEFMEETHSA > 7NV FRFRBM bR, 5
ZFIELA T CBIATFA40mgRETTI.0RM. HEE
THHALNT IEATImgHETTIRMERL. BD95%
BHEMO LRCIHM ZRELAHLHRRETH 1R
BM=THEHY. |B2E5AMEEEOKSOF LAY 3
Yy BRI T AREIRARSEDS —FIEALF Y Y
B 2T LKNOELEFRIES 4,

A V7 T AFEREE (RA)
- IEA
- FEALFIVL
FIY I AT iy
#wE5H Kt VB
40mg?' 75mg"!
5 BMIRMEEO
BEAHE BEITRA (18 2ME)
wBRERD 334 336
i (hr) 73.0 73.6
[95% {H#HRXM] |  [68.4~80.8) (68.5~83.3]
R {fD 2 (hr) -0.6 _
[95%EWEM] | [-9.9~69]

a)F=FIEAF Y CBMIAFALLT
bty IELELT
CIFELAEMAA © 1885

(2)R
1)3~9RcBIT RN

BBV T 3 ~ 9RONREHR L LA S TIEEERE
% RANROEFREBEF—CRY - AR(5=7 3¢l
ATFUBIAFNELT20mg e MEHRA5) T, MK
EAENTIELI LB (A LAY IVILELT 2 mg/kg/ElE
1H2E S HMEORS) & LTHREBELA. EEFMHEE
THHA 7MLy FRRRM(ERURERD 2 EikH
[2U)] TR LceEL, »oEM74CTU FEaoT,
Fho 21 5B LERT 52 TORMNL. S=+3L
7T BT AT 20mgHT6ARM. HEECHIA L
¥ IEL 2mg/kgRT87.IBMTH ~ 5,

AV IVYBREBMUNE: 3~98)
FoFIER

= FELFIEN
A7Y BT AT e
"R At ) B
20mg? 2mg/kgh
5 BMRE#ED
#/EHE B [EIE A (182@)
HEERRA) 61 62
sh g (hri 56.4 87.3
[95% BHXE] [43.7~69.2] [67.9~129.7]
pRiED2E (hr) -31.0 _
[95% EAEM] | [-50.3~=5.5]

A)FZF IR IS BT ATILELT
bAELFIVALELT

2} 10~ 198812313 Hal
ERICBLTIO~I98ORRELHREL, F=2FIENL
F4F BT AT E L T20mg N I340mg D HEIE ARS
KEsHEhiuEBrERLY, SEREERATHD
A INIFBREHN(ETOA 7LD AFERS 2L ]
RE[EENcSEL, Thes 2] 50N HFEsTssT
ORIz, F=FIENF T Y BT RAT L20meBET
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87.1K5M. 40mgBT76.08M(VThbhRE) TH 7.

RN EIISHEHE ML —1 1. 18/ [—-32.9~13.0] T S=F+IN
H. HRBIBDHHNLLLOO, 40mghit20mgiis Y VBIATA ~
HBLTA > 7 VL SRR RANED - 7o B KE 77eR
(3 EmERB =R BRIy BE 20mg® 2 B
BN BV THEFRRES - EREBIIET A2/ 70T BRER 437 478
AN ABRERE (20~T7TR) ERRICA LY I L EREERE () 19 31
U EBHEENEEEL LATHEREREBEERE L. R alE (%) 3.9 16.0
HNEOEERMEEETHEAC 7L VY RABHE(ZTO b <0.0001
A TAIFERMST 2 LIIZIBE] o8 L., Thoit R A7 BDE |5 77.0

AL CBIAFNAOMgE T4 7R, F L5 IVL
7SmgHTS9.7TRMTH Y. RROHEBTEHEL A,

ERERAY-1 > IV T ' o I A O RIEEIS (1058

alS=FIENLA TS OBMIAFALELT
b} 7 AR E U A-Fisherd IERS&TE

2 'ﬁmﬂ.ﬁ ot 00X (1 — 5= I CAF2 & VBT A LBORENS

% 1) MEMARSEDA ¥ 7 UL Y F5 4 L ABEREOREN 7T RBRORENE)
IR *( 2) VR (1 ORESFR)

ERICBWTARNEBEA ¥ 7L ¥4 L ABEREE
BEOEBRREXIHFEEDRS(10RM ) 2R s LT,
SZFIPAF I CMIAFLA0MgE MEIR AR S L
REEDOAL TN LTI L ABRRIEORIENGG R
(10BM) 2HRB LA, £, OmgtBEARARS
20mg% 1 B 1 @ 2 BMMARS Lz & & OREMHTR
EHEL.

FERMEIEE THSEHENA > 7L 71 L A BEEE
DOREMEIE, F=FIVLAZ ¥ BIAFLA0mgRA
BETA5%(12/267), 20mg 2 BB T4.5%(12/269),
T FABETI21%(32/265)TH Y. F=FIELL Iy
Bx AF L A0mg B IS EHE 75 A B E HRE L THERTEY
[CARIZED - 4 (P=0.0015), Fi. FSEHBIHTS
Y A2 EAPR[SREBEEM] 1L, OmgBEBRSHT
62.8%(29.3~80.4). 20mg 2 EFS#T63.1%(29.8~80.5)
Thbh, P TEREETH .

T4 NAR - BRGIOEENA > 7L 4 L ARG
REORENGIE, S=FI¥AF 7Y OBI AT L40mg
HEFSE. 20mg 2 MR SE. RUT I HRET. AR
(H3N2) Tl Fh F14.5%(12/265). 4.7%(12/258).
R UF12.4%(32/258), BRI TR Fh Fh0.0%(0/2).
0.0%(0/3). RU0V.0%{(0/2)TH-71:7,

BEEREY- o ZIL I Y 1 L ABREORERS (1081

S=FIEN
B5EF FIZCBMIATFLKOY |7
40mg>HiE | 20mg: 2 BH
wREEE () 267 269 265
SREMRE () 12 12 32
FERENA (%) 4.5 4,5 12.1
Piii® 0.0015 - —
CEDEYE 25 kY 62.8 63.1 _
[95%BEEM) | [29.3~80.4] | [29.8~80.5]

ATt IVNLA Y BIAFAELT

BRICBLWTARYUBRAS Y 7AT Y4 LABRRER
FOFRBREXRRARERSE(2 ~9RIZHRELT. 5=
FIEAAZYYRTAFTAOmg2 BERARE LA & &
DA T WL FT 4N ABBEDRENFHE(I0AM) &
BRL:.
FEREEECHAIMENS 7 LI A N ARBED
RERSIE, 2 FIVLAZYOMIATL20mg BB S8
T10.5%(18/1711, 7o HHBET19.4%(33/1701TH N,
TS AR E LR L THEBICERICEY - 22 [ P=0.0232),
. FoEHBICHNT AEE Y 2 7B R[95%EMEM]
2. 45.8%(7.5~68.21CH -7z,

A NAR - BRIBIOEKN T 7 LI £ )L ABREGE
DREYER. Fo2FIELA Y7 BLIAT L 20mgHE
BEERUTIERET. ARHIN2I TREFATNI0.9%
(18/165) % 1F19.6%(33/168). BRI ZiX + h FHh0.0%
(02)RULBRREESZLTHh 1Y,

RSN /2L T /YA )L ARREORIERS (1081R)

ZZFIEN
waR *75;;;17”’ 7548
20mg* W[m
wHHERR) 171 170
SrERISE (D 18 33
BENIA (%) 10.5 19.4
PiEY! 0.0232
AR 22 EpR %) 45.8
[95%BIRREM) [7.5~68.2)

AT FIELAZYBIAFMELT

b) oAl B e L FisherDERETE

Al0x(]l ~F=FIENF I ¥y U BIAFLBORELS
/T RBORELE)

® = = =

b) 77 HEE B & LiFisherD ERHEE

Q00X (1 =5 =F I¥AR T § Y MI AT ABORERS FEFIEAA TS YBIAFLKAMETOE Ty Y THD. A

/75 v B ORENS) KEBIIEDEEREYMS =+ IELEEREAH, oL
ER%ERT.
2) 2 AMARSEO A > 7 NIy ¥4 L AIBREOSEE 1 .in vitro i WREH
MFZHR F=F 3L vitroTOARBUBRA L 7L F 9L LAD
Bl B TARIBREA > 7 AL Y F 1 L A BHE I3z -t ERE (EREEICn: 2.32~38.8nM. HE

BEOFBREXIHFEEE (108 L) 2R E LT, SRHEICs: : 1.29~26.5nM) THELA0, Th, F=FIFIL,

S2FIVRA Y VBMIATA0mgE 1 B1E2 M
BABRELIEZDA Y INIyFT7A N ABREORIE
WEtRILOAM 2HH LA,
FERMEETHAHEENA Y 7 AL 14 N ABEED
REMEE. =T IELF I FVBIATA20mg2 [
BERT3.9%(19/487), 7 IEHET16.9%(81/478)
THED, TOEHBLIERLTHEHNICERIZE o7
(P<0.0001}. Fizw 7SRRI HT 28T R 7EPR
[95%FFAXM)IL. 77.0%(62.7~85.8) TH -7

A VAR - BRBIOBEKNA > 7 LI A L ABYSE
ORERIEIE, T2+ IR ¥ B A FA20mg 2 E
BEREU7SHRET. ARHIN2I TREFNFNI6S
(16/443) B TF17.3%{75/434). BRITIX+hFh7.0%
(3/43)BRTF14.0% (6 /43) TH -1z 8%,

FEAF I REETHER (ICs0: 5.62~48.9nM) %>, $F8Y1
YZNTrFARI(HINLY 74 WA(ICs : 0.4 nMYRUERE
BHAS Y7 NI FAR(HSND % of b A{ICsw: 0.28 ~
2.1nMITH LT bin vitroTIRY S VAERI ) A F 3= —F
FREERE) &R LA b

Jn vivo IO A L AFER

AR Y TLI YAV AQR I ABBEFLTIR, 527
IELF Y VBI AT LKANORRRERRSICLD, 6.6~
660ug/kg THREBIH YA N AABORL, 21~190ug/keT
ARGEFROBMEV S RSIgRARDSN3, /-, BR
AV TRIYFILNADT Ly VREBEFLT, 5243
Yl 75 BT A7 LANNOREERTS (24ug/ ke Tf
240pg/kg) i3, BEEEESHERO YA N AAHEEE TS #219,
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Fe. HERA P ILIFARIHINL 94 LAG 27 ABGEF I
RBLT, FoFIEAA ISV BIAT ARSI/ kgD
BOERS S THRLFPT L AHEOE S SRS,
BREERA 7 LI yHFAB(HSNLI YA LADZ 7 ARG
EFLIIBVLTY, FZFICALA IS L BI AT LKEDO
HEEMBDER, 7Sug/kgll LoRSATREIBHO,
750pg/kgl OB SR THRRE 6 BB TOMB 71 L AT
i X,

3 . {EFER
SZFIPLA Y BT AFAKNYOERANES =+ 3
i, ARNBRUBRMA L 7Ly YL LAD /4TI
Y —HERREICEE L (ICs ¢ 1.29~38.8nM) W, FL <
BSR4 LAOBEAE» > 0BERLEET S LIk,
74 N ADBAE T 5,

4.1 #
A INI I NIABBECHT S5 FICT IV
MIZAFAKNRORREHE L-BHEKRDE S 2R (EE
EEEBC 1 BT, 19]17A0RE»oRBLA 7
L yHFoA VAR BOLTEERBY I =+ I IHT S
BEEMET LAREIBY Lo,

(BRSBTS B{LReAR]

—BB:F=F IS S BT AT AKRAY
(Laninamivir Octanoate Hydrate)

{b%#4% . {2R,3R.45)-3-Acetamido-4-guanidino-2-[(1R,2R)}-2-
hydroxy-1-methoxy-3-{octancyloxy)propyll -3,4-
dihydro-2H-pyran-6-carboxylic acid monohydrate
(2R.3R,4S)-3-Acetamido-4-guanidino-2- [(15,2R)-3-
hydroxy-1-methoxy-2-{octanoyloxy) propyll-3.4-
dihydro-2H-pyran-6-carboxylic acid monchydrate

FF3 ¢ CaHseN4Os-HoO

aFit - 490.55
HIER
o
H.C/\/\/\/U\O
H.C=0.
H,c—@l e
HO CH,
HC-O,,
H Q _coH

*H,0

H.C—e{hu H N_ﬁm.
o H

# ®:BenlRTHSH,
VAFNALKEF Y FRUERAY J—NLICBIRTE, 1%
A =LI995) ITIBIFIZ < . KICHEDTIHFILL, 7
P PYLRBUAFY AAZIZEA LB L,
bfHrlcmgETH 5.

B A #235TIaR

DREEH : log Pow=0.0{pH7.0. # ¥ ¥ J — N/7KFE)

[ & WwE o &]
AR BO DT LIEBEXATLALAOT. WAGHBICTLI
SEEEMETSCE.

[ & £ 1
4 FELBAKES20mg 2EB(2%v 1)

(R B% 48 T £ @ & &I
FA%, TARRIEBRA ¥ 7 LI Y74 L ABRED AR 0O
BN TRALABAOMRIGH ST Y.

F E X

1 )Yoshiba §, et al. : ] Bicequiv Availab. 2011 ; 3{1) :
001-004

2 |1shizuka H, et al. : Antimicrob Agents Chemother. 2012 ;
5617) : 3873-3878

3 }shizuka H, et al. : J Clin Pharmacol. 2011 ; 51{2) :
243-251

4 |Watanabe A, et al. : Clin Infect Dis. 2010 ; 51{10) :
1167-1175

5 lSugaya N, et al. : Antimicrob Agents Chemother. 2010 ;
54{&) : 2575-2582

6 | Watanabe A. : ] Infect Chemother. 2013 ; 19(1) : 89-97
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* %2018 5 9 BIKET (53 4R, BHIFSEMICED <) F A B 0 R
*2018 5 8 BERET 87625
nggﬁ : f?ﬁﬁﬁ HAYTINIOTIAIRE
2 2 QL S e T D 10mg 20ng kL
I7] n® iy KRR | 23000AMX00434 | 23000AMX00435 | 23000AMX00797
‘/ 74 /L_ﬂ' ﬁ 1 0 m SR | 2018635 | 2018430 RGN
etk 201838 20183
n® ] B3 A 20184E2 H 201842 A 20184F2 A

Y I - 3& 20 mg
VIN-Y 2% 5 E

NaxFvEI TILRFIIVEE
XOFLUZA®

§ I PES L

()  EBIE] |

AFOBRECHE>TIR, AHOLEMEZEEICKRTTI L,

[F%hkE - HRICBET 2R LDEE] DESHE] (A% - AE]**

1 OEE, BARK12ELUEOMNRICE, 20mg §f 2 $E RIS HEH 4
a (NOFHEL JIRFIILELT 40mg) £HERORSE
T3, 2720, hE80ke LlEDEEICIE 20me £ 4 X ST

88 (NOFHEIL ZIARFIILELTSEME) ZHEMZFOR

[Z22 (ROEZBICIFERELRWNI L))

FEDORKS (3 UBBEDEEEDH 5 EE

(4R - PE4K)* * 598 o
1 R 2. BE, RZERREOMNBICE, UTOREZEEREAOKRET S,
- ‘ _ = )
WA | T lme | )7L —E 20mg %};ﬁﬁ’“ ke bLL 20me 5 2 SR LEK 4
ot poe ﬁ7i4%'# NOFHEIL <IRFLILE LT 40ng)
1 8¢ 11 14 (500mg o 1 o o
. 20mg £F 1 & 3L 2
WS NOFEHEIL <A ADFHFEL A NOEFEL L 20kg LUk 40kg K (An$ﬂgfijf%f%if%me)
R~EIL 10 ng RE L 20mg REF )L 10mg Tong §% 1 8%
— — . mg § &
FEAKRY, » 0| ARKRY, 2O |D-<o= h—b, B 10kg LIE 20kg ki ) X 1
’ ’ ’ /N0 L <ILAKRF IV 10
N A UNBFTEN RIVRF VL LT 10ne)
Gn RERS. KlUA, BERY. 84, HEF FUD| .
FElO—2, 7%|@Elo—2, 7%|A, EFOAO— <Bf-BRCEETZERLOEE> !

pEN)IIEY)]

VAT 7 V)T b
DRVNN

WEEZXT7 UIVF b
U A, BEF7OR
O—X, BkFrs>,
L8127

Z, RER>, 88
WK, XUT
Oo—2, #\V7, &
B

2. K

W7e s

J 7 )V—H 8§ 10mg

7))V —H 4§z 20mg

V7 )V —Y kL
2% 501

PEIR - A

Ha~%KEHADM
B OEFRAD #E§ET
H5,

HE~RKEHB DR
MEDO7 1)V H3d—
T4 TRETH D,

HE~WHEHAOME
KTH%.

zi (3)

xi @)

g ) B
| i
fE SO L w—
B 8. 5mn
o
e M JEE £ 3. 40mm
HE 7 61mg #127mg
a— R Q@ 171:10 @ 772:20
[%hEE - ZHE]

ABIR(IBEIL VI YO A ) REELAE

FHOHRG O ZEEICHFT 2 2 &

2. FHIOTHIREITB T DA KR VL EPEEHEL L TR,
3. ZAFEA B EHE I R R T,

[(TEHELSEARNITER ©

<ZhEE - MRICEIET HERALDERD>
L YAV AEORENARIBRA TN FUA IR
BPYEDOEZETORECH L TROATRBVWI L2 #E A,

D EE-EMEOLLEIVHEATHI L

~

VAAN OB EE, FARFEBIR, WA ESLNITHET S Z &Y
TEELW,
VBT SAEMMEEEMIT ST —F I3 E SN TR, ] |

BERFEB N 5 48 IGRIREIER ICHREG Z IR L 2 8E& 1T

(FRLEDFE]** *
EERE (ROBEICIEERICRSTEIL)
BEOIFHEEREDH 2 BE EHRBNZW,
DIEZR)]
BEELREANIE
PiA o 7NN ZEORAOFE IS ND S
T, 4TIV OYREBRICIE, BEITEERILZANRE
INTNWD, [[EXEEWER OHES]
BT L DEmE SO N —DERZHIET 272D DFHHH
BxtihE LT, OREITHORBEOBENNHD &, QHE
CBWTHEZTOHS, DRSEBREANS 2 HAM, FKEH
HIIREHFEOERICK T 2 IEMRE#H LD &, ITDOWTH
H - FRICH UEHETD 2 &,
BB, MEFOBRIIELIBTNOHLEEORETEHICTON
TlE, BFELBEO/NE - RIRFEEDBETHENZVW &,
M5 2 HEDINICREH T 2 E08%0WT &, AN TW5S,
B EAIED A > TN T T A IV ZEREICELZ0,
CIUNIUURERERFRIEND Z ENDH D, MEEIYE DS
A, ViEF2RE TR EBYBLEZTOIZE. [TH)
HE - ZORICBHEY S Lo DIHSH]
ElER
BRA TN 12 R EO/NR 2SR &L KRB I BT 22 et
PR B 910 Filh,  ERPRRRERE O HH B &2 S ORIER I 49
B (5.4%) WD SN, ERbOIX, TR 126 (1.3%),

(T B RE
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V7 —HeE - BRL (2)

ALT (GPT) 8l (0.9%) Th-ol. KA
12 A D/NEZ R & U 72 BRIRE BRI BV 2 & R LG 5

B 105 flep, ERIKRMEMOBRE LT 25 OFIMEHRIZ 4
(3.8%) ITRHBEN=, EbDiX, TH 246 (1.9%) T
Holz. GRFEEE)

(1) EXLEER
BETH GEEARH)  KRBEBREIAHTHL2H00, 127
VI PRBIICIE, BEESCELIBFNOHLERTH (&

WCEVHT, T 2%) NbosbhbdIlendsd, [[EER
HAMNERE DESH]
(2) Z0ftDEIER

FAA 1%Lk 1% Aiif

FE R S
4R T

ALT (GPT) #4h0, AST (GOT)

Z D o

4. SERENDES
— I E A TIIAEMBERESNMETL TW20T, BEDOREE
THICERLRNSRET S L,

5. 1R, ER BILREAORE

) HEESOIEREL TS a0 b 5 NI 53 2 8581213,
B EOBFRENEBREE BRI S S I NG EICOAEE
T2Z &, URRPOEBRGICET SREMHIIMLL T, B
WER (Svh, U9F) KBWT, #HFEEEELsNR
Mofen, UYFIIBITSEHAERS T, FEKCEB BRI
EAHEINTNWE D, £, v MIBWTHE®RBENED
5NTNSD,]

2) FAFRET2HECIRAEZHISEL 2 &, [BE MRS
NOBITIIARWHZED, Ty BTHITFANOBITARMEIN TN
39,]

6. hREADES

(BIFI$E38)

R AT, #HERIAIBICHT 2RI L Thi

W [ HREER AR, ]

(EEHD

ANRIZH U TIE, AFZETNROKEEGTES B EI N

BIRROAEETEHZ &,

7. BERS
AFIO@ELGICHET 2BHRIIG SN TWRWE, BERDS
SONZHEITIE, ERITEC THYBUEZFTD 2 &,

8. BRALOIE
SEHISATRE : PTP Wi O FEANZ PTP > — RSB0 U THRA
THEIETHIE, PTP 2 — b OREMKICE D, LS
EEREEATI AL, BIEEAEEZ U THRBRARSEDEE
BREEZHRETLZENMEINTNS,)

9. ZTOMDEE
Ty MIBWTAERGIZEZD oo ERRE P kT
WAL ha >R TS5 ZAF VKR (APTT) DEENED 51
7203, EX 22K &EOHHARFITIE PT KU APTT DIEEIZFED 5
Nhh-okEOHEND B Y,

[ ENEE]

1)

(2

~

1. MIFFRE
NOFHEIL <IVRFIVENE, Mk, FEFOoTZAT
T—EBiLoTEeMINOFHEIL <IVRF 2 IWEHRIC
ks fEE A, mEEFIENOFTEL IV RFIITIEFE

AEBBENZMo2D,
() BERA
@R AR, NOFHEIL <IVARF L 40ng % 22 fEHE

A4 4 I @EAEERE (46D CHEROKGLZEED
NaFHE OVRFIVEEERDOEDFEN T A -5 &K

)]

112, SFE Mg BEREE 2 1 IR, ZERREG NS
%45 T Cmax 1% 48%, AUC IZ 36 % 54> L 7=, Tmax @ Hr oL@l
NN A TH o720,

1 HEROZEGEREONOFTEIL IVRF D IEEEDOEY
BREIN T A—%
S il Cmax! Tmax*? AUCQ-ing ! Tiyg, 41
i | R bd (ng/mL) (hr) (ng * hr/mL) (hr)
40mg ZENERE | 14 | 133+26.3 | 4(3-5) 72061325 | 95.8+18.2
40mg ot 141 72.5+£28.3 | 4(0.5-5) | 48461814 | 99.6+19.6

X1 FE + B
X2 HRAE (e ME- R )

(ng/mL)
160
—— ZE[EIRH% 5
140 —o— i
i 120 S fiE + R 2
i
i
<3
4
03 : : : ‘ :
0 24 48 72 96 120 (hr)
S|
M1 HERORGREONOFSE) IVRF S IVEMEA
DS il e R EEHERS

(2) BARC 12%UEDNRES
12 3% LA b 65 i A D B3 K OMERERR A 1109 Bl 5 55 072N
OFH ) IIVRFIVEEEROMERREET—% (8310 K
128 ZRWTREMEMBREMNT 217572, ZOREFE
YIBRERRAT O FE R & I, BRI RS MM KRR ((RE 80k
Ri1Z 40mg, 80kg LA L1 80mg 2% 5) BT D HANEH
343 Bl DFEMBHE )N S A — T HEEMEZ R 2 1TRT V.,

2 MABFRF12EU EO/NEEFTONOFHE) IR
F WG RO HEE FEMENRE /N T A — 4

. fREXI Cmax*? AUCQ-inr*?
L = i
BsR 6B) i (kg) (ng/mL) (ng - hr/mL)
102 6598
e 1~ +
A0ng (80ke i) | 309 | 59. 1£9.62 (23. 9-244) (2186-14690)
126 9949
> +
S0mg (80ks ELE) 3 88. 857 64 (33. 3-243) (4122-18330)

X1l + R RE
X2 EE (BME-RKE), RHERESEMBIREMATY 7~ NONMEM ®i23 o<
EYTAE)NT A—F ZANTZRA DT HEEE

3) 2 EEKRBONEEE
12 BARMO/NEEE (105 #) oNaFTEIN IRFII
ZAREIZIS U T 10~40ng HaE %G Lz E0NOF T E)L
RIVIRTF VIR O i 3% SR HERS 2 X 2 1R,
NOFHEN IR FIIVEEEOMBPEHEET—% (328
AR ZRAWTRHEMEEEMNTZTTV, Fo5N7EY
BN T A —FHEEMEE 3 ITRT Y,
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(ng/mL)
150

o 40 mg

20 mg

125 o A 10 ng

& o

0 T T T T
72
B
12 AREO/NTBEFETONOFTEIN <IARFIIL

5 MR O i 5 v R HERS

12 REO/NEEFTONOFTE) <ILRF )G
DOHETE EYBHE)N T A —F

" By .44

96 0 144 (hr)
=2

%3

R
(kg)

AUCq-inf 2
(ng - hr/mL)
7236
(6014-10160)
5081
(2316-9115)
3408
(2170-5344)

Cmax’2
(ng/mL)
115
(58. 8-145)
100
(37. 6-150)
76. 9
(43.2-109)

#E58 (FE) Fil%k

40mg (40kg LA F) 8 | 45.843.80

20mg (20kg LAk 40kg i) 66 | 27.3+4.98

10mg (10kg LAL 20kg A | 31

X1 + R RE

X2 EHE BME-RAE), FHERESEMBIRERTY 7 kb NONMEM ®i23 D <
EBHREINS A — & ZFNW=NA D7 DHEEM. BBREKETIIEND
FHEI IVERF ) Sng FE5F O mEREE ST —% (Gkeg DA E 10kg
KD 2B, 6 KA1 b)) 2EDTHEHEINL.

EMFHIREFMN
TREERRAIZBNWTY 7))L —H 8¢ 20mg & 1 Sz i3k & 1lg ON
OFHE)N IVARFIINELT200E) 27 OXF—N—ikI
CZENERRCHEROKEG L, EY#Esl oo F
HEN A FIIEERDEDBIRE)NT A —F & FK 4I1TR
9, Cmax U AUC DI ELDSEIIME D FZEIT DN T 90 % [FHEIX %L
WCCHEHINT 21T o 24858, 1og (0. 80) ~1log (1. 25) DHIPAN T
HY, WHOEYENFREEI RSN,

£ 4 20mg FEITEER ONOFHEIL <IVERFIILE LT 20mg)
QHEREOHKSGHEONOFH Y IVARFIVEEAR DS
MEHEIN T A—F

16. 3+2. 04

(4

<

. “ Cmax*! Tmax*2 AUCo-1as ! Ty /%!

Al | I (ng/mL) (hr) (ng+hr/mL) (hr)
20mg 28 | 44.2£16.0 4(1-5) 3000+725.4 102£17.9
SEURL 27 | 40.2%£12.2 1(2-6) 2952+745. 2 101£17.1

X1 T+ YRR
X2 R (e ME- R )

2. FrREREESRE
HA I HERERE 2 R 3% (Child-Pugh 2038 B) S OV BERE 1% 3%
#IFNINOFHEIN <IVERF )L 40mg Z 22 LI B AR O 4%
HLEEE, RHEEFHEAERERE TO Cnax K AUCe-inr 1,
FBEEEHEOZTNTN0.80 BRI LI fETHo7/=0, GtE
ANZ&B7—%)

3. 9%

NOFHEI <IVRFIVEEED & b IEEBRS SR
92.9~93.9%, b MMERFSITRIZ 48.5~54.4% ThH o729,

4.

(1) REEERA BN 6 plic[MC]-NOFH I TIVRFIIL2ZL)E
RPEERO#K G Lz &, mEFTIIEICNOFTEL <L
REDIEEEIBEBE N, 2o, NOoFHE) <ILRF
VIR 7))V 7 0 Bl G R R OB RIS 0,
HEACEDT—5)

(2) In vitro RARBROFEE, NOFHEIL <IVRF I IUEMERIZ

(6))

V7 —HEE - |R (3)

UGTIA3 IZ X D 7V 7 o Vgl amIic# I N, CYP3AICKD X
IVRFY BRI s EEasni?,
5. HEth
fEBERR A B 6 B2 [MC]-NOFH I <ILRF )L 40ng 2
ZENERFBEER O G LizE &, B INZHEEED 80% KT
. 1% NENTNHEA KR NRFAH TN, HEED 3. 28%
MERFZNOFHEIN IV AFIINEEEKRE LTSN
=Y, GtEANCEET—4)
6. FEYIMHE(ER
(1) In vitro ER
In vitro iR OFEER, NOFHEI) <IVRFIVIZ CYP2B6,
CYP2C8 Je TN CYP3A &2, NOFHE)L <ILRF 2 IUIEHERI
CYP2B6 K OF CYP3A Z ISR EFMICH < HEL Y, £/, NO
FHEN TIARFIIVIP-EEAZEEL, NOFYEI
NIVIRF 2 IVIEPERIS P-FEE B KO BCRP ZHF L 2, NOF
FEIN IR F I RIZEOIEERIT P-EEAORETH >
=9,
FeRRiER GLHEANICKDT—%)
RN 2 RICEMMHAEER 2 L2, NoFTE)L <
VIRF D IVIE TR DRy R T TH A E D EE K 51T,
PERAROEHEICKIFINOFHE) TIRFIIDOE
X 6ITRT O,
x5 NOFHE IVRFIIVIEHAKOEYEIREIC KT T HEH

2

~

OB
NOFFENL < LRFIL
N RO SEMBIE K5 A — 5
o JE R o [90% (i)
(DFFR 15/ WA 1)
ﬁ‘lfﬁaﬁ 2&%’] Cmax AUCo-inf
14 r5ar—)b | 200mg*! | 20mg*! 19 1. 33 1.23
(P-PEEMBHEAD |1 H 1| BE [1. 14, 1.55] | [1.09, 1.38]
TaNRFxY R 500mg*? | §0mg*? 12 0.79 0.75
(UGT FH A 1H2 Hi[m] [0. 65, 0.96] | [0.66, 0.86]

Xl:A hZary—)b200mg 2 1 H LA I HEWX2E) 19 HERE#ZSL,
#5 5 HENOFHE)L <IVRF ) 20ng 22 BB 5 % Of A

X2 JONRR500mg & 1 H 2 H 18 HMREHKSGL, &5 4HEINNOF
FEI <IVARF )L 80ng ZEERFHLEH 5 & OF

%6 PPHEOEYHEICKIIINOFTE]L IINARFIIOE

E
BF RS BN RE )NS5 A—F Db
. Wk - R | [90% {ZAEI<
GES % (A5, WA )
BEREE | AHI Cmax AUCo-int
R AV NN omg 40mg 19 1. 00 0.99
(CYP3A A2E) i [A] Bl [m] [0.92, 1.09] [0.94, 1.04]
vdFs > 0. 25mg | 80mg 19 1. 00 0. 86
(P-BEE M FE) LA Bi[a] [0.81, 1.23] [0.73, 1.01]
OZANAYF > 10mg 80mg 19 0. 82 0.83
(BCRP J&£&) A LA [0. 69, 0.98] [0.72, 0.96]
[5G RRAE]

1. BRARC 12 LU EONREMRE LERERSE I BEEKRER
12 EDA > TV T A )V AREGERE 687 ] (HAA
518 Bl & Es) ARl ONOFHEIN <ILRFIIL 40ng &L
<& 80mg) i 7 F iR Z& HialE 03¢ 5K D H R K N2 2
ERAITAHIEEHME L, BEALTEERIGITEERM K
HBOMRIIETRUK3OEBOTHD, I RITHTS
ARHN DERAEARGE X N7 1D,
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V7 —YEE - B|R (4)

KT ERRILESE MAHRR KB T O > 7))V T > i i !

. " g () "
R g [05 % (SR 1) D
_ 53. 7
A 155 [49.5, 58.5]
) 80,2 p<<0. 0001
7R 230 (72.6, 87.1]

*1

X2 REB CAFITE 1 6,
X3 A XTI I T TEROAEF AT (1 KT,

%8

ATV OEIER (%, WEORKA, R, SOFD, MolFIN
B, BRSUIBE QR A, WTETK) DR TOERD 72l
XiE TRE) KBTI L2ETORMEER L, LEL, TOREND
72 EH 2L 5 REMLL LRI L TWD 2 2R & L,

7T 7R LB ERRSE

12 JPAE) RO
(BA/ 727, TOMOE - HiH) ZfE& Uxhl—iit Vilcoxon #
TE

1.0
0.8 ‘*4. — AAIEE
E , --- JIbAREE
K064
=
H
& 04
El
o0
0.0

T T T T T T T T T T T T
0 30 60 90 120 150 180 210 240 270 300 330 (hr)

BRGNS DRER

B3 [EIBRIL[REE MAHRE RS T @ Kaplan-Meier fifg

12 ERBONEEIR E LIZERNE N BERKRER

12 BARIWEDA > T IV I 2T )L ZEYYE BE I AK] 2 BiERE
O 5RO R &R CENEZRFNT 2 2 &2 BN E L2 IEx
WIFERABDO S B, KH 10kg ML EOHERE 102 Bl BT D i
HZESKUOKADEBDTHo 219,

12 A D/NB 2R E L ZERNETHEERABRTOT > T
IV T 2R R

rh JefE (hr)

PERE (Is) e ]

60. 9

PRI 40kg AL (8 #i) 8.1, 85.4]

40mg

45. 6

R 20kg DAL 40kg ARiii (65 ) (38,4, 62.5]

20mg

39.1

{REE 10kg DAL 20kg AR (29 1) 10mg (2.9, 74.1]

X1

A INIOTERDS BBEKRORDTED (BKkEEE) 2% 72l X
WOTEEEE), 2DMARIE (BRI 2% 37. S CRmMICEET 2 £ TORH &

EFE L. 2L, TOWRENDR EH 215 KL EF L TnWa 2
EEFMEE LT,
X2 RG] (1B RS
1.0
0.8
5}
JIE
IR 0.6 4
I3
z
b 0.1
a
0.2
0.0
T T T T T T T T T T T T
0 30 60 90 120 150 180 210 240 270 300 330 (hr)
EHEEBH LA © DREH
B4 12 mARmO/NEZ R E U ZENE KRR TO

Kaplan-Meier fhifg

@

[FEFEE]
In vitro U A )L A EFEINFISHR
ABRIR O BEIA > 7T 2T )V Z ORI R 5
e (VA3 —PHEKICHTZEZMHETZ59 NA/
H274Y ZE Bk 25 8) 2R & 872 MDCK Mife (-1 X Bk B skek
LMD ICBWT, NOFHEINL <IVRFIIWEEET Y1
I A BFEMHISI R ZE R U ze (UL A S % 1/10 23 2
JEEE (ECgo) 1%, ABTO.46~0.98nmol/L, BB T2 21~
6. 48nmol/L TH > /=, )
F7m, ZOFEIF, HNL UZHINY R OB > 7))L > H
AINWNZ (VAT —EHEFNHT HEZMEE T 2R NA
/H274Y, NA/R292K DB AR ZED) 2 RY X 872 MDCK Hilfia
IZBWTHEDSNZ Y, (ECy 1 0. 80~3. 16nmol/L)
In vivo iU A )V A1EH
ABRIR O BEIA > T IV 2 H T )V A D RERE R IR 5 B
e (JAS53I2F—VPHEKITHTDEZHEETZ25ET NA/
H274Y BEKZED) Z2HEBLAETIZETIINICBNWT, NO
FHEN IR FINE, BEBHOITRMANTAIVAH
fifi 2 R FEANCE T I 872 10, ZORRIZ, FEae 2 M
LIERTRIRARIA D INTI O IANIN Ak EBRELZEST
VDI, B TV A L AKE (N1, HIN9) ##E
LRI ZRETI DIZBNTHRED SN,
Fiz, ABRBOBRIA TN I oI ) AKREAL > 7T
YA AR (HONL, HING) ZHfEL 2% 0 RABBEEFIICH
WT, NOFHE) RIKRFIINE, BERZLELE WY,
CDBBEHRIL, ABIA D TINIT oI INAEREEL 2
TRAETFINIZBWT, RERBZESE TS (U1 ABEFTE
24~96 BERENC I 5BALR) D 5N D,
ABIA D INZ oI N AMEREBELEZT Ly FETIV
BT, NOFTEN <ILRFIIZ, BEEHOOEPED:E
"N A IVA B Z KT X8, KR EFZME L= 19,
ERKF
NOFHEI)N TIVARFIIEEERIE, ABKRTBEAL > 7))L
IHTAINADOF vy TREEL S KX L7 —CiGtEz R
RWICHET S, Fvv TREEZS X7 L7 —HE, @E
HAE H 3k mRNA RBifERAK 2B BRAICUIRT S 5BETH D, TU1IVA
mRNA B RIS E R T 54 < —&72% RNA i 2459 %, /NO
FHEN <IINRFIIWEEAEE, Fvv TREETZ RXZ
LY —ViEZEHEL, IV A mRNA O R EET 2 Z &I
XU, A ZAEEIHIER 27T 2 19,
(g
12 RO /NE 2GR E UZERSITHERRBRICBWT, &
BRI G- SN BH T, BEATRICHEEESIRIT A ATRETd >
FZTTHIF 186 (s ARBA > TV 2T I ) ZRYYE
B eNOFHE)L IR F 2 IUVEERO A ENEAL T
HBRY AT —VEEEEHEEKD 138 07 2/ BARNR
S5N7ze BRAKO 12 LA EDO/NE &R E U 7= EIBR LR 56 WA
BRABRICBWT, KREINELGINZBET, GG
FLFIfEMT S ATRE T d > 72 370 FP 36 ] A BlA > 7))V TP
AV AEGYER ) IC 138 DY IV BERNFED BN, FDD
B 1 ARKB R A > TIVT I ADEREGEE
T, MAEIZBNWTIBOY I/ BAERNMROSNZ, £z, W
THNOEKRHABRICBNWTS, AFEGHICI8 0T IV BER
BRI CBEERERTIE, AF#G25 3 HEURIC @4
TA WA LRGBS Tz, 7B, AR 12 ®LLED
N G & U 7= [E B AL [R5 AR R PR it Bk 0 AR K 23 4% 5. S v =
BETHEDOGNZ 138DT I VBERDEEAND YA )V Z Sl
OHBIIK 5 DEBDTH- 7217,
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(L0g,o [TCID;o/mL])

9
8 —a— RHIEE 138 7 2V MARE
P —m— AFIEE 138 73 RS LA
‘; 6 - TIb AR
R
T
>
o4 ]
v
£ 2
il 0 4
il
By
-2
! 2 3 1 5 6 7 8 9 (H)
B
5 EREIERE ARSI B 5 R A 5 —VREENHE

FEE D 138 7 X JBEROEEND T A )V Al D HER

CEEfE + BEHER )
ABIROBRIA > 7))V T A )y ARERE B Wz in
vitro THPE T BERERICB W T, AT 1)L AKTIE, NOoFHE
Vo ROV F 2B T 5 RS2 N HIE & i L TRoK
TR0 FE T LTSIV ZAERESN, 25 DT,
38T D7 X JBEERNBD SNz, 8B, 7IJBERIAI
AFHEEMRIC BN THEROK N RO s Nk, —F, BRI
TAINVAKTIE, 7 BAERIESNEN o721,
iz, UN—AV X747 ZEICKOMAMA T AT > T
WL HIA )V ARRE W in vitro IRBRICBNWT, 138 D7 I
JBARIR, NOFTEI <IVRFIVEEERICHT 22
PHEERERTRH FHE NI,

(B3R BT 5 EB{EZMMER]

— k4R NOFTE) <IVARFIIL (JAN)

Baloxavir Marboxil
({(12arR)-12-[(118) -7, 8-Dif luoro-6, 11-dihydrodibenzo
[be] thiepin-11-y1]-6, 8-dioxo-3, 4, 6, 8, 12, 12a-
hexahydro-1H-[1, 4]oxazino[3, 4-c]pyrido[2, 1-] [1, 2, 4]
triazin-7-yl}oxy)methyl methyl carbonate
53 F3 1 CorllasFaNs078
FE 571,55
{b2ERE S

e

IR BE~BEBRORARTD 5.

PAFNZINEF T RITETFRTL, 72D MIINIZOR
BFRT <, AY =)L X3Ty /=)L (99.5) iz
<, KiZiE&EEE TN,

Al 228°C (0 fR)

SrECEREL  log P=2.26 [1-F 2% /—)L//K]

(&R
EENL) A7 EHGEZRED L, #@UICERT S &,

(B&]**
7 ) —+F4E 10mg < PTP10 § (10§ X 1)
7 )b —+F4E 20mg < PTP10 § (10 § X 1)
7 )y —F Bk 2% 534 1 SP10 41 (0. 5g 10 1)

XFL 5

®)

V7N —YiE - BRL (5)

[(EEZCEK]**
R KRB F)
D #HRER ONOFTEIL  IIVRF IO AFEFREAFERR)
(201800035)
2) thNER (5 MR AT R ORI (201800028)
3) tENERE (PT KO APTT DIEE D 8  (201800037)
) HAER ONOFHEIL IVRF I OFEYEEE)
(201800012}
5) thNER CEYFNRSME) (201800322)
6) HNER ONOFHEIL IVRFIIVEHRD in vitro Il ik
EERSE RO  (201800027)
) tLNERE Gn vitro fCRHERER)  (201800029)
8) thNERL (b MUEBEEFEZE L7z in vitro WM BIE)
(201800025)
9) #HNEE (BEbbTF2RAR—=F =% L7z in vitro Y EALE
1) (201800026
10) #RER ONOFH )L <ILRF IV OEYAHEAER)
(201800013}
1) tHRNER RAKRTEDEREESRE LA T 51 R K OEEELS
IEaER)  (201800011)
12) t#tNER CNEERFENRENBELEA— T > 5 N)LiER)
(201800010}
13) &R ONOFHEI < IVRFIIVEMAEOS 1 2 BT
Bk (in vitro)) (201800018)
14) ERER ONOFHE SIRFIINDA > TINIT I TFoA
IV ZATHES 2 HEFEHHIVE K ORISR (R X))
(201800019)
15) fERER ONOFHEI TIVRFIILOZDMOIEEEL R
(%™ 2)) [201800021)
16) fENERE AW BIA >INV ZoHF AN ARERET 2 Ly MBT
HZNOFYEI IVRFIILOIRELFR) (201800020)
17 fEREE ONOFHE) IVRFIILO T A1) ZEHKZ
) (201800023)
18) thNE R (BB E W72 in vitro TP 5 Bl BR)
(201800022)

(SZRKEER5E]
FEERICRMO NI DS L Thd Fielc THR< 2 a0,
HIBF IR R AR A R > 5 —
T541-0045 KB KEENT 3 T H 1 % 8 55
5k 0120-956-734

FAX 06-6202-1541
http://www. shionogi. co. jp/med/

— eGP

SLERTETT

BEHRREKRNASHT

T 541-0045 AIRFHRRXEEE 3 TE1 &8 5

®  BHEER
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V7 )\ —HE - TR (6)

(6)

35



