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ABRIBEAVIILI VTSI ABRLEEDRR

(BHEER IR DERTEARHL)
AENE, TA B B BA IV H D A L ZEGIE TR R O O T B & 8hRE TR & 3 2 BEAGE
DA FTENRA KA L FR—DFZED E L, AFRICOWTRT T4 FE2HNWTHRETIWARITH D, EN
HFHERER (J310, J311) TAR I BAIA o 7 Lo U 7 A )L R RYSE BT 2 A 20 R OV 2 %
METLIERER, LT D LB AKERT 7 A4 P CHEIRAERE (FT=F It I H BT AT E LT
160mg) L7- & & DA MEDHER S ZEMEICBRET NS FHITE DO bR o7, 2R HDOFFRICHK S X,
KA OZHEXITZNEAE TAR T BAIA v 7N oA L ZERYEDIRKE] ERE LT,
(MBEARVCI0BRULED/NRIZETDHARREBEA D INI UYL L ABREEICHT 2EKEDAEDER:
ERE MR (J310) V
AR 10 LA ED/NR (534 ) ZXFHRICT T 2 ARt R B M A T RER Ll iR 2 520t L 7=,
FEAMEN THDHA > 7N U PRFERE (2TOA 7z YRR [HER., R SUIBER, 55
B, HEEIIRIT, MIER, MEOTEA, %] A 72 L) aE TEEE) I2dE L, ZH 08 21.5 FEREILL bk
B9 DIRPOR I E TORME) 1220 T, 77 BRI T AR OE B RNBIES N (V7 F RO
HEEAERIA T L L- BRI —#%(k Wilcoxon IR7E : P=0.0024) , A > 7 /L U PREFREE O defiiid, &
FIFET 55.3 ], 77 BT 73.6 K] T o 7.
RITEZEBIRIT, AAIRET 2.2% (6/268 #1) . 7T BAREE4.1% (11/266 fiil) Th -7z,
Q)10 BmEBDNBIZETHABRIBEAS VIINI VDA ABREEICHT DAFIDAEDR -
ERFEMAERER U311) 2
10 AT O/ (173 B 0% 1 1. 1~6 5% 117 B, 7~9 % 55 ) At Gl FExt FIE B Mt 2 Feh L
2o FEFHMBEHE THDHA 2 7 U PFRFEER (% K OESERD 2 SER2Y T2 L) X T8 (i
L. 222IEA 3T4CLLTF &0 b0 21.5 RERILL EfkRET 2 W) O WE s £ TORER]) o g fii,
49.0 K TH Y | R —RX N7 T v RITxT D B2 BGE L7 J310 3R V OAHKIRE & bl U C R
ETHol,
BITERRERIZ, 1.7% (3/17341) TH Y, J310 RER VERIRETH > 7=,

2. EERIIHRICEET 5FE

5. MRERIIHRICEET 5FE

51 i AN AEOEERETOARIBEIA o 7V U7 A )L R ERYE OIRIC LA TRV & %
WE 2, RROFEROLEM,EZEREICRF T2 L, [1L.B3H]

5.2 REIOTFH G2 T DA MR OV Z 23T LTy, [1.50]

53 AHNX CHIA TN T A )V ARYSEIIT N 720, [1.5 8]

5.4 AANIMEBYIEIZITIER 20, [1., 8.2 ]

fiRER -

51 BIE, KMITBNTFA IV UL VAR y MIEDBEEOMR, if 7V P o4 LV AED R
WG L WS- IBIEERZNHESL L TWAHEDOD, £2TO ARSI BEA 7L W7 A )L ZJEYE DS
JRIZHL Y A NV AEO B 5 IIMAETIE 22V, BE ORECHOTEEIEE AL ZE L, AK| 0L EM: 2 HE I
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OF HEHATAEZE (M1 Z2ERBEFTOERA] 2H) |

5.2 KFNDOFHFEG BT A8 OLEMEITHESL LTV, A BISE B AL T vm oy o L A Y
JEOIBHRICH L CTHEAT2 2 & (VI ZBEREEZFDEH] 2H) |

53 BANI. ABEOBRA L IV FOANAD ) A4 T I = —BEBIRNMIZIHEIL, LRI
T A L A DFEGHIR D OWEREAMIHIT 2 Z LI KD . VA NV ADOMEA ST L2 ¥FTH DL, CRIA T
NWEZHFTANREL ) AT I=H—BERZRWD, AFINE C BA 7N T A )V RTIFER D38
W (DA Z2ERELZOEH] 1) |

54 KENIFA L IV FIANRETH O HEEAEZAE LW L0 b, MERYEICITE N e, s
JEYIEN A TNV BT A NV ABYHEIZ A LT A IV U FRREIR ERFEI SN D Z &3 H 0 | A
FEGEA~ORER BRI D Z & TIRRYERDEIT T 28200 H 5, MEKEN DN 5HEITIX, PLEH %
BET LR EOEMRAEZITO) 2L ( MAEENEEZTOER] KO (M5 EELGERMIELZD
HH8.2) ) .

. HERUHE

(MAZRUVHAZEDMRER
AR OVNRIZIE, T =F S A7 & e 25 /L L LT 160mg % H A 7 7 A F A ik 2mL TR L.
2T TA AW THRBIRALLET S,

QFERUVHAENHRTERERE - RN
AT ENVBABRANOAGEARIHLE T 2 ARKFORBEEZRFTT 5720, KEEKRTITED S /N & R O
ERY 7R 2 — o (HASE, MERBHEE . WA PERIRFIEE) 2B L, KUE L OMIZEIET 5 3 & &4
B4 A ofcki+& (fine particle dose: FPD) % in vitro 1 A/r— NA /87 Z—% FHWCREHE L 7=,
ZDOFRER A 160mg (X, /N & A DIEHER IR ER 2 — T FIEIVR A AA] 20mg (10 %A D
ERAE) KO AR KAl 40mg (B A KON 10 k2L Eo/NEToRRAE) (/495 FPD 535,
Fo. AFNORRIEHRER (J109) YOFEFR, AARNEREEA FBIEIZAHA] 160mg & BB ARG Lzl & D
Jili kst OIEEREY) 7 =0 2 evid, A ERA] 40mg #5-RE (WA EA ORG AR FKELRER : J108) @
BREA TEOT HG5 ARMEB CTARERORBRA VIV FIALNAD ) AT I =2 —F 255 50%H
ERE (50% inhibitory concentration: ICso) fE% +77 EEIZEENTED Hil, %5 168 Kk TH ICs E
% b0l 2 IR S vz,
ENFE SR (J310) VTIiE, ALK DN 10 mElh EO/NRD ARSOL BRA 7 v U A )L R JRYYE R
F e ktG & Lo ARAl 160mg O BB AR 5RO A 20 M R EIHIE H 2B\ T, 77 BRI 2 ARHK| Ok
PEDRGE S 7z, F72, 10 EARHO/NED ARSI BEIA 7V U0 A )L A ERGYEBE 23R & Lz E
WEBTIAHRER (J311) 27Ci, J310 #BR & [AFRE DO AK] 160mg O H W AL 5RO H M EE G35 2 & M
waniz,
PLEMG . BOAKTOY 10 &L B/ T3 2 HER O &, I ONT 10 s O /N34 2 B RO
ML HITAHK 160mg HLIEIWR ARG L 3%E LTz, 7eds, AANT, BARIER G AERREKR CHRE L X7 7
A VFEZNTRATLH-ANTH 5720 [AARFER G AR 2mL TH#E) 252 & 2it#i L,



V. BRICEd 5

4. RZERUVEEICEET 58

7. BERUVHAZICEHAET 5EE

7.0 JERFEBIL . FTREZRIR 0 B0 G A BT D Z ENEE LU, SERFEBLN D 48 K 2 Rtk I &
G BtE LI BFICB T 2 A BT 27 — 21356 Ty,

7.2 KRNEBRATHECIE, =y AR T IAFEMHENT L2 L, IMTORT T A4 PRAZZEH T 5B
2, Fpfcar Iy — L oA EHERTH L,

fEER -

740 AFNT ABEROBRIA LV TINE U IALNVAD ) AT I =L —BEERICEEIL, HLERIN
7 A VA DRGSR S OWEREZINEIT 5 Z LTk UA N AOETEZ G 2 FEAITHY , vA L AH
R % BRI T D AE T2 0,
Flo, A TN UYFRIEND 48 ReHfka % I 5 2 ks L2 B8 T 2 /2 BT 27 — 21345
HIVTWRV, FIER ., FIREZRIR Y NI G- 2G5 2 &,

12K§i%ﬁbfwl¢éiﬁfhb Vv MR TITA T EHWEGEICOBRIENYFF T DL L.
T WMNORT ITAFJAZGEFEE LN T Ly —RNH 570, %m IR DR 7 7 A PR AR L
a7y th— Lo ﬁ%ﬁ;?éﬂ%#%ét Rk L7z,

<AHFMODRTSAHRABLEaOVTLyY—LDBEEMHEIZDOLT>
FEIRERBR I TAFI DG LM « MR HER I N [PARILC 27V v s %754 F—/PARI R —A SX] @
MAE EREOEBEERENHERINTZR/RNEOXRT T4 VAR ESFE L T Ly P —DMAE %2 L TIOR

D
X7 TAY ATy —

PARI R —1 SX

PARI A 7> —4
Formrar7ryP—=_Ax7 7 A ¥ NE-C28
Frvrarrry—=«Kx7 7 A% NE-C29
Frurarrry ==« X7 7 A% NE-C30

W ORT T A P AL
VT
Ay —v

A ARALTI= arFTryh—

U= Pro

I U =2 Cube

KL ORT T A FMAGRESFE LT L o —EMAEETZ & & ORAOZER I FHIRL T2 MEE
) 6um THD, 0B, RFOXTIAVRAGREEF a7 Ly —D@EEIC >V TIE, #ED
FHITE B2 X BAMICHIET L TV 5,

K2 RENDERT LTV L H D,
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5. ERERAAE

MEERT—2 /85—

W — I, ; e
B BN, FE i x4 R By e i
L[] A 45 5 I 0D 22 2 % OV 8
%5 148 CS8958-B-J109 - BoMRF (LZeMEKOSETEOR |
BRI | J109 P8R | ERRATHE ©4BD oy ponc 2 o opsE, 2 | 0
BN RE D )
FRAROVNE (10 50 1) | HEIR AR G OH I SNT, A
(S8958-B-J310 DOABIEBEIA 7V | 7 b 2 R R 2 32 T4 1E
7310 S8 A | Y FOA L ARYERE | BE LTT TR RICkT @l s | 3
e o (534 7 : AKI 160 mehE | Mk L. RRVEEZMFT 57T B R
LA 268 {5, 7 7 KRE 266 ) | HRIEE2 (LM ML
CS8958-B-J311 N (10 BT © AL | [ A B 5B 0O B e OV A
J311 4B A | EBRA YT F oA | atd 2 IS itk B2
o LA JEYLE B (173 )
(2)ER PR AR

BHERARSHE (J109) ¢

faE Rk N B 64 B, T =F I A XU AT L2 LT 40, 80, 160, 240, 320mg & 7 74 V%
FVCHEI ARG L, 22k OEYEEZ Rt Lz, BITEHREEIT 3.1% (2/64 61) THV, TDONR
. R (40mg 1 6)) KROUMLAFREEHN (80mg : 16]) Thotz, T, HEEZRRIER KOG
HIRIZE S 72 RIERITRD biviehr o 7o, SKIBIRE D i,

NiE., ek, i< 02 7—ChiRE (J109) | 2,

I AFNOAGE SN HEROHEIZ, 27 74 FIC K25 160mg HEIRAEZ LG TH 5,

QBVAERIGERAER
B R L

[VILA.(2) )BEERLA (J109) | KOt TVIL5.(5)




V.

IBFRICBEd 5 IHH

(4)REERIERHER

1) BERIERER
D BREMAHE (BRARVT10ZUEDNEDA VIILIVFIAIIABREESRE) ZXRELE
To5 R BEeALEERIEERE) (J310) V

Ak

AR08 EO/NED AT I BR A VIV o P A N AR ERE ZXIRIC. F=F 3
NWFH T BT AT NE LT 160mg %37 74 VEAWTHEIRALRL L & E0FHHEICON
T A7V RN L FEMEEA & LT, 77 2 RIoxhT 2882 M+ 2,

Flo, BEMIZOWT, AEFLORBRER &L HEHETHKRT 2,

AR
FYPA

Shtiae L, EAER L, HER, 777 AR WATHER iR

AT OREAEZM - T AT I BEA 7 b oW A )L A KYE B 534 il (2016/17 2 —XV)
[ER L]
OA TN P IANAFy MTTHEME LTSI, EBRINA VTN W oA )L A EYHE & 2 W
L7-HB#E
OMEEMRIR (FERSERE) : 37.5CU L
O BADA > T HFRERF DR FEL L TH D 36 BERILIN (R ESH)
@4 (FEBSR) @ 10 Lk
BB () . TR, PR SULBIER . JEOvRR. EOESURIT. SRR, WEOTR .

EEvAd N
L

s A TP T A IR LSO T A L ASRHITE S R A W~ DI )N B bhé%%
AT NT WAV AREYYE & X BT E RVEIRD TR S B
A TN P AR EYERIERNC T L =Y u U 10meg /A 2B A 5 2T 0 A RE#E (%
A& A) ZEH L TWD BE
ATV I A N AR O EET D EBRE
« N TR gs éﬁﬂi&f%&ﬁ&#ﬁ%&&@ﬁ%? DEE
ﬁi%%%%f Mo SR AVETREE S DL oo B
- EEL EOBBERES RS HBEE F

BTk

F=FIentrH /E&PIXT/I/ 160mg XIiE7 7 v AR %, X7 T4 FEHAWTHEIRARE LT,
¥, RBCEITAER AR TRB L THbR T IAPICHREL, BF T Ty bh—THElbahiz
bDE, TTVAE—AXBTTAINOWMAT LI L& LT,

fEA L 7%
37T

[z>7 Vv —] PARI "—+4 SX [T F7A4%] PARILC A7V > hRXT T4 ¥—
[vo A —X] BRIV TETTRAE—R
[+ = 7] Re—~27 (P 1~3HH, Ne—<r M)

FEAIE

[FEFHIER] 4 V7T U BHRER (BiERET)

B TRZADNS, 2TOA 7 FRER (GEF., FARIBIEE, o7, B IR
L OSER, MEDJRA, %) 2% 7L T T8 [CdeE L, 28 21.5 BEFILL ERkRE 92
A DOWERE TORM, 2B, 4 7NV PIEROREEIL, 0~3 D 4B (0: 72L, 1:1F&
NERIZZ B RE] | 2 0V RICheD [FEE] . 3: REATEZR [FE] ) THE
B L7z,

[(ELBIREEELE] FENER (36.9°C LITF) IZEIET 5 E TORRM

BEERETRZIN G, P (R : 36.9°CLLT) 2% 21.5 REREILL ke 3- 2 e ORF R E TORRR
[ReMFEEE] AEER. BERREE

FAAT ]

Tl

FMED B2 fRAT BRI T e R OfFAT X S4ER] (full analysis set : FAS) | 224 OfRMT o G4

BRI DG 22 T2 BF & Lz,

A VIV UYRERRE (BEERED)

(FE R )y 2016/17 > — R DA IV oW U I F U AEROAELBRIRT & LT, AEAKYE
5% (WAl TRER—i%{t Wilcoxon #iEIZ & B REM L 217 - 72,

ENRIENT) BRI L 72U FAS I2DWT, A ¥ 7 R O BRI H e & A BERIC B H LT
Kaplan-Meier 7' 2 & AERL L, 77 B REEEZ SR & L7 — %1k Wilcoxon #E 21T -
Teo EBIT, A V7N U FRFERIO R RIEDE (F=F It X BT AT
NEER A7 Z B AREEPRfE) Z2EH L. 0 95%EFHEXME % %k Wilcoxon fRE
WA SERH L,

KB ERICEIET 5 FE TORME

L & R A R L, BER LRI IE R {E Wilcoxon FRE % V-,




. IBPRICBIT D IHH

J=FIENL

FU B R AT LR 77 ek
HE
(N =268) (N = 266)
n (%) n (%)
i (%) BT R)E AR = 30.3+16.6 33.1+17.0
10~18 7% 92 (34.3) 66 (24.8)
19~64 % 167 (62.3) 189 (71.1)
65 AT 259 (96.6) 255 (95.9)
65 LA b 9(3.4) 11 (4.1)
el Bk 135 (50.4) 143 (53.8)
Eeqis 133 (49.6) 123 (46.2)
WEITEAR I, IHNETITBE L &0 189 (70.5) 176 (66.2)
W AT LTz 32 (11.9) 44 (16.5)
BELEYEL TV 5 47 (17.5) 46 (17.3)
A Y AT RA B (65 MLl k) 9(3.4) 11 (4.1)
A YR 7 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)
B e 0 (0.0) 0 (0.0)
TR U B 0 (0.0) 1(0.4)
Z DA 95 (35.4) 90 (33.8)
BB AIR (°C) BT SR A (R 2= 38.34+0.63 38.29+0.62
38.5°C il 161 (60.1) 164 (61.7)
38.5°C UL I 107 (39.9) 102 (38.3)
AT IVT o PIRIEN S SR SR AT (R 2= 19.55+8.02 21.54+8.47
BH#&TETORR (hr) 12 ¢ P AR 44 (16.4) 32 (12.0)
12 BFRILL B ~24 B 144 (53.7) 132 (49.6)
24 BELL E~36 A 76 (28.4) 91 (34.2)
36 WLl |k 4 (1.5) 11 (4.1)
NR—=RF A NZBTD SR SR AT (R 2= 8.5+4.0 8.9+4.3
A VTN PRIERA 2T
2016/17 4E>— DA 7 2L 194 (72.4) 195 (73.3)
NEHPT T FUOBROEE HY 74 (27.6) 71 (26.7)
A I ARG DM E (£ 0 (0.0) 0 (0.0)
[k 266 (100.0) 268 (100.0)
AH1 % 1(0.4) 5(1.9)
AH3 %! 262 (97.8) 258 (97.0)
B 7 4 (1.5) 3 (1.1
RAE 1(0.4) 0 (0.0)
5051k ~ 7 AE— R 266 (99.3) 265 (99.6)
S 2(0.7) 1(0.4)

KOBVERFIR R, RO, REMERE (BERTSE) . BRRRERE S
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R

E=Rikkd

(FEFFMEEER)

A4 V7V Y RREE (EMEREE)

U7 FoHEBOFELBHIRTL Lzl &, FEFMEE TH LA v 7 U FREFHREHICOWT, 7=
FIENA T X BT AT NG DT T 2RI T D EBME S REE S iz (8B —#{k Wilcoxon R E: P=
0.0024) .

A 7N YRR ORI [95%EEXH] X, F=F I 47 X BT A7 VT 55.3 [48.9,
68.8]1 ¢, 77 & AREET 73.6(67.8, 84.3] il T o 7=, FRAED 75 [95% 14X ] 13-18.3[-23.6,—3.8]
K ChH Y, V7 FUoEROAETEN L ZRWV—i%{t Wilcoxon fiETH, 7=FTIENA 7 ¥ T X
TIVREDRIRRERNL T 7 B ARRE & bl U GRS A BIS ) o 72 (— /L Wilcoxon ME: P=0.0048),

A4 U7 U RREER (10mLlE) (FAS)

ﬁ&Z;é;;;wﬁ 77 AR
(N =268) (N =266)
el [95%(F4EX H] @ 55.3 [48.9, 68.8] 73.6 [67.8, 84.3]
oD [95%F XM 9 | -18.3 [-23.6, —3.8] -
PiEd 0.0048 —
PiEe? 0.0024 —

TN

BN hr

a) Kaplan-Meier (2 & 0 i€

b) (= It F B AT - TR L LTHH
c) — %k Wilcoxon MEHFHEICxT 5 PEBEICE SR T

d) 7T B REEE SRR L L7z — %k Wilcoxon &

e) UV FUBROREL BN & LRt Wilcoxon &

A4 VIV U RBHRERMIZ&% 5 Kaplan-Meier #£EfE (10 ELlE) (FAS)

(%)
—— SZHFEENFHBAUEET AT ILEE N=268

T TS5tREE N=266

HEYYIFOTERT

3
i
T
B 50
=
A
[=]
0 ; . . . . . : . :
0 40 80 120 160 200 240 280 320 360 (hr)
A3 I = S
At risk BERTHDDER/
SZHIENAHIAVEE 268 177 101 50 28 21 16 12 9 0
IZATIVE
TS5uRE 266 198 118 64 44 35 27 23 17 0
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(BIREHEIEE )

KEMNFERICEET 5 F TORFHE

RIS B (36.9CLLT) (IZEHET 5 % TORMOFRAE [95%EHXM] 1, F=FT It r ¥
T AT VRET 36.4 [33.0,41.3] HEf], 7T ARBET51.4 [45.7,57.8] Bl CTH-71=, F=F I F~
UM AT NN ET T RARHEOTRIEDZE [95%FEXMH] 13-15.0 [-18.6, =7.9] K TH V. KN
SEEZEIET S E CTORERIL. 77 BRI THENICEEICE o= (—#%{k Wilcoxon #E:
P<0.0001) .

KEMNTH (36.9CLUT) ICEETHETORM (10mUL) (FAS)

Z=F I e e
ﬁﬁzyézi;wﬁ 7T ERE
(N =268) (N = 266)
L [95%(EHEIXHE] @ 36.4 [33.0,41.3] 51.4 [45.7,57.8]
FRAEDZED [95% 51X M] 9 | -15.0 [-18.6,-7.9] -
PiEd <0.0001 —

TN

BN hr

a) Kaplan-Meier (2 & 0 i€

b) (F=F I A F B AT - TR L LTHEE
c) —f%{t Wilcoxon ¥ EREH BT+ 2 PIEEIEIZ S & HH

d) 7T REEE S RRE L L7z — %k Wilcoxon &

EREMNFERICRET 52 TORRM (Kaplan-Meier 70w k) (10&&LLLE) (FAS)

(%)
—— SZFIENAHEUEET AT ILEE N=268
—————— TS5tREE N=266

THUYIFOTERR

50

> 248 it [0 -5 4

0
REHRT hoDEEH

Zet

BIEFRBIRIL, =T IENA I X BT AT VEET 2.2% (6/268 f5) . 77 BAREET 4.1% (11/266
) Thotz, EREWER (WTFNHORET2HILLEIZHEB) X, TH (=7 It X R AT
AFE2 6] (0.7%) . 77 EAREE2H6 (0.8%) ] . FEWEDEW (K406, 24] (0.8%) )] . v-7 L%
SIVRT AT =T —EHN (Fx061, 261 (0.8%) ] . RIPEABME (Hx061. 24] (0.8%) ] T
HoT,

BEPILIZESTAHFRER, A 7NV o FRETE) - SIS T 2AEFS, HELRAEFR, KT
IIERD B o T,
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2) RE&MHR
B R L

(5)B%E - WEEAIFER
® ENFEMEHAR (10 ZRBED/NEDA VD INT U IA N ABRREEEZHRE L-ERBIFFREAR)
(J311) 2
Ak

10 AR DO/NEDO ARIIIBRA N U PO A N ABYYEBRE 2RI, T=F I 47
H B | oo AT L E LT 160mg & 327 74 VEHWTHER ARG L-E 00 0EZerEC

DVWTHRET 5,
B gk ILE, FEEMHR. ISR
FHA
UUTOREAEZW T AT I BEA 7L o7 A )L R EYE R 173 7] (2016/17 2 — X )
|GE27AE %)
OA >IN FTANAXy MTTHEMESHE S, ERNA 7NV oY 7oA L REYYE &2
W L7- B

% % | OERE (FERER) : 38.0°CLLE

O H2DA 7 o FER (BB () | %, SIER) BEAICHEBELL THE 36 FEFLIA
(FIEBUSEE)

@ (FEBUERE)  © 10 mA

ORT TA T EHNTERABFEETH D L EMAHINT LT BE

A TN T A VR LIS D T A I AN SRR O R YL N e B R

A TN YT A VA RYE & KB T X RVEIRDFE O b B

A TN YT AV ABYERIERNC S L R=Y 0o VBB 10 mg B ABZ D AT oA R

EEA4GTIN (O ROWA) ZEH LTV BEE

HivE A VTN T ANV AR OB R AT D B

« AT ZRE B IS BE RIE 72 NI B I R 20 B

BB SN EBFE TT, RIEBUGRE OM BFEEIRE N P EE L o B

- REBHREEELAT A EE %

F=FIENA T H R ATV 160mg B, T T A FEHAWCHEIRARKS LT,

WHHE | ek | RREIAHRERSERCTEBL LR T IAFICHEL, BEEa 7Ly —TCHFELS

NebD%, STVAE—ANITAINBWMATHZ L L LT,

[2>7 v yH—] PARI A—+1 SX [T T4 Y] PARILC ATV v hxT T4 H—

[T A —X] RNV TEYTAE—R

[~ s 7] Re—<27 (h1~3 %, NE—_ M)

[FZELHMIER) 4 > 7 ILI U RIRER

BeEAE TR G, BEOEIERO 2JERD 72 L) Xk A L., o fiEN 37.4C
BUF & 725 T 21.5 W] DA BAREES 2 S Al O IRf i T D IRe ]

B, ATV UPIEROBRE X, 0~3 D 4 B (0: 72, 1:1ZEALERITRB R [#E
FHmE H FE] L 2: R0 RICR D [PERE] | 3 NEATERY [EE] ) TREEEF L,
[EHBIREEEE] (FEMNER (37.4°C UT) ICEET D E TORRM

BeHRE TR DG, B (MRFEIRIR © 37.4°C LAF) 23 21.5 RFLL_EAkGE 9~ D Ic W) OFE s E T O
A ]

(Z&MMIER] AEEK. BERREE

FEWED F /2R B4E 1 FAS, LTSI SERNTIRBRIEO®R 52 % T o BF & Uiz,
A VT YRR

A 7 N IR O Kaplan-Meier 7' 2 v b &2 1B L, BERHEFEEFIH L7,
REAER (37.4°C LUTF) ICEET 5 FE TOHOREME

{RIR DS EEL (AR : 87.4°CLLT) 1ZlfE 9% F COFER] D Kaplan-Meier 7’ 2 v b & ERL L,

ERHFEERE L,

EH L7
ESAEe

Wl

FEAT G
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B2EER (FAS)
J=FIENn
F T B R AT VR
(N=173)
HH n (%)
i () BT AT e (R 2= 5.1+2.4
5 kAl 71 (41.0)
5k lL | 102 (59.0)
5] Bk 97 (56.1)
ok 76 (43.9)
A Y RATRF A Y AT B PHER 11 (6.4)
A OHE 1B IR S R A 11 (6.4)
AR B 0 (0.0)
1B Re 0 (0.0
TRE LR R 0 (0.0)
Z Dt 42 (24.3)
A B BUSRE O AR (°C) BN E + AR Y R 39.01+0.69
38.5°C Aiifi 37 (21.4)
38.5°C LU I 136 (78.6)
ATV PIRIEN S BT AT e (R 2= 16.32+8.31
LT ETORR (hr) 36 MR AT 170 (98.3)
36 IFf#LL 3 (1.7)
24 RefEIATH 142 (82.1)
24 FFHLL E 31 (17.9)
BtAHEA > 7L W AT AR e (R 2 1.9+1.3
MIER A a7
2016/17 - — A2 D 2L 112 (64.7)
A TN T T F H0 61 (35.3)
PR o> A7 4
T A VARG DHE Rext: 1 (0.6)
(18 172 (99.4)
AH1 A 4 (2.3)
AH3 %! 161 (93.1)
B 7 7 (4.0)
IRAT 0 (0.0)
5051k A — A 82 (47.4)
<~ A 91 (52.6)
X OIBMEREIR ZREE AR, B LR REMER R (RS | BREREE



V. 1BRICET HIEH

R
Bt
(FEMIBER]
A4 V7T YRR
A V7NV (RIROREHE 37.4°C LLF) OB [95% (58X ] 1%, 49.0 [43.0,61.0] HF
fchoi,
A4 VIV U RBRERIZ% 5 Kaplan-Meier #EE (10 X&) (FAS)
(%)
—— SZFEENAHEUEETATILEE N=173
1007 T5HYIOTRR
2
i
i
B 50
=)
0 T T T T T T T T 1
0 40 80 120 160 200 240 280 320 360 (hr)
i BERTHSDER
At risk
S—FIENAYAUE 173 103 56 38 24 12 7 5 4 0
IZATIVE
(BIXREHMIER]

KBATE (37.4°C LLTF) [CEET 5 F TORR
RIES L (37.4°C LAT) (CEIET 2 £ CTORFRE O R RIE [95%EHEIX ] 1X. 31.1 [25.8, 33.7] K
ThH-oT-,

KBENFE (374°CUT) ICEET 2FETHORM (Kaplan-Meier 70w k) (10 @&Ki#E) (FAS)

(%)
100 —— S=FIENALAVEETRATIVEE N=173
2 TEYYIEOTRT
&
*
8]
& 50
2|
&
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)
BEHRT H oD



V. 1BRICEEd HEH

e

1|

AITERREHRIT 1.7% (8/173 H) TH V. TOWFRIL, EFE, Fol, W34 161 (0.6%) TH-oTo,
BERILICEST-AFERELR, BELAFEFRR, LTIIRO LRI T,

A T7NT oY RFEITE) - SENCHES T OAEFEFRIT 1LH (KOZEL) ITRO LR, 1R3REE L ORI
BIfRIE TR L) SHIE ST,

(6)/a8 R A9 F

1) ERBERE (—RERRERAE. BECRARERE. FRARBELERRAE) . RERTRT -2 X—XH
. RERFTRERABROAST

FREM FBGEE (IKFERo/NRICBT 2 720K 5
H i AEN AL LTz 5 AR O/ NEBF BT HRIERSEBURN AR T 5, £/, RIKGHEEE & L
T, INHEFICET 2 EEERFT 5,
A FR LR g T =
BEAEEAVWEEeN - AOMEEREIEE LT,
RIRBE B G BAAARE R CLL T ORIRFEUE A 729 A BT B A o T b o WERYYE O TRIR D 12 D ([ AH
RO THRE LI EBE
O A INEUTFTANAFy MTTHMEEHE S, HEHYEMRA 7V P A 1R
FRYYIE & 2T L7z b A (0~4 %) O/NREHE
@ A TN FTANALUND T A L AR F O EMAED ~ DGR DN WEE (T
WG 5 ie)
Q@ RELAEOLEFRENGONIZEE
I i 1 e 2019411 A 1 H~20204-4 A 30 H
AT TE H BEE R, AFIOEERWM (RAFEF, 27 by bh—0fE%) | OFAIEAL BIEA. BRRA
ﬁ\ﬁm@(%ﬁﬁﬁ A VT T PR
P 7 ik O ZaMk: WP RE AEOBREICE ST, AFBRARNS 15 HFE (RAIKAHAZ 1 HE)
ZHEBL L 7RIV O FEBUR L2 794 L 72,
© B« BRHPEFAM R GIORBERE O AR A 38.0°CLL LD BFE & LT,
fRENRER] - R0 HEEDIEMAEICE D& | RAIRAD HIRIED 37.4°CLLT £ TR 5
W] 4 AT L 72,
A TN B2OBE HEOBREICESE . AFBANDL 250 7T
HIER (R ONEER) AT 2L ) E T IC%FH T 5 £ CORRMZFM Lz, 72
B, KEREDOA TN UPRERNAT (7o L) XU TRE)] CThomBFIL, A 7=y
PIREIR S E R 2 0 BEfE & L7,
IVAESERIEL | 1155 4
FRAAG R L MR R GRE B 110450 BIVE R X116 (1644 1258 8 b, BIEAZBLEI4131.00% (11/1104
Bil) Th o 7c, ERFWERIL, EERIEEOMRARMEE0.86% (4/110441) | L1535 O REMPRFE0.27%
(8/110441) Toh >7-, BHEERENWERIL, 361 GLBEREIE26], FH/MET « B L~V OIKT - P
Ja1B) 13RO bivTc, RNWERAZELICEE A KT T 2K % Fisher O B RIEIC TR L2 /ER.
BENRD ONT-EHRNIZ o7,

2) RREFHLLTERFEOANRXIEER L AL - RBROME

L
(1) Z Dt
AL



SRR Z B4 HIEH

By P i el Sl

. REZFHCEHESH S LAYV LEHEH
/AT =42 —EHEA

HE

MO H 5L EW

. REMER
(OWIEREML - E R

D {EREAL - SGE

2) 1EHBT
7=F I U S BEAT VR OEERHN 7 =F I erid, AR BEA 7Lz A

WAD ) AT

M2 D O ZRE T2 2 L2k,

SIEH

DNEEXNINREF L, BHOEFRLESRT D L,

« i

=4 =P BRI EL

(ICso :

1.29~38.8nM) 3,
7 A VA OHEFE A IET 5,

SZFIELNAV R UVBIATILKMYORBERERD A =X L (REH) ©

ElMmm s ~TawE=y

(HA)

aA ﬁw\ ST

Loty

(NADYHEINR FD
DT VBRI

FHLLIRENTZTA NV ADE

NA-Z=FZEI
fagis

m‘yf, :
E: lﬂrrm- \
(,%v lﬂTrm
* M
a,aff;; (FOKSw
;. o) SZFIEN
ko ‘Qt To9E8
o % M IZF KAy
Qﬁﬁ FE
e
.
4}3
| TEEHRE = Mt (el
N\ - S—+=EI
kB
,,,,,,,, o |} e |} e } e I o
SCFSENSSURIAT A JIJET JILSHEAIC NAES=FZEILG FIOANAD
LRAEERICERDAZNG | SZFHEEWCER | STHEEWESREICHE | "HENThO"RACES PRS-
FORSwIOS=F+3 JWYECHEET S FERAEMS=FS | NAGTLUGEES | NA-SSFIELEA
ElLA 25 AEIATIL MksHESE (TRF EILEKBEOES, | THALTLHNA & FOAILAERE G
PSS BED =6, S—t) kb, 5= AR EBMEMME L. RZoINViENICE BrcHicHREREICE
MEEEBENEL<. | FIELTIYVRI I ERICRRR- HManNTLWa>-+= T3 T= T2
RABRERCTE . ) AF/AMREES ) FEINS, ) ELERBEHDEW ) DBELTUGEDIT
O EEMBERICERD | BES-rIEILCE HIERETE | BEDMCE R FOA
AFEND. | @mena, NADREDFEE SN,
ITDIWE?I | R - .
— 73 7 g’b p .. i L;—zttrttmgjb i 8
gt B I N B . Bt
- e | | vlz;_éi'ﬁ"“s‘ﬂ b . Nﬁé"’ﬂ%au
> y & S8 Y e
S anus vk

Y

IENAR



VI RS ARBLIZ B3 5 H

QEMEEMITHHBAE

T=FIENF T Z BT AT IOVKINEIT e Ry 7 THY |, MRS XD IEEREY 7 =) I el

B INTth. LA NV AE-ZRT,

1) o4 ILRER (in vitro)
T=F I EMFIARIEOBRA VTNV FIANAD ) A T =F—BEKRE (EBREK ICs: 2.32
~38.8nM, AR/ BERE ICs0 : 1.29~26.5nM) TFE L7z 9,
Elo, T2 Iemd, Ay e U CEREYERE (ICs0 1 5.62~37.3nM) X, A T T H A
/LA (A/HIN1 pdm09) (ICs0: 0.41nM) . X OVEIREMERS A > 7oA L2 (A/H5NT ) (ICso :
0.28~2.1nM) KL THITA NV ZEM (VA T I =X —BIEREMN) 2R L7379,
FELZ IR b TN T AN ARPEREERA TNV P OANAD ) AT I=H
—BIEMIC KT 2 B FEIEAIOPEEM: (ICs) T FRO LBV THD 37,

AEILEIELTHEE FA U ITILI VIS ILAD) A58 —EFHICHT HRIEEFID 1Cs0?

I1Cs0 (nM)
M, U A VAR S=—F3Ip NS .
Al 7 T;E/l/ ZLfZJV&\E\ L e
(EPERE) (EMERE)
AR @ 3.03 2.28 2.70
A/HIN1 % -
H274Y 2 Bk D 5.62 755 3.05
A RE © 15.4 1.25 8.29
R292K 78 FLik d 10.6 10400 11.2
A
AJHENS 5 TP Ak © 19.2 1.78 10.7
I E119V Z B 0 13.2 140 7.71
AR © 13.4 1.18 7.82
N294S 7 g b 37.3 37.2 13.5
PpARE D 24.3 13.2 11.8
B -
G4028 28 #EE 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): FEALF I EAMmMERE

SREMEA 2V ILNI Y IAILR (AHSN1 &) O/ A S SF—EEFHITHT HRFEESR|D 1Cs0 7

1Cs0 (nM)
ey . ]74\/1/%% ) J=F3ItENnw FE'NZIEN N
CERTHERA 7 FOA LA WHINUI) | o) | e | 00 S €
B 0.32 0.35 0.72
A/Hanoi/30408/05 H274Y 75 B 1.1 430 0.68
N2948S 75 BLik* 1.6 1.6 0.57
B 0.28 0.31 0.15
A/Vietnam/1203/04 H274Y 75 FLpk* 2.1 1100 0.22
N2948S 75 BLik* 1.4 28 0.48
A/Indonesia/UT3006/05 | Bk 0.29 10 0.07

X A& I EUVIHMERR



VI S HERIC B9 5 IHH

HBIE., B FTOFRITHEOLENTWE ) AT I=F—FOHHE N1 LOIN2 THY, N3~N9 fiflizon
TIEEWIRI CORENZTDIFEAEEZED S, LML, FlA IV PO AL NV ADORERELEET
AL N3~N9 M ZEHTHA L TILTr P I AL L ARLENE MIBWTHEASBRIEAET S AREMENE L 5

o,

ZIT /AT I=F—BDONI~NIHEMEFT LMoo SNz A VAR T 27 =TI
D in vitro D /) A 7 I =X —BHEEEKR D A L 2 {558 EENE 2 B L7z,

ZOFER, L SEES T NI~NNY HERID A v T P oA L AKRICH LT, /A7 I=4—F
FIEMEIE, ICs0 T 1.81~27.9nM TH Y 3, F7z, U A /L AHPFHBAETEMEIL, ICs0 T 0.26~2.5nM TH V) |

BEEN DO TOAII LTT =) I ELDOFLEFRENRD ST,

2) A4 ILRERA (in vivo)

DABALVILNIUHFIMILR (XIR)
AR TNVZ P TANADY T AEYET IV TIE, 7 =T I ENA T X U 2T VKT O Hin|
REPEEIZ LD | 6.6~660uglkg THBERMT Y A L 2 OB, 21~190ug/kg CTHE 72 EFH DM
&N o TR DRD BTz 10,

[ Cam) R5HER]

(FEPREEE)

AHINT B A JLRBEET IR ETILOMF D4 LR Al

(|°g10 (pfu/%))

9.0

80r

70

BINNTAG

6.0

50

40

35 59 83 (hn)
RES LI

A /LA : AIPR/8/34 (30PFU) ke

O
A
[ I

TP VAP BRI ATV EIR S EE - (240ug/kg)
P I EARERREEE (170ugkg, 1 A 28]
AFRAEIE (HER &%)

2 JTLIRRE S BHT. I RS (n=3)
#%% . p<0.001, NS @ BEEARL

(logyq (pfu/fifi))

BINNTAG

8.0

70

6.0

50

4.0

35 59 83 (hr)
RES LI

7 A /LA : A/IPR/8/34 (380PFU) ke

O
n:
VAN

A

TR WA BRI AT VL EIR E  (27 uglkg)
TR WA BRI ATV AR S 5. (80uglkg)
Iz I ey kR

1mg/kg (1 H 2[5, 5 HMIREHRSE)
Iz I ey kR

10mg/kg (1 H 2\, 5 HEXEEE)
AEBAIEIR (RS |

S AR ZE (n=3)

*Ek . p<0.001, **: p<0.01

T RIA TN YT A X (A/PRIS/34) ARG S, 11 BEMBICEAIR G (S=F I 47 & U ige 25T LV LAMNT 1
2 [l 5), 35, 59, 83 W% DL EIBICONWTT T —27 T v A TUANA Iz HIE,



VI RS ARBLIZ B3 5 H

QAR UINIUH ISR (FEILE I ELTHEk. TVR)
A/HINL A TN By A )V ZADREG: 13 BFG IS A2~ 7 ARG Lize 2 A, =73
EVF 7 2 T AT VKT 80ug/kgSHEIT, BAERE (ML Z I EVREEZMER) KOF AL Z I e
fitPtEik (H274Y ZREK) OWTAUIZBN TS, FREEC L TU A V2 TOF B 22D &R L
(Dunnett test : p=0.0001, p<0.0001) 10,

AR AEDHEFE AHINT B D IILI VT ILIILRAEETIR)

A% FEILE 2 EITER (H274Y ZEK)
(log 10 (pfu/fifi)) (log 10 (pfu/ffi))
6 - 6 -
5 5
v )
1 1
b2 2l
i i
%* %k
3 3
2 T T T T 2 T T T T T
0 13 37 61 85 (hr) 0 13 37 61 85 (hr)
PANABRL RS L TANABRE RS
S=FIENL f S=FIEIL
FTORVEBIRATIL AOBUBIRATIV
K (EEES) KF CEEES)
ERI NIV S S S S Y | AELEEEL 4 4 ¢+t ¢
YR UUBE
(REREAD) (REREND)
O--0 WBE (EEALEK) THELBERE (£ n=3)
00 STFIELFHAUBTRT LAY 27 pe/ke' B f[’;;";;;;;;t]
o—o S=FSELFIBUEBETRATILIKANY 80ue/ke B - p=00001 ek : p<0.0001
o0—0 FARILEZE LY EEE 10mg/ke B § KB E

~ A (BALB/c) IZ AIHIN1BIA > TN A NVADOBFAK (2 I eVES K © AlYokohama/67/2006 clone-1) . A4
TLH I EOVIERE (H274Y Z %4k : A/Yokohama/67/2006 clone-11) % R&GAIC YL S8, YL 13 BRI A O JKAIE G-, R
37, 61, 85 BRI DM Y A N A SIMEERE, B, T=F I A7 X R AT LRI EER R, TR E LA
W, A2 Ien ) CEEIE LR 20 Hk 3 HH GE6 1) RERN#ES,



VI S HERIC B9 5 IHH

GBEASVINIUHF ISR (FzLy k)
BHEIA L TINZ LT IALNZADT by MNEREF LT, F=FIENF Y Z B AT LA O R
FlIRE G (24uglkg KON 240ug/kg) 1, SPERER T O 7 A VATl ZAK T S H 72 1010,

Ty FEEETIVICEITAREREFRPDDAIILA AEDHFE

(log;opfu)
8

BIMNTEAT
(4]

v

3 D{)

0 24 48 72 96 (hr)

e

@ : EFAaR (HE, fafkh)

W o VAPV ERLATY 0.05umolkg (24uglkg, Hill, #REHE5)

O @ 7=F38 M7 pvEgeAv 0.5umol/kg (240uglkg, HilAl, FR&£5)

A T T eV 0.5umol/kg (170ug/kg, A, &)

AL Z I R 25merkg, 1 H 2100 3 B (RRO#5)

a) ¢ 1 DS H BRI A

b) : 3 Bl 23 HH R A i

P E I E(R S (n=5)

Marshall 7 = L v b (10~11 5, 1) o&pEC, BRA 7z 4 L2 (B/Malaysia/2506/2004) % &Y &4, 4 FEH
BICEAIF . (A2 I e ) VERELSMNIHEIR ), &Y 24, 48, 72 RO SPERERO U A N AIMiE T T —0 T >
TA THRIE, UA VAT OREERAEE y dil R,



VI RS ARBLIZ B3 5 H

@A ITILITUHF AL (AIHINT pdm09, ¥ R)

A 7N UA A (A/HINT pdm09) O~ U A ERET VBT, T=F I A7 ¥ BT
AT VKN T00uglkg O HiERR s G- CTHE RN 7 A )V 2 IO 37880 Bl 9,

A IILANEDHEFE (AHINT pdm09 VT ILT UHF A JLRABEETHR) (B 1 BEERS)

R#3E%
(logo (pfu/gffi))
8 —_
T
1A,
* 7—
6 — * %
% %
v
4
h
il
4 —
3 —
2 1
SZF3EL 8 80 08 8 potiched
THAUE FELAIEL  FHIELE
IRATIVKIY UBEH (mg/kg/B)

700 g/kgs B (me/ke/R)

e H%
(logo (pfu/gflf))
8 —_
T
7 —
% %k
7 :
6 —
b3
v
4
bl
i
4 —
3 —
_‘7:'}'55» 8 80 08 8 puliichg
58 FeNAIENL  HFIELE
IATIVKAY URIEH (mg/kg/B)
100y g/kgs B (me/ke/R)

FHE+ZERE (£8#Hn=3)

tRE

[vs. XtEBE¥] * : p<0.05 * * : p<0.01

X AEBHERE UUBRBEEERIEK 8O :FBK)
§ (KM E

~ U A (BALB/c) |ZA/HIN1 pdm09 A > 7/vx %A /L& (A/California/04/09) % % &Y 10000pfudls ¥ 7z, J&YL1RE

MBIZT=F It ¥ VBT AT VK T00ugkg (BoKWE) % BEREEE, S % I VS, 80mgkg/
A % R 1T R % 5 1 H 2815 H B 048 5. T HF 3 ©10.8, 8mglkg/ B % R 1 RI#% 2 H1H 1A 5 H B ERSES L,
Ju

I3 At L U6 AR Ofifih w7 A V2 St 2 L7,



VI LRI B9 5

OEREMEEAVIILI VYA ILR (THR)

a) IR

<BEEFH>

EIREMERA v 7 A VA (A/HANT &) Ok 2 REfE I & F3EA 42~ 7 A TS Lz &
A, T=FIeNA T X UBRT AT VKR, BAERE T 750ug/kg S LA E O R HET, RTHREEC
MLUTHEBERAEGREZ R L (0777 /E : p<0.05) 7,
Fo. A I EEMER (H274Y BREK) 128V TH, 7=F I 47 ¥ o X7 LK
WIIRTRRE ISR L CHBEREGFREZ R LT (BT 7RIE : p<0.05) 7,

HEROHER (ERREEEAVINI VT OLIIRAELTHR)

Fr A L3 2 ELMERE (H274Y ZEEK)
(%) (%)
100 100 - *
£
75 75
7F 50 ] 7 50 CLCHHCH O Y
bog BQMAA 0Q Ao
25 ' 25 AA
boo & NANAAA
0 | | 50@000000 0 0-0-0-0-0-0-0-0-0-0-0
0 5 10 15 20 (A) 0 5 10 15 20 (H)
AL RR . ‘ SOLREE 4 . ‘
S=FIENL BEEEH S=FIENL RE&AH
FORVBEIRTIL FORVBEIRTIL
JKFNY (BEER) JKFNY (B EESR)
Fenszen Httttittt Fenszen Mttt
UESE YUBkE
(R#ERDO) (R#ERDO)
O--O REBEH(RH ABERIEK. £0O:288K)
O--0 S=FSENFIFVBIRTILKIY  75.e/ke B
OO S=FSENAVEVEETRTILKINY 7500/ /ke® B (% B n=8)
B S=FSELAVEVBTRTILKIIY 15000/ ke ® B Oy SV 98RE
A=A FHLEZE V) U BEE Sme/ke BE [vs. REBEE] * :p<0.05
A—A 7 t)LF3E )L RS 50me/ke BE § (EAKYBRE

~ 7 A (BALB/e) IZERFHERA 7 V2 o4 VA (A/HEN1 &) 084k (A & 2 B VSR : A/Vietnam/1203/04) |

I F 2 eviitkk (H274Y 2258k © A/Vietnam/1203/04-H274Y) % #4092 MLDso @ 4 {58 (I 18.8, 8.4pfu) Y&
HLOERYE 2 R O ARG Y 21 AR E CAMFOIREBIZE, EHILT =F I A s X VBT X7 VKT RIERE R
FEAZIENY VEEEIL 1 H 218 5 HBKERD RS,



VI, 3EZH3EIR

R4S EH

b) Hfifh A JL X S

BREEEAL 7T A LA (A/HENL) O~ 07 A ERET LIZB N T S,

=FIENFr

2 W T )L KN O B AR S G %%kgui®&5gfum35%®\%wyguiw
BERECTHELE 6 HERETOMT A N Az S,

EREEEA VY IILI T IALILR (AIHEN1) DY IRBREETIVLICE T BHiP DAL R Al

7 A VAl (mean logio PFUxS.D./g)

A I A B h5aE Beh & Day 3 Day 6 Day 9
fif % fif % fif il
HN30408cl7 I fERE 5.91t0.4 <1.6 5.8+1.1 4.6,47 ND ND
S=F3IEN Vg7
TETSENAT I e ke 41,50 <1.6 5.1%0.3 2.020.3 59+1.1 55+0.4
T A7)V
750ug/kg 41,45 <1.6 4.0,43 <16 2.7+1.5 <1.6
1,500ug/kg 2.0 <1.6 <17 <1.6 3.0,3.5 <1.6
FeNF eV CEEEE 10mg/ke 6.21t0.2 <1.6 6.41t0.6 4.8t1.5 6.1 5.1
100mg/kg 6.0t0.1 <1.6 5.2+0.1 2.5,25 4.9%t1.8 4.8
5mg/kg + 4 + + +
(1B 2. 5pp) 2006 <16 55%04 29504 47406 4.7+0.4
50mg/kg + +
(10 2@, 50 >053 <16  38+05 <1.6 47+1.4 3.7
Ind3006 S HHE 7.2+0.1 <1.6 7.3+0.2 3.7+0.3 ND ND
F=F IS H R
+ +
L2 75uglkg 6.4+0.2 <1.6 7.2%0.1 <1.6 <1.7 <1.6
750uglkg 6.0,6.0 <1.6 6.0,6.9 <1.6 <1.7 <1.6
1,500g/kg 24,48 <1.6 4.5*1.4 <1.6 <1.7 <1.6
F¥s e R 10me/kg 75+0.1 <1.6 7.5+0.2 3.1+£0.3 <1.7 <1.6
100mg/kg 7.2+0.1 <1.6 7.4+0.2 2.6+0.1 <1.7 <1.6
5mg/kg " n
(1B 2@, 5Am 6572 <16  74%01 32%12 <17 <1.6
50mg/kg " " +
(102, 5am 102 <16 72%01 3.3+£09 <17 <1.6

H) 1BESILD~ U RIE T A N A ZRBINCREY: S, Y 2 % b EH 2 5 b,

ot FRRR IR Y, 2 ERI R I AR, K&, ND: 2 TO~ U AN Day 9 £ TILIL LizledT — 472 L,

3) MfE (In vitro n o 4 JLRYEFR)

AV TNE P T AN RRYEICKTT DT =F 2 B 7 X o AT )L KT ORh R 2 W AByRH THe
S L ENEARER 8 i (EERILFERERD 1 3 BRETr) T, 1,917 BIOBRENSHEELI-A v 7 =
R MEME T LIRS D Ze o7z,

U AN ARIZBWNTHEEAGE 7 =7 I BN

(I)EFAFIEERM - FFiEERE
MM ER e L

SRS

(HEPIEEE




VIL_EYyihieIZ B4 5 I H

VIl. EYEREICET 5EHE

1. MAREDHS
(1RELEMGILSRE
HMERR L
(QEGRFEBRTHRESN-IPRE
1) BEA (J109) 4
HAR N A % 40 5] (40~320mg : & 8 ) &, F=F I A X A7 /LE LT 40mg,
80mg, 160mg, 240mg, 320mg # * 7 74 W E AW THEIMAZR G LIz 2 A, TJ=FIents &
BT 27 VR ONEHEREY 7 =7 I B A0 MEFREITNT L, 5ROV L 72,

SZFIELNF VA UVBIATIILOMBERREES (BEKAN)

(ng/mL)

250 7 000 S=FSELFIAUVETIATIL 40 mg (n=8)
666 IF=FIENLFVEVEEIRTIL 80 mg (n=8)
AAA T=FSELAVAVEEIRTIL 160 mg (n=8)
AAA FZFIENAVZVEBEIRTIL 240 mg (n=8)
O 0¢ S_FSENLAHVAVEETIRATIL 320 mg (n=8)

B E

' 7 : F ol
T T // T T T
36 48 72 120 168 (hr)
S|
EHEHIEERE ---:EETFMR (1.00 ng/mL)
JZFIELNOMBEREEHERE (BERAN)
(ng/mL)
70 000 S=FIELFHIEVEETIRTIL 40 mg (n=8)
660 F=FIENFIEVEIXTIL 80 mg (n=8)
60 AAA S=FSENFHIAVEEIRTIL 160 mg (n=8)
A SFIENFVAVEETRATIL 240 mg (n=8)
50 ¢ S—F3ICLFIEUEETRATIL 320 mg (n=8)
% 40 —
iy
g 30
20 _ _
10 ; £
oM - —-——-—_—___—____-—®&-—_———=== —————— = = — _
T T TT T T T T T T / T T T
01234 6 8 12 24 36 48 72 120 168 (hr)
Bl
FIEIRERE ---:E=TE (1.00 ng/mL)
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HERAREZROMFEHEYEIE,

\SA—5 (BEERAN)

SHI[ = L = Cmax Tma\xa AUClast t1/2
HTE R G (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)
20 55.94 2.000 318.0 3.114
mg (20.565) (0.50, 3.00) (143.81) (1.1345)
F=FIENF T H 160 77.10 2.500 474.9 4.011
kT AT 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
mg (4.3499) (4.00, 6.00) (132.14) (20.670)
%0 14.32 6.000 524.8 95.04
mg (4.4939) (4.00, 6.00) (225.04) (42.828)
F=FItL 160 26.60 6.000 1040 115.6
GEMEA ) me (1.6238) (6.00, 6.00) (217.30) (46.088)
240 40.04 6.000 1735 144.6
meg (11.823) (4.00, 6.00) (598.41) (64.405)
390 54.79 6.000 2597 165.8
meg (11.775) (4.00, 8.00) (581.65) (78.582)

n=8. HINF-EIME I R 72)
Crmax : %%Eﬁlﬂﬁqj%fﬁ Tiax :

AUChast :

a : HgfE

B/ M, B KAH)

i A 55 v g P T ]
FE F T HE 7R B R IRF A S ~C oD I FE v e R — I ] a6 T T A
tuz + FEAAH DT -8

) ARNOFEGE SN HEROCHEIL, 2774 FICL D 160mg HEIRARE TH 5,

2) INR (BE 4 FELRAMKHED

ERIZBWT A~12ED/NED A 7V 7 A )L ZEYERE 19 fll AW RAEZ S =F I et
AT AT L LT 20mg Xid 40mg ZHREIR ARG LI L&D T =F I VAT X VBT AT V%

OVEMERGE 7 =T I EALOMBETREIILLTO LB TH-o T,

BERIRARSKOMBERRE (NR)

WIE RIS P ¥ 5.1 1 (hr)
! 4 24 144
S=F3Ienrtsxom |  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
7=FIEN 20mg (n=8) | 12.08.1 | 176100 | 53+27 0.5+0.8
(AR 40mg =11 | 21.7+7.7 | 32.7+10.0 | 9.6%3.0 2.0+-1.1

BLQ(below the lower limit of quantification) : & F[R (Ing/mL) i

) AFOERBENZAELOCARIL. 2774 PICX 5 160mg HEWAK L TH 5,

(3)p st
KR L

WRE - HAEORS
KR L

AR AR HER 2 (ng/mL)




VIL_EYyihieIZ B4 5 I H

2. EMRER/INT A—S
W 2iwap~
ENHE T A —Z B . /v arX—h AV hET IV
(2) IR ISR E 7E #1
MR L
QPEKEEEH (J109)
7= I ENF T HZ BT ATV E LT 160mg BT T A WA THIEIR ARG U 72RO 1 S8 B E 4L
(Ke1)
F=FIENA T Z BT AT L 0.20561+0.086459 (hr)
Z =73 EJL : 0.006882+0.0029001 (hr?)
CRUART A R R 72, HAR NBERER N S 1 8 i)
@Y UTZUR (J109)
F=FIENT T HUREATLELT160mg R 7 74 V2 FAWTHEIRARELG LIZFEORNTO28 7
U7 Z A (CL/F)
F=FIENF T H T AT L 333.7139.322 (L/h)
F=F I Y ER R L
(BN R R 22, AR N BERE R 51 8 141

B)rmEE (J109)
SENF T Z BT ATV E LT 160mg &R 7 T A a2 W CTHIEI AL G L 7RO FLoT ORKH
H

=5
AR (VJF)
F=FIENF T H UERT AT L 1869+780.43 (L)
FoF I EBUER L
CRLART A R R 22, HOAR NRERER N 51 8 #il)
(6)Z Dtk
RN

3. B&EM (REaL—Y3y) @
(WAL (8% : 4 FELRABREKE)
AVIR— AV RETIL
FHERSEMBNREMENT TlE, F=F S EAF I X VBT AT VZONWTIL, 2—a v N— AV FEFL, T=
FIEMZONTIE, 1= 23— AV NET VA VTN L7,
INZ A=A EBHER (5% : 41 FEILRAHKED
REEFSE B BT OFE R BHEREDBRIKICER O H IR L U TR & iz 12,

4. |k I
F=F I ENA Y H BT AT AKFIBAE 5, RETEROPICBITT S ( [VLA1.Q)EKRBRTHAS
nrmHiRE) 28
EMFERFIAE (T H)
T=FIENF T H BT AT VK 0.4mglkg & T v MIHRERRO#KE Lz & OAWFRIRIRERIL. 7=
FTIENA T ZART AT L LT0.3%, EHEAEHH T =T I e e LT35%ThoTz,
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5.

oo
(1)1 % — R B P @ @ i
VI.5.(5)2)5 v MZHITHHEEBRSM =R
(2)Mi& — PR EEEAFT @@ (T v b)
UC-T=F I ENA T X R AT VKT RN 14C-7 =F I B/ (4% 0.4mg/kg) DULIET v b ~O B[R]
RN G0 CL 85 0.5 IRl 05, JREL, e, ROVER T, MR & RREH 2 W TELL O
SREIREZBD biv, Z0 9 HERFETIIRE 24 Kt (R 13 HH) H2WIidih 48 FEf#f:  (MhiE 18 H
H) [ZBWTHARRERESRD b, —FH, RIE T, 85 0.5 B H 2% 6 Bt £ Th 30Tk
HREBEENSRBOONTELOD, ZNUBETIIEH A — NI VAT T A ETRETERWIEER -7, IKIR
FHARRE (R 18 HH) IZOWTHFRERTH D | 1C-T =7 I e 5 THFlE & O IR (2 B RE 358
HNTLSMTIE, BHRENTFEET 2R MR E 2G4 — N T V47T A ETRETERWIZERN- T2,
QREAT~DBITHE (Tv M)
WEFT v MCUC-T=F I ENA 7 X BT AT KT N 1UC-7 =F 2 BV (4% 0.4mglkg) % H[aH
BRI L72 L ZA, WIS AT T ~DHEBOBITREO bivle, 5% 2 KM T, it HAdH
BEIREE O 5 S MAE P U REIR R IZ LR CTE o Tz, Fi2, ISR T 2 B RRIRE DM RIL, 1UC-7 =73
EVA T B R AT VK G CIRiE IS B AR L IZIEFRE CThH oo DIzt L, UC-T =F I Ev
B G-Iz DIERICHRTRER TH o 72,
@) BER~DBITHE
M ERR L
(B)Z DD B~ DT
1) Mg, kK. Mie<s 0o 7—CdhigE (J109) 9
HA NN B 24 #] (BAL (KU SMRaPed) BIED 4 KR - & 6 6) 7 =F It s ¥ W
TRAT N E LT 160mg 217 74 FEHWTHEIRAK G LIZEZA, F=F I T Z VBT AT
VR ONEMEREY 7 =) 2 eV Ok h R OWild~ 27 0 7 7 — DR, RIS TE <
HB L, £/, 7= I Ad 7 X B AT AR ONT =F I VO RIE, ik & Olila~ -
07y =yl bic, METNLDOHEELIVENST,

SZFIELNTVAVBRIRTILOMMBRAENEE#RSE EBEKAN)
(Mm#F. fMEkERUMiaTs 0T 7—2)
(ng/mL)

108 o-o-@ IMif
107 606 fflatkik

f_____i\\\\\\\\\\\\\\‘i—‘—__————“_—_——___—_——_——————“j:;tﬂﬁﬁ79D77—9
106

10°

104
108
—3

102

e

10

1

107

T T T T
04 24 72 168  (hr)
51|

FRERF R 6 B (727201, 0.5 e, 2 IFf#]. 3.5 IFfEI 2 0 AT PR3 24 1)) | FIOE - IEVEMRZE



- Y EhREIC B D IEE

ST IELDIMBRAEMRENEE (BERA)
(M. Mgk UM< 020 7—oH)

(ng/mL)

107 -0 Mmi%

66O fhiakik

A& fifaToOT77—>
108

e I
T s
10°
B 104
B
® 10° H\X
]
b
102
10'
1
T T T T
04 24 72 168  (hr)

FEfEl
APERE 6 51 (7721, 0.5 Kfl, 2 Kefdl, 3.5 WpfEe O MmAE PR 1T 24 B1)) . A AR YE(R 2

HERARERORDBE/ NS A -4

SHI[ = L Cmax Tmax AUClast ti2
HEX (ng/mL) (hr) (ng-hr/mL) (hr)
82.5 1070
il
Mt (4.60) 2.00 (65.8) NC
TEFIEAAS S BT | R oy 4.00 AR 89.9
i~ 2 o 3860000 238000000
7= (919000) 24.00 (35800000) NC
24.0 1180
il
Mt (1.42) 3.50 (70.8) 86.5
S—F3IbL I 1460 128000
(R ) it HEkE R (144) 4.00 (13200) 219
i< 2 v 480000 52400000
7= (105000) 24.00 (6240000) NC

Cmax\ AUClast li*ﬁﬁiﬂ{ﬁ @?%ﬁ%ig%) Tmax\ tie li*ﬁﬁiﬂ{ﬁ NC . %Hj“@f
Crmax : BEIRE  Tmax : REIRERGERERH]  AUChast © & FIREA2 Bl IR AL E T O M PR — IR B AR T A
tue @ FEARFH O VE IR
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2) Sy hIHBITHEHEBAS T
Ty MCUC-TF=F I A7 X U AT VKR 0.2 mgkg # HERGERG L& 2 A, BURHREIX
FARREAIRERE T & 2 ZE M B L IZRR D AL, Ml O RE IR S 1T S R0 23.2 R CTHERS L 7=, Jik
FHEEITHHRR (M - 86 [Tz A ERO LR -o T2,

Sy MIEEBESRERSFOMABTRSEEEDHTE
W RERRE (ug eq./g or mL)

AR 0.25 hr 0.5 hr 1 hr 3 hr 6 hr 24 hr 48 hr
A 0.091 0.075 0.071 0.046 0.016 0.003 0.000
1% 0.041 0.036 0.038 0.024 0.009 0.000 0.000
K4 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

FR R 0.253 0.034 0.041 0.025 0.000 0.000 0.000
BT AR 0.033 0.017 0.018 0.016 0.008 0.003 0.002
YISt 0.025 0.017 0.026 0.025 0.015 0.004 0.007
Jifg it 0.014 0.013 0.015 0.018 0.012 0.006 0.005
e 0.079 0.064 0.096 0.064 0.014 0.004 0.001
Jifi 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
FrF fi 0.158 0.250 0.449 0.912 1.087 0.214 0.081
K ik 0.190 0.252 0.290 0.430 0.357 0.090 0.033

Bl 0.015 0.018 0.024 0.016 0.007 0.000 0.003

i i 0.011 0.010 0.011 0.011 0.007 0.005 0.003
A 0.015 0.013 0.025 0.027 0.025 0.005 0.002
EREN =)0 0.007 0.007 0.007 0.006 0.003 0.001 0.001
1B e s 0.024 0.017 0.017 0.013 0.008 0.002 0.002
B 0.007 0.006 0.006 0.005 0.003 0.001 0.000
R 0.006 0.014 0.009 0.008 0.004 0.002 0.001

PHfE, n=3 ~4
[ INOBMEIIE PSR DGRBS 2EE (%) OVEHMEERT,

3) YORIZEITHIMPREHR

T AT =F I ENA T H R AT KT 0.5umol/kg (IEKMHAE T 0.236mglkg) % H[EIRR S
L, %5 120 Rt E COMFTOT =F IV A 7 X VAT VRN T =F I EVREZRIE LT,
i D7 =FI et s & AT VRET, BE5ESZ LD ECHTHEL, &S 24 FE#%TIIER
TRR (0.021nmol/g) Kii ThH -7, —F, M7 =7 I E/VREIIRGHZESHIC B L, &5 3 K
#%1Z 6.41nmol/g @ Cmax IZFEE L7214, 41.4 FEE D t1z TRAITHEK LT,

UEXY, Z=F It Z B AT VKT~ 7 ACREEG SN th, HEEKT =F Il
L CfilcRFMIFE T2 2 LR ST,
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HRZEBRERHOMPREKE (YVR)

(nmol/g)
100

O—OF=FIENA VAT ATIVL

—OS5 3L GEIEREY)
FE IR EERE

(&BEm n=3~4)

10
fi
i
=
E
13
0.1 T T T T T 1
0 24 48 72 96 120 (hr)
B R
SHI[ e Cmax Tmax tie
H S
HEx 5 (nmol/g) (hr) (hr)
F=F IEAFT X URBEAT L NA NA 0.833
=72 e GEMERHY) 6.41 3 414

EHfE, n=3~4, NA : @48
Crax : %%(}%E Thax : %%(}%‘E%Uéﬁjﬁeﬁﬁﬁ tig : %5:(3'{1:50)?%9%#{2{&%

4) MER~NDFHITE
UC-7=F A7 X T AT VKR (2, 5, 20ug/mL) KO 14C-7 =7 2 £V (0.2, 2, 20ug/mL)
Db MMERBATERIZ, WIND 0.1%EKM Th -7 (in vitro) ,
(6)MIFEHIEEE
v MMAEE AR SRIE, UC-T=F I AT X OB AT VKA (2, 5. 20ug/mL) TiX 67~70%. &
PERGEHH 14C-7 =F T L (0.2, 2, 20ug/mL) TiX 0.4%LL FTH-o7= (in vitro, iz 0E)

6. £t
(1) BB R L B2 R
T=FIENNA T Z BT AT VKL, WA G, KRB R OB IV TR 3 RIS & 0 &G 2
=FIENMCER IS EHEHEND, T=F IS OREME LTE, T=FIEAA T XU A
TNADT NFVREOBILERIRE SN TEY, ZOBEEEZRHA LTI =F I B~ LIRS EN D%
BHLOTRBOFET D,
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SZFIENAV B UEBIATILOHEREHRR

71'73’5‘%/%%515;;_—» w B AE &K (minor) BB (minor)
B-FLIAE) FUb AR Sk
A HRMACRIG k53 B ks> 8 kSR

ko2

w??;fﬁb— B F=FIELGEER B
~ T o
2-7IUAR) 7R A% ER

QRHICEET IR (CYPE) ONFiE. F5F
t i S9 (9000g EiE) ZHAWIERERTIX, F=F I AT XU AT LVORBEME LTI =F I
OHPRH &I, RPN ORFWITFEO SienoTz, ZORBHIAIIN AN T AT T —B 2L LD
LT DY VIKERERREE ST A — VAR T MK REESE (T VNV RAT T —8) & EENICHE
TET 2R OBEHRNEG L TWD EEZ b,
BB, =T IEAT I Z B AT UKL O =F I e, B MFI e Y —L %MWz in vitro
RFFRRCTEHEART h 7 m—24 P450 43 1-H (1A2, 2C9, 2C19, 2D6 KT* 3A4) (Zxf L CPHEZ R I 720
ofz, o, b MEBFMRICT, 7=FIEAVF 7 X UBT AT VKIME O T7 =F I L 5T~
10— P450 3 7R (1A2, 3A4) OFEIIRD LR -T2,

BIEPASO EBEDOR BT HBEEMER (ICs0)

1Cs0 (uM)

P450 4y 11 % B = TN S=FINtsH F=FIEL

VT AT L KF (EPEH)
CYP1A2 T-ZT hX VLYV T7 4v | O-BT VXL > 30 > 30
CYP2C9 vruzxFy 4Kkt > 30 > 30
CYP2C19 S-(+H)-AT7z=hA LKA > 30 > 30
CYP2D6 (£)777u—n 1-7KER1b > 30 > 30
CYP3A4 T L VIR 24 > 30 > 30
CYP3A4 FARAT O 6 8 KL > 30 > 30

NADPH (&M B-=aF o7 I RTTF=0 VX7 LAF RY UBR) EARFETT, & MFIZ Y —Aaic% b P450
BFRORROIEE 2 7 =F I A7 X VBT AT KFIMIET =7 2 e GRERIEEEE : 0.03~30uM) & & HIZHM
L, 37CTA v Fa— |k L, RISETIZBTDERER#YOEMRBEZRIE L, 50%MERE (ICs) ZHH L7,
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EYHRBBERICHT HFB/ER

. o pr FHine GERMEHCHT 2H) @

P450 45 7 FHu " & e T :
(M) mRNA BEFRIEE D
FAT T — L 50 18.2 ~ 454 11.1 ~ 62.9
52 LA B 0.1 06 ~ 1.5 0.5 ~ 1.3
- 1 0.7 ~ 2.0 05 ~ 1.2
CYP1A2 10 0.6 ~ 1.1 05~ 1.1
s |0 | T ] neT
(AEAH) 10 1.1 ~ 26 0.6 ~ 0.9
7y ey 10 20.0 ~ 165.8 8.0 ~ 26.2
52 A B 0.1 0.7 ~ 1.3 0.9 ~ 1.0
- 1 0.6 ~ 1.6 0.8 ~ 1.1
CYP3A4 10 0.4~ 15 0.6 ~ 1.2
_ . 0.1 1.1~ 1.4 1.0 ~ 1.2

J=F3IEN

e 1 1.1~ 1.4 0.8 ~ 20
(R AEFSH) 10 05 ~ 1.1 0.5 ~ 0.9

a) 3 K —X DR 7= FIRME~ FRME

b) CYP1A2 137 = F & F L D O-BL7 NVF /L kiEtE, CYP3A4 137 A N AT 1 6 B -/KERLIHE TREM

ity MFME B N —) 27 =F It I X UB AT KM ILT =F I e GREREE : 0.1, 1. 10uM)
ZETeR i C 72 Wi % . CYP1A2 &Y CYP3A4 O mRNA &I ONCEERIGE2HET 5 2 Lick v, 1 P450 4
TR T HHERE GERMIRCRTT 2 00) 2Rt Lic, 28, BEMBROIEAIE LT, CYP1A2 IZxt L CiEA AT
V=), CYP3A4ZX L CIlTY 77 BV N,

QYEBEMROEERVEZDEE
EER e L
GREVDEEOFERVEML, FELE
T2 R ENA T Z BT AT VKRIET 0 Ry 7 THY | IHEEEIET =T I e TH D,

7. B Mt (B3F A FELRAMEKHED)
EINIZ B W TR R A B8 BN A KA Z 7 =F I e A 7 Z VR AT )L & LC40mg Hila A$e 5 L7=
L&, BE 144 % E TORBRTHERRIZI T =F I e Z o AT UL, BERD 53%THY . T
=F T 23.1% TH o7,
MIEEAEBARTHIE LIZERAD T =F I ELF I Z VBT AT AR OIT=F I EALDB VT TR
(CLR) 1IRERIR AU ITIZITE Lo T,

) AFNIOFEGE ST ER AL, 32774 FICL D 160mg HEIRAR S TH S,

8. FIUVARR—E—ICET H1ER
Y BRI L

9. BWEHIZLDBRER
MM ER e L
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10 ENDERERTHEE
(1BHEEEETERE (3F 1 TELRABRKA)
ENIZBWTZ LT F=0 2707 T A (Co) HIZ LU HLE SN B HRRIK TH 13 Bl A KA Z 7 =7
SEAVF T Z BT AT L LT 20mg HHEIRAER LG L& 2 A HEEREM 7 =7 I e 0 tip IT21BIT
BT AUCo-ins 1%, BEHREERE & ik LT, BE (Co: 50~80mL/min) . H% % (Ce : 30~50mL/min)
FOEE (Cor @ 30mL/min AKifi) OEEGEETHETENALN L1A5, 2015, 495 TH o713,

HRERAKZRSROMBRREDHE (BHEEL IR

SZFIENLFIZUEETRTIL S=FHIENL GEERBY)
(ng/mL) (ng/mL)
160 — 50 —
O -OBHEEEEH (n=7) O--OBHELEHEH (n=7)
O—OBEERTHE (=4 40 1 O—OBREETH (n=4)
120 0-- @B E{ETH# (n=5) ®--@RLEETH (n=5)
gﬁg —OEEETH (h=4) % 30 4 —OEEETH (n=4)
?E g0 I BB S HI RS
= ‘ i® 20}
E . E s
40 + o 10_".
0- —® ®  0- : =
72 9 120 144(h) 04812 24 48 7 9 120 144(hr)
;= R
HERABRSHEOMBHEDFE NS A—4 (BHEEELILH)
SHI[ = L \ Cmax Tmaxi< AUCO*inf t1/2
b [ S
WERS B E n (ng/mL) (hr) (ng-hr/mL) (hr)
EHSREIE T RE [Ca>80] 7 | 74.3(77.0) 0.50(0.5~1.5) | 338(66.1) 2.3(16.2)
;;;;;z B FRE [50=Ca=80] | 4 | 57.4475) [ 1.000.5~2.0) | 306(55.0) 2.6(10.7)
25 T | P TR [30=Ca<50) | 5 | 65.7(36.1) 0.60(0.5~2.0) | 420(39.8) 2.7(13.7)
BHEK TR [Ca<30] 4 | 57.9(90.6) 1.50(0.5~3.0) |  400(60.9) 3.5(5.8)
BRSEE IR HE [Ca>80] 7 | 15.8(46.9) 6.00(4.0~6.0) | 570(52.9) 56.1(23.3)
7(:(; I é ’; BEIE TRE [50=Ca=80] | 4 | 14.5(59.6) | 5.00(4.0~6.0) | 629(66.0) 54.1(22.1)
) | s TR [30=Ca<50] | 5 | 25.1(33.6) 6.00(6.0~12.0) | 1158(51.6) 53.2(14.9)
HERTH [Ca<30] 4 | 29.9(48.3) | 12.00(8.0~36.0) | 2804(70.5) 57.0(46.3)

=

WA EIIE (BT CV 2 %) % Pl G/ ME~IRME) | Cor ®HYL : mL/min
Crmax : %%Jﬂlﬁﬁqﬂ(%};f Thax : %%mﬁﬁl:'j{%&fﬁugﬂ%?%ﬁ
AUCo-int : HEFRAIERH] E T O MAE IR E—RER AR NI tuz o R OISR

) AFNOERBENZAELOCAREIL. 2774 PICE 5 160mg HEBAK L TH D,
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Q)E#E (B3F 41 FELRAMKED
ENICB W TR Rl (65 bl L) 6 BlICWAMmEKAIZ 7= It s ¥ X7 /1 E LT 40mg
HEW AL LIz 2 A, FEEnE (20~45 %) 6 il & i LT, IEERBHW 7 =F I BV D Tnax L tie
WCEAGITR DT, Cmax 2 0.5 1%, AUCoint 2 0.8 5 TH-7= ( [VIL6.(8)EHEE =H) .

HERARSROMBHEYEFE/ NS A -4 (RESHE. BERESHSD)

i B | ogm | e |
F=FIeAA s H g | Bl 83.4(37.6) 0.50(0.5~0.5) 379.1(34.7) | 2.47(16.7)
TATN e ln T 179.7(56.6) 0.50(0.5~1.5) 654.1(52.6) | 1.88(6.0)
=+ el T 15.5(23.0) 4.0(4.0~6.0) 652.0(30.7) | 67.48(18.7)
(TEAEAH) e R 29.5(30.0) 4.0(4.0~4.0) 815.1(31.8) | 60.36(20.3)

n=6, FMTFEE BT CV: %) % : TR /M~ K AfH)
Crmax : %%mlﬁﬁqjﬁfg Tmax : %%Iﬁlaﬁl:'j{%&f?”%ﬂ#%ﬁ
AUCo-int : HEFRAIERH] E T O MAE IR E—RERE AR NI tuz o SR OIS

) ARNOFEGBE SN ERCHEIL, 32774 FICL D 160mg HEIRARE TH 5,

1. Z Dt
A L



VI 24tk (B Fokss) (355

VIIl. £ (ERLOZIESE) T3 HER

1. Z2ERBE X DER
&

g

AEIDFERICH=>TIE, RKFOVLEEZFEEICKRIFTT S &, [6.1-5.4 5]
fiRER -

1. AN AREOHEENLETO AR T BRI A 7L Py A )L ZELE DOIEFRICHE TIZR VWO T, BE
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2. MR EFEELE UCGHRE L,
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(V28X IIHMRICEET 5EE &

4. RERUVHEEICEET 5FEETOER
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5. EELERMIE L TDER

8. EELEARNIEE

8.1 HiAf v 7N UANAIEDOIRHAOFE B IR D BT, A v 7V o PFIRERIZIE, BEIT
B}E B LIRS STV D
BEATENC X 2SO TN — DR EBG LT 51200 extic & LT, 1) BEITEIOREDOR
TR DHDHZ L, 2) HECBWTURELZITOHE, D L bRBDG 2 AR, R#EEFITREED
FEUCH T DBH IR Z#H U H 2 &, ICOWTHEE - FHECK LatHEIT) 2 &
BB, HWEEOERICELRBENOH 5 EEORFITENC OV T, %%uhwmﬁ-iﬁﬁﬁm%ﬁ
THENZ N &, BED 2 HRIINIZRBLT 2 2 &2 &, RbhnTnb, [11.1.3 Z#]

8.2 MFBYMENA TNV FIANVARBYYEIZAI L2, A 7 PRER EIRRI SN D Z &0
o5, MEBIYEOHZ AL, FiEA ARG T 57 C@EORAEEZITS 2 &, [5.4 5]

8.3 AKAIFHMHIZKMLT 3 v VIERB D bR DIBENR D D, ’@%%%vay7E%@4V7WIV
PO A ZRGIE O FEEL, K FEDORF RO ALK AR XD ATREMD B 5, BHEITITRALE
EHICHFE ST, < OAWIRE (B ZIXEME) CRATLHEORET L2 L, [11.1.1 ]

fEER
8.1 AAIDIFARRBRIZIN T, RFEITENIBE I 2 AIEMITEED 5o Tz,
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HEEGOHA TNV P T A NREE T P EEITE O ZH & ORI ICIT 2 > TV
RO, FiA TN O A VRO OF ESUIFEFI Db T, A 7V U RERFCIT, B
AT Z T LI-BIRHME SN TWE D, HiA v 7L m oA L 2@ OEEE & LR L,
L7z > T, BEITENC K 28505, TR —OFEEZ LT 570D PRGN EE TH D120, B
TENRBT I BTN L2 L, 2, HECBWTUEREZITOHA, D7 ELRED 2 A IR #E
FETHREEO TR T DL R A U2 2 L 2 BELREICH LT+ 52 & (( TVIL8.(1)EX%
BIVER & FDEAMER 11.1.3) ) .

8.2 AHNIHIA TN P T A NZFETH Y | MEEIYEICDIRIT IV, MERGIENR A 7T oAb
REYEIZAPE LT A 7V U PRRIEIR EIRFEI SN D 2 E3d 0 | MR ~OXHENENLD Z & T
EYSER DT T 2820 H 5, MERENEDN 225G 121X, PLEAIZ 53 57 E Om b 70L& 217
22 (TV2MERITHRICEET 5:FE 5.4) 2)

8.3 AHIDEEKHBRIZIB T, KLy g v 7Elk (MEET, EHEAH, WiT%) ICBET 2RIERIZGED 5
Nl oTe . A TEALRAMKRANZBNTHESNTNDZ LD, AAlIZBWTHEb bbhvsBEnN
b, TORMLY a3 v ZIERIT, AN L DEBIIEETERNBOD, A 7 U PREYSEI L S 5
B BAKEIC LY 2HIRERE L TVD Z I XD ATREMNR B 2 HiLd, AFULTRECITEE O & REE
ZERE L. <OAWIKRE (B2 ITEAE) TRATD X BFEEZHFESTL2L ( VIL8.(NEXLEIER
EREER 11.1.1) B8)

BENEREZEITHEERICHTIIE

(MWEBHE - MERZEOHLEE

9.1 AHHE - BERZEOHIEH

9.1.1 BHEMFRFEE (REXWMBRVIEMHAESMEES) 283 58%F
BEOREZ HDICBBR LN OEE T2 L, AV TN U A )V ZEYEIC K0 KB EEE 2
TLETHZ ENH Y RE RIS T3 B bbh s kBZTh i d 5, [11.1.2 3]

9.1.2 EREE BERFZECEMERBMEERE. BUHEBTHRERES. BHOER) 2AT8E. HHLER
BEETREDEESE
BEORELZ B LN BRET 52 &, HERRBRBDZRN,

gt

9.1 1BPERFIRERA A . mlnd . MR ERE BHERERE, B ORBAE . RN 2RE L,
I LD RO S OFCIRE B OB EZ T < A VIV P EIELDO AN, VAT BHEEEZD
TN 5H,
AR DEFIRFBRICIB N T, A U 27 BE T, BEEREOEA 7 D A )L ZEYSIE O BEEL
ZRET HFRITERO BT A U XY BE L BEBRE TOREFZONFUERITIZ LA LLRD LR
Moo, ZOEARBRIIB SN TND, ZivbA U A7 BEICH LTEL, AFIOMEHRBRN DN &
e, BREORIBICER L CRERES S 2 L,
Fio, A TN U PREROBEREASCH FFRORB e EEFIREOZ(LEZ BIICHREST 5700, 5%
BEORBIEERT 22 L ( VL8.(MMERGRMEREAHHMER 11.1.2) ) |

) EASEE. SIHEEREESICBIT AN A v (A/HINL) U7 F U8 FEM2E4E. 2010 Feb.



VI 2zttt (B EokEgss) (CBd5HA
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VIL6.(1)&EHHE - EMEERZEDHSEE 9.1.2) 2
Q) EEEEERE
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(AESEREZEH T 5F
BE STV e
(5)4E 4%
9.5 1EiR
P8R SATIEHR L CN 5 FTRENED B 2 MBI IE TR L O 3 IE DN ERRE 2 B[E 5 &l S D351 D&
BESTLZ &, BER (T v ) TREEEEDHRE STV D,

s

9.5 WER (7 v b)) THEEBEESHREIN D bo0 (VLS. (2)Mm#K—REEEMERYE 28 | &£
FERAE R VERBR IS B O T, RIEREMW BB ~ O BTN D AR ST, AFIR
RIRFEERAESED U A2 TR LN TR ( [R2.G)EHERESHREBR 3H)
—J7 A T eV AN A 00 AR E B[R 3R C ARR T OB 1 B A KA 40mg A5 S vz,
PRE A EFRITRO IR o 720y, HAEROR I EILEN WAER KA., KA HES, KO
INFIEDN Z N EIRD HivTe, BHR (YEHBRE) OW A RAIORAREA L, 4z 15 3 Tl (i
Bz 12~16 ) TH Y | JFHI & L TERAGFEN H O DR W ER 16 HUBEORFICE#E L TnDd Z e b,
FRTFEOHET DV A7 TR ERMLNT WD, £o, ERTFENBAET HHEITIE, OBESIMESS
DRSO NI~ DEENE 2 SNHIEH L S TW5D, 20, BAEBTOA 7Aoo A L 2R
JUEMERIC K D TRt SJUTMBREI TH L REME S B X2 D00, WA KA & ORFEBERZZERITHET
HZEETERVEHELE,
Bt SFAENR LTV 2 ATREME D & 5 2ot LT, IR~ DR EEAZ B8 L, 16 LA RMEDNERMEZ
EED EHEr SN GAICOREET L L,

(6)iZFLIR

9.6 1Z3LI%
IR OB MR ORFRBEOFEMEEZZE L, HIL O TP L2 RG22 &, 85k (7 > b)
THHFICBITTEZ EBRHESN TN D,

R
9.6 BMER (7 v ) TAHFT~DOBITHROENTNDEDOT ( [VL5Q)EA~ADBITHE 2H) | =il
WG T 55513088 EOA MR ORARBOARMEZBE L A0 X TP L2 BT 5 2 &,
(7)/NREE
BREIN TV
VIS EEGEANIELZOEE 81 B
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BEOWREZTDBE LN LERET 2 L, —RICAEBENMET L TWA Z L23%0, [16.6.2 ]
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7.

8.

9.8 milnE ILMEIC L 5 B O A IFCIFIEROELZ 0T < A v IV U EIE(EDO NS U A7 BH
EBEZHLNTNDD, REOERKRBRIZEB N T, A U A7 BETIE, BEREOELSA 7 r Py
A NV ASEILE D FIEAL A R T DT RITERO b A U A7 BE & RBRE COREFELONRICAER
HFEAERO NPTz, ZOEAKRRITIB SN TN D,
T, RICEBREITAEBEBENMET LTV A Z LR Z WD, BEOREZ HICBE LR LRE5T5
Zr, e A VTN UPEROEIELCAEFRORB e FBREREOLLEBIIHET 720, &
H#oBEOREICEET 22 L ( [VWL10.2)EE0HE (3% : 41 TELRABKRED | 1)

W) EAEGE. ZiEEREESICB T 28 o= (A/HINL) U 7 F U B 3fE 24EH. 2010 Feb.

R
(WHRARE L ZOER
HESH TR
QFFREEL X DER
10.2 BERAERE (BFRAICEET S &)

Hps % BRAIEAR - #5187 BT - fEbRIR T
RREIBFEA TN | REBPHLEA T NTF T I F o | U F U ULV ZORFERIHI S, RESEHEL
TPy TF DIHRPIFONIL BTN D D, TNEFT T F L ONRDBIETT D TRV B D,

&l1E A
1. BlEA

WROBEWERR S LoD ENH LT, BEEE 01TV, RENRD N GAICIT&k G2 P15

7R L IR E AT D 2 &,

(EXLGEIMER & IR

1.1 EXGEIEA

M1 avy BEEARH), 7FI71473F0— (HEAH)
S, RN, SRZ, MERT. BEEAE R, MITERSLDLILD Z ENd D, KAl G®ZIZKM
RV a v ZIERDBH S oM IIGEITIE, BEICMMLZ & b8 RFERDOE & BT, fMKEITI IR E
WY EEZITH 2 L, [8.3 B3]

11.1.2 [EXEE (BEAN) ., MHIREE (5HERP)
[9.1.1 ]

11.1.3 EETE BEEAH)
FEBRIIAHATHL DD, A 7NV o FREBREIL, BREICELIBZLOH 5 RETE (2
WCEYHT, T 5%) BNhobhsZ ERH D, [8.1 5]

1.1.4 REMIEREIZE (Stevens-Johnson fEIREE) (FHEARH) . hEMRKRIEFERAZE (Toxic Epidermal
Necrolysis : TEN) (BEERB) . SMAIEE (BHEEAH)

fiRE% -
11 A FTEAVBRAMEFNZBNTERDONTWIEKRREWEA 2225 L L, AAOBEIZBWTHEIV H D
ERZEWEHA L L CHEEME T 57205 # LT,




VI 2zttt (B EokEgss) (CBd5HA

2)z Dt EI1EH
1.2 ZDO D EER
0.5% i AR A B
MEABURE FIRE, BB, ALBE. £ O
HikE [[FALR THL, BB, B, IR, Ok, EEEE. BRRR,
A
PR UIEL S DEV, FF
1% A i Bk E A n
FFF Il ALT E5. AST E5.. y-GTP E5.. IFHgRE R
WAIR 2 REA
Z DA CRP L5, R¥T R o bk

) Rl—kyEaORANZB N TIRO LN TWBEIER O 7= DHEEARH,

SR -

11.2 ZKGRIREE TOARHFI O EWNERIKRRERIZ 31T 2 BIERFBURICEE D & RE LT,
Fio, AT EARABRKANZBNTRD LA TWDZOMORINEREZSE L L, AFIOEEICBNTHE
2V O LEWEME L CTHEERE S 572D HEAR E L TR LT,
AFIOMERIZE D R TR LULERERADR O 0N Z R HHD T, BENBD LNTGAEITIL, HEIZ
Jis T BN 2 UE 21T 5 Z &
AGRIRE £ T ORI OE N ERR R (N BE L OV B % x5 ([2381F 2 BIlE AR BURILA UL N IR T,

(EZERETORMERREREE (U310 HBRR UV J311 HERHFS) ]

VR (1) 441
BIVEH o FEBUE G (1) 9
BIER ORBVESIF (%) 2.0
ElEADIEE™ n (%)
HEREE
TR S 1 (0.2
BlREE
T 2 (0.5)
(A 2 (0.5)
SAIREPN 72N 1 (0.2
B 1 (0.2
fE 1 (0.2
BRERIRE
TI=T I NI ARAT =T —RE 1 (0.2)
TANGX VBT I N T A7 =T —EBH 1 (0.2)
I LR K SR 3R N 1 (0.2)
R ReiR A fE b5 1 (0.2)

) BIWEM O : TICH [EIFRpE R FELE 0 AGER (MedDRA/J Ver19.1) | IZHSE, 2
BHIRDEE (SOC) I/ L. Sbic, AR (PT) &L,
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10.BEkE
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MEALDIE

14. BRLOIE
141 RFREROIE
BMIORT T A PRAZHIFE LanZ &,

fiRER -
141 IFORT T A FRAGRITHRBEIFEHCTH L0, FEH LN &,

12.Z0MDFE
(NERRERICE D < 1H#R
BE STV
(2)IEEREREABRICE D CEHR
BE STV



IX. JERRAREAER(CRE4 5T H

IX. JEERPREERICRI I S 1HA

1. EEHER

(NENZEE AR
VI.ESZEECET HER] &1

QREMEEHAR (XURX, Sy b, invitro) (B% : 4 FEILRAHKHA)
MR CIX, n vivoilklRE LTI =F I A7 & U 27 VKT 2 VT~ T A AR R
(—EIRBIEE, EENEME, EEGFNE. KO Y L X — LRI R OVEBBE R, T MO mE
R FEGR . ROV WREFRICRIFT B L | invitrodBRE L CT7=F I AT X UERT AT VK
KT =F e EANCTEAET Y MM LT O DB & DA IUE 12 IE 3883 0N hERG # A
CHO #ifaiZ 315 2 hERG &t RIF T B OV TR L7z, TR OB TIX, 7= It ¥
VT AT VKIID 69.Tmglkg (Em&K G w®) OWAKLG TEMMED L5 KIRICKT 2 BOsHD E5-
KEBORE (5F<ED) | BTRFE (OFdBx) | BERITHO DTG 5 WITHBETEI 8L
BENTZN, HEHFNICEBRELTIE R o7, £i2, 2GR CIREE K OYEBIREF O D3 272 8N
Blezsne . HEIKE LA CTlE R o Tc, BEVGRMEL AT Y L e % — VRRIR R I3 B &
RO T, E %@ﬁﬁﬁm\9:+¢Ew¢7&y@ix%wmﬁ%®&mg@(%ﬁﬁﬁi)
RREEGICE VREET » b OO —BEOR FABR SRR, BVE Y MEHOE ORI B UYL
5 /1% 2 W% hERG BRI T =F I A7 Z VBT AT VKR T =F I BNV K 2 BB E2Z 0
Dolz, B/ WMRIRA~DOHEEL LCUL, 7= IEAA 7 X BT AT VKW O 84.3mglkg (k5
5) OWAEGIZED | 6 FEEZICIRF ) VBEODTNREMERO T, 7=F I NF 7 X VBT AT L
KFC K DR & D WIXEGE RIS 2 BT o 7,

M EBHEBRAE
< T &5 Bh& il b
R H B - AL - M e (mg/kg) % FRIBR AR
PR EER
—RIRTE - ATED WA 10.96.1,69.7| 3 |0.9,6.1mgkg : ME
69.7mg/kg :
- - gtk o LA (213 61)
NMRI - YEIEIZ T B BOGME B (218 6)
) WEBORE (59<EY) (2/34]) ;
HATHRE (OFHHE) (218 41) ;
BEEITENO DT 7088 (3/3 1) ;
WERTE) (2/3 i)
EBhEE WA 10.7,9.0,85.6 | 6 | Staticactivity : 0.7, 9.0, 85.6mg/kg
ThOTMREEH P (—Kr), AR
<A .
NMRI - A
Mobile and rearing activity : M4
Mobile time : MEFZL
B I A YU A WA |0.7,9.0,85.6 | 6 |MEE
NMRI -
AXY SNV EZ VR | v T A . WA |0.96.1,69.7| 6 | ML
REf NMRI -
IDIME R
L 0 . = RAE | 3,10, 30 4 | IUHERImE - SRR
PRI - PEER AT « MR
7> h@+«HW - s
SR I+ i PRI ;R
OSCEES ’ DA : 30mg/kg T DB P
ECG ECG : Mt




IX. FERARRERICBEI 5IHE

R ] 5. B 5 g
SR R E% (fji) . SRS
OB in ]0.3,1,3 8 | LinEh : MR
AEE ChE, ABREEN | & 2 . vitro | (ug/mL) DEIGHE S ¢ MR
) _ i} GOHI Albino - e
g ) (KB BRIIFAAE) K 7=F3¢t
/L :0.3,1,3
(ug/mL)
hERG i in | 3,10, 30 59 | MR
vitro | (umol/L)
hERG & A
CHO #a F=FE
JL 23,10, 30
(umol/L)
AN ED
RS 5 B5 | 3,10, 30 4| WEE  MERE
7> k¥ -HW -
1AM R i 1 AR © MR
O IR L ORI
BEER
R B VA WA |0.7,9.0, 856 | 6 | MR
NMRI - #
B ibREER
IR WA | 1.4,92 843 6 | R mpm
JRICE PRECH : MER
IR &I PREBIE « R
FTEITL BV UL T FRUTL, BYUTA sE— A
Bl AT A Fv b+ HW - NN -7
R HE > : 84.3mglkg T 6 BEI% T
wEHE Fiptp FEH D
Rz L7 F =2 GWEAE  EEE
IVTF= VT T Ry VT F= s MR
A IVTF=L o VT TR B

a) U L& KB TIZ T 2 i

b) P<0.05 (vs. xt{#f, Dunnett i#E)

o) etk H

HW : Han Wistar hERG : b MEEEFRMED VU LA F 0 F v VBT CHO MiE : F v A =— AL 27 —JRE g

(3) % D ta D FEHEFHER
AR L

2. SRR
(MEEHFRESSHERR (VR Ty b 4X) (BF : 41 FELRABREKED

7 v RO BRI AR G HEERRTIE, B RERKREOTZT B Y LERAIEHETEH, — ik
RBORE R OEEICER LIZETHITRD ST, BERARGREO 7 =F I A7 2 U ix 27 VK
WO ENBOREIXT v b TS © 178.6mg/kg/ H L0 K& <, A X TIEMHET 40.2mg/kg/ H . M T
39.6mg/kg/H L W 2N ENRE WV EfEFm LTz,

T=FIENNA T B UBRT AT VKL T =F L B~ T AKRDT v b HAIERR & 5B T
B G RBIR KB Z RN G L7 G6Th ., — RO R I3/ <, #5ICER L2 CEIEEED bk h
o7, vUAKDRT v h~OHEFIRNE GR O 7 =F I BV A7 Z U 27 VoK) O e/ NEE BT
KL % 125mglkg/H kW kX<, =7 EADRE/NBFEIT T0mg/kg/ A LV KEWEfEH#H LT,

AT v N a AW BRI AR G5 HERBR CIX, 5 ERRKREOT m Yy LERAIELSEA TS, S
T, —MeREE R ORISR R e B TBO b, F=F I eAF 7 2 B AT VKR OGN T >



IX. JERRAREAER(CRE4 5T H

MR 2 BRI AR O f/NESE 1T 105me/kg/H L 0 K& W E &R LT,

Flo. AT v MR 5 HEIRAFMERER & i L CTER T RERFITRO N7,

HEESHREREE
BT B 58 (mgkg) i/ NESEE (mg/kg/ H)
7 v b 178.6 >178.6
- 40.2 7 >40.2
X BN i : 39.6 i - > 39.6
T v b 0, 28, 60, 105 > 105
F=FIEeNA T Z MR F=F I NA T F TR
~ U A T AT VKT 0, 125 T ATIVKFIY - > 125
=531 :0,70 F=FIEN:>70
FRARA — — — - . -
A=t N < O /A N A=t N < O /4 N
7 v b T AT VRF : 0, 125 T ATIVKFY) > 125
7=73IE/1:0,70 FJ=FIENL:>70
QREELRESMHHAER

1)

2)

MEZY FO4BERERAZSSERER (S )

AHAER CRB LT =F I A X B AT Lk (FuxPhR—Li2E54) 210 1[E, %
7w b (5B 7 Bils) 1 4 EFRKERARS LT,

FORER. Ty bR R REEOZT v Y L% 4 EBKERAR S LI-5E T, —iRikiE, K
o, BiE @) | RERAE. MR Frma, S EE, W FRmA, KOV PR
MIRETT =F I e A T ¥ VBT AT A KFICEINT 2 BEENICE B R LITRO T, mEkE
H1% 18.2 mg/kg /A LA Lo, MAEH IR EERER A BLERR T MR 7 =) eV E 2 JIE L7 fh
F, #5528 HHOERERTO T =F D AUCust 1, HET 1430 ng-h/mL, #T 2030 ng-h/mL T

277,

RERA LG SHEHARRE

HE & MRV E
b a) i
B GRERE GEY/E ¢ 5- 1 (mg/kg) P (mg/kg,” M)
LI@N 7wk 4 0, 2.21, 5.55, 18.2 18.2

a) 1 FEERES 10 {51
b) =7 m L DR BRIERER], SRR, ROYRE D bR L BMERHm R OHEE IR B, IR, T e
XY R—NZEGHT HEMBEROTT 0y 2R ASEI,

RERABRESHHAR (Sy b, 41X) (B3%F : 41 FELRAMEKED)

1A 1Eo=7a Yy VR AZATEOIM (2 BT 4 BE) KELEZ, 2B, RSk ASE-T
Tuyui, mHERBOBMIZS LT 2 EEO T Yy v E AW, b5, 2 B ERS ERR
T, LV ERE T CORERAELE LT 5720, HEERGHEERBREFRICT=FIert sz
e AT VKR DO ENBIAESE T a Yy vz vz, —F, 4 BEKERGFEERER T, R
W EENDAFEKRFOKEBRANC L 5B L HLECGHEiT 5720, BRAGICHECZT7 =)t
VAT BT AT VKT & AERFI DIREG AR (T =F I et 7 ¥ ViR A7 VKFI-B20 ; i
WTHDT=FIENA T XU AT VKM E 20%&H) PORAESEEZT ey VER W, 7=
FIUENF T Z BB AT VKII ORI, #ERSGELE LT, BRI AR GRER L RSO TE
TRDI,

7 v ho 2 BRKER AL G HERBR ClL, HEARERRNREOZT 0y VERASESLETH, —i%
WHE, RE K OMBEER, JRRA. IRFHAOMRE. MRFIRAE, ML Fme, 85 B, WERDH 7
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~

AR K QYR B M IC B W C T = L e A7 ¥ VR 27 VK Fn iR R 3 2 SR a
REAGITRRD BT, MEEME R 84.9mg/kg/ H &R L7z,

T=FIENF T Z BT AT VKFIY-B20 & 2T > b O 4 BRI KER ARG BEREBRIC VT, #&
HARERRKBREOTT n Yy VEWRASELLETH, —IREBOZ L, H5ITER LIZETHITRD b
minolo, o, KE, HEE, REE, IREFEORE, MKFOBRAE, LREFRRE, SEEE. W
PEARH AR K OYR B AR OREICB W T L 7 =F I Bt 7 ¥ VBT 27 LK RN 9~ % # bk
FINCHBRZ TR b T, KRB MEEME &Y 5.8mg/kg/ H & fim L7z,

A XD 2 B AEBRAL G FERBR T, mARE T, —RREOB(IFBZE ST, BECERLE
FECHI GO DL d oz, Fio, E, BifE, Riad, OER. REPAORE, LkPrRi. miR
LR, A E A, BT EAO R K OB AR IC B W C L B G K L7221 (BI3i &
P, ARRBR O MR IT 38.1mg/kg/ H &R L7z,

F=F I ENF T Z BT AT IVKFI-B20 2T A X O 4 BB AEW NG RS Tk, &5 AT RE
RRREOTT B VERASEZGETH, —RIREBOE(L, R5ITERE L2ECHITRO bieho
7o Fio. RE, BEE, RRAE, LDEX., IREHORE, MEEORE, MigbRoRE, e ER,
R BT LR R QYR BRI EICRB VW CH 7 =F I EA 7 ¥ VBT AT VKR T % 5
PEERNCA B RZITRO b, ARBRoOBEM &1L 5.76mg/kg/ B & fm L7z,

T=FIENF T Z BT AT VKFIY-B20 W2 T v b (RGBRRARE 27 BER) O 4 BRER
ABEFEERBRCIL, BERERKBEDT Y oY LERASEZEHETH, —fRIREBOZE L, #5I10E
K L7 BEEHITRO b edodz, £z, RE, BEFE, MRITEIEEE, REE, IREAroMRd, M
WFRIRMRA, MR PRI A, SE R, WA PR A L YR B IMmEIC BN T 7 =F I
W B BT AT VKT R L e B RITR O 6T, ARBROMEEREIT 9.1mg/kg/H &
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