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A L7

0. Wt
SRR L

10.8%% - 2%

(1ERNRELGESR - A, SNENFRERS - BEICEYT S1ER
I ZDthOBEERN 1+ ELRARER 160mg v FOERAKER 21

(2@ %

BALT L (T T A FRAR

Q) FREE
A% LR

5 fEIRAT)



IV. #ANCEI4 5TEAE

G)BHEDME
NAT I T A ()
Fate  TTFIT A
Fyrv7 TNAI=UL R TrELY

FTGAPWALE KU Fr Ly, Y a—

MARRB‘E SN SEME
ML

12.F Dt
BEA=RSANA



V. IBERICBET 5 HA

V. aEICE T 5EE

1. PEEX(FFHE
ABNRIEBEASVIILIUOYHAS L RABREEDARE

(BNREX EENR D& ERHL)
AAENE, TA BT B RA VTNV 0 A )V R EGE DRI L O DO TR % ZhRe XAFZh A & 3 5 BE&GR
DA FENVRARF LR —DHEZES & L, AFICHONWTRT T4 FEANTESTIMAKITH S, EHN
HEMARRER (J310, J311) TAM I B A 7o o A L R ERYE BF TR T 54 90 R Ot %
Bt LR, LT LB AR EZRT 74 P THEIRAZLS (T=F I F I X BoATILELT
160mg) L7z & & DA R SV LRI ST XS FHITRD bR o7, TR H DORERICES X,
AR ONEEXITEEA TARIUTI BRA 7T W7 A L ZEYSE DR LRIE LT,
(MBEARV1I0BRULD/NNRICEFTDIARIIEIBEA DINI VYDA RAREEICHT DAFIDABEER:
ERNFE MR (J310) V
FRAK TN 10 %L BN (534 4]) 2R8I 7T & Ak R BEVE 2 (b BE B ARG A TRE RS bk B & S0 L 72,
FHEFEEE Th DA > 7 VT YRR (2 TOA 7 v YRR B, R SO XBI R | 95 778K
THEIIFIT, SIER, WROFRA, ZIA 72 L) X% HREE) L, 2o 21.5 KL ke
D EAN DI FLE TORERH]) 12O\ T, 77 ' RIT T 2 ARHAOEEIENRIES vle (U7 F o HEoF
Z BRI+ & Lz J@Rl—i%k Wilcoxon #7E : P=0.0024) , A > 7 /LT PRRE O R, AHIRE
TH5.3HFH., 7 BERRETI3.6 I TH-T-,
RIEZBIRIT, AHIFET 2.2% (6/268 1) . 77 ARHEE4.1% (11/266 ffl) ThH -7z,
Q10 BMEFBDNRIZHEITHARREIBES VIILNI DA JLAEEEICHT DAFIDAEMNE :
ERFEDHERER (J311) 2
10 SEARTE O/ (173 B ; 0% 1B, 1~6 % 117 B, 7~9 ik 55 i) 2 xtGIZ I IRIFE Mt & FEh L
7o FEFHHEE Th DA v 7 R (KK OSSERO 2 fEfky 72 L) X% T#REE ) (2o
L. D2 2KIED 3T4CLLTF &0, 2528 21.5 RERILL EkERE T 2 S g Of s E TORER]) o g fifi,
49.0 R TH Y | [ —RA N7 T BRITHT D EBEZ RREE L7z J310 3R V OAAFIRE & bl U TR
ETHoT,
RIERBIRIT, 1.7% (3173 #1) THY ., J310 KB VEFRRETH -7,

2. DEERIIHRICEET 5FE

5. MEEXFMRICEET HEE

51 PLoA N AEKOBEENETOARSUIBRIA 7 )b B A )L A RYIEDIRRRICHAEATIZ RN & &
BE 2. REIOHEHOLEREZEEICRFT22 &, [1.2H]

5.2 KHNDO TP T DA MER L BVETHEL L Ty, [1.5 0]

5.3 AANX CHIA TN W T A )V ARYSEI T EN 22, [1.55]

5.4 ARANTMERYYE TR v, [1., 8.2 B3]

RN

5.1 HIE, KFITBWTEIA v 7N o F U ANVARy ML DBEOMR, i1 v 7V oA LV AED R
WG L W RIBEIERBHESL L TWAEDD, &2TO AR T BEIA 7T P A )L ZEYEDTE
PP A NV AIEOF G IIMETIZR, BE ORECMOTERIESE 2 ZE L, AE| O LBV 2 EE IR



V. IBRICB 55HA

DOE, HFHTSZE, (MA1ZERNBEZTOER] BH)

5.2 KFNDO TG T HEME R OLEVETHET L Ty, A RIS B R T vz Y o )L ARG
FEOIRIC LCHEMT 22 &, (I BERNELTOEH] )

53 AFNI, ABEOBRIA VIV TIANAD ) 4TI =2F—BEBIRMICAEIL, HTLERI N
U A VA DRGSR S OWEREZ T 5 Z LI LY, ANV ADOBTEEZ ST 5 EAITH D, CHRIA T
NP TANRE ) AT I =L —BEFZRWD, RANE C BlA TNV oA VAT R D 8
v, (M. EERNELEZTOER] 2R

54 KFNIHIA v I NP OA N ZETHVHIEIEHEZH LW &b MERGE IR 720, MBS
JEYYENA VI N T F I A NVAEGHEIC B LT A V7V U FRIER SRR SN Z 203 H 0,
BRGE~DO RSN TN D T & TRYGERDETTT 28NN H 5, MEKEN DI A5G, PlEAl %
BET L EOMMBRAEZTO 2L, (I ZEERBEZOER] LD IS EELGERMIE LT
NI/ 8.2 =)

3. AiERUHAE

(MAZERUVHAEDHER
AR ORI, T =F I A s Z U 270 L LT 160mg & H AR 7 BB K 2mL TR L.
2T TA Y E A CTHEIR AL 5T 5,

QUFERUVHAEDRERE - RHL
A F VR A KA OERA B Y T 2 KK O HEZRFT 5720, KESKF/HFITED B/ L A DOFE
R el R 2 — 2 (B, PERARE . WA PERRERIEL) 2B L, KU K OMHICRET 538y & &
B 2 DMk & (fine particle dose: FPD) % in vitro 71 A/r— KA /X0 2 —% FAWCRMi L 7=,
ZORER, AH) 160mg 1, /N & B DIEHER e RpIR R 2 — 0 T R E IR AR AR 20mg (10 7AiM O
AGRHE) KO AMEHA] 40mg (B AL O 10 %L Lo/ TORBHE) 1Y% 5 FPD 235 b7z,
Fio. AHNOREARIEIRER (J109) YOFER, B ARNERRA BHEICAH 160mg & HEIR AL L7z L &0
RS h OIEHERH 7 =7 2 EuiE, WAKERA] 40mg FG-RE (WA KF O EEAHRSEELER : J108)
RHEAE TE ST %G4RS CTARMEORBRA L INT o FI AL NAD ) AT I =F—PITtT 5 50%
FEIRE (50% inhibitory concentration: ICso0) fifi% +43 EEIDIRENRD Hiv, #5168 Iffil1: TH ICso fH
Z LA DR ST,
EWNEIAEEER (J310) DV TIE, AR 10 sl EO/NEO AL BRIA 7 v D A L A RYSE R
Haxg L Lo ARHl 160mg O BRI AL 5RO A 2hME R ERHIE H 2B\ T, 77 BRICHT 5 AK| Okl
MEPRRGES LTz, £72, 10 R O/NED ARSI BAA V7V Uy A VA EYERE XI5 & LIzE
W MAHRER (J311) 2TiL, J310 3Bk & [FFEE OARK] 160mg O H R AL GREOFIMEE AT 5 2 &5k
I,
PLENS A K O 10 A Eo/NRBFITK 2 HELOHE, WONS 10 sl O /N3 5 kLD
& BITARA] 160mg HEIR AL G- L FRE LTz, 7ok, ARANZ, AARER T ARERSER CHREBE LT 7
AP EHNTRATHRAITH L7290 THAER G AEREER 2mL CRE) 52 L4l



V. IBERICBET 5 HA

4. HERUVHEICEET IR

7. BERUVHAZEICEET 5FE

7.1 SERFEEEL . FTREARIR U MO G ABRG T 2 Z E N E LU, SERFEBNG 48 R A R &
B 2BbA LI BF BT 2AIMEEZE T 57 — X I/ 6 TH2RYY,

7.2 KREWATHERCIE, Yoy MARXT IAFEEHT L2 &, IMTORT T A PR AR Z T 5B
W2, FENCar Tyt — L Ol G AR T S Z L,

fRER

71 AKFNF ATRKOBRA VI NZ T OALNAD ) AT I =L —BERIRICHEIL, FrLBlIhk
A A DRGSR S OWEFEZ IHIT 5 Z LIk . UA NV AOEEIEEZIHIT 2 EAITHY . UA L AH
TR EHERE T DRI 7220,
Flo. A TN UWFRIEND 48 RFfHfRE % (IS G- 2 Bhs L7o B8 ST 2 A& BT 57 — 2 1345
HIVTUWRW, FIER, FIRERIR D LTI G-2m T2 2 &,

rzﬁﬂiﬁﬁbfmﬂﬁé%ﬂﬁﬁn Ty MR TITA P ERNWTEGEICOBNERIFFCE D Z &
F WNORT TATMAZGRLEBEE Lo nar T Ly =055, $H| IR DR T 7 A4 P AR L
arF Ly P— &@ﬁAééﬁ B9 DB DT DFLH LT,

<HHADRITSAHFRABLEaVTLyH—LDBEEHEIZDOLNT>
g R BRI TR OERIE « Lot fER SN T[PARILC 2 7Y > v 27 5 4 F—/PARI A —1 SX] @
AT L REOEFEMRED/ERSINIEZRMORT IAVRALG ESFEa L 7Ly —D/MEEE L FITR

R
AT TAH ar 7L yh—

PARI R—~1 SX

PARI 1 /v —#
Formrarrryh—=_x7 7 A NE-C28
Fanrarrryh—=x7 7 1% NE-C29
Frurar7ry—~_Ax7 74 9% NE-C30

T ORT F A VIR Az
VT4
Ay —v

A)ANATI= aryryh—

I U=z Pro

I Y = Cube

KR ORTTAFMAGEETRa L T Ly —2MAEET & & ORK D 2ER I FRIRL 2O
eum THD, 2B, WHORTITAFR|AR LS 7 Ly P —DOEAPEIC OV TIX, BEORT
fiEE IS X, BREMIZHET LT\ 5,




V. BEICEET5TEAE

5. ERPRELAE
(MEREKT—2 1\ r—o

AR5 o o e Zokt
BH 7 HH SCBANG A, ESy/Es| xR GERFIE) IR 4y
BA[a] 0 A $e 5-B5 D 22 20 e VR 8
% 1 AH CS8958-B-J109 - o (LEZeMROEDBEOR | -,
EpRSEE | J109 3R A% | BERAATIE (64 61) . WNT 2 DR RORE, 2k | T
N EhRE DI EY)
MRALOVNE (10 L) | BB AR GREOFMEICOWVWT, A
(S8958-B-J310 DOABRNIBR A Tz | 7))V Y RRIR R & E B AL A
J310 3B A | oA A RYYEBRE BHE LT 7R ICxHT2E8MHE%E | G0
» o (534 5 : AK| 160 mehf | ME L, REVEEZMETT 27T & R%
A ILAH 268 15, 75t RBE 266 ) | TRIEAE (L B R LR
88058 B3 11 AN (10 BRI o AR | HEEIA B G-I 0 47 bk R OV A
J311 38k AR | EBRA IV oA | Zrehd 2 IR RIEE kbR ]
i LA SR RE (173 44))
(2R PRFEIEAER

HERAKZERER (J109) 2

fREs N B 64 B, 7 =F I AT X Ufpm AT 0L LT 40, 80, 160, 240, 320mg = 7 74 V%
FAWTHEIR AL L, 22 &KOEYEREZ RFT Lz, BITEAREBERIL 3.1% (2/64 61 THH ., TONR
X, RAPmEYE (40mg 1 6)) KOUMLHRREERIN (80mg : 161) Thotz, T, HEEREIER KOG
HIEIZE S RERITRD bz o 7o, SEMBIRED AR IE.

NmgE, FhiaksK. <o 07 7—ChiEE (J109) | 21,

I AROAB S NIZHER AR, 2774 FICX 5 160mg HEIRAKR S TH S,

Q)RR RGRRRR
LR L

[VILA.(2) 1)/BERLA (J109) | KO} TVIL5.(5)




V. IBERICBET 5 HA

(4)1REERIFHER

1) BINEREEAER
® ERFEMERR (BRARVC10BUALEDPEDA D INI YOI ARREERE) ZXHRELT
T3t BEBEACETHRERRR U310) v

AiE

AR I0 UL LO/NED ARSI BRIA IV o LV AEYHERE 2RI, F=F I
WA T B R ATV E LT 160mg 2R 7 T A4 P EHWTHERIRAREL L & 2oaMEIz >0
T, A V7NV REFERNZ FEFHMEEE & LT, 772 Roxhd 2@k 2 Rir+ 5,

To. BEMIZOWT, AHEFRORBEIRL oM THKRT 5,

B
T

ES
S, EAER L, BER, 77 BA R WATHERH L GR

X &

PLFOREEZ W= T AT I BRI A 7 0 A )L ARYERE 534 6] (2016/17 2 — X )
[ R ]
OA TN A NAF y MTTHMEEHIE S I, BRI A TNV P A )L R EYE & 2K
L7-BE
OMEWRR (FEESERE) - 37.5CL L
O DA > TN FRERF BIRANTFEL L T D 36 BERILIN (RIS SR
@S (FMEBSE) 102l E
X OFEN () . B, PR ORISR, T, R SUIFET. SRR, MEOR A, K

E kRS
Y

A VTN WG AL ALIND T A S AR I TR A Y~ DR N o b B

A TN YT AV ABYE & KT X VBRSO b BE

AV TNEY ANV ARYHERIERNIC 7L F=Y o U8R 10mg HEBZ A AT oA R (%
AL A) ZEH LTV 5EE

A TN T AN AR O AT HEBE

« NTIPRZRE B IR R RIE 72 E N MR B IR R 20 B

KB K BB T, MR RVEREE AN R Lo B

- BED EOBHREEESZ T oBE %

Fh5-J71k4

T=FIENF T XU ATV 160mg XIE T TR E, 2T TA T EROTCHEWARS L,
2B BBREIIARAER CTEBE L ThroR T I FICHREL, BFIXa 7Ty b—THElkahi
HbDE, TUAE—AXIITAIPEWRATLHZ & & LT,

ffEAH L7z
274 H

[=z> 7V y¥—] PARI A—o SX [*7FA4F] PARILC A7V > hxT T4 ¥—
[~ 2 —2] BREALT (X< A —R
[~ A 7] Re—<27 (h/1~3BH. _E—_ M)

BRI

[FE@ER] 4 V7T U BRER (BRI

BTG, 2TOA 7 WER (F8., AR SOXBEER. IR, BRI
T BIER, MROJEA, %) A e L) X TR (22E L. o0 21.5 KDL ki 2%
BAIOR R E TORR, 2B, A 7NV PIEROBREIX, 0~3 D 4 BpE (0: 72L, 1:1F&
ANERIZZe B [RE] | 2 VRIS D [BPEE] | 3: REATERY [HE] ) THE
FHEHM L 7=,

[ELBIREMER] FENTER (36.9CLUT) ICEET 5 E THORR

LA TEZI NS, B (AR - 36.9°CLLT) 28 21.5 BRI DL HAkeE 4 2 @l DI S CTORR
(Z&HMIER] AESR. BRREE

A M D T B IR AT X SRR RN TR R DN TR AR (full analysis set : FAS) | LMD xR AE]

IR G A2 o BaF & L,

A VIV ITUYEREM (BBERETD

(= fig B 2016/17 > —R2 DA TN WU 7 F U EROAELZEHRT L LT, AEAKzE
5% (i) TEBl—f%{k Wilcoxon M &2 L D HEM Lk 21T > 7=,

(BIRARNTY  JERI U722V FAS I2OWT, A > 7L o W R OB & A BRI LT
Kaplan-Meier 7’7 v F&A{ER L, 77 B RHEAZ 3R & L7c—i% (b Wilcoxon & & 17 -
o DI, A VTN FRFEROBRIEDOZE (T=F It I X VBT AT
NEEHRIE-T" 7 B AR RE) 25 L. %O 95%EHEX M 2 —f{t Wilcoxon fE
A RIS B L,

RBEMNTRICEERT 5 F TORHE

PO & REZE AR UL BRI ERENICIT — %k Wilcoxon & & FV M7=,




V. IBRICB 55HA

BEER (FAS)

J=F3ItEN

. F B BT AT VR 77 ERE
B (N = 268) (N = 266)
n (%) n (%)
s (%) BT EE e R = 30.3+16.6 33.1+17.0
10~18 % 92 (34.3) 66 (24.8)
19~64 7% 167 (62.3) 189 (71.1)
65 AT 259 (96.6) 255 (95.9)
65 m Ll 1 9(3.4) 11 (4.1)
el Bk 135 (50.4) 143 (53.8)
i 133 (49.6) 123 (46.2)
WEITE AR I, IHNETITBE L &0 189 (70.5) 176 (66.2)
WEITHYE L T 32 (11.9) 44 (16.5)
BEBEYEL TV 5 47 (17.5) 46 (17.3)
NAYRTRF EiE (65 Ll ) 9(3.4) 11 (4.1)
A Y AT B PHER 13 (4.9) 8(3.0)
A OHE P IR, PR AR 9(3.4) 4(1.5)
R R 5(1.9) 3 (1.1
BV e 0 (0.0) 0(0.0)
TR L 0 (0.0) 1(0.4)
Z DA 95 (35.4) 90 (33.8)
FEBSREO A (°C) BT E e R = 38.34+0.63 38.29+0.62
38.5°C A 161 (60.1) 164 (61.7)
38.5°C LI 107 (39.9) 102 (38.3)
(2T NT L PIIEIN D SRR SR - A R 19.55+8.02 21.54+8.47
B 5T ETORRE (hr) 12 RE[E) A i 44 (16.4) 32 (12.0)
12 BB DL ~24 B R 144 (53.7) 132 (49.6)
24 I LA 1~ 36 I Aif 76 (28.4) 91 (34.2)
36 IKFLL k= 4 (1.5) 11 (4.1)
NR—=25 4 NZBIT D AT A e 8.51+4.0 8.9+4.3
A TN CYPRIER A 2T
2016/17 {3 — A DA 7 L 194 (72.4) 195 (73.3)
NT WD o FEROFE HY 74 (27.6) 71 (26.7)
A L R EY D E Rtk 0 (0.0) 0 (0.0
(148 266 (100.0) 268 (100.0)
AH1 1(0.4) 5(1.9)
AH3 #I 262 (97.8) 258 (97.0)
B Al 4(1.5) 3 (1.1
RA 1(0.4) 0 (0.0
551k ~ 7 AE— R 266 (99.3) 265 (99.6)
<R 2 (0.7 1(0.4)

KORVERFIR AR B DARE B (BRI . BiaERE




V. IBERICBET 5 HA

TS

Btk

(FEFHEER)

A4 V7T oY RREE (B

U7 FUoHEBOGELEHNR T & Lzl &, FERFHMEEE CHLHA v 7 AT U FRFERHICOVWT, 7=
FTIENF T F BT AT NGO T 2RIk DD RGE S a7z (R —i% b Wilcoxon fi i P=
0.0024) .

A 7N PR OB IE [95%EMEXM] 1X, 7=F I 47 ¥ e A7 LT 55.3 [48.9,
68.8] i, 7T B ARRET 73.6(67.8, 84.3] W[l T o 7=, T HRAE DFE[95%EHEHX ] 17-18.3[-23.6,—3.8]
BRI CTHY . U7 FUEROFETRA L Z2W—#({k Wilcoxon #ETH., F=FIENAT ¥ R X
TIVEEDRIFIERNE 7 7 B ARBE & bl U GRS EICE D) o 72 (—f%{E Wilcoxon f7E: P=0.0048)

A VIV UYRHRER (10EmLlE) (FAS)

(N =268) (N =266)
i [95% X ] 55.3 [48.9, 68.8] 73.6 [67.8, 84.3]
R EDED [95%(EHEX] © | -18.3 [-23.6, —3.8] -
PiEd 0.0048 -
P 0.0024 -

A7 hr

a) Kaplan-Meier £ & 0 HEE

b) (F=FINFIFLBATARE - TTBREE) & LTEH
c) —fi%{k Wilcoxon i EHFHEIC x5 PEBIEICK S HEH

d) 7T REEE LR L U2 —f%(k Wilcoxon #E

e) VI F U HFOFEA RN T & L-ERl—#{t Wilcoxon /i E

A4 V7T Y RRBERIZE S Kaplan-Meier #EE (10 &ULE) (FAS)

(%)
—— SZFEENFVRAVEET R T ILEE N=268
w0l TSR EE N=266
ITBUYIXOTRTR
3
i
&
;ﬁ 50_
2|
A
=
0 . . . . . : : . .
0 40 80 120 160 200 240 280 320 360 (hr)
. BEETHISDOREM
At risk
S=IENAHEUE 268 177 101 50 28 21 16 12 9 0
IRTIVE
TS5tREE 266 198 118 64 44 35 27 23 17 0
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(BIRFHEIEE)

KENFRICEET 5 F TORME

IR B (36.9°CULT) IZEHET 25 TORHIOFRAE [95%E#XMH] 1. T=F It r ¥ B
T ATOVRET 36.4 [33.0,41.3] Bfffl., 77 2AREETH1.4 [45.7,57.8] il CH -7z, T=F I LAt
ST AT N E T T RRHEO T RIEDZE [95%FHIXH] 13-15.0 [-18.6, —7.9] R TH D . (KA
WENCRIE T S TOREMIL. 77 BRI THRENICAEEIZE ) o2 (—fi%{tk Wilcoxon FRE:
P<0.0001) ,

REATE (36.9CLLT) [CEET HETORM (10 ®EUL) (FAS)

ﬁyz;é;;;wﬁ 77 e AR
(N = 268) (N = 266)
el [95%(5HE X H] @ 36.4 [33.0,41.3] 51.4 [45.7,57.8]
FREOED [95%FHEKXHE] 9 | -15.0 [-18.6,-7.9] -
PfE <0.0001 -

BN hr

a) Kaplan-Meier %12 & 0 #£7&

b) (T=FIenAT B UBTATR - TT7 R L LTEH
c) —#&{k Wilcoxon # &M FHEITHT 5 PEBEKICHESZHH

d) 77 v REEE S REE L L7 — %k Wilcoxon #iE

KBATRIZEET 2ETOERE (Kaplan-Meier 7Oy k) (10 #&LELE) (FAS)

(%)
—— SZFSENAVEUEET AT ILEE N=268
100de TS5tREE N=266

FLYUYIEOTERTR

2
B
*x®
@
# 50-
2
o
[=]
0 T T T T - T T T T T T T T ===
0 24 48 72 96 120 144 168 192 216 240 264 288 312 336 360 (hr)

BERT oD

T2

RIERFEBIRIX, 7=F I VA7 X VBT AT VEET 2.2% (6/268 ) . 77 EARRET 4.1% (11/266
Bl ThHoto, EREWER (WTFHorofET 2 Il EICRESE) (X, T (T=F It s ¥ AT
AFE2 6] (0.7%) . 77 EAREE26] (0.8%) ) . FEWEDEW (K206, 241 (0.8%) ) . v-7 ¥
INIT AT =7 =B (K20 H, 241 (0.8%) ) . IRFEAGNM (Fx06], 26 (0.8%) ] T

ol
BHERICESTEERER, A 7NV P REITE - SENCGKAY T AESSR, EERAERS, T
IR ST,



V. IBERICBET 5 HA

2) REMHBR
LR L

(5)EB%E - WREAIFER
O ERFEMAERER (10 HMERBD/NEDA VINLNI T I RARBREEBREERNRE LI RBRIETRAR)
(J311) 2
HiE

10 ARG DO/NEDO ABI I BRI A V7N PO A NV ABYYEBRE 2RI, T=F I LTV
B B | #oBEm AT L LT 160mg 217 74 FEHWTHEIRAZRE LTz & & 0RIMER L2z

DWTHRET 5,
R ZhasxILE, FEEMHR. FExHIREER
FHA
DT OREREEA T ARSI BRI A 7z o A L A RYFERE 173 61 (2016/17 > — X))
[ BRI %E]
QA v INZ P TANAFy MITHMHEHESI, EBRINA 7oA )V RRYYE &2
M L7- i

s % | OWERE (FEREH) : 38.0CLLE

OMBADA 7 o FIER (BB () | %, SR BERAICHEELL TH 5 36 FEFLIA
() B

OFh (FEBUERE) 10 R

ORT TA T ERWTERANFEETH D & EMBHIW L7z BE

s A TN T A ALSD T A L ALK IR R DY i B B

s AT N T T A REYE & KRBT E RVER DR b BE

AT NI AEYMERIERNIC L F=Y o VR 10 mg /A ZB2 5 AT aA R

FE kAt (BN EORA) Z#A L TWDEE

e ATV T AR R O AT D B

« N TR e & B IR RRE /e E N BV R 2 o B

RGN R T, R R O B IS VEIREE A AR DL oD g

- BEBMEREES AT IRE %

T=FICNF I FUBBTATIV160mg &, KT TA YV EAOTHEIRALSL LT,

BhlE | B BREIIAAEFE TIRBEL ThOX T IAPFICHEEL, BEIFa L Ty —THELE

NEbDE, S TUAEL—AITAIZNOWMATEI L E LT,

[z 7V yH—] PARI A—+ SX [T F7A4H] PARILC ATV v b X7 T4 H—

[~V 2 — 2] BREASAVT (XA —2R

[~ = 7] Re—=227 (h/1~3 %M. e —_ M)

[EZTMER] 4 > 7 ILI S RBIREER

BHETEZ S A OEIERO 2ERD (72 L) ik TEEE ) lcde#E L, o REN 37.4C
PATF & 725 T 21.5 I LA Blk#ES 2 S ) O IRf i T D IRg ]

B, A VTN UWIERORE L, 0~3 @ 4 B (0: 720, 1 1ZEALRITRB R [#E
FEATE B ] L 2: R0 RICR D [PERE] | 3 NEATERY [EE] ) TREEENFE L,
[EHLBIRFMER] KFENTH (37.4°CLUTF) IZEET 5 E TOER

PSR TR S . P (RFSIRIE © 37.4°C L) 2% 21.5 BRI LL_Efkise 4 2 Icfl OBF S T
R ]

[Z&MMIER] AEER. BEREE

HENED T E 2R fFENT S RERNL FAS, REMEONT RERNTIERIEO R 542 =B L L,
A VDI SRR

A 7N Y RFEEER O Kaplan-Meier 7’1 > F&2ER L. BRHFHEEZR B L=,
KBS (374CUT) ICHEET 5 E TORR

PRIEEEY (AR - 87.4°CLLT) (I2RIfET 5 £ TORE O Kaplan-Meier 7' 7 » b Z1ERk L,

TR EEREE L,

ER L=
X7 T4

it

FARAT 5]




V. BEICEET5TEAE

BEER (FAS)

J=7ItEN
F o B T AT VRE
(N=173)
HA n (%)
GR T SRR I+ AR YR 5.1%2.4
5 kA 71 (41.0)
5 A I 102 (59.0)
PR ik 97 (56.1)
i 76 (43.9)
AU AT RF A Y AT EPHEH 11 (6.4)
G OHE 18P IR, 25 AR 11 (6.4)
RAHEZ B 0 (0.0)
1B e 0 (0.0)
TR LR R 0 (0.0)
Z Dt 42 (24.3)
Al B BRSO (°C) BN P + AR Y R 39.01%0.69
38.5°C i 37 (21.4)
38.5°C LI |k 136 (78.6)
AV TIVE L PRIED D BT + AR B (R 22 16.32+8.31
Pehfe T ETORH  (hr) 36 R A 170 (98.3)
36 IRFfLL E 3 (1.7)
24 IR 142 (82.1)
24 KR LL B 31 (17.9)
BltAHEA > 7L W BT AR e (R 22 1.9+1.3
AER A 27
2016/17 - — X D 2L 112 (64.7)
AVINZ YT T F 0 61 (35.3)
B OA M|
A L R EG D E Rext: 1 (0.6)
7168 172 (99.4)
AH1 % 4 (2.3)
AH3 A 161 (93.1)
B % 7 (4.0)
IRAT 0 (0.0)
5551k AL —A 82 (47.4)
~ A 91 (52.6)

X OBMERFIR R, B DR, R IR E)

. EPERERE




V. IBERICBET 5 HA

TS

Btk

(FEFHEER)

4 27T YRR

A 7N YRR (RIROFEHE: 37.4°C L) OF Il [95%E X M] 1%, 49.0 [43.0,61.0] Kf
flCTH-o7,

A4 VI IIVI U RBIRERIZ% S Kaplan-Meier #EE (10 s ki) (FAS)

(%)
—— SZFEENFHEVEET R TILEE N=173
1007 HEYIEOTRR
2
&
E
éiij 50 -
&
0 T T T T T T T T 1
0 40 80 120 160 200 240 280 320 360 (hr)
. BERTHSDRM
At risk
S=FIENFHAVEE 173 103 56 38 24 12 7 5 4 0
IRTIVE
(BIXRELMIER ]

AREMNTE (37.4°CLAT) IZEIET 5 FE TOHORE
IR (37.4°C ULT) ICEIET D £ TORBOFRE [95%EEKM] X, 31.1 [25.8, 33.7] HFfE
ThHoT,

IKEATE (37.4°CLUT) ICEIET 5ETORM (Kaplan-Meier 70y k) (10 &K (FAS)

(%)
100 —— S=FEENAVAVBETRTIVE N=173

;’E TBEUYIXOTERTR
=5
%
[l
& 50
%éll

0 T T T

T T T T T T T T T 1
0 24 48 72 96 120 144 168 192 216 240 264 288 312 (hr)
BERTMLORHE



V. IBRICB 55HA

ZE&H
BIERZBIEIX 1.7% B3/173 ) THV ., TOWNFRIL, [, B, EE2E 16 (0.6%) Thoiz,
BERIEICE T AHEFER, EERAEFS, ECIERDLNARD T,
A TN RETE - SIS T A FFRIT 16 (KO ([CRBO LA, TRERIE L DR E
BAfRIX TBSEZ2 L) B ST,
(6)AEHIfE
1) EABERE (—REARERE. FEEABERE. FARELRAT) | RERFTRT —IX—XH
E. HERFTERERABONE
HEFEAMERE (BEHRO/NR)  (GEhiTiE)
FA E ¢ 5 AT O/ NRIZ I T B 65 FERE TSI D ARFI DM O I DOt
2) RRBEH L LTERFEDHNERRIEER L-HAE - AROBE
YL
(7)Z D1t
YL



VI, Ho BRI DI H

VI. ExhEFEIE (Y 5I1EH

2.

RIFIEH
()EREML - 1ERERF
D TEAEAL - &GE. i
2) 1EMBET

. REZWCEESH S LEMRITILEYME
/AT I =F—EHEA
EE  EEOD DEEMOE - WRBFL, BHORMNILELZSZRT DL L,

F=F I ONT Y B BT AT VKRIOTEE RS T = 2 EAT, ARG B, 7 v o

WAD ) AT I =F—EE@BRYIZHEL (ICs : 1.29~38.8nM) 3, FH L BRI NTZ T A /L AD

MRS S OWHEEE THRET S 2 LI2 kD . A L ZAOREAHT 5,

SZFIELA VR UBIATILKINYOEEBERD A h =X L (RER)

i

(NADEIRR LD
27 VBRI

(5]

@
Sl —~ 2% [Nnas=rzen
- el :\ wak

W
= = ARILFZY i @ =
’;;'mm.“'. Vs (HA) 3 :’n;m"'f. ¢ 7 \‘: PR '—
EA G urm C U USRS NAAIR Sy te
3y, b > % o D Mrere <e
AW
2 M & Mm | Z4VZRNA . mEHORR [
';’{" "\.\ 6‘
( o M
o ®
Jactry £ (FOKSvI]
= M = B .- 3 5=F3EN
g R ~
e I NA .- Z’Z@JE
* % 65/8R | =S IZFIKAY
Q”;ﬂ O (B3
¢
3¢ >
CEL = M m } 4 _lEt )
SZFIEN
Okt
NAZTILIHEE> TRALTL
(1] (2} (3] (4] (5]
SZF3ENFI9BIAT IR JWIET JIJERIC NAESZFZEID FIOLIVAD
LRMEAICERDAZNSG  SZFSEIICER  S-HSEVHRECHSE  “BRN"DOUNICES BULBESE
JORSYIDS=F= JWIKICHFET B FEHERHYS == NAR LU EE> | NA-S=FIELEE
ENAIIIBIZFIL MKkHWER (IRF EIGKBEDTH. THRHALTL HLNA EFOANREHSFEE
KIS BERED T8, S5—t) ILkb. 5= M EEBMEHEL FZOIIIHAICE BEHICHBBRAELE
HMBAESE B D < FIEWAL I VBT JWIBRICREEE BENTVRS=F= AIBNECS=F3E
BARIEERICTE - 27 JUKAMDIETEER BFEEEND. EILE R DD BEALTO BV T
FOD_+ B2 #RBIPIICERD BYWS=FIEIICE HIHETE . BRI CEF T4
RAEND, BEND, ADRBHDEEEND,
[70K5%) R ™ B
5ZF2ED _ . Ry =
- 1558 . [ttt y b
4 = IZFIAIM > _SCFSE i KV
ioA (BEatE) ® 4 Okat 3 . NA . °
o ..* IZT?—J’! " A ‘, ®
. S Awvs 1] ° i

JA%

7CN

Y



VI, S E B4 D IH H

(2)FENZET T HEARAAE

T2 IENA T E BT AT AKINET 0 KT 7 ThY | KSR X O IEER#EY 7 =F I el

B Ik, oAV AER 27T,

1) i 4 ILR4ER (in vitro)
F=FIEMIABREOBE A IV FOANAD ) AT I =K —P o KEE (EBREHK ICso: 2.32
~38.8nM, [ASTEERE ICs0 : 1.29~26.5nM) TRHE L7z 9,
Fio. T=FIEE, AEAZ I e CERERYERR (ICs : 5.62~37.3nM) X°, A LT WY A
VA (A/HIN1 pdm09) (ICs0:0.41nM) |\ K OVEIRIEIES A 7 vz A LA (A/HAN1H)  (ICs0 :
0.28~2.1nM) 1T L THIUA VAR (VA T I =4 —BIHEFEEM) 2R L7z 368,
FEAZ IR b TNV T O AN ZARPEREERA TN PO NAD ) AT I=H
—BIEMEIC kT 5 B AEEAI OBLETGME (ICs0) X FERDO LBV THD 36,

FEILEIELMEE FAVITILI VT ILNINAD/ A5 —EFHEITHT HEFEEFID ICs0d

ICs0 (nM)
WA, vA LA S—F3Ip e .
il N kE 7 7“: L ZL?E/I/?:\ [ F 2L
GEHEH) (GEPEA)
Ak ) 3.03 2.28 2.70
A/HIN1 !
H274Y 75 #ik D 5.62 755 3.05
PP Ak © 15.4 1.25 8.29
R292K 75 Fkk d 10.6 10400 11.2
AT
TP Ak © 19.2 1.78 10.7
A/H3N2 #i
E119V 8 Bk 0 13.2 140 7.71
Ak @ 13.4 1.18 7.82
N294S 7 Hik b 37.3 37.2 13.5
PpARE D 24.3 13.2 11.8
B 7Y :
G4028 ZE kR D 19.2 19.6 13.0
a) A/Yokohama/67/2006 clone-1 f) A/Yokohama/IMS9B-2050/2003

b) A/Yokohama/67/2006 clone-11 g) A/Kawasaki/MS31A-1030/2002
¢) A/Kawasaki/IMS22A-954/2003 h) A/Kawasaki/MS31B-1206/2002
d) A/Kawasaki/IMS22B-955/2003 i) B/Yokohama/UT2167/2005

e) A/Yokohama/IMS9A-2029/2003  j) B/Yokohama/UT2175/2005

b). d). H. h). j): AEAZ I EAMmMERE

EREEEAVIILI Y IALIILA (AIHSN1 &) D/ 452 A —E5EHICHT 2 RFEEFID ICs00

ICs0 (nM)
ity TJ=FIt FeNLZIENL
(EFRRPEEA v T = oA L AWHENLAY) | 7 =7 S ) > I
’ GEREfE) | GEteRam | 0

B Ak 0.32 0.35 0.72
A/Hanoi/30408/05 H274Y 78 Bk 1.1 430 0.68

N2948S 75 Fpk* 1.6 1.6 0.57

HF AR 0.28 0.31 0.15
A/Vietnam/1203/04 H274Y 78 BLpR* 2.1 1100 0.22

N2948S 78 Bgp* 1.4 28 0.48
A/Indonesia/UT3006/05 | Kk 0.29 10 0.07

X A Z 2 EVIPERR



VI, Ho BRI DI H

BAE, B PTOFRITHRMOENTNDE /A 7 I =4 —FOHRE N1 KOXN2 THY ., N3~N9 A |zo
TIHEE CORPENZTDIFEAEEED D, L, B VIV U O A N AORERE L SET
L, N3S~NYHARIZETHA L T NT U P T AV REREN e MTBW T LA HREAET D RS 2 5
ns,

ZIT /AT I=H—EDNI~NY HRZHT 580 0B S NIc U A NV AKRICHT DT =F I
D invitro D /) A 7 I =X —EHEFIEME R YD A L A HE5E I EVEE 2 B L7z,

FORR. B O oSN NI~NIHRIDO A IV P VAR LT, /AT I=F—F[H
LT, ICs0 T 1.81~27.9nM TH 0 3, £z, U A /L ARG EFIGEIL, ICs0 T 0.26~2.5nM TH V) |
BEAI O TOWAIZK L TT7 = I ELVOREEENED bz,  GFENEERD

2) ;o4 ILRER (invivo) [B&&EE CAER) BE5HER]
QABL VITLIVHDALILR (XIR)
ARV TNZ T TANAD~ T AEGLET IV TIE, 7=F I EAA T X U AT VKO Hia
REIEEIZ LY | 6.6~660ugkg THE/MT 7 A LA WEORD . 21~190ug/kg CH B2 E1FR O
&N T BRI D FRD BTz 9,

AHINT B A JLREET DR ETILOMMF D 1 )L R i

(log,o (pfu/fi)) (log, (ofu/B)
9.0
8.0
80
70}
m 101 5 |
4 1 6.0}
L o 1%
; ;
i o0r f
L 50}
50 L
L 40F
40 1 1 1 1 1 1 1 1
35 59 83 (hr) 35 59 83 (hr)
&R R 1 B

7 A LA : A/PR/8/34 (30PFU) kY

0
A
o

T A BRI AT VEE Rl I 5 (240uglkg)
P IV KERSES (170ug/kg, 1 H 2 [A])
AR (H[EIRR S )

2 SR, FEEEEERZE  (n=3)
Rk p<0.001, NS: FEEZL

7 A LA : A/PR/8/34 (30PFU) kY

>md

A

DTS VAV R AT VR EIRE SR A  (27 uglkg)
D ISP VAV BRI ATVERRIRR B 5 (80ug/kg)
cARAZ I ENLY CERE

1mg/kg (1 H 218, 5 HMIKERSE)
Tz I ey Rk

10mg/kg (1 H 28, 5 HHEHSE)
AEPREIEIR (RERR E ) |

TEEIE EAEAERZE (n=3)

ko p<0.001, **: p<0.01

T RIA TN W T A LA (A/PRISI34) ARG S, 11 FEBICEEAIRE (S=F I AT F B AT ALISMNEI L A
2 [l 5), 35, 59, 83 BEMZICHIE Y DL BIEICHOWTT T —27 T vl A TUA LAz RIE,



VI. SR 2 B4 A IH H

QABRAUINI VY IAILA (XA EILE I ELMMEKR. TVR)
A/HIN1 BlA TV BT A )L ZADRERYE 13 RERZICE A2~ 7 2G5 Ll 2Ah, =713
NG 7 Z T AT VKFY) 80ug/kgS R, BPAEEE (A I EVESERR) KOAEALZ I EL
MR (H274Y B8R OWTHIZEBN TS, MREECH LTy A VAT OFERBAD Z2R- LT
(Dunnett test : p=0.0001, p<0.0001) 9,

DA IWRANEDHERE AHINTEBEAS D IILI VI IILREETDIR)

B A FEILE I EILTERE (H274Y ZEEK)
(log 10 (pfu/fifi)) (log 10 (pfu/fifi) )
6 6 -
5 5
v 7
14 14
A A
i il
* %
3 3 1
2 | | | T 2 | | T | T
0 13 37 61 85 (hr) 0 13 37 61 85 (hr)
YAN R R R TANABRE R EER
J=FIENL 4 S=FIENL
FOBUEBIRT IV FOIVBIRATIV
Ky (BEES) KM (BRERESR)
TELEIEL 4 1 1 1t 1 1 FeszEL 4 1t 1t 1t 1t 1t
OB YUBRIR
(REREA) (RERD)
OO FIBE (EEBIEK) FIEHIEERE (£Bn=3)
®---0 SFIELFAVAVEETATILIKIIY 27 e/ ke BE ?unn;;tg;eg;t]
VS. AR
o—eo T=FSELFIIUVEETRTILKFIY 80ue/ke® BE ¥k p=00001 *** : p<0.0001
0—0 FHILFZE LY EEE 10me/ke B § EAKYIBE

~ A (BALB/c) |Z A/HIN1BLA T V2T A NV ADOBEK (A2 I EVESEHER © A/Yokohama/67/2006 clone-1), 74
TH I EOVIERE (H274Y & 54k : A/Yokohama/67/2006 clone-11) # f&SmAQICEYe S8, Y 13 BRI & AR G-, i
37, 61, 85 MR Dith 7 A VA NliZHIE, 723, F=F I ALY X T AT KT HEER S, IR & U TR AT
B, Ay ey BT 1R 26 A3 AM GEelr) RERORS,



VI, Ho BRI DI H

@GBEASVILIVHTFISILA (Tl k)
BARIAS I TN ADT = by MNERETILVT, J=2F I NE T X BT AT LK O
PR mbe G (24uglkg Y 240ug/kg) 13, SRR O T A VAT EE T S H 72 910,

ZILy FREETIVIZEITHREEZERDOV A LA NHEDHS

(logyopfu)

8

7 i

6 A &»’g
};[(’ 5 [ "“.: y T o
h R .~'.. RN
5 ( / \*

T

3 o0

0 24 48 72 96 (hr)

BT

@ : EFAKK (HE, Rafkl)

W o VA AVEELATY 0.05umol/kg (24ug/kg, Hilbl, fREIE5)

O @ 7=F38 VA pvERATv 0.5 umol/kg (240uglkg, HilA], Fé&E$L5)

A I BV 0.5umolkg (170ug/kg, H[E], #E&E 5

AL ZIeY) el 25mglkg, 1 H 2083 HIE (RO#E)

a) ¢ 1 B2 BR AR A

b) : 3 B 23K HH FR AR A

VI AR 2= (n=5)

Marshall 7 = L & (10~11 #fih, #) o&pEc, BRELA 70z F o4 L% (B/Malaysia/2506/2004) % f&0s &, 4 A
BICHAN L P I e ) CRBIEDSMNTEER L), Y 24, 48, T2 W O RIERERO VA NAIMMiE T T — 7 T v
TA THE, VA NA OB Z y SR,



. AT 5 A

@A INITUHFIA)LA (AHINT pdm09, ¥ R)

AN oA A (A/HINT pdm09) O~ 0 AJEEET VIZBWT, 7= It ¥ T
AT VK T00ug/kg O HRIFR &% 5. TH E e lfith 7 A L 2 T O 235880 iz 8,

VA NAABMDHERE (AHINT pdm09 4 U TILTUHF DA I ARERETIR) (B 1 HEERES)

RERISE Y
(logyo (pfu/gtB))
8 —_
T
B
*
6 * %k
% %
)
4
h
fii
4 —
3 —
2 .
SZF3EL 8 80 08 8 st BB R
THAVEE FELAIEL  FHIELE
IRTIVKEY UBEH (mg/ke/B)

7004 g/kgs#  (me/ke/R)

KL6R%
(logo (pfu/gfB))
8 —_
T
7 —
% %
7 *
6 —
*
7
4
A
il
4 /
3 —
_3:7“51:‘» 8 80 08 8 Pofick2d
THaVE FHAA3EL  FFSELE
IATIVKENY \UEEH (mg/kg/R)
T00ug/kgs#E  (me/ke/H)

FIELFERE (FHn=3)

tIRTE

[vs. xtEBEE] * : p<0.05 * * : p<0.01

X XA UBRBRHEERIEK, #0:88K)
§ EKMBE

~ 7 A (BALB/c) |ZA/HIN1 pdm09 - > 7 /L= HF 7 A )L A (A/California/04/09) %% &:/91210000pfuldie X W7z, Y 1K

MBIZT =F I et T ¥ Ui 2T VK T00ugkg (BOKWHE) #HERGEEE, AL % I ) UiEES, 80mgkg/
H % Y1 %2 51 H 205 H I ER O %G, F7213%F 2 ©10.8, 8mglkg/ H 2 YL 1% 2> 51 H 18] 51 R ER SR
L. B3 B %I L U6RZ DN & A v R Tl & IE Uiz,



VI, Ho BRI DI H

OEFEEEEA VY IILI VTS IR (XRHR)
a) EGHRE <SEBFH>

EREMEEA 7= A VA (A/HBNT AL DJRYe 2 B IS A2~ AR5 LI- L
A, T=FIENA T B UBRT AT VKL, BFARE CIE T50ug/kg LA E O 5 R T, xHHRREIC

st U CHEBREGERE R L (n 777 KE : p<0.05) 9,

Tz, A F I R (H274Y ZREK) 2B\ TH, 7= I A7 ¥ BT AT LK
WIS REEICH L CABERAEGFEREZ R L (77 U 7RE  p<0.05) 9,

EREOHY EREMRA VILI VTV LRABEREIIR)

FAaH% L2 I ETER. (H274Y Z£EH)
(%) (%)
100 100 —
75 4 75 4
7 50 7 50 Y S 2 uiatalaiataiadntately
6500 BG AAA oq Mt
25 | 25 | N
B00 & NOABAA
0 | | E‘)-oo-o-oo-o-qo 0 : b-o-oo-Q-oo-o-ooo
0 5 10 15 20 (H) 0 5 10 15 20 (B)
YA LR A . YALRERE 4 )
s=+sen ¢ BREEH CET =V | BREAY
AOBIBIATIL AoEIBIATIL
KA (EERES) KA (EERR)
+unszen ittt +uuszen Mttt
L BkE UUBEE
(REgHn) (R#EED)
O--O REH(RE £EARIE/K B0 EBK)
00 S=FIENLAVFVEETRTILKIY  75ue/ke B
00 S=FENAVRVEBETRATILKIIY 75008/ ke B (BB n=8)
Bl S5_ 3P )LA YR BT AT ILIKFIY 15000/ ke S B OYSUORE
AN FHLBIE LY UBEE Sme/ke BE [vs. XEBEE] *:p<0.05
A—A )L 53 L) U EE 50me/ke BE § (EKMBRE

<~ 7 Z (BALB/c) IZ@REMEE A 7 oA )L A (A/HBNL ) o Bf ARk (e 2 3 BV MR - A/Vietnam/1203/04) |
FevF 2 EOVitERE (H274Y 2854k @ A/Vietnam/1203/04-H274Y) % #% 092 MLDso @ 4 58 (IEIC 18.8, 8.4pfu) J&L &
. RY 2 BRI D EEANE G Y 21 B E CAFRIREBIE, EHXT =F I s X VBT AT VKT HLEE &

FeAF I Y U1 H 2\ 5 HERERAOKS,



VI, S E B4 D IH H

b) s A LR A
EIEEMEEA T T A LA (A/HENL) O~ 7 ZAEEETFLICENTH, T=F I L4
H PR ATV KF O BRI S 50X, Thuglkg LA L5 BTG 3 HE D, T50ug/kg DL ED
BERETHEIE 6 R E TOMT U A N2l 2D SE 720,

ESREEEA VIILIT T IL LR (AIHEN1) DR IRAREREETIVIZCE T AP/ LR Al

7 A VATl (mean logio PFUx=S.D./g)

7 A LA B h5E 55 Day 3 Day 6 Day 9
it Jivé it il it Jivé
HN30408cl7 x} 59+04 <16 5.8*+1.1 46,47 ND ND
S=F3IEL R
IETIENAT F B 75ug/kg 41,50 <1.6 5.1%0.3 2.0+0.3 59+1.1 5.5+0.4
T ATV
750ug/kg 41,45 <16 4.0,43 <16 2.7+1.5 <1.6
1,500ug/kg 2.0 <1.6 <1.7 <1.6 3.0,3.5 <1.6
A I U 10mg/kg 6.2+0.2 <1.6 6.4%+0.6 4.8+1.5 6.1 5.1
100mg/kg 6.0+0.1 <1.6 5.2%£0.1 25,25 49%X1.8 4.8
5Smglkg + + + + +
(152@\5H%D50_06<L6 55+0.4 2904 4.70.6 4.70.4
50mg/kg 4 4
(10 2)E. 5 HE) 5.0,5.3 <1.6 3.8+0.5 <1.6 4.7*£1.4 3.7
Ind3006 S PR 7.2+0.1 <1.6 7.3%£0.2 3.7£0.3 ND ND
TF=FIENA T H R
+ +
S n T5ug/kg 6.4+0.2 <1.6 7.2+0.1 <1.6 <17 <16
750uglkg 6.0,6.0 <1.6 6.0,6.9 <1.6 <1.7 <1.6
1,500ug/kg 2.4,4.8 <1.6 45*1.4 <1.6 <1.7 <1.6
A% I el U 10mglkg 75+0.1 <1.6 7.5+02 3.1+0.3 <1.7  <1.6
100mg/kg 72+0.1 <1.6 7.4+0.2 26+0.1 <1.7  <1.6
5mg/kg + +
(1A 2. 5 AR 6.5,7.2 <1.6 7.4%+0.1 3.2%£1.2 <1.7 <1.6
50mg/kg

7102 <1.6 7.2%£0.1 3.3£0.9 <17 <1.6

(1B 2, 5AM)

) 1HE3ILD~ T AE T AN AERBINCRG: S, Y 2 R0 & HH & #e b,
KPR IR YL 2 R AR, K&, ND: 2 TO~ U A2 Day 9 £ T L LiclzdT —F 72 L,

3) & (nvitro i 4 JL R EF)
AU TNT P T A L ARYSE T DT =F I EF 7 Z T 2T LK D F & W AR R TR
Ft L7z ENERARER 8 3R (ERILFRRERO 13 8ETe) T, 1,917 BlOBENOHBELT-A 7o 3
T A IVARRIZB W TEERE 7 =7 I e T 2R EDMR T L72RIFERO bivie o 7o, GENEERD

(F)EARIRRMAE - FighFr
B L



VIL_ Y @hie I B9 5 IH H

VI. EMBEICET SEE

1. MAPREDHR
(1)ABELEDGILTEE
ZMER R L
QEERFABRTHEIN-ODRE
1) BEA (J109) ¢
HAR N A 1 40 5] (40~320mg : & 8 #) &, F=FI A7 ¥ A7/ L LT 40mg,
80mg, 160mg, 240mg, 320mg %17 7 A & HOTHEIMAR G LI A, F=F It r &
- 27 VR ONEVERGHY 7 = I E VO IMERRETWTNS . FEEOHEINIZEWIEM LT,

FZFTIELNF VA UBIRATILOMBREEERE BEKAN)

(ng/mL)

250 7 000 S=FIELAHVEVEETIRTIL 40 mg (n=8)
666 F=FIENLFIAVEETRTIL 80 mg (n=8)
AAA T=FSENFIEUEEIXTIL 160 mg (n=8)
AAA FZFEENFVEVEBIXTIL 240 mg (n=8)
¢ S—FSELAVEVEIRTIL 320 mg (n=8)

P Re =

3 : 7  — — o
T T // T T T
36 48 72 120 168 (hr)

Bl

EHEFEERE ---EETE (1.00 ng/mL)

ST IELDOMBRREHRE (BERHEAN)

(ng/mL)
70 000 S=FIELFHEUEETIRTIL 40 mg (n=8)
6600 FS=FIENLFVAVEEIRTIL 80 mg (n=8)
60 Ak S=FIENAHEUEETRTIL 160 mg (n=8)
A SZFIENAVFVEBETIRTIL 240 mg (n=8)
50 OO ¢ S IELFHEUEETRTIL 320 mg (n=8)
% 40
i
= —
5 30
20 _ _
10
____________________________ —— _________E_f_ — _
T TT T T T T T T T T T
01234 6 8 12 24 36 48 72 120 168 (hr)
BfE
EHEFZERE ---:FEETMR (1.00 ng/mL)
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2) INR (BE . 4 FELRABKED
ENIZBW T A~12 B O/NEDOA T B A )L A RYERE 19 IR AR KA EZ 7 =F I et
74 UBET AT L LT 20mg XiE 40mg ZHEIW ARG Lzt & DT =F I NA T ¥ VR AT VR
WEHERE 7 = I e Vo EFREIUTOLEEBY ThoTz,
HERAZSHEOMBFREE (M)
544 R (h
Bl % Wb S
1 4 24 144
S=FIbents x| 20mg (n=8) 91.1%+53.7 32.0+17.6 0.5+0.7 BLQ
TAT IV 40mg (n=11) | 204.7+90.1 | 74.7+31.3 1.1+0.6 BLQ
S=F3It 20mg (n=8) 12.0+8.1 17.610.0 5.3+2.7 0.5+0.8
(EPEAH) 40mg (n=11) 21.7£7.7 32.7+10.0 9.6+3.0 2.0+1.1
BLQ(below the lower limit of quantification) : & FER (Ing/mL) KiE  EIFFHMHECIZHERFZ (ng/ml)
1E) ARNOKBINZHELOCHEIX, 27742k D 160mg HEW AL TH 5,
(B)HhFHEE
U ER R L
QGBS - GHAEOZE
U EE R L

HORARSEOMBFHEYBE/ NS A -5 (BEEN)

SHI[ = e = Cmax Tmaxa AUClast t1/2
WERS Bk (ng/mL) (hr) (ng-hr/mL) (hr)
10 40.21 2.000 186.2 1.840
mg (9.7949) (1.50, 3.00) (49.350) (0.15262)
%0 55.94 2.000 318.0 3.114
mg (20.565) (0.50, 3.00) (143.81) (1.1345)
S=FIvntsry 160 77.10 2.500 474.9 4.011
i 27 L mg (7.7053) (2.00, 3.00) (57.227) (1.9427)
940 134.8 2.000 1030 34.05
mg (36.153) (1.50, 4.00) (390.00) (37.703)
390 193.9 2.500 1402 55.09
mg (61.992) (0.50, 6.00) (315.68) (22.135)
10 10.79 4.000 256.5 58.29
meg (4.3499) (4.00, 6.00) (132.14) (20.670)
%0 14.32 6.000 524.8 95.04
meg (4.4939) (4.00, 6.00) (225.04) (42.828)
S=FIn 160 26.60 6.000 1040 115.6
GEHEF ) mg (1.6238) (6.00, 6.00) (217.30) (46.088)
940 40.04 6.000 1735 144.6
mg (11.823) (4.00, 6.00) (598.41) (64.405)
390 54.79 6.000 2597 165.8
mg (11.775) (4.00, 8.00) (581.65) (78.582)

n=8, R TG HERZE)

AUChast :

a: FRpE (s ME, R fE)
Crmax @ S ML PRAE Tmax : f i MU 5 B H 2 ]

TE P S 7R B R INp A S C oD It A P R B — IR R R T T A

tz @ AR OIE SR

1) AROEKRBINIZMEROHEL, 2774 FICL D 160mg HEIRAKRE TH 5,




VIL_ Y @hie I B9 5 IH H

2. BYMRER/NZ A —4
(O AE
HWENRE T A —Z B . ) v arX—h AV hETIL
(2) W% USSR 7€ 3
EERR L
()ﬁ%ﬁﬁiﬁ(wmm
=FIENNF T XU ATIVE LT 160mg 17 7 A V& HWTHREBIR AR L U 7= RO 1H I E 45
(Kel)
T =F I AT X UFET ATV 0.2051+0.086459 (hr!)
7 =7 /L :0.006882+:0.0029001 (hr1)
(R FEEIE R RS, BAR N T 8 1)
@732 R (J109)
T=FIENA T Z BT AT L E L T160mg & 17 7 A & HOWTHEIR AR L LIZRO RsFoeg s
U7 A (CL/IF)
F=FIENAA Y FZ BT 2T )L 333.7239.322 (L/h)
Z7=F I MERR L
(RIS R 22, BAR N FME 8 1)
G)RmBEE (J109)
T=FIENA T B U AT L E LT 160mg & X7 T A W& W THBIE ARG U2’ BT O &K
DAEFE (VJF)
FS=FIENA T U AT 1869+780.43 (L)
7= mYERR L

171

(BT AR R 22 H A AR T4 8 f)
(6)% Dt
A L7

3. B&EH (REaL—3>) #HF
(MBI AE (8% - 4 T ELRABRKRED
A=AV RETILI
RHEM BB ClX, F=F I AT XU AT LI HONTIE, 2—a v/ 8— AV REF L, T=
FIEMZONTIE, 1—a3 28— kA BT VAW TN LT,
RINFA—LEHER (5% : 4 T EILRAHRAD
REEFSE B RBAENT OFE R, BHREDBIKMICEROH 2R L U TR & il 10,

4. % 4
T = I ENA T Z R AT VKIIEIRA R B BRI TICEATT S ( TVILAL.(2) R PREER THERR
nr-mARE] ZH8) .
EMFEHFIAE (v )
T=FIENA T X U AT VK 0.4mglkg & T v MCHBEIROEE L2 & EOAEMFHIRIAERIT, 7=
FTIENF T Z T AT E LT 0.3%, HEREHMT =F I E LT35%Tho7,



VIL_ g B 5 H

5.

o
(1) % — B B P @ 4
VIL5.(5)2)5 v MZEITZHBEBRS T 2R
(2)MLi% — &R E RS (T k)
UC-F =F I ENA T X R AT VKL 14C-7 =F I BV (4% 0.4mglkg) DOUEHET v b ~OH Al
AR G123V T, &5 0.5 Rt o 1=, JRIL, IefE, ROVCERCIX, iR & RIFRE H 5 WVIXZ L F ok
FRERERO bIL, 200 HERTIIHRE 24 K%k (EIR 13 HE) &2Wdkh 48 ek (Wi 18 H
H) [ZBWTHARRERENSRD b, —FH, RIE T, #5 0.5 Rl H 2\ 0% 6 R £ Th3 Tk
HEERENEDOLNTZHOD, FTNLUETIIEFA— T VA7 T A ETHRETERWIEERE»-72, BIE
R (R 18 BHEH) ICOWTHAKTH Y, 1UC-T7 =7 I EVEH TN OBEBEIR (2 e33R
HNTELSMTIE, BSRENFET 2 IRIEE#E 2G4 — N7 U477 A L TRETERWIEERN -T2,
R)ELA~DIBITHE (Tv k)
WERT v MCUC-T=F I AT Z BT AT KR O UC-7 =F 2 E/L (45 0.4mglkg) % Hi[alH
RN G LT2E ZA, WTILHIHF~DOBHREOBITHRRD b/, #5% 2 RREILIEE T, At EeH
REJLFE O J7 S IAE B REJR FE I TR o T, 72, AT FICE T 2GR E Ol KIZ, 1C-T7 =73
VAT B R AT VKB IR B T AR L IZIERBR CH oo DIk L, UC-F =F I e
Be TR IZ BT DRI TRER TH o 72,
@) HER~DBITH
MR L
(5)Z DDA~ DT
1) Mg, MK, Mie< o027 7—ChiRE (J109) 9
AA NfEEER A Bk 24 #) (BAL (KUESfiflade) WED 4 RR & 6 4 (7 =F It X Uk
TRAT)E LT 160mg 2R 7 74 PEHNWTHEIRARG LT ZA, T=F I NI X UBT AT
R ONEMAEY 7 =7 2 BV Ok L O~ 7 a7 7 — DR, R TR <
WLz, £, 7= IEAF I X VB AT NV RDT =F I E/VOIERIT, MR & O~ 7
07y =Yl (I, MEFNGDHEEIVENoT,

SZFIENA VA VBIRATILOMBREMEE#E (BEREAN)
(Mm%, fMEERUMIE<T I BT 7—2)
(ng/mL)

108 i
oo ImiF

660 A&

f_”%\I\f < o077r—o

107
108
10°

104

S R
2

Lol 1

|

o o
>
ll?

<
1

T T T T
72 168  (hr)
B

o
N
N
FN

FHER S 6 5] (72721, 0.5 If), 2 R, 3.5 BFfite D MAEPIRADIT 24 B1) | FIE + FEE(R 2
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I I ELDIMBRENREHE (BEREAN)

(M#E. MR UM< 07 7—2%)

(ng/mL)

107

10°

104

R

10°

102

10'

1

-0 [MmiF
S-0-© Mmiathi&

A& iR /OT7—

T
* 1
10°
Q\f\x o)
F—
T T T T
04 24 72 168 (hr)

R
HIER S 6 1 (7721, 0.5 B¢, 2 WFf#], 3.5 RFEIE2 0 S rhiR 1% 24 1) | FHYfE AR HER A

HERARSROEYSRE/NS A —42
SH|[ e L Cmax Tmax AUClast ti2
HTER % (ng/mL) (hr) (ng-hr/mL) (hr)
82.5 1070
H
L (4.60) 2.00 (65.8) NC
S=FICAAs ZUmEATL | MR 1(32‘8)? 4.00 (23609800000) 39.9
fiifa~ 27 m 3860000 238000000
7= (919000) 24.00 (35800000) NC
24.0 1180
HE
%% (1.42) 3.50 (70.8) 86.5
S=F3IEnr P 1460 128000
G ) Lok o1l 4 (144) 4.00 (13200) 219
fiifa~ 27 m 480000 52400000
7= (105000) 24.00 (6240000) NC
Cmax\ AUClast Li*ﬁfﬁ_"fﬁ (t%@%ﬁ%) Tmax\ tie Li*ﬁfﬁ_"fﬁ NC . %:Hj“t}:’&

Cmax : B IEE  Tmax : EREELGEREE  AUCast

te o R OIE S

o E R RTAE 7R Fie MEBRE AR S C oD LA R — IR ] R T T A




VIL_ g B 5 H

2) Sy kIHITHHEHANTH
T MZUC-T=F I eENF 7 2B AT VKT 0.2 mglkg Z#HERGQERG LIz 2 A, HRRIE
FARAEHIRARE C & 5 KUE OIS R EE LSRR DA, Jili o AU BRI EE LIV R 23.2 IR THERS LT,
SR TR R (- Fh) IIXZEAERD NI 5T,

Z v MIHERBRREREROBE PRI REREDHER

@ @ U EEIRE (ug eq./g or mL)
0.25 hr 0.5 hr 1 hr 3 hr 6 hr 24 hr 48 hr
i3 0.091 0.075 0.071 0.046 0.016 0.003 0.000
JiiR7:7 0.041 0.036 0.038 0.024 0.009 0.000 0.000
KM 0.004 0.002 0.006 0.005 0.001 0.000 0.000
AN 0.007 0.002 0.008 0.006 0.002 0.000 0.000
IRER 0.009 0.007 0.011 0.009 0.004 0.000 0.000
GIRTNIE 0.253 0.034 0.041 0.025 0.000 0.000 0.000
TH AR 0.033 0.017 0.018 0.016 0.008 0.003 0.002
YA 0.025 0.017 0.026 0.025 0.015 0.004 0.007
o Ji 0.014 0.013 0.015 0.018 0.012 0.006 0.005
e =4 0.079 0.064 0.096 0.064 0.014 0.004 0.001
i 27.645 26.997 22.867 18.202 10.562 7.057 3.051
[80.22] [81.55] [67.99] [49.54] [27.62] [19.12] [8.56]
[ 6.317 4.400 0.318 0.152 0.158 0.075 0.035
JHFfik 0.158 0.250 0.449 0.912 1.087 0.214 0.081
ik 0.190 0.252 0.290 0.430 0.357 0.090 0.033
Fk= 0.015 0.018 0.024 0.016 0.007 0.000 0.003
JIEAT: 0.011 0.010 0.011 0.011 0.007 0.005 0.003
RN 0.015 0.013 0.025 0.027 0.025 0.005 0.002
SREN =0 0.007 0.007 0.007 0.006 0.003 0.001 0.001
Bt s 0.024 0.017 0.017 0.013 0.008 0.002 0.002
BFE 0.007 0.006 0.006 0.005 0.003 0.001 0.000
F B 0.006 0.014 0.009 0.008 0.004 0.002 0.001

SEEE, n=3 ~4
[ IO RE DR EBICHT 2EE (%) OFEHMEE =T,

3) YYRICHITHMPEE#E

<AL T =S I ENA T F BT AT VKR 0.5umol/kg (BEKMHE T 0.236mg/kg) % HAAIFR S
HL, 85 120 BB ETOMFOT=F I N7 X U AT AR NT =F I EVREZRIE LT,
fitpD 7 =F I Ay X o AT OVIREEL, BESEA XV EONICHE L, & 24 FEE% CILER
THR (0.021nmol/g) K TH 7=, —FH., M7 =7 I EVBEITRGHECICEF L, &5 3 Kl
#%1Z 6.41nmol/g D Cmax [T L7214, 41.4 FFH D tie TIRA ITHK LT,

PEED, =3t 7 X U AT VKT~ 7 AREERG S -%, ISR 7 = Ienrt
L CHNCRIFMITHE T2 Z &R anTz,



VIL_ Y @hie I B9 5 IH H

HORSRSHOMPREHSE (YIX)

(nmol/g)
100

O—OS=FIENFIEVEBIRTIL
—O 53U )L GEMRK B
EEHZERE

(BFFR n=3~4)

10
it
i
=
E
13
0.1 T T T T T T 1
0 24 48 72 96 120 (hr)
=S|
SHI[ = e Cmax Tmax tie
H -
BIERS (nmol/g) (hr) (hr)
T IENA T XU AT L NA NA 0.833
7 =7 e (EEGED) 6.41 3 41.4

FHE, n=3~4, NA: %47
Cumax : BERIE  Tmax : WEEREENERH  tye « FEAAEOTH -]

4) MERA~NOHITE
UC-F =F I EAA Y Z R XT VKR (2, 5, 20ug/mL) KON 14C-F =F 3 L (0.2, 2, 20ug/mL)
Db MERBITRIZ, WTRb 0.1% K TH o7 (in vitro)
(6)MIEEAKEESE
v MSEE A S ET, UC-T=F I AT X VBB AT VKR (2, 5. 20ug/mL) TiX 67~70%. I%
PEAGEM) 14C-F =F 2 EJL (0.2, 2, 20ug/mL) TiX 0.4% LU FTh-o7- (in vitro, BHELE)

6. £ &t
(DRBERGL R U SRR
F=F I eI BB AT KL, MAFE Y, R RO I TR RIS K 0 TEEGE 7
=FIENMICEBREIND EHERIENS, T2 IS OREmE LTI, T2 I At T X Ui R
TIAOT NFAEOBILESNRH SN TEY . ZOMEEEZREA LTI =F I EA~EIKSRES DR
BHDOT DR AFET 5,



VIL_ g B 5 H

SZFIENAY R UBIRATILOHETERHZEE

S=FIEN ~ ) 3 .
AHEUBIZTIL @ g‘?&‘ﬁgnoﬂ Y Eﬁgﬁjjilfmlnor)
B-7L L) .
2 ZNG7
THERIE RS sk o> fiE sk o> fiE sk 5> fiE

by

_ =

I=FIEN o SE LGSR
FOBUBIRTIL e 7;% g’r ‘;W
@-T T AK) AR,

QRBIZE5 T 58%F (CYPE) OHFiE. F5F
b M S9 (9000g EiE) ZHWEBRTIL, =7 It A A7 X VB AT LOREHWELTT=FI L
OBEBPE S, TN ORBFIIRD SN otz ZORBICIEINEAF LN RT T —EEZIZILH
LT DY VIKIEREREEE NS T A — VAT DMK REESE (T I NZRAT T —8) 7l EERNICHE
TET 2EROBEHREBELG L TWD EEZ bR,
BB, FJ=FIENA T FUOBEATIVKIPE DRI =F I VL, B NFI 7 e Y —2A%HW In vitro
RFFRBRTEERT b7 v —24 P450 45 FH (1A2, 2C9, 2C19. 2D6 K T* 3A4) Zxt L CREFEEZ RS /eh
olz, Flo. B MEEFMIRICT, 7=F I VA7 X UBT AT AR R OIT =F I DTF
27— P450 43 1-FE (1A2. 3A4) OFEITBED LN o T,

£1E P450 EEDRHITx T HBEEEA (ICs0)

ICs0 (M)
P450 4y -l * " P 52 SOt S=F I NtsH S=FI
VT AT L KF (EHEAEH)
CYP1A2 T-= X LYV T 4 | O T VELE > 30 > 30
CYP2C9 /=0 4-KEEAk > 30 > 30
CYP2C19 S(F)ATz=FA -k b > 30 > 30
CYP2D6 (£)-777ua—n 1-KER{b > 30 > 30
CYP3A4 NE AN -k gL > 30 > 30
CYP3A4 TARNATO YV 6 8 -/KEE1L > 30 > 30

NADPH (BiBIB-=aF o7 I RTT=0UX I LAF R UBR) EARGETT, B MNFIZ 2 Y —AlZ%&E & P450
DFHEOBROEE 2 7 =F I VA7 X VBT AT AKX L7 =F I eb GRUBRIREE : 0.03~30uM) & & HIZHm
L, 37TCTA vFa~— | Uiz, SUSKPICET 2% ELEREHOLEMELZRTE L, 50%MHFRE ICH) ZHM LT,



VIL_ Y @hie I B9 5 IH H

EYRBERICHT 2FEER

. e FHERE GEWRINIFICd2) @

P450 4y 1-Fi it S " K - : -
(M) mRNA B SEEME D
FATT 50 182 ~ 454 111 ~ 62.9
- 0.1 06 ~ 15 05~ 13
xR 1 07 ~ 20 05 ~ 12
CYP1A2 10 06 ~ 1.1 05 ~ 1.1
e
(A7) 10 11~ 26 06 ~ 09
Ty L 10 20.0 ~ 165.8 80 ~ 262
- 0.1 07 ~ 13 09 ~ 1.0
A1) 1 06 ~ 16 08 ~ 1.1
CYP3A4 10 04~ 15 06 ~ 12
_ \ 0.1 11~ 14 10 ~ 1.2

J=FIEN

S 1 11~ 14 08 ~ 20
(RRAEACEP) 10 05 ~ 1.1 05~ 09

a) 3 R — L R TR~ LRE

b) CYP1A2 |37 =T & F > D O-F7 VX /ARIEPE, CYP3A4 (7 A A7 1 D 6 B -/KE{LIEM: TR

Fftfe MFEME (8 RK)F—) 27 =F I A I XU 2T KM UET =F I e GREREE : 0.1, 1, 10M)
ekt T 72 BERIEE % . CYP1A2 K UF CYP3A4 @ mRNA £/ b ONCEEEIRMEZ HIET 5 Z L2k v, T P450
SFRRICKTT 25580 GRS T D) 2Mat L7z, ¥, Bt oIEH & LT, CYPIA2 IZxt L CidA A~
Z Y=, CYP3A4 \ZxtLCITY 77 v aMni,

QYEEEHRDEREVZDEE
A E R L
(ARBYDOEEDERRVEMNELL., FELEE
TE=FI N Z VBRI RATKRNET 0 KT v 7 THY | EEREIET =S I e T D,

Mt (B3F A FELLRABMEKSD

ENIZ B TREFE R A B 8BNS A KA 2 T =F I et 7 X oo AT V& LC40mg HA A5 L=
EE, BH 144 BRI E CORBIRTHEIRIZ T =F I e Ad 7 X VAT VT, BHED 53% THY ., 7
=TI eI 23.1% THo T,

MEEAFEASRCTMHELIEBERAD T =F I LA I X VBT AT AR RT=FIELOE I VT T A
(CLr) ITRERIRAIBEEITIZIFE Lo Tz,

) AFNIOFEGE S EROHA&EIL, *7 74 FICL D 160mg HEBAKE TH D,

FS U RAR—2—ICEAT 51E#H
RMER R L

| BHEC L HREE
AR L



VIL_ eI B4 5 H

10HEDERERT HEE
(MBHEEZTEE (B35 . 41 T ELRAHRKHD

EWNIZBWTZ LT F=0 70T TR (Co) fEIZE Y IRE SN TZBHERRILTE 13 Bl A RAZ 7 =F
RENF T B BT AT E LT 20mg BRI ARG Lo & 2 A EEREY 7 =F I B0 tip lIZZkIT
BT, AUCoinf 1%, BHEREIE R H & B L T, BE (Cer : 50~80mL/min) . T4 (Ce : 30~50mL/min)

KOVEE (Ce : 30mL/min Kjii) OB FH TN LLAF, 2.0 5.

495 TH o7z 12,

HERARSRFOMBHREDOHE (BHAEL NILED

SZHFIENFIEVEBEIRATIL

J=FIEN GEHRBY)

(ng/mL) (ng/mL)
160 — 50
O--OBHBEEEH (=7 O--OBHBEEEH (n=7)
O—OEHEETH (h=4) 40 O—OBEETHE (=4
120 1 0O EEETH (n=5) - OHEEETH (1=5)
E_E, e—eEiTH (=0 I ., | —OEEETH (n=4)
;E 80 4 W E R EE BH L EEERE
Ifg g 20
40 - 10
0 — = T ® T ® 0 .
04812 24 48 72 % 120 144(h) 04812 24 48 7 % 120 144(h)
B M i
HERAZSHOMBREYEENS A —52 (BHEELILED
BER S B O o et | 6
EHREEHE T [Co>80] 7 | 74.3(77.0) 0.50(0.5~1.5) | 338(66.1) 2.3(16.2)
z';;\;gz/; BREAR TR [50=Ca=80] | 4 | 57.4475) | 1.0000.5~2.0) | 306(55.0) 2.6(10.7)
251 PR TRE [30=Ca<<50] | 5 | 65.7(36.1) 0.60(0.5~2.0) | 420(39.8) 2.7(13.7)
B TR [Car<<30] 4 | 57.9(90.6) 1.50(0.5~3.0) | 400(60.9) 3.5(5.8)
EHBEE TR [Ca>80] 7 | 15.8(46.9) 6.00(4.0~6.0) | 570(52.9) 56.1(23.3)
3("{:; ; {E;; WIS FRE [50=Ca=80] | 4 | 14.5(9.6) | 5.00(4.0~6.0) | 629(66.0) 54.1(22.1)
) PEEM T [30=Ca<50] | 5 | 25.1(33.6) | 6.00(6.0~12.0) | 1158(51.6) 53.2(14.9)
BRI TR [Car<<30] 4 | 29.9(48.3) | 12.00(8.0~36.0) | 2804(70.5) 57.0(46.3)

LA FEE (BT CV 2 %) X Pl (v ME~RKIE) | Cor @HUL : mL/min
Cmax : %%Jﬂlﬁﬁ**b}%fg Tmax : %%mﬂﬁEP])%E£UJ¥H#F5
AUCo-inf : HERRICHFR FE T ool i BEE—RERIHIHR T HEfE  tue : AR O IR

) AFOABENTZRELOARIZ, X774 VPICk 5 160mg HEWRAK L TH D,




VIL_ Y @hie I B9 5 IH H

Q)EEE (B%F . 41 FELRAHKA)
ENIZIB W Tl mlnE (65 mlh ) 6 Bl AMEKAIZ 7= It s ¥ X7 /1 E LT 40mg
HEE ARG Lz & 2 A, FEmmEmE (20~45 5%) 6 il L i U<, IR 7 = I B Toax L tie
WCZEALITEE DT, Cmax 28 0.5 1%, AUCoint S 0.8 5 TH o7, ( [VI.6.(8)SErE ] BR)

HERARSEROMBHEYEFE/ NS A -4 (BESHE. BRFESHSE)

e B (gl ps s e
F=F Itz Um | FlERE 83.4(37.6) 0.50(0.5~0.5) 379.1(34.7) | 2.47(16.7)
TATIV JmmER | 179.7(56.6) 0.50(0.5~1.5) | 654.1(52.6) | 1.88(6.0)
F=F I [ iEgiia 15.5(23.0) 4.0(4.0~6.0) 652.0(30.7) | 67.48(18.7)
(TEAEAH) et e 29.5(30.0) 4.0(4.0~4.0) 815.1(31.8) | 60.36(20.3)

n=6. (T FHHE G CV : %) X RAE G/ Ml ~d K fiE)
Cmax : %%Jﬂlﬁﬁq:‘/%g Tmax : %%Jﬂlﬂﬁl:'j{)%g@u%ﬁ#%a
AUCoinf : HERRIFH] E TOMME PR E—R R FERE  tue : RO R

) AROARINIZAER AL, 17 74 FICL D 160mg HEIR ARG TH 5,

1. Z Dt
A L



VI %5t (BEH EoiFEss) B4 5HEA

VIIl. Z£% (EARALOZESE) (ZBH3 5IER

llultg

HREEEDEH
&

S

AEIDFERIZH=>TIE, RAFOVLERZEEICKRETT S &, [6.1-5.4 5]

SR

1. AN AREOBRENL2TO ABRYITBE A 7L Py A4 L ZEEDIEEICHETIZR WO T, B
DORFECHDOTEEIEEEZEZE L, AROMER A EEICHRTFO L, EHTH2 8, £z, [V.2ZEEXIEH
BICEET HEE] oA EBRo b, WU ERIckRE T2 L,

2. ERRNAB L TDEH

2. 22 (ROBHICIFEBELLGWVWI L)
AHND R xE LIS BUE ORBEALRE D & 2

fiEE -

2. ~MRNBEEFHELE LTHRE LT,
NRBUE)] ORWERO®H 2 ERHOIBEBFHTH D, 0L D 7B CILRBUEN XTI 5 AN S
ZBIDTZD, AEIDRSTC X 5IWMEIEOBEN & 2 BFIIEL, AFIOHG- 20T 5 2 &,

3. MEERIIHRICEET HFE & T DER
(V2R IEHRICEEYT HEE] S

4. RERVHAZICEHAET 3IELEFDER
[VAREZERUVBREZICEET 538 &1

5. EELERWIE L TDER

8. EELEARNIE

81 HiA v 7N FUANAEDOIRHOAE I bD T, A U 7V o FRERICIE, BT
2R BL LR HE ShTnd
BEATENC X 2SO TR —OFSEEF LT 27200 PRI xR E LT, 1) BETEORIOE
ENRBHLHZ L, 2) BEICBWTEELZITIHE., D & b6 2 A, REEEITIEEEFD
TR T DI R A LD 2 & IOV THE - FRICH LIt E1T5 2 &,
BB, BEREOREMIELIBENDH 2 BEDORFETENTOWTIEL, SPLED/NE - REFEE OB
THERZ N L, BEND 2 HRIDWICEB T 52032028, BMMbhTnd, [11.1.3 ZH#]

8.2 MPHYYEN A I NPT A N AEIYEIZEI LT . A 7V U PREER EIRF SN D 2 & i
oD, MBERYGEDLEIZIX, TEAEZREGT 570 EHR0EEZITS 2 L, [5.4 B8]

8.3 AR HHZR KLY a v ZIERR D OO LIBENRHDH, ZORMLY a v 7 fERIZA 7T
P A NV AERIEE D FEE, BAKFORGREDEAC KR OARFN LD RN H D, BFITITRALE
IS E, <OAHWIRRE (BIAITEME) TRATL L RES L2, [11.1.1 2]

5
8.1 AAIOHIKEBIZE T, REFIC BT 2 BIERILRD bRRD- T,



VI Zeete (B EovEEs) ([CB4 23HA

R EGOPA LV TINZ P T AN REE A T P REATEN ORI & OB XM > T
RO, FiA TN T A NV ZAIEDORA O ESUIEFI DD 6T, A 7V P REBRICL, 2
WATENV AR LN RE SN TWATD, HiA v 7o oA L R Mmoo gt & L Citdi Lz,
Lo T, BETENC L 2%, TR —OFKEBGIET 270D TR RNERNEETH D20, BH
TEREHET I BZNNSH DL 2L, £, HEICBWTEREZITHIHE, Vi L HREEDS 2 HEIIR#
FETHREFE ORI T DB IER R 2 U5 2 L A BESFRICH LTI 5 2 &

( "VIL.8.(MEXLEMER & WHEIR 11.1.3) ZH)

8.2 AANIHIA L 7N P U AN AETH Y | MIREEIYEIZ D RIT /20, MIERYEN A 7 vz oA L
ABPIEICAOLTZ0 A TV o PRI CIRFA S NS Z 2B H 0 | MY ~DOXNGR LD Z & T
JRYER DT T DB 200 5 5, MBSO D5 I2IE, FUEAZ 57 2 78 & 0w b 2 uE 217
528, (TV2MEXEFHRICEES HTE 54 )

8.3 ARAIDERRBIZB T, Ko 3 v 7k (FER T, A A, M%) ICBEET 2RIERITRD &
NiemoTein, 4 FTEALBRABKANZBNTHESNTNDZ LD, AAIZBWNTHEH b dBZENN
BD, TORMRLY 2 v ZIERIT, AN L HEBIIEETE RN DD, A 7V x U PFRRYSREIT: 5 5
B BAKEIZL D AFRENENLLTWD Z EIC XD AMREMRE 2 DL D, RFULITREZITEE O IREE
EEF L, <OABWIREE (B X IZENSE) CWAT L L) BEARETHZ L,

( WIL8.(MEXGRIMERA L MHER 11.1.1) 1)

6. RENERZEZHRT BHICHIT IR
(MEHE - IEEZFDH L EE

9.1 BHHE - BEEFDHLEE

9.1.1 BHEMRHFEE (REXWBRMEUHRAEEMERE) 2HIHEF
BEOREBETDCBRE LN ORET LI L, A TN P U AV ARGEIT K0 ZOEBEBEED
TLET L 2B D RESENOMIFISEREIR T AL bbb BT H 5, [11.1.2 B ] ]

9.1.2 EMKE (MBRARZSCBMEABITEE. BHEBEHERES. BHEOKREB) 2HIHE8E. HHVER
RETREDEES
BEOREE HBE L2 oRkET 5 2 &, BARRAD 2,

figsh

9.1 1@MERFRERAEEE . Slnd . EMEREEE . Bl EERE | B OREEE . RN EEE T,
M & 2 SO G HFRIRRE B OB Z LT A IV T P EIEMDO NS VR 7 BELEZD
TV 5H,
AR OBERFBRIC TN T, A U A7 BFETIE, EEREBOE(LLA TNV BT A )L X EYUE D EhE(L,
ERBTDFRITRD HNT A U AT BFE L BERE COREFZONFUERTITLALERD LR
MoTe, TOMERARBRIFE SN TWD, Ziub A U R 7 BFICK LT, REIOFERRERN DN &
D, BEOREICHER L OUREEE T2 &,
Flo, A 7N U PREROBEREASCH FEFLORB e EETREBOZ(LEZ RIIHRET 570, FK5%ZD
BEORBICEET L2 L, ( VIL8.(NEXGEMER SMBER 11.1.2) 2R)

) JEASEE. SIAEEEESIC BT AN A o= Y (A/HIND) U7 F o8 iEEE. 2010 Feb.



VIL.

et (N EorEES) ([CB42EA

QR EKEREERE
BXE ST e
VIL6.(1)EHHE - MERZEDHSHEE 9.1.2) 2
Q)R HrEEERE
BRE ST
AEIEREZHT 5E
BRE I TN
(5)4E 5%
9.5 1Ei%
B0 SUFATHRE L TN 2 ATREPED & 5 M IZ G ORISR G4 RIS &l SN D58 18D
BETLHZ L, BFER (T v ) ThREBBEMEN#RE STV,

fiR2ER

9.5 IMER (7 v ) THEBEBEEESHRE S TCWD Lo ( TVLS.Q)Mm&K—MEMEMERE 2M) | &£
TS AETEMEBRIC B O T, IAREMWIC I B ~ DR 5T R 5 TR RT3 S T, ARHIA
JRIRBFWARESEDL ) 227 1FBO TR ( TR2.5)EEHESHRER 21) .
— 7 A T B AT 0 2 AR [E BR 2L [F30ER C L ATAR TR OBERE 1 IS AR KA 40mg 3 % 5 STz,
PRE A FRERITRD b0 o7 ny, HAERORRBICMEILEN ., HARICHAE., IRLE, RO
INFUEMRENE NGRSO DTz, BHE CYHESRE) OB KA OIRARHIL, 4T 15 3 Cialdl 4k
#R12~16 ) TH Y | JFAI & L TERAFEN S L2 WIEIE 16 BEUBEORIICIHE L T D Z &b,
RRFEOFRAET DV A7 TENZ EBRMOLNT WD, £i2, BRFEDBETLHEITIE, DZFO/MESR
DR SN A~DENEZ LNHH L S TW5E, 2O, AEBTOA > 7oA L AR
JURERRABIC K D ARk, UM BITH 2 TREME S B 2 DL D3 WAMKRA & ORRBERE ERICEET
HZEETERVWEHEL,
PRI SR L TV 2 ATREME D & 5 MRSk L T, IR~ DB ZZE L, 1R LA MR 2
EEID LB ENDGEICORKET H L,

(6)1% 5w

9.6 2L
1A EOR MR ORILRBOR ML BE L, RALOME LT L2 RG22 & B FERR (7> b)
THHFICBITT D Z ERHESR TS,

fiREn -
9.6 IMWFEE (7 v k) THHF~OBITRRD LN TWNEDOT ( IVL5Q)EA~DEITHE &) | =i
WG T 25 EICITAGE EOA MR OB OAEMEZZE L A0 UIF Ik Z2/Erd 2 2 &,
(7R
BE ST e
NVIL.EEZELGEARMIE L TNDEA 8.1 2
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(B)=HrE

9.8 EENE
BEOWREZHSICBIER LN 65T L, —RICEEBEMETFT LTS Z ENREL, [16.6.2 &
e ]

R -

9.8 FlnFE ITMEIC L2 WSRO GIFCIREBDOBL 2PN T < A V7V P ESE(LONA U R T B
EBEZLITVWDD, REIDERKRBRICIBNT, N U 27 BETIE, EFERAEOELSA 7Y
A NV AEGHED EIE(L 2 RIS ST LITRR D b T A U X7 BE L BHRE TOAFEFRONGRIZER
FIZEAERD N> Te . EOMHARRITB I TV D,
Fio, —ICEIRE TAEFEENME T LTV ZERZ N, BEORELZ HCBE LR &k ET5
Tl el A TN PEROEIELOA FHFR ORI EBFIREBOLLE RMNIHIRET 2720, &
HHROBEOREBIEET 22 L, ( [VL10.2)&EEE (3% : 41 FELRABREKED | ZH)

) B, SEERENEEICBIT AN A v (A/HINT) U7 F U835, 2010 Feb.

7. tBE{ER
(MBHRZES L ZDER
BXE LTV
QBFREE L ZDEA
BESN TR

8. EIfEMA
1. BIEFA
ROBWER RS 5OND ZENHDHDT, BlEEE T7I4TV . BREDPRD SN GE TR G 2P IET 5
72 TG R E AT O 2 &,
(MEXRGEIER & DHER
1.1 EXLEMER
M1 Yavy HEERH). TH743F— (BHERH)
Jorh PEULIREE, SRS, MERT, BmE A, BITERH6DINDL Z LB D, RFIREGRZRIZKM
RV a v 7ERP S b Ha i, BFITMEMLZ & SELFHEZIRO L L HIT, il EITO o L
YR EAZITH 2 &, [8.3 B3]
1.1.2 [EXEME (HEERE) . FREH (EEA)
[9.1.1 & f&]
1.1.3 BETH L)
RABRIIAITHL DD, A TN PRERICIL, BEFICELBTNODH 5 RBFETH (
WZED T, M 5% Bhbbihd I ENnH D, [8.1 5]
11.1.4 RIEFHIRARAEIZEE (Stevens-Johnson fEIREE) (B AH]) . hHEMEREIRFERMAELE (Toxic Epidermal
Necrolysis : TEN) (BHEAH) . SR (FHEAH)

el

s
1.1 AT ENMRABEANCEONTROONTWAEKRREWVERZSE L L, AFlOREIZBWWTHEIY 55
ERZREEAE L THEEMRET 5 72 DIZ5# Lz,



VI 724tk (B EodEss) (B4 5EE
2)Z D DEIER
1.2 ZDHtDEIEFA
0.5% Al AR A
I EUE HRZ, BB, LB, T OFE
e Wit . . Bl I, NP%. RS, FABR,
HE A PR
FERRE R WEV, B
IIR7:3 I EREEE N
ik ALT k5. AST E&. y-GTP L5, JFHRE R
WAIR 2 JRER
Dt CRP L5, R R o bEG
) [F—plsr & OBANT BV TERD B AL TV B BIVER O 72 O 8EEE ARH,
fiZER -

11.2 7K £ TOARKOENEFRFRERIC 1T 5 BWERRBUR DU LS X FE L,
Flo. AT EAMRARMFANZ BN TRO LN TWDLZDOMOREIEN 255 L L, AFOKRGIZBNTHE
2V O LRWERE L CTEEMRE S D72 OITEAH & L TR LT,
AENOER LV AREHTRLUIZEWERZRH 5 oD 2 L3d 20T, BENRO LNHEITIE, BEIZ
J& LY 2L E 21T 9 2 &
HFBI E T OAK O E NERAR R (R EE L OVNEEE 2545) 123610 2 BITEMFEBUIRDL 2 LU IR,

[(FEBRETORMERRBEE (U310 HEBRKR U J311 HERHHE) ]

A MERE B () 441
BIVEF OFEBUEFIS (1) 9
RBIYER DFRBUERIH (%) 2.0
BlfEADEE™ n (%)
BRERES
FETE SR 1 (0.2
BIEEE
T 2 (0.5)
(AR 2 (0.5)
A IR PN o 1 (0.2)
ol 1 (0.2
R 1 (0.2
ERERIRE
TIZ=T ) NTUAT =T —EHE 1 (0.2)
TANGXUBET I T URAT =7 — BN 1 (0.2
i A LR A K SR SR SN 1 (0.2)
JIT A RE AR AT A L - 1 (0.2

W) BUWEMOME . [ICH ERREIEAGEE A AFER (MedDRA/J Ver19.1) | IZHES%, &
BRI (SOC) 12/ L., &bic, FEAE (PT) Zi#H LT,
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9. MRBRERKRICRITTEE
REIN TN

10.B8EKRE
BRES TV

MEBEBALDIE
14. BRLDEE
141 EFIBREHOIE
B ORT 7 A PRAZHIFER Lign 2 &

fEER
141 B ORT A FRAZRITHEFEHATH L7720, FEH LN &,

12. ZDHDEE
(DEGERERICE D < 1H#R
BE ST e
(2)FERGEREAERICE D < B
BE ST ey



IX. FEERARPABRICEE 5 HHE

IX. SEEREREAER(ICBE I HIRE

1. EIEBHER

(1)EhFE AR
VI.ENEEICEAYTSHEEB) 2R

Q)R EMEERER (YDA, S5y bk, invitro) (B% : 4 FEJLRAHKED)
ZEMFEERHBR CIX, In vivoiRBRE LTI =F I e A7 X VBT AT VK& FV T~ o A st A
(—fBERBIER, EEEME, EEGHME, RO Y L X — UHRERER) ROEBER. 7 v ML
B R, ROV IR RICKIET L invitroikBR L LTI =F I EA T X R AT L KFIY
KOTZ =F I e rx HOTELE Yy Ml LB O BN & OARIUHE 112 X IE 352880 NS hERG A
CHO fifiaiz 4517 2 hERG Bt KT T HBIZ DWW TR L7, TR ORI TIE, 7=F It s ¥
VEET AT VKFO 69.Tmglkg (Fem b)) OWAE G TEMMED FH EmMIZXT 2K ED E5-
KEBORE (5F<EY) | BTRE (OFdBx) | BRITHODLT MRS 5 WITHBEITEI 8]
BENTR, MEHFNICHEBRRE TR o7, £io, &G CIHEHER K OVEEIRER O 3272 8 A
BERanz=n, HEBIUEFE LER Tl o 7z, EIHFMER NS VoL B X — LRG3 2 %
RO hoTz, DIERORBETIE, F=F I AT X B AT VKO 30mgke (KEfhbs) O
RREEGICE VHEET » N OO —BEOR T RBLE SN2, BE v MEHLLE O QUL
%ﬁ%éwimmG@Méiﬁ:fQEWﬁﬁﬁyﬁiZ?wmﬁ%&U7:T:EW£ié%@%mb&
Motz B IMRIR~OEEBEL LTIX, 7= IAF T X VBB AT VKO 84.3mgkg (ks
) wﬂ&ﬁziw\6%%&:%¢)/%F®bf#ﬁ%m%%wko?:%if»ﬁa&y%iX?w
IKFUIZ & D WP R 8 2 VT B B E RIS 2 BITRR D 12 o 72,

TEeWEBABRE
- gk &5 B b il e
P BRTE H iy - B - PR i (mg/kg) i PR AR
PIREER
—RIRTE - ATED WA 0.9 6.1,69.7| 3 |0.9,6.1lmgkg : MEEE
69.7mg/kg :
R ERANEO EF (2/3 B) 5
NMRI - %ﬁ&:ﬁ?‘éﬁmﬁhﬁ (2/3 ) ;
WEBORE (5F<EY) (2/34]) ;
BATHRE (DFEHE) (28 41)
BREATEN O P28 in (3/3 1) ;
WERTE) (2/3 )
EHRE WA | 0.7,9.0,85.6 | 6 | Static activity : 0.7, 9.0, 85.6mg/kg
TOTMNREEH) Y (—RFY), AR
<A .
NMRI - K FHARAFE
Mobile and rearing activity : M2
Mobile time : 5%
B A v A . WA |0.7,9.0,85.6 | 6 |
NMRI - #
ANF L E L —VREE | v T A WA 09,61,69.7| 6 |
REfE NMRI -
DIE %
S 34 1 ®R%E | 3, 10,30 4 | IUHEHEA M - MR
PRI £ S ko HW - PEERIIM T - MERE
SR I T e PRI E - R
T2 'e DA% 30mg/kg TP DD B
ECG ECG : %




IX. FEREAREABRICBI 5 HH

=N
SR T - Tk - gg (ﬁji) g R
DR in 0.3,1,3 8 | DAEhEK - MR
M 65, ABIREER | £ 2. 1 . vitro | (ug/mL) DRGSR
) o
i) (B BRI | 7=F3E
JL:0.8,1,3
(ug/mL)
hERG Eii in 3,10, 30 59 | MER
vitro | (umol/L)
hERG # A
CHO #fim S=F3r
/L 3,10, 30
(umol/L)
RO %
I 35 - A | 3, 10, 30 4 | FRIRH ;MR
7y k@ HW -
1 [ElA A e 1 [l B« MR
Sy R B Sy RO - IR
BBEER
BoE Eh <A . WA | 0.7,9.0,85.6 | 6 | EmE
NMRI - #
BRI R
SR WA | 1.4,9.2,84.3| 6 | RE : HERE
JREEFE JRECEE ; A
PRIZI%E T SRIZEE « A
FTRIDUL BV T T FTRIDUL BHVTL Tua—)b T
B—jb BT A vk +-HW: L D AR
Vv HE U > : 84.3mglkg THE- 6 itz 12
WEAHE AR
R V7 F = I
IVTF= VT T R V7 F= s MR
A IVTF=r I VT T A

a) 7 L Z VR TICR DR

b) P<0.05 (vs %#E#. Dunnett f7E)

o) %, T

HW : Han Wistar hERG : b NEIEREGEHED U 7 A 0 F v 3 VBE T CHO MM : % 4 =— X /AR 7 —FJHiifa

(3)Z DO TR
Mk L

(MEEBEESHER (YVX, Ty b 4X) (BF: 4 FEILRABREKHD

7 v N ROA X BRI AR GHEERR TIX, B RERKREOZT Y VERAISELSLEETH, — Kk
REDFH R O AR LA THITR D b T, HEIR AR GR DO T =F I e Ad 7 & T 27 L KF
MO/ EITT v b CTlIMEREE  178.6mg/kg/H L 0 K& <, A4 X TIHHET 40.2mg/kg/ H . MET
39.6mg/kg/H L 0 ZNENRZ W EfERR LT,

T=FIENNF T B BT AT VKR DT =F I BN~ T AKNT v N HEEIFRIRN G- T,
B G ARER K EL RN G L7GA T, —RREO B 1372 < BEICER LB CHIEEER D b ivien
ST, YUAKNT v MAOHEIFFRNE 5RO T = I B A7 X Ul 27 )V KF) O fe/ N80 L
HEE Y 125mglkg/H LW K& <, 7=F I ENOR/NSERIL T0mg/kg/H LD KE W E bR LTz,

a7 v b AW BER AR G HEERBR CIE, R TERRREOT T Y LEARAIELLAETH,
I, — ek X OB P 2 BB b e, F=F I F 7 X BT 2T VKO T >



IX. FEERARPABRICEE 5 HHE

MZxF9 2 HEW AR O/ NBE BT 105mg/kg/H LW K& W EHEim LT,
Fio. RET v MBI D HEIRATGRER & L CHER TAREEFIERD beno T,
BHOKRESHRABRRE
TR B 5 #4545 (mgkg) /Bt R (mglkg/ H)
Z v b 178.6 > 178.6
- 40.2 . > 40.2
ke B i - 39.6 i - > 39.6
YT > b 0, 28, 60, 105 > 105
S=FIENF T BN S=FIENF Y E R
<A T AT IKFIY) ;0,125 T AT IVIKFNY) : > 125
Z=7IE/L:0,70 FJ=FIENL:>70
RN — — - - ”
F=FIENA T KR FJ=FIENA T E R
Z v b T RATIVKFIY) : 0, 125 T RTILKFIY > 125
Z=7IE/L:0,70 F=FIEN:>70
QRERESEMHAER

1)

2)

$ESY O 4BRRERARSSEHR (SYH)

EHEIERCTHB L. = I A7 Z U AT VKM (FrxYR—1z2EH) 210 1, 5
#7 v b (BGRMGEE T Bi) (4 ERREWARS LT,

ZORER, Ty bAREARERRKNIBEOTZT vy Vi 4 BRKERARS L72GETH, —ikiE, K
H, SR @ELR) | mEFRORE, EFRORE, S EE, REATIORE, ROV
HIRATT =T I ENA 7 Z R 27 VKRR 2 B2 A B R 2 TR b vy, st
B3 18.2 mg/kg /H &idam L7c, MAEP 3R R RIERE 2 Bl . it 7 =7 eV EE 2 HIE L7ofE
R, %528 HHOEFEMHETO T =F /LD AUCast 1%, KT 1430 ng-h/mL, T 2030 ng-h/mL TH

277,

REBRA RS SEARMIE

e hE M E
s a) r
ERE R S TR Be 5 (mg/kg) V (mgfkg, )
A Z v b 4 1 0, 2.21, 5.55, 18.2 18.2

a) 1 FEERES 10 B
b) =7 Y LR, IR, SFRKE. M OYRED SEHE LM o R 58, BRI, Foe
X R—NEERTHERREROTT a0 LV ERASIHT,

REBAZSHEEHRER (v b, 41X) (B3F : 4 FELRAHREKED

1 H1EO=T v VRkAZFEOCHIM (2 BT 4 BE) KELL, B, REmicRASE-x
TuY ot #BERROBMIOS LT 2 EEo T e Y v E AW, Thbb, 2 B ER SRR
TiE, KV ERE T CORERAELGEZE T 5720, BEIEGHEERBR EFRICT =T Iert s 2o
BT AT VKR OMENSRAEIE =T ey Ve, —F, 4 BREKERSFEERR T, R
TG EN DA OKERANC L DB GO CRHET 2720, BRAGICHELZT7 =3It
WA T Z BT AT VK & BRI DIRG MR (T =F I et s Z BT 27 v /K-B20 ; Ji
WTHDLT=FIENA 7 X BT AT VKN E 20% &) DHRESEEZT ey vER W, 7=
FIENA T ZUBT AT VKOG EIL, HEERSGEE LT, HEIRARGRER & RO R 515
TRDT,

Z v b o 2 B RKERAL G REERBRCIX, G ARRERKREOTT 7y VERASEIEHETH, i
WHE, REKOEME, KA, IREFEAORE, MIRFHIRAE, LRLFRORE, S8R, PERRDHE



IX. FEREAREABRICBI 5 HH

FRRA K YR B E OB ICB W T T =) 2 B A7 X VR AT LK TSN 9 5 e Ic A &
RAERITRRD BT, MEEME R 84.9mg/kg/ H & bR L7z,

T =FIENA T Z BT AT IVKFI-B20 & 2T v b 4 BFKER ARG FBERBRICRB VT #
BRRERRIRE DT vy LV AERASELLE TS, —RREBOE, BEIER L72ETHITRD b1
minolz, £ilo, FE, BEE REBRAE, IRFEARE, MEFOMmA, ML FPrmi, SEHEE. W
PR F IR A K OYR B R B IC B W T T =F L B A7 Z V= A7 LK IR 5 % ik
FHNCHBRZITRD ST, ARBR o ME X 5.8mg/kg/ B & L7z,

A XD 2 TR KERAELGFEERRCIE, kmHEE T, —BREOZ(LIFBEIh T, £HICER L
BGOSR, Flo, KE, SR, JREE, OEX. REAORA, MRFARE, ik
LRI, # B B, PR AR A K O AR PRI AEIC B W T L R GICER L 722 ERED 5
g, ARBRO®mEVE R 38. 1mg/kg/ A &R L7,

T =F R eNF s Z BT AT IVKFI-B20 & A X D 4 TR SAE W ARG ERER T, #5RTRE
RKRREDTT v NN ERASETLETH, —RIREBOZ(L, FEITER L7 THITRD Hi/eho
7z, Eio, KE, EBEFE. RHRAE. OFEX. IREFEORE, MEFORE, MREEORE, e REE.
P PR AR A K OV B PR IR W TS 7 = I A7 ¥ VBT AT VKT ER T %
M BRZLITERD T, AR O MENME R 5.76mg/kg/ B & i L 7.

T =F I ENA T B U AT VKF-B20 & AWEE T o b (BHBRLARE 27 Him) O 4 BFKER
ANE G mHERBR T, #5REKBEOTT Y VEBASEIZLEATH, —MIREBOZL, B5I0E
K L7 ECHNTR O HvedroTz, £z, WE, BEEE, MRITEEEE, REE, B 2MA, M
AR, IR PRI, SE EE, IR AR A & QYR BRI C BN Th T =F I
AT B R AT VKFINZEER U= B IER O T, AB o EEM AT 9.1mg/kg/H &
ftiam L7z, AMBRAGRR A AT v MZBT D 4 M RERAGERR L g L2 2 A IR T RERE
372K, F=F I ENF T B U AT VKO AR K 5w AEY) & P & ORITH
B OB TN EE X BT,

RERAEGEMEHERBE

= P
BAL (BI0) | B Y e )
7>k (10) 2 M 0,21.6, 45.4, 84.9 84.9
7>k (10) 4 3 0,0.67, 2.1, 5.8 5.8
4% (3) 2 M 0, 3.66, 10.81, 38.1 38.1
A4 X (4) 4 JAH 0,0.58,1.92, 5.76 5.76
Y7 v~ (10) 4 3 0, 0.69, 2.6, 9.1 9.1

a) 18, AtEd7v ok (IRERILE £

b) 7 v MEEGEERBR T, 2 ToORBRCREREZRE LT,

o 2 HEBEIKERGERRTIEIT =T I et s X oMo AT VKM, 4 ARERGRBRCIIT=F It 2
fe = 27 )V KF-B20 ZAEH, *TREEHCIEZ, 4 X 4 BRERGRR LIRS MW EL 8 RV EKERASHE
2o A X 4 BMRERGHRRTIL. LAY (0.83mg/l) ZETeZ8RE2WMASHEZ, 0B, T v b 4 BERER
ERBEOHET v b 4 BREKERGHRBRTIE, AWK (7> b 044mg/L, 947 > b : 0.98mg/L) %5
22 R A W ST A IR S 3% E LT,

(3)EIEMHAER (nvitro, invivo) (5% : 4 F ELRABEKHD)
T=FIENF T Z BT AT IVKFIZOWT in vitro i B & U CHIEE 2 U 2 18 7 28R 28 B ekl i FL e
A (B b U REK) 2V SRR RERR, KU~V 2D 73—~ TKEBR%Z ., in vivoilBR & L
T ol EZ WL/ Z FEi LTz, S 612, 7=F I EMIONT, mvitroidR & LTI 2 VW2



IX. FEERARPABRICEE 5 HHE

IR ZEIRAE BB L IR R MR (CHL M) &2 v 2 Yeta R BB 4 i L 7=, W oIz )y
THRREIERETh -T2 D, F=F IEAF T X VBT AT VKL DT =7 I B/VTEIREE S
RSN E SR LT,

(4D A R TEELER
MER R L

G)EIERESHRR (Ty b, 89X (5B 41 FELBRABKRED
7 v FEZRREN OVEIR £ TOMWIMIEICET 28R, 7 v ME - IBIERBAEICEAT 23R8, v FE - jBIR

BT 2RBR T, BEEERAREOZ T2V E 1 H 1 EIRAIELHETH, 7=F I 147

Z BRI AT VKN OGRS 288, AEhee, MO LI T 2 EITEO 0T, Bl
W O— Rt E ) 7 M R ARTEIC kT S MR R, R OWRIR ORIk 2 EME R, 7> MR
REL OVE IR £ COMIHIMIEAEICB T 2B TIld4e T 63mgkg/H., 7 v MR - lEREAICBE T 23 CI34eT
61mg/kg/H . 7 FIR - Jr R AEITEIT 2508k TlLa T 31mg/kg/ B &l L7z,
Z v AR R O AR OF AN N RHAROHEREIZ BT 5 38R Tl 54mg/kg/ B % 5-H CRENM) O 441 M
OIEER &I 3580 D=y, WHREMIITEE ~ DO 5 ITE R T 2 BIEFRREITRO b
mholo, LIedoT, 7y MERTKROH AR OFAN N RHROHRRIZEE T 2383 1T 2 BE 2%
T OMERM R, AMREICK T 2 EEMEE, KOWHRE AT 5 EEMEREIT. T Eh 19mg/ke/ A |
54mg/kg/H ., KO 54mg/kg/H & HIlr L7,

WMARE(Z & B ETERE SIEARMIE

_ S L T B
SR 510 fng/kg) (m;{;/m
7 v MR L DGR E TOYWIM | & 22BLET 4 8~ kR 0. 6.4 19. 63 63
FAEIZE T 5 iR I - AZECRT 2 WA~IEHE 6 B P e
Z v MR - BRI AT 235 IR 6~17 H 0, 6.3, 19, 61 61
7R - iR ARIC BT 5B Iz 6~18 H 0, 8.6, 17, 31 31
= s o 4 s 19b
Z;ég&ﬁéﬁﬁégg%imw WEIE 6 H~HPE% 20 B | 0, 6.4, 19, 54 ii

a) MIFICIE, HBRWEE G ERVERERASET,
b) BLENMWZ KT % e

) AEFHREIT 6T D MR

d) AARFE AN % M A

(6)BFTFIE AR (VHF) (8% 4 FEILRABMRKAD
o FHRREERIE MR CIE, 7= I A7 X U AT VKEIY-B20 KON T = I Ay X U
XTwmﬁ%BMﬁ%%ai@w%%mm%%%&ﬂﬂﬁk%’&51%%% RO HNTZH DD
FRE BRI L HE ST, LTeRo T, T=F 2 EAA T X UEET AT VKRB R L TRl
WERERNEDEEZZ BN,

(7)F DL DYk =%
1) EHEHEE (YRHR) (B%F : 4 FELRARKE)
< 7 APFEMERBRTIX, 7= I A7 X U AT VKO EME TREREL N T =F I et s ¥

/mmszmm%a7m4/b@ BT Vany MEFRGREE DICEFTOT v NS EET T T«
FER PRI SN T, T=F I AT X U AT VK OHUEM IR TH o T,



IX. FEREAREABRICBI 5 HH

2) FMEFF OFHR—IILOEETME

OFOXHR—ILDZ Y b 3 H ARRERAZESHEHE (v )

AFNOTIFITH S Fa X R— NV OFEFMOT=D, T v~ 3 » AMKEW AL G EMERERZ 306 L
T2 EOFEF i CHiTENRAE ISR E L OWile_ B OfR Kk, STl ERAEEREO bz, b
IXF e XY R OEGRETHOMERIIRE L2 Th oz, WEMEET, TP R— 25
mg/mL & A B RHR B GRF D 0.688 mglkg, H Th o7z, —F, Fur xR —/L 25 mg/mL & H 4L
B 5D 6.56 mglkg, H £ T, 2 MEOEITRD Lo T,

@F OxHR—)LD In Silico ZEFMEE (in silico)

ARFNOUFNHIT 8 5 F 1 %% W— /L DL RFPEFH D 7=, DEREK Nexus & (% CASE Ultra % fi\ >,
FaXHPR—IVORAITF 7 AL OKRGEIZBIT 2ERFM% in silico fffT LT,

FORER, FurX YR 2 IEE RS &HE LTz,

@F OXxHR—)LOEFREREFMHITME (T )

AFNOEMAI T I D F 1 X R— VO AL, 7 > b 3 » A MKERALEG-HZERER L,
SCHRIEHIC L VB L 72, Xk ClE. R v b OEBRESM T CTHRIEEEAFESINTEY, FuF
PR=ADT AV = B~DIVERADPIEIRMERHCEE L BEZX 5N T LR 1, T v b 3 5 ARIKIER
AR TIZ, WITFNnoMRICEL 74 Y Y — A ~OF 1 TR —/LOR D AL ZRERT 5 AT RLAGED
LN T Z b, IRR~DOEEIIR N EFE 2 b,



X. EHAEHICEI T DIHA

X. EEMEHEICEI SEHE

1. RHER5
B A GEERN  EE—EMEOLTEICL VAT L
ARG B LR

2. AR
36 » H (LEMRBRGIRIZEES )

3. BENRETOIE
FEIRRAF

4. RIFEWLEDEE
BEARSANA

5 BEMITEM
BEMERLTA R AR <TvoLBy : fEdh
ZOMOBENTEM : A FEAELFEN-ASE, REFEOHRIRSE~)
(T ABEFERAICEALTAMTNEHME 20)

6. R—ms - RZHE
H—5r o A T EAR A EA 20mg
|l %h 3K A Z I el U, VI ek, T 2 ek, Sed el v R E L

7. EFRAEEAR
201049 H 10 A (AA)

8. HERFTAZRFEABRVARES. EMELENSFFAR. REMwEABD
RIERGEAGEHEH H : 2019456 A 18 H
&5 30100AMX00010
FRAMAEVENEAEA B - 201949 H 4 A
Wi 5¢ BH ha 4 A A

9. MEERFIHREM. AERVAELEENENOFABRVZONE
A ROANA

10.BEERR. BEHERAREABRVEZORNR
L7

11.BEEHM
44E (201946 4 18 H~2023 46 H 17 H)



X. ERASIHIC BT DI A

12 B EHRHRICET 215K
L7

13.%%Ea—F
N - BEHBHEEMEE | EHNEERI—F | LT FEELE
E = =
A FELRAREH 1268867010101 6250703G2029 6250703G2029 622688601
160mgtw ~

14 RIFHEF LEDEE
O ARFNZONWTIE, LA NV AEOEERETOARIIBEIA 7 VT W 0 A )L A JEYIE D TR HZE
TIEARNWZ 2B E 2. AFOMEHOMLEMZEEICHRG Lz BT, ABIIBAA 7L A LA
JRYIE DRIER OIREE BN E LTHEA LB AICRVAETE LD THDH Z &,
@ ABFOM A EOEZIC, TARFNZCH A v 7 x A L ZRYEITITN RN, | KO ERFEEL
%, ATHEZRIR VMR G 2 BRMAT 5 2 L N E L, JERFETL) D 48 il &2 Bl % 1% 5 2 BRA L 7= &
FICBT DAL T 57 =2 13BN TR, | RSN THWDHOT, RISz T o/

BETbrzt,
(HFocHE9 A 3 B fRIEF 0903 5 1 75)



XI. X ik

Xl. X A

1. SIRAXH

1) FEPRERE : BRAK T 10 L EO/NEDOA T s o A VA EYSERE B x5 & L2 7T 2 R IR AR
FACH S BB (2019 4 6 ] 18 AR, CTD2.7.6.2)

2) FHENEE 10 BRI O/NEOA T T A Y A L ATRYE B B 5 L LR RIEE BB (2019 4F
6 H 18 A/&&Y. CTD2.7.6.3)

3) Yamashita M, et al. : Antimicrob Agents Chemother 2009;53(1):186-192 (PMID : 18955520)

4) Toyama K, et al. : Antimicrob Agents Chemother. 2018;62(1):e01722-17 (PMID : 29061751)

5) Yamashita M, et al. : Influenza Other Respi Viruses 2011;5(Suppl 1):93-95

6) Kiso M, et al. : PLoS Pathog 2010;6(2):e1000786(1-10) (PMID : 20195462)

7) Kubo S, et al. : Jpn J Antibiot 2010;63(5):337-346 (PMID : 21268406)

8) ItohY, et al. : Nature 2009;460(7258):1021-1025 (PMID : 19672242)

9) Kubo S, et al. : Antimicrob Agents Chemother 2010;54(3):1256-1264 (PMID : 20047917)

10) t#ENERE : 7= Ly NERET MBI DT AV AER (1 F EVBAKERA] 2010 459 H 10 AR,
CTD2.6.2.2)

11) Yoshihara K, et al. : Drug Metab Pharmacokinet 2013;28(5):416-426 (PMID : 23574886)

12) Ishizuka H, et al. : J Clin Pharmacol 2011;51(2):243-251 (PMID : 20197485)

13) Schultz RL and Schultz PW : Proc Soc Exp Biol Med 1966;122(3):874-877 (PMID: 5950626)

2. Z0tDSE X



Xl. Z2E8%8

Xll. 3Z&H
1. 45 ETORTIRR
WA TITIRTE STV (2019 4F 9 H FEA)
2. BT AR XIEER
RICEE 9 5iENMER

B3

INREFICEY HEEE
L7



XIII.

i *

XI1.

e &

ZDDEEE R

(M) A%E-A=
AR RTSA Y 1ZHNT. BRAOHFRICEDEEDS

BeEhicA/ FEILZ1ES . O S|SEIT T,
AVITIWIVTIA )V ADEREMI D ENTEXT,

AHIDORE - HE

BRABMNRES. 1/\17)L(160mg)%Z 1852 &EULTWMA

VLR AIRAN - [TnToFrECED
(2) EfR/ICH=>T
CRABWEELED FOPICFAHEZNTISED (51 +9)
o FRR—Y TIVE5IE.E 58t e Xt7I ) e xISaY
o £EEERRML A . "“**‘*
o IRAR#E(QY Ty Y —) ERR—R
o RANRRAIH ® RARRY
A\ EEETHEE YTy —ETHRO L EAL TR, FH Ty @

A 2EERCL ERRIEBCERL TR E L,



XII. i

=

(3)EMTE

1
JdLRDPRABREICTS

O-ABlsxvrv7ERLETS

s+ vy

i EF T TLERS AFOHRET
X RADY—7 (F)BAIDSE.
= KEAEIC Ry 7E
MUEFTES,
=

\/
O-B #ls* vy 7ENET ILRFRABIKELCTS

BiREF v 7 EMLU LT THHET
JALRPRABDREICLTEZL,

HiEF vy TILRM Y HET
AEBVTIEZL,

SRS ERELT,
4IPRIERE2MLE /=14,
NAFIOILRERGTIC
dLfeOhREp TSt 2R LT,
AEBIER2MLE®D L)
INATIANEALTLSZEL,

l
A EERERMLA AT ARNEAT B
SEHE DA FELORBEREF) B UGN DIICTERE N,

<]
H—ITRES (GEEMSE- RkESRMSHE)

INATIAOERESET D,

BREIRAELCIREDRMUT,

EEBICIRD < BBET

B—IRETEZLY,

SNTPLOREEERE,
BUREAZ LIS TIRABH B
EFEO-KYBRLTIRVEES.

RES R B+ vy TORMIBE.
BUREAE VIR TIRELD B
AR RES,

A RS LRN TR,

4
BEFry7EdLREAT
O-A BllsF + v 7OEBBOMHEARY | 255D

L BEFYYT  piget vy T OSBRI SN
NSOl > oAb
FLIHhBYET.
BREF vy T EO <Y
RENARICEINTL LN,

S N IAIE AR A EIT AN X 2 Fa A S
AT VIMIE CEBAPVECITC AR O

BilsF vy 7% KRR IC

A A DE T BB BOKBINEY REAEEHICE LY THE,
BIEF vy 7OHPHANT . ERBHPBEOTLESIZEHBVET
ERBEMBINEOIETHE T HERTRESBVET,

\/
O-C £EHHI AV b TR BEF vy 7HHNS
BilEY vy 7 ERESEVICEILT

W EEREBHTAY w M THR.
SRBEEBICHEF VTR

& NTZEHTEET,
=
)
=
\/
EFETNATINEFBERDS.
AFTILRENLUTLEZ,
( RENEEET )




(3)EMFE

e,

FT MY RABEFICRRETIE EMFTT T M FTENERALEL LD

KT A RABRAGDLEBIZH S
FREODS N TIADER%E
LEBRELTES.

f

an|
=

FIHO

v RO/ T I

o3 S o3

6
L8BmZz iR
ERDOESIC.
ORAZ RS TSP RABAIRE
TEE T OBRARRIBFET 5%
\—? ‘ B,
1 amAvzy OBFBORERTE—RE
a7y d—.
37514 ORAT AV EEHELTHS
BABER WALTLEE W,
Ll HFAT R 3

YVAE—RELTERATEEY .

A\ EBIPUDPUBRERTOBHTHRREE,
ERTRLI T Ly — (FH) EZRRO L EAL TR,

@ EARERI T Ly Y —

® PARI R— SX
® PARI 1 7>—%&
© FLOY AV T Ly H—RXTS51Y NE-C28
© FL0Y AV TLyH—RRTF1C Y NE-C29
© FL0Y AV TLyH—KXxT51Y NE-C30

WAN AT ZOTICHTT
VoY IALBHD.

ARLOTHRZR)RLT,
AFENERALEL LD,

A =308
MAKVTREEL,

@WARIICTIBENEE N E
O RMTYSVIALIEIRBEMIFL . TEBEFBRBEELTESE TLEEW,
RBEFEHRD/NRBEZADHEE REESDHIRATESETILEEN,
O EREMPEIBVKIIC KT FA P MABRAEETFS.
P AR EAE 2 X8 TSV, Bkl A E ARV Z &)
O WA IZ RAY AV TAERERV REDHEVECRNKIICLTIEEZL,
O R X LGV EBRICRDEIICLTZEN,

@WAFRICZHRB VL E N E

O VT LYY —DBRAMYFEANBRAT A POSERDIEFBLI-Z &%
BBELTLS. AFTEIDORAZRELTZEL,

O MAYAVEEDMIC FREASELTVARN EETTHRBLIZE,

O WRYZXLGDOKWEBRT BELWVRETR AV EEZHRLZE,

O < B EMBHDIRHE TR AD BT HSREEIC R >/B A MAY A EOT
POMLT. AT LYY —DOBRAMYFE—BY)>THML . EEEF>T
DEJAEBRLTIEZL,

O BHPEBLBSORT TT X7 FM P OHBEOE L HRERBARRLT
PEAFENDEREELT LTILEZ,

IRTATENICEBERIIBRDYTTY

e (FENBARRARY A ZOTHSBELRICOY T LYY —%&
fRIELTLEV (FRUS K DERR—ANDE R ZR LY B728)

e A FENRAKRBEHSBL B oY HFRICKHEE N ERD
TN FIHELLEYTBIEDH DD HEWMoTILEE,

©® X)X Cube

® 3Yar Pro

O Ry—2

O AJ/ANAF7IZ AT LyY—
©VI«4F

MR TEHEMVEDEIR. X—D—FERFRFTEE TEEES,
* ARTRFESN TV B2 TORBEBRL TV DD TIREY EEA.

ATHRARICIIERELROTIZZN




(XBEBERERVENEDHE L]
FE—=#HKAsut HaEHRtos—
T 103-8426 EFRIRARH RX HAEAHE 3-5-1
TEL:0120-189-132

INA8IF0202

2019 42 9 A dRT



	目 次
	I. 概要に関する項目
	1.  開発の経緯
	2.  製品の治療学的特性
	3.  製品の製剤学的特性
	4.  適正使用に関して周知すべき特性
	5.  承認条件及び流通・使用上の制限事項
	6.  RMP の概要

	II. 名称に関する項目
	1.  販売名
	2.  一般名
	3.  構造式又は示性式
	4.  分子式及び分子量
	5.  化学名（命名法）又は本質
	6.  慣用名、別名、略号、記号番号

	III. 有効成分に関する項目
	1.  物理化学的性質
	2.  有効成分の各種条件下における安定性
	3.  有効成分の確認試験法、定量法

	IV. 製剤に関する項目
	1.  剤 形
	2.  製剤の組成
	3.  添付溶解液の組成及び容量
	4.  力 価
	5.  混入する可能性のある夾雑物
	6.  製剤の各種条件下における安定性
	7.  調製法及び溶解後の安定性
	8.  他剤との配合変化（物理化学的変化）
	9.  溶出性
	10.容器・包装
	11.別途提供される資材類
	12.その他

	V. 治療に関する項目
	1.  効能又は効果
	2.  効能又は効果に関連する注意
	3.  用法及び用量
	(1)用法及び用量の解説
	(2)用法及び用量の設定経緯・根拠

	4.  用法及び用量に関連する注意
	5.  臨床成績
	(1)臨床データパッケージ
	(2)臨床薬理試験
	(3)用量反応探索試験
	(4)検証的試験
	(5)患者・病態別試験
	(6)治療的使用
	(7)その他


	VI. 薬効薬理に関する項目
	1.  薬理学的に関連ある化合物又は化合物群
	2.  薬理作用
	(1)作用部位・作用機序
	(2)薬効を裏付ける試験成績
	(3)作用発現時間・持続時間


	VII. 薬物動態に関する項目
	1.  血中濃度の推移
	2.  薬物速度論的パラメータ
	3.  母集団（ポピュレーション）解析
	4.  吸 収
	5.  分 布
	6.  代 謝
	7.  排 泄（参考：イナビル吸入粉末剤）
	8.  トランスポーターに関する情報
	9.  透析等による除去率
	10.特定の背景を有する患者
	11.その他

	VIII. 安全性（使用上の注意等）に関する項目
	1.  警告内容とその理由
	2.  禁忌内容とその理由
	3.  効能又は効果に関連する注意とその理由
	4.  用法及び用量に関連する注意とその理由
	5.  重要な基本的注意とその理由
	6.  特定の背景を有する患者に関する注意
	7.  相互作用
	8.  副作用
	9.  臨床検査結果に及ぼす影響
	10.過量投与
	11.適用上の注意
	12.その他の注意

	IX. 非臨床試験に関する項目
	1.  薬理試験
	2.  毒性試験

	X. 管理的事項に関する項目
	1.  規制区分
	2.  有効期間
	3.  包装状態での貯法
	4.  取扱い上の注意
	5.  患者向け資材
	6.  同一成分・同効薬
	7.  国際誕生年月日
	8.  製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	9.  効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10.再審査結果、再評価結果公表年月日及びその内容
	11.再審査期間
	12.投薬期間制限に関する情報
	13.各種コード
	14.保険給付上の注意

	XI. 文 献
	1.  引用文献
	2.  その他の参考文献

	XII. 参考資料
	1.  主な外国での発売状況
	2.  海外における臨床支援情報

	XIII. 備 考
	その他の関連資料

	問い合わせ


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages false
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages false
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages false
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly true
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [1200 1200]
  /PageSize [612.000 792.000]
>> setpagedevice




