A @ERAER 1003 5 10 5
4 f1 4 &£ 10 B 4 H

EE - ganEEFES
2k KH X K

BEAEGBRE  MEE BE
( & H % B )

AEfEE

BREAE (BB 22 FEEE 233 8) H BAF1EHOHAEICESE, TR
DEEIZDONT, BROERZRDET,

=
1 RIS 5 BEE DR OBEEEDBREIZONT

BMRAERLETT Y R
BV T7oHI R
BEANFa—}
BEEY uxv oy
BETLNT =L
BEI AV T
BEAI N7 /)UK
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SFI44E 12 A2 H

- i AEERS
BiMAESREE MHE OB &

7'?<$ ﬁunfﬁﬁj‘c%u %\ﬁuufﬁé/\ﬂ/\
B - BHERLTSRE ML v

HE - AR ES RN E SRS
AR - B ER LT SR E IOV T

A4 10 A 4 B EA A AR 1003 5 10 542 6 - Cisf a7, &
W (WEFD 22 4RVEAERS 233 %) BB 13 &REF 1 HOBIEICE STV 7Y RIR L BMF O
) =SS ORI ELEDRR EIZ OV T, YR CTEEEZIT TR EZHRD &0 B
DNELOIOT, ZhaiEd 5,



T 77U R

AR DI FIEDORFNC OV TR, B An, RSSO mE ., A2 L et Ok
SFIRE Y DRSS B ESR M O REERCE DGR RE R 7 S 7e 2 & MO KRR
(AP WEREICE S A EEZ R ET D 2 IOV TREMKERE L ERIERS H - 72
ZEMD, BRWEZEZBRT LD RMEREEOM R 2B F 2, K - B ER M
KRBV THFRZITVD, UTOREZWMV ELHLHDTH D,

1. M=
(1) WB4 =%~V N[ Mosapride ]

(2) 43 1 O HIESN

(3) W & : I LB 3R

TR VBREZATLHNAT I MEEM T, HLEEEeEELTHD, o b=
ZAMAG-HTLR) 2R LT Fval el s, BRoEHZERICTL LS
ZHNTND,

EWN T, BERME LT BOMBIIICE T 5 HLE OEBERE O UE 2 H /Y
ET YT N7 = U RIBORFINAR S TN D,

HEsh T, B IESR & U TR S Tunviany,

bt MHEELE LTER STV D,

(4) (L4 JOCASE 75
EH 7Y R
(RS) —4—Amino—-5—-chloro—2—-ethoxy—N-{[4- (4—fluorobenzyl)morpholin—2-
y1l]methyl}benzamide (IUPAC)

Benzamide, 4—amino—5—-chloro—2-ethoxy—N-[[4-[ (4-fluorophenyl)methyl]—-2—
morpholinyl]methyl]— (CAS : No. 112885-41-3)

TV 7Y R = IR
(RS) —4—Amino—-5—-chloro—2—-ethoxy—N-{[4- (4—fluorobenzyl)morpholin—2-
yl]methyl}benzamide 2-hydroxypropane—1, 2, 3—tricarboxylate (IUPAC)

Benzamide, 4—amino—5—-chloro—2-ethoxy—N-[[4-[ (4-fluorophenyl)methyl]—-2—
morpholinyl]methyl]—, 2-hydroxy—-1, 2, 3—propanetricarboxylate (1:1)
(CAS : No. 112885-42-4)



(5) WHEA KU

F H3C @) NH
K\O 3N 2
H
(I s
Cl
THTUR

(ZEIR RE:SIKE=1:1)

4y F A : CyHysCIEN;0,
4y B 421.89

H . Hooc COOH
N N HO COOH
Cl
H
@)

TY 7Y K7 = R
(ZEIR RE:SIK=1:1)

ﬁj\ % :T:t . C21H25C1FN303 . C6H807
5y F & :614.01

2. EMHER O E
AF 38 A ORI K O S F o L B0,
Dot SR B R O 5 IRSEIAR| S 72 > T 2 B DI W TIE, A RIES S,
PR R, AR O M ORER S BT D i (WFI3BEIERE1455) 10H—<
R EEDREIC OV TERBENA 2 SN bDE R LTV D,

(1) EWNTOREMGIE
B XEGEN) N OV 7 14 PRELIIE]

IHEE L TIREL kg47292 mgbll FTOE%S
UKL ke247- 1 0.5~1 mgd A . 1A 2.

7TV YR 1~3A ) MEIEICR N 535,
(Y 7Y 7= W) %
ALY & B s O P 5 1AEE LTIREL ke24729 2 mgbl FO&E%
)=t (UREL kg7 0 1~2 mgD &%, 1H1E. 2f

I~3HH) MBHIENIHE AR5 5,




3. SRS D040,

T MoA XKV CHEGREY 7Y K7 = U 2 8 0 8 53 2 REE R 3 it X
., EREmE LT, BUbaw. REN-1, S M-2, REN-3 & OREIN-4723580 &
Wiz, R OFREIREIL, ZWIEICGEM-1, (N2, (M-3R -4
TH Y FECHWIRHIN-1TH - 72, ZERIZEB T 2RI S TO R0,
LRI B W TELEY & AREHIM- 13 TR CRIFREZRD D, Fr 2B & O
TIHRBHDM- 1D B PFEBD BT Z LD, AREPM-1IZ10%TRR™ LI EOHY ©H 25 7
REMEDmWEHERI S D,

) %TRR : Fafht e 4 (TRR : Total Radioactive Residues) EFEIZXIT 5T (%)

(1) B 5540, A
O T4 (FAAREA FlFR, b~6)Hlim, KE172.0~185.5kg, KE3§H) ITEH TV
N7 = U & ARy & T DR 0 GH 2 BRlREIRE 0 &5 (3 mg/kg (AH) L.
BRI L7 W, TERG. AT, B, 5F5—8. FH 8. B =H. HUF.
/NG ERE. BEE. B R OV BT 27U R R OREIM-1 DR 2 iRk 7 o
~ N7 T 7« BT MVEESHTEE (LC-MS/MS) THIE L7z (R .
UKFRHFEEEE, 2022)

K1 FHCES T Y 2 = W & HUEHEE 1 5 1SR % 00 st o
YT FRORBPM-LEE (ng/ke)

St BAKIPSE i

Y 7Y R REN-1
Al <0.004(3) <0.004(3)
NEN <0. 004, 0.005, 0.006 <0. 004 (3)
i 0.17 +0.03 (3) 0.14 +0.02 (3)
Mk 0. 009=+0. 003 (3) 0.037=+0. 003 (3)
Bw—H 0.65 +0.31 (3) <0. 004, 0.005, 0.008
w58 0.59 +0.08 (3) <0.004(2), 0.006
EEH 1.01 +0.15 (3) <0.004(3)
HUE 0.041+0.015(3) <0.004, 0.005, 0.012
N 0.040+0. 023 (3) 0.010=+0. 003 (3)
TN 0. 037=+0. 020(3) 0.015+0. 006 (3)
G <0.004, 0.013, 0.019 0. 005+0. 001 (3)
il <0.004(2), 0.007 <0.004(2), 0.009
Dk <0.004(2), 0.005 0. 006=+0. 002 (3)

BAEI T I AR A R 222 L, F5INNIE a5z =9,
BB, ETOBRKICBNTOMENERE SN TWAESICOL EHE H EEFEEL B L,
TEERR : 0.004 mg/kg



)

(2) Bk n504, Rt

O B (77 P, 6~8ikilin, (KE400~467 kg, MEMER NEBAESR15H) (&Y

7'V R = VB EE Ry & T AR OBER R E T T — T V& T H RG]

ROBE (4 mg/kg REH) L., #GIRFHBICERILL 72/, BB, I, B /D

A5, WElg. P, Wik OVOEIC B 2V 7 U K7 = et M OCHEIM-1 DR %
LC-MS/MSTHIE L7z (FR2) ., CKFEHFEEERE, 2014)

#2. BV 7Y N7 = R Z BRI O &5 1% O o
TV 7Y K7 o R K OMREIM- 12 (ng/kg)

St IR
TV TV N7 = U HEIM-1

A 0.220.08(3) 0.039+0. 012(3)
HEW 0.35+0.17(3) 0.02740. 008 (3)
Ji i 7.3 £1.6 (3) 2.4 +0.47 (3)
5 ik 2.9 1.0 (3) 1.1 +0.25 (3)
/NG 7.0 £7.0 (3) 0.92 £0.23 (3)
R 1.2 +0.52(3) 0.43 *£0.18 (3)
I ik 0.57+0.09(3) 0.31 *£0.12 (3)
Jiti 1.3 £0.69(3) 0.41 *£0.16 (3)
Lol 0.94+0. 54(3) 0.22 +£0.06 (3)

BB E - R A 2 s U, FENIER i 2 s,
BB, ATOBRBICB N TONENEE SN TWAESICO L, SEHE HEEREEALE T LT,
EEIES - 0.004 mg/kg

[T — 5]

JECFAGEAfh -
W&l s k54
M-1 - T A-p-7NAua RS T YR
V=2 _ 5 ~-AXV-FTA-p-INAFAaXUEY YR
\-3 _ -t FrXxy FRp-I7AAuaxX LSS YR
V=4 _ -t FaXxy 5 - FFYV-FRA-p-7AaX DS R

= JECFACRMIT AL TU 72,
hol-bc\/o NH,
H
HN N
Cl

O
UM

1) FRERBR DTS, IR OHIHIXI S L NBRFE R 5 & 72 > TWO AR S TG %
AR L7,



4. XGEITIIT D IR R
(1) oo
O S SmE

- EH U R
BV R R
- REIN-1

@ ik OME
i) BV T7Y RROAGEH -1
AEHZ NAZYEME 2RI L7, b R Y v A%z <, JLLSMZ W TIET
T FZOWTIE T ' b= MU LTHIH U, BTG OVING IR~ > Tk
9%, LC-MS/MSTE®T D,

ERER . EH 7Y K 0.004 mg/kg
FFHPM-1  0.004 mg/kg

i) BV 7V N7 = et K O M-1
ARBHC NEEMEYE 2R L 7=% b P o az2 iz <7® b= F U L THIH
L. LC-MS/MSTE®T 5,

ERERR =70 K7 = gt 0.004 mg/kg
R IM-1 0.004 mg/kg

(2) FEREERERS R
O T4 (BrrRzAFR () KOFL (M) . 4~5Hils, KE146.0~202. 5 kg,
MRS 28H/RE ) BV T R U A /Iy & T ok n G A2 18 2], 3
H R saf#E 05 (1 mg/kg AFE/A) L, &i&&51, 2, 3SRTMHRZRICTERILL 72
. RRRG. I, BB L QUGB 2V 7 U R EOMEHIM-1 DO FE A LC-MS/MS
THIE L7z (R3) . OKFRHFEERN 2022)



3. FRICEFTY B = URiEZ3 H R ARG ROME T oY 7Y FROIREIYM-1HRE (ng/ke)

ST - B 5% AL

PO 1 2 3 4
i Al <0.004 (4) <0. 004 (4) <0. 004 (4) <0.004 (4)
| WS <0. 004 (4) <0. 004 (4) <0. 004 (4) <0. 004 (4)
~{;ﬁ;? Ji sk 0.035+0.013(4) 0.014%+0.004(4) |<0.004(2), 0.005(2) <0. 004 (4)
Mk <0.004 (4) <0. 004 (4) <0. 004 (4) <0.004 (4)
N 0.012+0.007(4) | <0.004(2), 0.007(2) <0. 004 (4) <0. 004 (4)
i <0.004 (4) <0. 004 (4) <0. 004 (4) <0.004 (4)
RERS <0. 004 (4) <0. 004 (4) <0. 004 (4) <0. 004 (4)
ety iR 0.027+0.015(4) 0. 008+0. 004 (4) <0. 004 (4) <0. 004 (4)
M=1 e | 0.01470. 008 (4) <0'OO4<§)602'005’ <0. 004 (4) <0. 004 (4)
7N <8:8821 g:g?g’ <0. 004 (4) <0. 004 (4) <0.004 (4)

BT I XA AR R 2 2~ L, FEINNIIsR a5z =9,
BB, ETORKICBOTONMENERESN TV AESICOL, EHE HEEFEZ B LT,
TEERER : 0.004 mg/kg

@ T (RVREZA FEHR, A~ A, KE111.5~206.0 kg, MEMER28H/IKF )
(2T R U AR Ay & T AR DGR A 1H 2], 3 H TR O &5
(1 mg/kg RHE/[A]) L. H&E&EE1, 2, SKTAHRZRITERIL72AW. TENG. I,
g OVINBIZEB T DY 7Y R EOGHPIM-1OJREE 2 LC-MS/MSTHIE L 7= (84) .
(EKGRHIFEE L, 2022)

K4, FRCESTY B = RiE 23 B AR GROME T oY 7Y FROIREIYM-1HRE (ng/ke)

ox; 1 R &% B
B e
PIE 1 2 3 4
A <0. 004 (4) <0. 004 (4) <0. 004 (4) <0. 004 (4)
=il <0. 004 (4) <0. 004 (4) <0. 004 (4) <0. 004 (4)
Y| A 0.029+0. 013 (4) 0. 005+0. 002 (4) <0.004(3), 0.007 <0. 004 (4)
IR w <0. 004 (4) <0. 004 (4) <0. 004 (4) <0. 004 (4)
IS <0.004(3), 0.006 <0'00if%ii50'005’ <0.004(4) <0. 004 (4)
s <0. 004 (4) <0. 004 (4) <0. 004 (4) <0. 004 (4)
=il <0. 004 (4) <0. 004 (4) <0. 004 (4) <0. 004 (4)
K3 JT-iek 0.037%0.013(4) 0.011=%0. 008 (4) <0.004(3), 0.030 <0. 004 (4)
V-1 - N <0.004(2), 0.005, <0.004(2), 0.021,
B fik 0.020+0. 013 (4) e 0. 092 <0. 004 (4)
JINIE <0'00%f%ii90'007’ <0.004(3), 0.006 <0.004(3), 0.007 <0. 004 (4)

AT I XA AR R 22 L, RN a5z =9,
BB, ETORKICBOTONMENEESN TV DAEAIZOL, EHE HEEFEEZEH LT,
TEEERER : 0.004 mg/kg




@ WAL RV ARZ A FEFR, RESTI~643 kg, ME4TH) (V7Y N7 = Ui %
BRI & T OO G412 1H2E], 3H MM DS (1mg/kg RE/[A]) L, #&
H.BHA612, 24, 36, 48K DGORFR I N Fc#k#5-6, 12, 24, 36, 48, 60K ONT2HF
MBI LB 27U R EOCHIM-1 D3 FE 2 LC-MS/MS Tl & L 7=

(£5) , CKGRHGEEEL, 2022)

5. WHABICES T N7 = U A3 AR R GROATOEY 7V FROEHYM-1RE (ng/ke)

ST RIS
TH 7Y K REPN-1
12 <0.004 (4) <0. 004 (4)
N 24 <0.004 (4) <0.004, 0.005(2), 0.007
e 36 <0.004 (4) 0. 006=+0. 001 (4)
48 <0. 004 (4) <0.004, 0.005, 0.006, 0.009
60 <0. 004 (4) <0.004, 0.006, 0.007(2)
6 <0.004 (4) 0. 008=+0. 002 (4)
12 <0.004 (4) 0. 007+0. 002 (4)
. » 24 <0.004 (4) <0. 004 (4)
Hiﬁii%é?@é 36 <0. 004 (4) <0. 004 (4)
o 48 <0. 004 (4) <0. 004 (4)
60 <0.004 (4) <0. 004 (4)
72 <0.004 (4) <0. 004 (4)

FABI T W XXM A R 22 2o L, FEIMN a5z =9,
B, AETOBREKIIBOTONMEREE SN TWAEASICO L, EHE EEEFREELZ B L,
EEPREA - 0.004 mg/kg

@ WHSF (RVAZA FHER, 4~6klin, (RNEBT3~698 kg, ME45H) (ZEH TV K7
T UBBE A AR T AR O BERIZ 1200, 3H BRI D &S (1 mg/kg R/
[) L. 512, 24, 36, 48K DNGORFE I N ik 56, 12, 24, 36, 48,
60 ONT2RERIRR ICERI L 72 FLIC BT 27U R E OB M-1 DR FE 2 LC-MS/MS T
HE L (3R6) . CRKFEHFEEERE, 2022)



#6. WHFICES TV N7 = A3 AMRE AR GROATOEY 7V FROEHYM-1RE (ng/ke)

ST RIS
Y 7Y R HREPN-1
12 <0.004 (4) 0. 006=+0. 002 (4)
A 24 <0.004 (4) 0. 008=+0. 003 (4)
E;%ﬁ“ 36 <0. 004 (4) 0.010%0. 004 (4)
48 <0.004 (4) 0. 009+0. 003 (4)
60 <0.004 (4) 0. 009=+0. 003 (4)
6 <0.004 (4) 0.013=+0. 006 (4)
12 <0. 004 (4) <0.004, 0.007(2), 0.014
. » 24 <0. 004 (4) <0.004(3), 0.004
Hiﬁii%é?@é 36 <0. 004 (4) <0. 004 (4)
o 48 <0. 004 (4) <0. 004 (4)
60 <0.004 (4) <0. 004 (4)
72 <0.004 (4) <0. 004 (4)

FABI T W XU XM A R 22 2o L, FEINN a5z =9,
B, AETOBREKIIBOTONMEREE SN TWAEASICO L, EHE EEEFREELZ B L,
EEPRERA 0 0.004 mg/kg

FTI~6DFREERBIERNG . A, BB, &, B, DGR OFIZ W T, &
BEHEIHBIZBITDEY U FEOMCEHIM-10 5 FHEE O 2 E + 3 X 2 U 7 7
(D) ® #HH L (ED),

) 7Y FROREPN-1OEFHRE 2 B 2B L CFEE+3SDOE 2R D, £ DOf|
AW L TR Lz,

F7. FORBPOREKESGIABIZBITSEY 7Y R EOREYN-1 05 FHIEE OHEEH

. e e A SD SEE+3SD | SEHIfE+3SD
fggg Eavas qifijf]} F_th§¢$%¥;1 <mg/£;3 (mg/ke) (mg;kg) (mgykg)
GV EFHEE (ng/kg) & AR R

A <0. 009 (4) - - - -
RER <0. 009 (4) - - - -
#3 | HFBE | 0.098, 0.095, 0.055, 0.038| —2.717 0. 458 -1. 342 0.26
& | 0.017, 0.038, 0.024, 0.013 | -3.841 0. 445 -2.507 0. 081
/N1 0.016, 0.038, 0.013, 0.016 | —-3.966 0. 473 -2. 546 0.078
Gl <0.009(4) - _ _
NER <0. 009 (4) - - -
F4 | BFlE | 0.077, 0.053, 0.078, 0.102 | —2.583 0. 269 -1.776 0.17
& | 0.015, 0.027, 0.024, 0.055 | -3.614 0. 543 -1.983 0. 14
/N1 0.011, 0.016, 0.009, 0.013 | —4.396 0.231 -3.704 0. 025
#5 g <0. 009 (4) - - - -
#6 0. 009 (4) ~4. 669 0 -4. 669 0. 009




D REM-1ORRE L, HEARE. 3452 W CEY 7 U ROREICHE LMz H iz,
OYHHEDS & B IRA A OHAIE, 7Y RIZOWTIXERRBRADOM (0.004 mg/kg) %, X
HPM-LIZHOWTITE &R OfE (0.004 mg/kg) (ZHFEIREL. 3462 HWTES 7 U ROREIC
B L7-fE (0.0054 mg/kg) &z,
FEIMPNI IR S E T,
H2) FITOWTI, efedi 5245 1% OFE R 2 H iz,
SRl Raancach

® B (HT77 Ly NHEER, 4~ 185k, KE387~510 kg, MEREN ONEBARER 180/ FF )
ZEY 7Y R = U E Ay & T ARNBEER 2Rk &7 T — 7 V& HWT3H
st D h (2mg/kg RE/E) L., m&EEL, SKUSHZICERILL 7AW, 5
Wi, K. BIEER OVNBICB T 27U K7 = U &K ORHEIN-1 DR %
LC-MS/MSTHIE L7z (3K8) ., CKFEHFEEEE, 2014)

F8. BIZEY U K7 = U Weth %3 B REIRR O & 5% 0 o
Y 7Y N7 = R KO- 1S (mg/ke)

bt | st 1 Ww?ﬁmﬁ :
Al 0. 006=+0. 002 (3) <0. 004 (3) <0.004(3)
HEW 0.026+0. 020 (3) <0.004(2), 0.004 <0. 004 (3)
TY7IE i 0.13 +0.015(3) 0. 020=+0. 005 (3) 0.0147+0. 007 (3)
7 T R
S ek 0. 025+0. 004 (3) <0. 004 (3) <0. 004 (3)
N 0. 009+0. 002 (3) <0. 004 (3) <0. 004 (3)
i <0.004(2), 0.008 <0.004(3) <0.004(3)
RERS <0.004(2), 0.009 <0. 004 (3) <0. 004 (3)
-1 | ATl 0.035+0. 021 (3) <0.004(3) <0.004(3)
5 ek 0.023+0.019(3) <0. 004 (3) <0. 004 (3)
N <0.004(2), 0.011 <0. 004 (3) <0. 004 (3)

BB T B XTI AR E 2 U, fEIMN RS 2 =1,
fot:lb ETORIBIZBNTONENREE SN TWAEAIZDA, M EERFEEZ R LT,
RS ;0 0.004 mg/kg

® B (77w N, 3~11mEHn, AE432~520 kg, WERENR OVEBVHER 188/ HF 50)
ZEY 7Y R = U E Ay & T AR NGRS T — 7 V& AW T3H
st 0 E (2mg/kg RE/F) L., &&EEL, SKUSHZICERILL 7AW, 5
Wi, FFl&. BIEL QUGB T 237U K7 = U &K OREIM-1 O R & %
LC-MS/MSTHIE L7z (3R9) . CKFEHFEEEE, 2014)



9. BIZEY U K7 = U Weth %3 B RIRR O & 5% 0 o
Y7V BT = R R OYCHN- 1 E  (ng/kg)

st | abE 1 Wﬁ&?ﬁm -
i Al 0.012+0. 005 (3) <0. 004 (3) <0.004(3)
HEW 0.038+0.018(3) <0. 004 (3) <0. 004 (3)
TYTY K J i 0.36 +0.046(3) 0. 024=0. 006 (3) 0.012+0. 002 (3)
7 T TR
R ik 0.061+0.006(3) <0. 004 (3) <0. 004 (3)
N 0.0247+0.012(3) <0. 004 (3) <0. 004 (3)
A <0.004(3) <0.004(3) <0.004(3)
RERS <0.004(3) <0.004(3) <0.004(3)
FREM-1 | ATl 0.046+0. 038 (3) <0.004(3) <0.004(3)
5 ek 0.039=+0. 028 (3) <0. 004 (3) <0. 004 (3)
7N <0.004(2), 0.013 <0.004(3) <0.004(3)

FABI T B TP AR E 2 U, fEINN RS 2 =1,
B, ETOREICBWTHOMENEEIN TV AHEARICOHR, EHHE B FALZ I L,
EEIRA : 0.004 mg/kg

Fo8 M OO FRRERERE RS . AL BB, IR, B OVINIGIZ W T, ek
B1RBBIZBTAEY 7Y FEUOREIN-1O S EEO B ME+3SDEEH L 7=
(#10),

#10. HBOREP ORI G1IRRICBIT 5EY 7Y FROREYM-1OAFHEEZ OHEE A

] o SN SD P+ 3SD | M +3SD
LI AR P R e
AR EFHRE (mg/kg) A A R A
fA | 0.010, 0.016, 0.008 | —4.544 0. 339 -3. 526 0. 029
fERA | 0.017, 0.046, 0.014 | -3.817 0. 645 -1. 883 0.15
#8 | ATHE | 0.108, 0.182, 0.126 | -2.001 0. 270 -1. 191 0. 30
BXfig | 0.030, 0.080, 0.035 | -3.134 0. 529 -1. 548 0.21
/NS ] 0,011, 0.023, 0.011 | -4.271 0. 433 -2.971 0. 051
f5P | 0.016, 0.015, 0.010 | —4.323 0. 292 -3. 446 0. 032
HER5 | 0.035, 0.041, 0.018 | -3.526 0. 445 -2. 190 0.11
29 | ATE& | 0.260, 0.401, 0.258 | -1.205 0. 253 -0. 446 0. 64
gk | 0.055, 0.135, 0.092 | -2.430 0. 456 -1. 063 0.35
/N | 0.030, 0.034, 0.014 | -3.711 0. 468 -2. 306 0. 10

E) BV 7Y R o UFRE R ORERIM-1ORE L, Z 2V HELR$40. 687 & TN, 345% WV TEH
7Y ROPREIHR LIl vz,
IINHE N ERIERRM OB AL, TV 7V R o U W T EEIRAOME (0. 004 mg/kg)
\ZHUERER0. 6872 W TET 7 U ROPREEICHRE L7 (0.0027 mg/kg) % . fUHPM-1IZDOW
TILEERAOAE (0. 004 mg/kg) (T HFALRELL. 3452 FAWCTEY 7 U RO ITHAFE L 7= (0. 0054
mg/kg) & Tz,



5. ADIODFEAM
B EREARE CERIGFEEMES485) FBURFBIHFEISOREIZESE, RMLEZE
BROLTERZROIZETY T FIRDRanERCETHIIC BN T LT O LB Y L S
nTng,

MM 3 mg/kg (KE/day
(B FE) = >~
(B5515) 1ReH
(FRBROFEER) FEH AMERER
(HARD) 10438 ]
ZRREL 2 100
ADI : 0.03 mg/kg tAH/day (97U K7 UL L Q)

ROARUVS Y FERAVEENAMRRICEOVTHHEREVCRERIRAREERICESD
RENDBOH LN, ChoDESORBIIFEEEERFICIDSOTHY . BIELNE
Y EEZONTz, LIzA2>T, YT FRUKREYN-TIZOVWTIIHFE—RIERE

(ADI) DEFXEATRETH S &HIMTL =,

EHTY RV IUBEORESHARBOBERN SFONNOAELOR/MEIX. SV b F
AUW-26ARERMEEHRBOICE (TS OIFHEEKRIZE D2 ng/kg AE/BTH-
f=o LAOLEAS, AREBOR/NEEENI0mg/ke AE/BTHBEI L. RFDEN
BIEORIEIX2£10 mg/kg RE/BEDREICHIEEZ DN, Sy FERV:-&YERH
D104BAEFEMNAMRER T, 2668 FE 2 ESMHEER & RERICHEICE W TR~
BRAHALNTHY . FNIZED NOAEL3mg/kg AE/ANBREESNTLND, =DM~
DEZ(IZTDODVWTIIEREHEMAER SN EICKBIERIIBOHONLGEM -2 & EYFH
EBRBROBERNS T Y FTIIKBICHELDY MTEEIY IR KEFDEEEZZ(TD
EEZONDD, FHE~NDZEIES v FTHEREINTWWSZ &, F-. 26BN
EMHABRODBZEEDALENS (2. 10R V50 mg/keg AE/B) THAHDIZxE L. 104E R
ENAMREBRTIZALEMNS (3, 10, 30RTU100 mg/kg AE/H) THI LMD, BRR
2FRELE. 104BRFENAMREE TEHE SN T-NOAEL3 mg/kg 1AZE/H Z#AFKIDNOAELE T 5
CENBELETHD EHIB LT, RRKERTIX. HEIZDULVTNOAELAYE S TLMELY (LOAEL10
mg/kg AE/H) A, EVFEABROBENSHEIME Y EAXFDEEEZZ(FIZC NEE
Zbon, 1GARRXIZ26EMEBESIMESEREBROICE T, 3IX(F2mg/kg AE/BDREIZX

FEIBOONTNVEWNWI EMG, MTHELONI=Img/kg 1AE/B Z i DNOAEL & #4759
CEIXTRETH D L HIBT LT,



6. FEAEINZRIT DR

JECFAIZ R T 2@ MaHliix e S TR 63, ERREELHRTE IN TV,

KE, B FZ, BU, ZMER=a2—V—TF 0 RIZOWTIHE LR, WIhoE &
UM Z BN T FREE SR E STV,

7. FREEHH]
(1) B OHEx%
EH 7Y RROEHPIM-1& 9 5,

RAABRFEORE RS, FERHIIAHIN-1TH D LN S ND, FROEDFE
BBz B W T BULA Y R ORI 23 58T S, 4T, REM- 1 XA S <8l
{bEW & RIRRER O B, B OFL TIEREM-1DO H 358D Hivlz, £72, BT
THEFLEDIBLED TH D H OO, HIN-1 TSR K T H 2 AR @%ﬂfw
Lo ZHNHDZENG, BEOBEIRZITREN-12E D, BULE Y R O EIM-1
LT 5,

(2) HEEZR
B LB TH D,

8. Z&FEaMM
(1) ZERFEAm*T 5
EH 7Y RROEHIM-1& 9 5,

FE BT AR IE S LTV FOFREHERIZ WV TBL & KL MR
APM-123 Tl S5 CRIFREERB O B v, FRIC B g M OFL TIZAUHIM- 1D B 23380 b7z 2
&0 D AEHIM-1IZI0%TRREA_ ORI T D aTREMERS MmN E B A b D Z L F e,
RPN 1OFNEITBLED ERRETH L LEZXOND Z LD, ZBEHEd5RITAR
AHPM-1Z23 0, BULEW R OGEIM-1 & 5,

(2) BN R
LA Y720 T 28 AERLEOBEOADUCET 5L LTO LB THDH,
7p BRI B S IR, Ak, BREHmICIX, YT Y R = R OADT (0. 03 mg/kg
{KEE/day) 125y FEH0. 6872 W T, Y7 U & L TOADLIZHAR L7-f& (0. 02 mg/kg
{KE/day) =R 7=,



TMDI ' ADT (%) *

FER2E (L)

0.3

i (1~65%) 1.0
an 0.5
i (65m L) 0.2

) BRSO FEBEIEIL, FRLT~19FE O/ SETUEE - B

EBWMEFEICLD,

TMDTRR BRI« MRS X 45 i D PRI

A DR R



EUEZDE IS S EV TR (AIAEL)

B LU
H MM | MR | AR | R B s b
feink w | BT | AR | W | b PR
ppm ppm ppm ppm
H£DHH 0.01 i ; <0.009(n=4) R 51 A 1)
Z DO R LB T DB O Al 0.04 0.02| O ' HE:0.032(n=3)(H) (e e B 151 H 1)
EONEN 0.01 Gl ; <0.009(n=1) (e 51 A #)
Z OO et LRI R T 2B ORI 0.2 0.06|] O | H#E:0.15(n=3)(B) #4451 F #%)
BN 0.3 it i 20,26 (=) RAC I 51 %)
Z OO BEREHFLAHIE 2B O i 0.7 1| O : 3t 0.64(n=3)(IB) (e e 5 51 H )
OB ik 0.2 i HE: 0. 14(n=)(RAL P51 H 1)
Z O Pt FLERIZ R 3 2 Eh ) 0O Y ik 0.4 0.06|] O ' H£:0.35(n=3)(F) #4451 H #%)
O LY 0.3 i : CEDNFIE R
Z OO R LRI B T 28 O/ A5 0.7 0.04f O ' (DA B LU I8 5 2B O Tl
7, 0.01 i E:0.000(n=4)(BLAeH2 51 A %)

AFEHE (BEFEELISN D FENE) % Rl T RMEM RIS OV, KR CHA TR LT,

DUKRA] oMz TO) O#ERS L bOIE, ENTEHPAERELSE L LTOFERAREO LN TSI LERL TN,

DRRATE] OIS T ORHEDH2 b Ok, BHERS OEAEEOREFIONTEABMA RSN bDTHHZ LEZRLT
W5,

(RERER) Wi TH) OR#Eob b0k, HEBRRBBETHLZ LE2RLTVD,

FEMEMH R N ORI L 7Y FEROYREM-1L L CoORE T, BEHEBITIZEY 7Y FE LTORETENEIRLTND,



(Bll#E&2)
Y7V RoOAEEEIE AL : pg/ AN/day)

o paee | ECARR NG 5 RIn
B BMER| Qi) | ~emo || @si
bpm TMDI TMDT TMDI
ORI 0.01
T 0L 0.2 0.1 0.2 0.1
=D [Tk 0.3 0.0 0.0 0.4 0.0
A= 0D B ik 0.2 0.0 0.0 0.0 0.0
‘FoORHE S 0.3 0.2 0.0 1.0 0.1
Z DO OB T 28 O 0. 04
Z OO FEBEH LR T 2 B DR 0.2
Z O o pEBE LR T 2 B O AT 0.7 0.3 0.1 0.2 0.3
Z DO O FEBEH LR 2 B O B 0.4
Z OMOBEEWILEICR T 280 &S 0.7
EiR 0.01 2.6 3.3 3.6 2.2
At 3.3 3.5 5.5 2.7
ADI kb (%) 0.3 1.0 0.5 0.2

TMDI : ¥Eaf N1 A B HE (Theoretical Maximum Daily Intake)

TMDTRRELYE « FEVEEZR X &AL O B R E

SUTFOFEALD S B, B b O E 2 BB,

BEIMMIZIX, BV 7Y R = UEEHE OADT (0. 03 mg/kg AHE/day) 124y F&E0. 6872 W C, EHFU K
L L TCOADTICHEE U7-fE (0. 02 mg/kg {AHE/day) & W7z,




V2 64 3 H24H

V2 64 3 H24H

Frk26410H14H

Frk26412H24H
Rk 2 7% 5 H19H

S 44 5H25H

S 44 5H25H

SR 48 TH27H

S 44E10H 4H°
SFf 44E10H31H
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WA T
2 H iy
TR fire -
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FHIEN B HBRFIEE TR o T E 2T FE =

B ERAAEM I L RE =R R

FRLIENSLAR RN AR EH R 2 B2 R R A B R 0T (L A JE 8 2
— RS A NSRRI ST SR TR S - (LSRR
FRAENFATERE EEEF ) FRAT KRB il A B2 0%
FHENALEAFET AL RS2 RS2 B AT (b S s
ONSERFE NKRBRCOR B SE R R e B A 5 e

BREE ) A 7 SR

[ENERFE N oa TR R E LRI ER 22 A P K B M A FE == %
] SL R AR NSO R A S e A A IR S B P %
FHRAENF R RIS EMB 2 R e R

A BRI AT FE R B
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ZH (R)

=Y 7Y R

AREEEEAZRET 2EY 7Y ik, V7Y FEROKEN-1 [T A-p-7 A m >

DNEY Y R] 22T RICHEELZHOOfMEW 9,

B4 PR FEYEA
ppm

SR ) 0.01
Z Do EIC BT 28 oA 0. 04
EDORENG 0.01
Z DA O PR FLIEIC B T 2 B D EN 0.2
=D JH ek 0.3
Z DA, D P FLEE g 5 2 B O T 0.7
A= D R Rk 0.2
Z DA, D P FLEE g 5 2 B O B 0.4
D R 0.3
Z OO P LI 8 T 2 B OB Ry 0.7
) 0.0

E% gﬁ%@@%%ﬂﬁmﬁﬁéﬁ%J&m\@%%ﬂﬁmﬁﬁéﬁ%®56\¢&@%U%
DHLDEVD,

2)  TRAMI &1k, RAICHESH DTS DS B FiW, BEIE. & OB RRAS O 57 & v
Do



MEHE 3 98 5
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ek
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Bt
i
il

i B R S BT AT D A R O @ ENZ DWW T

BSR4 5 H25 BT EAEGEERAER0S25H 7 5% b o TREAEEKE D
BUEBRICERERDOONTZEV 7Y RITHRD B 5 Al O RIT T
FLO LB TTOT, BMMERIEARE CERFEIEER48%) H2355H 2 HOHB

oS x@EmLET,

¥, BAhREEREAAMOFEMIITRO LB TT,

AL

97U K ADI % 0.03 mg/kg (AE/H (FH 7V K7 U@t LC) &4
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L

MLERERETHD =97 Y K] (CAS No. 112885-41-3) (2T, @ HESS D
SR EATE R E S 2 W TR AR M 2 e L7z, 55 2 R~ DUETIZ Y 72> T
X BV 7Y R = U R A H Ry & T A0SR D SE (FH 7 e K2 %)
OREEIRTEAGEHFEICHEO, 4% W 7= SR B pEakER ) QYRR O ol AT 7= | H ) &
iz,

P AW RBRAGRI L, EERE (T b, A X, L, B BEON) L BB (R
5., BiEEE, SRt (v TR, Ty NEROY X)), iAMERNE (T RO X)), %
WNIME (T AKRDT v N AGERAEE (T y REKODHE) | SRR B O ER
AR TH 5,

SRR EERRICB O T TN B EEORERPI BN TS, v TAKNT v &2 H
VNS AR (2 30 N TIARERE S VUK A e B2 AT IS O FEAE D580 BTz s, i
5 OIEGEOFRBIIIEELEEFIC L D20 THY . BUENFET S BN, Lz
Mo T, T 7Y RIZOWTIEFFA— HIBEE (ADD) OFXENFIEETH D & Sz,

BFEARBRAE RS X TEHER S E L. V7Y REOGE M-1 &% & Lz,

B FEFERBROFE RN S5O N - 5 E (NOAEL) Of/MEL., 7 v & V- 26
T RS AR BR DI 35 1 D MEOAFRIIIERIZEE-S< 2 mg/kg (AHE/H CTh-7-, Lo
LB, 7y bEAWEL Y E#O 104 MRS AMRERCIE. 26 @SR
R & [FIERIZITFIRU Z 3 TIFRERE A~ OB A B TE D . FHUliE-S5< NOAEL 3 mg/kg
(RE/HDRE STV D, ZOIFHIEA~OEECOW IR G R S 2 Lk
HHRIIERO BT & FEMEMERBROFER) G T » N TIIGEHITHEERH D |
MECIFHEL D SRS ARNOEELZIT 5B BDHN, e ~OFEITMEZ »~ N Cfife
RBENTWDZ &, Fz, 104 HEFED AMERER T 26 B EMEFEERBOL D H#
HEONEIVNSWNT LG 104 R0 AMERER T 5472 NOAEL 3 mg/kg 1A/ H
ZAK|IDO NOAEL &35 Z LMY CTh D EHIWr L, ARBRCIL, 22>\ T NOAEL
WG TWRV U hiatERE (LOAEL) 10 mg/kg (AE/H] A3, SRMEhEERER) O IEIX
MEL D DARIOEEZZIFIZ WEB X B, 13 JE XL 26 HEHaEREERBOIZE
W, 3 X 2mglkg RE/H DR GIZ L AEITED LI TN Lvg, METHE LN
7= 3 mg/kg KEE/H #1ED NOAEL & A7ed 2 CIXFRETH D & HIWT L7,

UEDZ &6, Ty MEHVWE 104 H[FZED AMEERO NOAEL 3 mg/kg R/ HIZ
ZARfREE LT 100 (FE7E 10 R OMAAZE 10) A5 L., ADI % 0.03 mg/kg (KE/H (£
Y R UmEE L0 ERELT,



. M REYIREEROBE

. A&
TH e ZH 1

. B DO—HR4A
W4 =7 U R
#i4, : Mosapride

. 24
IUPAC
4 :4-7 X /-5~ ma-2-= b X 2-N-[(4-(4- 7 VA B R U0)-2-F LR Y =)1) A
FNNIRCAT IR
#4, . 4-Amino-5-chloro-2-ethoxy-N-{[4-(4-fluorobenzyl)-2-
morpholinyllmethyl}benzamide
[ChemSpider]
CAS (No. 112885-41-3)
M4 _XURAT IR, 472 /-5-7m0-2- s -N-[[4-[4-7v4m 7 = =) %
FI-2-FNT 4 V) =)V A F )L
#4 : Benzamide, 4-amino-5-chloro-2-ethoxy-N-[[4-[(4-fluorophenyl)methyl]-2-
morpholinyllmethyl]-
[ChemSpider]

(&5) Y7V K7 Uil
IUPAC
#4, : 4-Amino-5-chloro-2-ethoxy-N-{[4-(4-fluorobenzyl)-2-
morpholinyllmethylibenzamide 2-hydroxy-1,2,3-propanetricarboxylate
[ChemSpider]
CAS (No. 112885-42-4)
#4 : Benzamide, 4-amino-5-chloro-2-ethoxy-N-[[4-[(4-fluorophenyl)methyl]-2-
morpholinyllmethyl]-, 2-hydroxy-1,2,3-propanetricarboxylate (1:1) (salt)
[ChemSpider]

(ZH 2, 3, 8)

. FR
C21H25CIFN3O3 (&R 2, 3, 8)
H7E

421.9 (ZH 2, 3. 8)



6. BEER

F @) NH
(\OH:;C\/ 2
H
P9
Cl

7. FEREMRMERRKR

EYTY R EIE, BARY) VBREATHNUAT I Megh s g b
L72b O T, MEEEEEERL CTH D, (B 2) RNTESNT Yy = U &l L CE
T RE LTINS, 'u b= 4 (5-HTy ZREZRE LT ACh % bk <&,
BIGOEER ZTEIICT D EEZ LTS, (B2, 4, 5)

AARTIX, Y7V N7 = Ul Kz A2 &3 2 NAESES AR ST
Wb, Fio, BHERNLE LT Xo EREEE (FRO 1615 EEEEIK T
£E 9 BACRR N ONREM-OSEE B & L7297 K7 o Ut KR O 5E 3 A&GE
NTWD, BT, EOMERINZIT D THE EEREREIK T DU 2 2hRe ST &
LT, 2015 FZEH 7Y N7 = VBRI O 1%/ FN D AGE ST D, (B2, 4
~6, 8)

W Cid, B AERG & L CQER STy, (B 2)

Al FoE—H OB T I ) BN ROUEEZ H & LiceY 7)) K7
PR KR BRIy & T AR N GRIOAGRREEIMT O Z LIS AT
BEANOEY T NIk 2R AR BB DM ERE SN2 b D Th 5, (B 8)

(6 3)



II. R2EITHRLIMEOME

AFHIE T, B EREG ORGERTTAGRRFEESE L KICEY 7Y FoOEMEICET
HERMAZEE LT, (B 2~6)

KRBT, V7Y Ry U 12 W CER SN, £, SEyERestR
X BT 7Y R VBB O T VAR = VDRI % 14C Tk L2 & @ (LU T Tearbonyl-
UClE=H 7Y K7 Ut L)) W TEE S, BEHEHRE K O
FEVTREZIT O D372V E T 7Y R U FRIEI TR LT fEE R LT,

W 3 TR e ORI 2 IR 1 ROV 2 1R LT,

1. EYEREEAER
(1) EYEeEssR Sy k) O
7 v b (Wistar &, HEXITHES 3~5 VL/fE) (Z[carbonyl-4ClEH 7'V K7 =
SUTFEBEHEREY 7Y K7 = SR 2 8 OB G U TERIRINPE G- L, SEEhRes R 7352
M Sivlz, BEREE R 1R LTS,

* 1 7y bW EEEERIC I T %Rl

veng | TEORHAZE , " P .
RBRET = PERI P GAREE - R (mgfkg () ARIBRTE H
I uC Ji3 1 MAERREE, PR
e, MAEFPREE, AR, PR
II i/ HE] - RO $h 10 I RS AT ST
111 Ji3 100 MAERIREE, R
\Y MERE | BRI - ARG 1 I SE R AL
\ K| 21 BRI - BRO&E 10* AR, AEARIREE, HRi
FERE b HilA] - s 10 MAE PR
VII | % HilA] - FIRNIE S 2 IMAEREE
VIII MeE | 7 BR - RROEES 10* IMAEREE

- HE ) ORGE, Y A ML IS OWTHENE

@ RiR
a. [MIFHREHTE

FRERAE T~ VI O MmAE-RREHERSR D a7,

HOHEMEE S OSEENRE /N T XA —Z W NTES 7Y N7 = ot R ORE M-1
DYRFEDIPENFE T X —H %5 2 R OF 3 1R LTz,

[carbonyl-4C]EH 7'V K7 = R HRIR O e G GUREE I~11D) OIEOHEHE
MREIX, WITNORGEIZBWTHIEZER U Tmax 27~ L, Tig ICRE 72221372 <
THAMEOW E IR LT, Cmax XY AUC (345 58I IEIE B L THEAN L7228, 100
mg/kg REEGEE GRBRRE IID) O Chnax (FRGEENDLO T L 0 CPE T L, Tie

(aff) 11 GUREED KOV10 mgkg RERGH GUREEID LD LED-T,
MECIE, FIMEDRID 2R LTz, Cnax MOV AUC (XEABZ#G L2EL 0 k&<,

1YY R o R AT,



YTV R UEREORNEREICH SRR S -, (BB 2) eGSR
U R = PR O e GRE GREREE VI) OFY 7' N7 = RO Cuax. T2 &
CAUC IFHEE Y bMED TR E D oTo, —7, A M-1 O Crmax XY AUC 13t
D BIEOTRREpoTz, BLEDZ &G, HERR DR GZ MG OGHEE, £
T 7U R = R O M-1 OIREEZGIIIMEZER RO bitle, (B 2)

[carbonyl-4ClEH 7'V K7 = ERHERIERE DG GREREE V) OwlEI 5% DR
SHEMEIREE X AR 0 B G- A RIEFER O b 2R LT, &l 500 1 REE% ORRE
121 HiMZ@ U CRE—& (770~1,350 ng eq/mL) ToH o723, KElEED 24 B
1% DOIFEIL 6~7 [ 5 F THhA IZHM L, £ 120ng eq/mL [ZZE L7-&IFIE—E L
7otz RERDEREGR: GREREEV) @ AUCo24 (8,220 ngeq-h/mL) %, H[EHRXN
Fe b GREREEID) @ AUCo-.. (6,460ngeq-h/mL) ([ZIVMETH Y B 72 E T
HoIehoTz, (B 2) FERGHERTEY 7Y N7 o U EBERAER N G GRER
BEVIID OFY 7Y R U FREREIZBOTH, MERGIZ X D R EREITA S
Nnigmnoiz, (B 2)

* 2 Ty MIBTDUCIHRTEY U N7 o Ui 5% ORYERe T A—2

SRR R aE i BhH-5 BRI Cumax Tmax T (h) AUCo~w
- B (mg/kg AE) (ng eq/mL) (h) | off | pMH | (ngeq-h/mL)
I HiA] - #20 1 Jii2 11125 1 1.5 | 6.1 529
II 10 Y33 1,410+218 1 2.1 8.0 6,460
Mt | 2,070+216 2 2.7 | 7.2 13,100
1 100 e | 8,650E477 1 3.7 | 5.7 81,700
IV | HimEl - R 1 Jii3 0.9 | 44 697
2! i3 1.8 | 36 1,280
V |21 A - &0 10% M | 1,230+263 | 0.5 | 3.4 | 14.9 11,000

¥ AN O%RE5E

# 3 T v MIBTDIFEMIMEREY 7Y N7 = Ui G OFRYEE T A — %

ST Pe et b BRI Crmax Tmax Tz (h) AUCo~-
) - [ (mg/kg 1K) (ng/mL) (h) ofH ‘ BtH (ng-h/mL)
YT R o PR
VI | H[E -0 10 1k 44+17 1 1.9 151
i3 788+75 1 2.8 4,100
VII | HE - §#ik 2 Y33 04 | 13 449
] i3 04 | 26 1,747
VIII | 7 BHI# - 420 10% Jii2 47+4 0.5 2.0 162
i3 739+124 0.5 3.3 4,945
R M-1 R
VI | H[E - REA 10 Ik 277+35 2 1.5 1,063
ki3 149+27 1 1.8 500

=AM O hE




b. IRIRE

[carbonyl-4CIEH 7Y K7 = RGO fe s GRERFEID L ERNE S GRIERATE
IV) ® AUC DL 20 B ST EHEED A 4T <A Z 8 U 7 4 —1 30T 93%.
PRAEFPEIERD Hes S B S 7 SO ML RIERIZHET 95% CThH o712, (BHR
2)

e O$eG EFRIRNEE -0 AUC Okt sinbEH S-S 7Y R = U FRERE L
BRONSAFTT AT T 4 —1F, HET 7%, HfTA47% ThH-o7-, (B 2)

PRIZOFERPEIERER [11.1. (1) @] (281} % [carbonyl-4ClEH 7"V R 7 = U ERED
BAIRE 1 36 5 96 I DR PRI G | IRINERITAD 72 < & b 40% EHEE STz,

@ #nMm

R RS EMERE
FRBAHE IT KONV OREZ 36\ N T HILR K OSSR U E MR EE D3 e S 7,
HA[A] % O $ G381 B i K Ok PRS2 3% 4 ROV5 IR LTz,
Hi[a[: GRACE T DRI I, T 2 C oMM CmiEPRE & xhis LTS
1 W ez s U, i, e, B, B OVINIGT IR TR o> 10 £
PLETH T, 0%, MFRHPIREIIRMORE & & HIIKT L, #5596 Mtk Tlx
JFE R OVE 2 B\ CRIEE IR (B&FRR & L TIEK9 0.1 pg eq/g T mL (Z4H
W) KL leotz, (B 2)

21 HMORAEEGRCIL, s 1 RERITRIC 31T D M K OBk F iR X, B
PG LIRIERRETH - 72, 24 i TlIE T oMM S P IREDK T & &
HIZP L, 168 K TIEHURAR A OSKBIRZ BR O Tl O 1/10 LUF OFRE
Lipolz, (ZH2)

o

2 AUC (10 mg/kg AEOFEO#5) (AUC (1 mg/kg REDFARPNEZH) X 10)
3 AUC (10 mg/kg AAEORE O#:5) (AUC (2 mg/kg KEDOFARNIZ S X 5)



x4 Ty MIRITDLUCHRREY 7Y N7 o RREEHERE A i 5% 0
13 M OSBRSS (ug eq/g U3 mL)

i Feh%EH (h)
i 1 2 4 8 24 96
IIR7E 1.10 0.52 0.38 0.22 — —
1A 1.01 0.48 0.33 0.22 — —
Lol 2.75 1.31 0.84 0.31 — —
Jit 6.73 3.85 2.49 0.93 — —
KEAR 2.51 0.99 1.24 — — —
SN 4.29 2.22 2.43 — — —
JHhiek 18.0 9.21 7.70 4.87 1.60 0.51
Efik 13.4 6.78 4.80 2.09 0.40 0.23
' 10.4 8.75 4.90 2.38 0.43 —
5l 13.5 14.9 3.56 0.64 — —
/Mg 14.7 8.84 5.34 1.78 0.09 —
Al 1.42 0.82 0.55 0.19 — —
5l 1.30 1.18 0.84 0.32 — —
— : JIE G HEIR A

#£5 Ty MBI UCEFRTY Y N7 = U KER O&E5% O
M9 M OSARR T EHE MR  (ug eq/g XiE mL)

s 7 BREE | 14 BRE&RE 21 HHE 5% (h)
24 K% 24 §filt4 1 24 168
IR 0.09 0.11 1.18 0.20 0.11
1% 0.07 0.07 1.05 0.13 —
Lk 0.06 0.07 2.25 0.12 —
Jiti 0.12 0.16 6.85 0.26 0.13
REIAR 0.42 0.72 2.53 1.37 0.86
FRRMR 0.80 1.78 5.18 2.49 1.28
ik 5.33 5.45 23.0 6.88 1.49
R ik 0.92 1.11 11.7 1.78 0.97
Il 0.62 0.76 10.9 1.50 1.00
5l 0.15 0.08 18.9 0.16 0.06
iz 0.33 0.22 16.1 0.44 0.21
i — — 1.20 0.03 —
5] — — 0.57 0.07 —

— : PSR A

b. £BF—FrSTHT5T74—
REREE [ ICBIT 2B OBRGICE Y 2 A — N T V4T T 7 40— LR
AR STz,
HETIE, B5- 1 RRICIE, IR OB BR< 1F & A 2T OMBHNIBEEEITY
AL TWeDs, &5 48 IFfEf& 121, TR, & ONHILE N DN TS DS



BHSHIZLMT, 1L A EOM TR SRS o7, —J7, METIE, &5 1
[#11% TZ < ORI HBERTEIEIT 0 L, JEE 572 0 | L OFFBEIC & 04 LTz, F7z,
FHRRIREL IR L © D TT s m o T, (BHE2)

©)

O ~DOHEFAER DN I hE < 7,
Hi[E$ 5 96 B2 DIR M O PR A 6 (TR LT,

Bttt

ABREE I~V 23R T, HEEE U < IIBAERE DG5OI HBIFARNE G R O IR &

10 mg/kg (REEO HERE A5 Ci, MERE S & 1085 96 Rtz £ TR FUTHR
LHlEHEME (TAR) OF) 40%., #EHIZH 60% 05 S 7z, 1 KO 100 mglkg (A
OH[EFRE O GRE (HEOAFER) CTHLREOFER TH -T2, (B 2)
FAEF R ClE, ARG 24 Ktz R R OFERPRIERIT, 2208 40% %
UK B5% TIHE—ETH Y, HEHGRFOPEIR L IRZFRR CTh o 7o, ol 5 168
REffL = Tl BEHEEDIE & A EATHRRP R OFEF I SNz, (B 2)

#£ 6 Tv MBI UCEFRTY Y R = BRI OS540
e 5- 96 HEEE DR R OFEHPEIRE (%TAR)

i e A8 Be b 1k ‘ il 5 ‘
- B (mg/kg {KH) 7 £ IS £
I 1 40.5(38.4) | 59.0 (54.1)
I HAlA] « #&0 10 42.6(41.7) | 57.3(52.8) | 38.8(37.8) | 59.4(51.8)
111 100 43.5(42.1) | 55.9(47.6)
IV | Hia\] - FRN 1 44.8(43.5) | 53.2(48.7) | 33.8(33.1) | 63.1(1.6)

() - 525 o4 W1 ORER

(2) EYFEHR (Sv ) @

@

ERBE T o7,

IRUR

JRAEHEEL T » & (Wistar 5. 1 3 IT/EIAL) & FAV T 1n situ/b— 7512 X U [carbonyl-
UCIEY 7Y N7 = U2 IE O (B, + 28, ZSAIE) 1Ic&ks
(10 mgrkg IREE) L., BG4 B £ CORILITIT 2R G ST,

+ AR — T I DR GEOK TO%DRIN S, BT ahi Uik D& LIRS 13

En EVIRESRnoTe, (BH2)

@

a.

Wt 2 HA[ENRE D ¥ G- (10 mg/kg (A L. #ik. IeE& OV
EW N A— T VT T T 4 —%AT0, L O

kil

fafE - BRIRA~DBITHE
TR Z > & (Wistar 52, 4045 19 B, 3 PU/RER) (Z[carbonyl-14ClEH 7'V K7 x>
UL O HURHE MR EE ORI

Frik T OBEHEEREE 23R T IR LT,
P 1 R ORRILPREE (3.10 pg eq/g) 13, REMWAO MEEPHEE (2.13 pg eq/mL)

S

225 K ORI G-TlE, 9 45% K% TN 40% W S, B b

SOBATHED R S 7z,




DR L5 [EEVERE Ch o7, A0l - RICED DI0E, 15, L OER T,
FNEAUMEFIREDK 4, 1.5, 2 KO3 fEm <. AR TITK 6.5 fFmWIRE TH -
7o, 5 24 FERZCIE, BRVERIREEDS B G- 1 FEREITZ OfED 1/10 LRI F L7, 2E
R OEK IR IR EE L2k 2 Lh OIS AVTZ 23, A FARE Tl
(IRT ] LT IREEAR R A3 B AT,

BEF— T OH T T T 4 —Tlt, &5 1 ERE#OBEOEF T EHEE N EIEE)
—ZH DI, B 5 24 FERITZ ORI T, LB NED IO HFEHEEDR 2 B,
FRIROMRRIZ I A D72 Tz, (B 2)

#F T HRT v MIEBIT A UCIEGRTY Y R/ = U HRRE OB 5% O
FEAEH BETEMEREE  (ug eq/g XIE mL)

. P GARRER] (KR i Pe AR R ()
ek 1 ” HER 1 ”
1 4E 2.13 0.11 HPE 8.62 0.23
Lol 6.47 0.17 YN 3.54 —
il 9.71 0.24 T 3.29 0.19
ik 22.4 1.99 JiRUR & 3.10 0.26
R 13.4 0.84 sy 4.62 0.23
5l 13.4 0.42 S 6.19 2.07
/Mg 16.4 0.95 EVIN 0.82 0.26
LR 13.9 0.84
a: B 3 VL/REEMY) (FRVE 9 DTMReR) . — @ JESFERR A

b. Eit~DFITH
=37 v b (Wistar &. 3 V) (Zlcarbonyl-4ClEH 7"V K7 = U feth 21 O # 5
(10 mg/kg fK8H) L., FPEheaings I sz,

(3K ORI OFEHE IR EE DR ENE N T A — 2 3R 8 TR LTz,

FLI R I3 G- 1 FFREI#21C Cmax (7,310 ng eq/mL) (ZEEL, MUSEPIREE (1,490
ng eq/mL) DK 5 (5T o7z, ZALLARE, At PR XM PRI S L TIR T L,
Ty lE 4.4 R THAEHIZI1T D Tie (2.7 i) KD K& o7z, ZNHDZ Enb,
O ERICB T DI T ~OBITA RSN, (B2, T)

#* 8 ILT v MBI D UCHEERTY 7Y N7 o Uik N 542 0
FWERE T A —4

i Cormax Trmax Tie AUCoe

‘ (ng eq/mL) (h) (h) (ng eq-h/mL)
i 1,490+221 1 2.7 6,100
Lt 7,310+993 1 4.4 43,100

@ Bt

JRAERE 7 » & (Wistar &, M 3 VC) (Z[carbonyl-4ClEH 7'V K7 =t %




EREO#E (10 mgkg (RHE) L., IEHERHESBREF Sz,

P& 5 24 Witk & T2 TAR OF) 40%23MMEH IS HRIE S, #0572 FEfE#E £ Clzix
I AT% DS HEI S Tz, RIS 3% G- 4~5 BRI IR E 7o 7=, Z ok
BRiCE T D IRHPHRIEE (%TAR) 1%24% Th o7z,

512 Rtk & ClzBY L7z iyt 2 BIOERRE Z »~ b o+ FEiBNicE s (0.1
mg eq/lC) L7z, JEH KL OYRFA~OENERITZINZIVE 33% & TN 16% T, £ 50% D
A 23RN S (R 26%TAR (2ARY) . GTERR 2% ) 7=, (PR 2)

(3) EWEhResiR (1 X)

A4 X (B— 7 )VfE, MR 3 VC) (Z[carbonyl-4ClEH7" Y R 7 = Uit 4 Bk O &%
5 (10 mg/kg AEH) L. HY@EhReaings S S i,

TEEHEPERE O SR EIRE /T A — Z W OG- 168 BERIHE O IR F O IR 2 £ 9
KO 10 1R LTz,

M HEHEVERREE @ Crmax 1359 1,000 ng eq/mL T, M4 —FAMEORD %7
LTz, /37 A—=ZTIMEETA BN -1 (R 9),

#5168 IRiflt: £ CORF KL OFEFHE=R (%TAR) 1E, £ 21% 4L TN 67% T,
MWHEIHR BN -T- (10), (B 2)

K9 ARIBFD UCHEERETY 7Y N7 = Pt B[R O 54 0
HFNRE T A —H

bR Crnax Trax Tz (h) AUCo
(ng eq/mL) (h) afH BFH (ng eq-h/mL)
T 1,120*=164 1 4.3 14.0 9,780
i3 1,000£27 1 4.4 15.9 10,300
n=3

#* 10 #5168 KRR DR X OFE PR (%TAR)

PRI I £
i 20.4 65.6
ki3 21.1 67.7

n=3

(4) EYEHREER (HL)

v (=2 AV, MRS 3 VC) 1Z[carbonyl-14ClEH 7"V R = gt & BAARE O
#5- (10 mg/kg (AE) L. HA@EhEaERs 5 S 7z,

TR MR B DS ENRE T A — Z WG 240 FEE1#4 O IR K O hiRtt R 42
11 MO 12 1R LT,

M EFEEHEPEREE D Cmax 12 2,000~3,000 ng eq/mL T, MAEFHEE T —AMEO
DaR LT, /3T A—RIIRERMEEITAONR ) -Tc (F11),

5 240 Wi DR K OFEFHEIER (% TAR) 1, ZHEH 60% KL N 27% T, Pz
TR LN Tz (£ 12), (B 2)



F 11 VU RIT S UC It K7 = R 0580
IREIHE R T A —H

BRI Cax Tax T (h) AUCo~o0
(ng eq/mL) (h) ofH BFH (ng eq-h/mL)
Vi3 2,940+1,170 1 2.4 10.1 14,800
i3 1,980+1,310 1 3.0 11.4 11,700
n=3

& 12 #5240 KRR O R R O HREIER (%TAR)

PRI IR £
Jii3 58.6 26.2
ot 61.2 27.5
n=3 (T n=2)

(5) EMEEHER ()

® BIR

A (RVAZA FE, [ 3 BH, {KE 150~200kg) (2, EH 7V R = sl
ZHEEEHRE OGS (V7Y R Uil LT 3mgkg (KE) L., MiEHoEH
70 RO M-1 OIERWENEE ST A — & D3t ST, sV ri kA 7 v <k
757« T DAEESHTEN (LCMSMS) &AW T To72,

EH 7Y FEROGE M-1 OFEEE T A—2 23R 13 1R LT,

V7Y RIE, W5 15 051% WIEEREUR) (226 b Si, 55 156~45 75314
(TIPS E LT, EO%ECIANT L, #5- 2 Bpftkic 3 filh 1 451, #5- 4 B
I IT2fCERMRA (0.001 ug/mL) AL 727z,

R M-1 1%, 85 30 p&IC2f) Gt St E0%eR] L HIZIXE Uil
IREZMERF L, 565 24 Rfitz12 3 filHh 2 B CEEFRS (0.001 pg/mL) A& 2o 7=
N, G 8 BRI ERIRARG & 72 o 72 1 B3RS 24 BRI EEIRA A 2 5
& (0.002 pg/mL) 25RH SNz, (SH8)

#13 FCBFLHEV TV N7 UERHEEARR 03554 OIYEhE T X — X

HIEYE RRRE (ug/mL) Tmax (h) AUCo~ (ug-h/g)
7Y R 0.005+0.003 0.41%0.29 0.00413£0.00185
R M-1 0.003£0.001 1.08£0.38 0.0207=£0.00658
n=3
@ #»fm

4 GRIVAZ A R, I, 3 BHMRSEERE, (AH 150~200kg) (ZEV 7Y K7 =
AR & Rk O ke (V7Y Ry = Ufgta b LC 3 mgkg RE) L. B5-1
REMRICB T 27U REOMCEY M-1 O BSRE S iz, s HTiE
LC/MS/MS % W TiT1-o 7=,

TH 7Y ROBEX, F=5H (1.01£0.15ug/lg). F 8 (0.65+0.31pglg). &FH_




H (0.59+0.08 uglg) KUVt (0.17+0.03 pglg) T, KT, ZHEIUF (0.041+
0.015 pglg) . /M. Wi, Mk, R, ARG, A, (LR, 1f#E (0.001+0.001 pg/mlL)
DONEZAR T L, AAITE BRI (<0.004 pglg) Th-7z,

{3 M-1 OYREEE, APl (0.140.02 pglg) K OVEfE (0.037+0.003 ug/g) T
< WWTHER (0.015+0.006 pglg) . /NG, FUF ., LA, WU G5 55
H. M4 (0.00220.002 pg/mL) DNAIZAST L, FHA, IEA O =8 I3 E &RAAR
fiti (<0.004 pglg) Th-o7-, (HH8)

ORE: i

g WS EhRERER (111, O @] 12T, HRERER S S vz,

#5712 iR £ TORMOFEFHRM=R AR 14 (TR LTz,

JREA~OPEIIL, BV 7Y RAFE 24~48 FFEI#% ., ARG M-1 235 12~24 B
MR hEPE A R L, &5 72 Rtk & COVERRFREEIERIL, ZhE ks
D 0.36% %1 0.64% T -7,

FhAOPEL, Y7V RS 12~24 BRI, R M-1 23 %5 24~48 i
MZICRkEdEtEZ R L, &5 72 K% E cofEpdat=ix, chetnis580
11.77% K X 3.25% T - 7=,

B b 72 REfE % & CORKOFEEFA~OEY 7 U K EOREY M-140%PEIR T, &
HE?D 16.03% Th -7, (B 8)

#F14 BT HEV TV R o UG ERRR OG- 72 Friig o
PRAE OFE R (BeG-Eixtd2 %)

HIEWE PR £
TH7Y R 0.36+0.02 11.77+0.44
R M-1 0.64+0.21 3.25+0.59

a8 1.00£0.19 15.03£0.20

n=3

(6) FEWEhResir (&)
® IR

B (I 7Ly N, EERESEE) (12, BV R R AR eI L B
[EEEHR Q&G (B 7Y N7 = g e L C 4mgkg (RE) L, miEHOEHS7Y

N7 = P N OMRGE) M-1 OFRE O IEMENRE T A — 2 Mgad STz,

Y7V K7 o Rt K O M-1 OFMEhRe T XA — X %3 15 IR LTz,

B TY N7, #5156 0% (WIREREURS) (28l bRt S, &5 1
RFIT21C Crax ICEE LT, E D% IRZITIREEDME T L, 5 24 Kz 3 Bl 2 5],
B 5 48 REHIZIZIT B TEREIRR (0.004 pglg) K& o7z,

W M-1 13, &5 15 %I b Si, &5 2 FEZIZ Crax 12 LT,
FD%, IRAITIREME T L, &5 24 FFEEIZ 3 il 1 41, 65 48 RfiizIc 25T

4 M-1 ORITEY 7Y R LTEH



EERA (0.004 pglg) A& 72o72, (BH2)

# 15 BIZBIT 2TV N7 = VBB HIRRE OB 5% OIEYEIE ST A — X

Y7 K7 = Mgt 0.13%£0.03 1.0+0.5 45+0.5 0.731%£0.138
R M-1 0.16+0.01 1.7+0.3 4.6+0.5 1.348+0.098
n=3
@ »H

B (WT 7Ly N, K HEAROESES 150, MERGA . E150) ([2e¥7)
R = PR AR T L ARG O (B 7Y R/ gl LT 4
mg/kg KE) L, &5 1 FFEZICBT 2T 7Y 7 = U R OMGE M-1 O
AR DR S 4T,

Y'Y K7 B ORI, IR (7.8 uglg) ROVMNE (7T.0pglg) TEL, &
UNTETRR, Af, R, oCOER. MEUiER. REWG. AR OMILEE (0.15 pglg) DNRITIKL 725
7o A M-1 OIREEIE, g (2.4 pglg) KOVEE (1.1 pg/g) Tk, IRV T/IME,
FRelige, A, iR, GO, AE (0.11 pglg) . P (0.039 nglg) K OVIENT (0.027 pg/g)
DIAIZALL 72 o7z, (B 2)

@ HEt
F& 7 WS gshrestir (111, (6) D] 12T, HEEER) = S i,
5120 H#F’aﬂ?ﬁ@@&@ﬁqﬁ#ﬁﬁé%i@ 16 (TR LTz,
JRIAEA~OHEINX, TV 7Y N7 = U N O M-1 & bIc& 5 0~12 %

(iRt R AR L, &5 120 Rl O R PRERIEERIT, B2 5-EO 1%
MR B5% THoT,

FHAOPEMIE, BV 7Y R = UFRIE R OMRE M-1 & bI2BS- 24~48 FEfEIT%
(PRt EZ R L, &5 120 Rz OERPEERIT, 22k 580 16% &N
5% Td o7,

#5120 K2 DR L OFER~DfpHEERIT, &HED 26% Th o7z, (B 2)

# 16 BICBIIAEY 7Y K7 = W ERR O&R 5% 0
PRA R O EER (B 582 xT 2 %)

HIEYE SR %
YTV NI = PRI 0.3%+0.1 16.2+0.6
R M-1 5.0*0.4 4.8+0.4
a8 5.3104 20.9%+1.0

n=3

(7) EyEniessz (N)
EF BT 2T 7Y N7 2 O HERE NG (£ 7Y K7 = K
& LT 5mg) Tl 0.8 ] TIHEF Crax (30.7 ng/mL) (232 L, AUC 1% 67 ng-h/mL,




Tz 1% 2 K T o7z, &5 48 FFZORPPRIRIZ, £ 7Y R flis LT
0.1%. EERFHW @ M-1) £ LTT% ThH-oT,

MIEH 237 AT 99%., AisFE 3.6 kg, &5 7 V7 7 A1% 80 L/h Th-
oo BT R UEEIE, & UTHIET, 470 u X0 OV ERolift, Zinic
fe< TR Y VB B NLOBL OB U ER 3 MOKERLIZ L » TRE S D, (R
FIF L LT CYP3A4 THDH, (B3, b)

(8) FEWEhEHER (2 VNV ELDHEEM)
7> & (Wistar 5/, MERES 3 UL 4P8), A X (B —2)LHE, HE3PL), v (W=7
AP, BE3PE) KON (B3 AN) sk L & [carbonyl-14C] XX Ik
WET 7Y R g (1 pg/mL) OMEXITMSES <7 fEERPBEI SN, £
7o NJET V7 I (40 mg/mL) KON on-FeHdE# > 3278 (1 mg/mL) 122\ T
b [FERIZHRET S Tz,
BRBHIKS T2 Z NI REERER 1TITR LI, (B 2)

#£17 Y7V K7 o UEEOMIEXIMEE Y 78 L OFREAEER (%)

K Sk} ﬁ@ff SRR (%)
S o b 93.5
. S X ME 95.0
@zg‘
HC ARk A LS ) 96.6
N 99.0
NIET VT I v 96.9
o FEIERE 2 v <0 B 93.0
FERGAERRAR 7w b 2 () 93.4, () 94.9

(9) REEER (Svb)

Z v b (Wistar &, WKE) (Z[carbonyl-14Cle4~7") K7 = Vet 2/ 05 (100
mg/kg RE) L., FREERD FEh S/,

PRI S OEE RIS 2 (X 112 LT,

FEHFY RFITEE LT IAFa_X DO, 2 Utk ELRY VB 5 LD
AR O P U8R 3T OKIKIC L > TR Sh D L EZ bT-, (BR2)



\L O ‘:E",j'7o U F\
OH3C\/O NH, OH3CvO NH,
COOC — (O
l © R M1 l ez M-3
o oHSC\/O NH, 1o OH3C\/O I NH,
i M-2 S AR M4

K1 Ty MIBTFLEYTY FOHEERBHRE

(10) REEHER (Sv b 41 XRUHIL)
7 v b (Wistar &, HEER 3PD) . A X (B —2UfE, MEREK 3 P8) KOV (=
7 AW, 13 Ve OME 2 PE) (2, [carbonyl-4ClEV7' U N7 = U EstE A 05 (10
mg/kg (KH) L. #&5 1 K O M ORI R N IR H L O ORI B
PSHIE S e,

@ mIEhREY

HEMFEIC T D PR OIRE 23R 18 1R LTz,

7 v NORETIE, G M-1 V7Y R UERED 2 F %<, REW
M-2 BNEV 7Y K7 = UBEED 0.63 5 Thole, Y7V K7 U, (G M-
1 KO M-2 OIMBEFREHEHEMES SO 2EIE1L, EEh 18%, 35% &N 11%THh
oz, METITEY 7Y R/ = U R 2 < IMBEFRRRBEHEMEIC S 25513
73% T, IV ETH -7z, MOTY 7Y N7 = U ERIEOREREIIHEOR 4 15, 1%
i M-1 O IFHEOR) 1/4 T, T~ MBI DRENCIEEENTED bz,

A X RO VT, R ORI MEZEITERO ST, G M-1 ORE
IZA X TITEY 7Y R UERED 1.3 %, VLTI 125 TH o7,

Ty~ (), A X (HERE), v (M) IRV T 4 O M-1, M-2, M-
3. M-4 3K S, FOEREITWT OB RE S M-1>M-2>M-3 XX M-4 OJE
T, FEAHHIIM-1 ThoT-, (BHR2)



#* 18 KWK D UCERREY 7Y N7 = VBRI DB 5% D
MAEP AL (ng eq/mL)

o I /ml,

sy |y | PO (o (AR et
(ng eq/mL) o M-1 M-2 M-3 M-4

T TR
Sy | 1,480 262 (18) | 524(35) | 164 (11) 54 51
7 i 1,540 1,140(73) | 14009 | 46Q® | ND | 23
I 1,120 296 383 38 26 40
A X

i 1,000 265 335 35 23 39
g | 2,940 524 867 432 44 32
e 2,950 599 725 494 65 34
ND : B Sd, () : RHEEREERE T 5% n=3 (H/UtfEDI n=2)

@ RPRUVESREY
PR OFEPREIIRIE 22 19 1R LT,
WTHOBFEICB T H RPN HITET 7Y K7 o UEENTZE AR S
T HEHEMEO KER I S S, B ORI EZE TR B/
Sz, Flo, WTNOEMWREIZISW T HGEM M-1 ORE NS - T,
HHOMHIEE (WTAR) Tl, 7 v hOMETEY Y K7 = U EREERE D MED
1/2 LIF, R M-1 ORENMED 2 5 THY . 7 v b OFEPE ORAIC M2
DIBITC, A XLV TIR, B ORI R & 2= XA B IR o T,
(ZH2)




F 19 FEWRICERIT D UWCHE#R T 7 ) N7 = U IER D 5% 0
PR O REIRE (% TAR)

. RSIEE (% TAR)
e | RIOEN: .
) | Ene SR * J R
g | MER | BB (%TAR) 4%\7 i N4 M1 M-2 -3 M4
T R
” bR 42.6 <1.0 16.4 4.2 6.5 3.2
Sk s - 57.3 9.1 9.8 2.9 4.4 <1.0
7 W | 38.8 1.2 132 | 34 5.9 3.3
# 59.4 22.2 4.6 1.8 41 <1.0
bR 20.4 <1.0 8.1 1.0 <1.0 <1.0
V2 -
= E 65.6 33.5 8.9 3.0 3.8 <1.0
i bR 21.1 <1.0 8.4 1.3 <1.0 <1.0
£ 67.7 32.4 8.1 3.7 4.3 <1.0
bR 58.6 1.1 19.2 9.6 5.2 <1.0
V(2 -
. £ 26.2 3.4 2.8 1.4 1.9 <1.0
i R 61.2 1.4 22.9 9.2 4.1 <1.0
- 27.5 4.7 2.5 1.6 2.9 <1.0

a : HBEHEEOWEIZIZ, 7 v b @ 5 96 Ik, A X : 5 168 Ifitg, /L« 5 240 FF
B DREOFENHW I, £z, MGHPIREONEIZIL, 7 v b A4 X, YL blokb 24
BEREIEOIR, T v b %5 24 BiflijtE. A X« &5 48 BFEIRR KL OV - %5 72 B5fil#% (Mt 1 PC
1% 120 BERE]) DFESHV LI,
n=3 (YLD n=2)

(11) KEEER (n vitro 5HER)

WMEED Z ~ FAFS 7 v v — LSy 2 VW in vitro fREEBRICIWT, =YY R
T UBRE HRGE M-1 ~OGEI R STz, Y7V R 200 umol/L (&) IS
IO M-1 OARKEIL, HET 397.9 pmol/mg protein/7y, T 55.7 pmol/mg
protein/53C, HEOFHBMEL V T (5E -T2, ZORBEISE, I RHBHEH SKF-
526A IZ X WHEXN, V7Y ROMGEHICEIT H5F F 7 m—2L4 P450 OREIVRIE X
nic, &H2)

ANF h 7 m—2 P450 FEBIN Y o FFERERIE (lymphoblastoid cell) HI2RDI 7 v
V—LERANT, Fo TR 5TV Y K7 2 UBBEOMRBNEMES D, Al
BILEYTY R = UBEORENCEE S35 T N7 v —2A P450 7 FREIC OV TGS
SNz, EOFER, TV 7Y KT 2 UWRIE, 5 FED 5y FF CRE S 415 23 15 CYP3A4
DEH BN EDVRENT, BT E A ERME M-1 Th -7,

Flo. F M v —LP450 pFHEGEDRRD 14 A\O NI 7 vy —LE T, £
BV K7 U RIEOMREHENE L F b7 10— 4 P450 4y BAO R OEHEM: O
BTN O NIz, 7Y N7 = CEBEOREREM T, CYP3A4 OFFEAVE THLT
A RAT | O 6B /KB bIEM: & OMENE < (FEEIFREL : 0.97197) . CYP3A4 23EH
7V R = UEEOMREHC G35 2 LaVRE T,

PbEXy, =97 R7 o UEiEIE, N CIEEICCYP3A4 IZE VG ESns E&EZ D
nic, (&ZH2)



2. KEHER
(1) RBHER ) O

o (RVAZAFE (), FNAVAZA CFEEONFL (M), 4~5 22Hilin, AE 108~
200 kg, MERER 2 BEREA, 19 P PREE GRBR 1 @ M, 3B 2  1h)) IcEH 7Y Ko
VEBERAZ 1 A 218, 3 HREBEGIR O BS (89 7Y K7 Ul d LT 1mgkg (K
F/A) L. BGREIIRGHETH 1, 2. 3, 4 HOFF 4 FRi, RIREEIIRGREOR G T
1 BRZIZBWT, MR oe 7Y FEOGEY M-1 OJRE %2 LC/MS/MS (2 X0 #JlE
L7z (EEBRS : 0.004 pglg), [FIERORERZ 2 23 T L7z,

BAARR R OTHT 7Y R E O M-1 OJRE %% 20 KO 21 (TR LT,

(555 1]

YU NI HRIZR O TREBGKT 1 LDV 2 HREO2ER) G, 3 HIETIE 2
TER DRI S A28, 4 HRRICIT A EE O &R AR M & 72 o7, /MG CldRic& 5
BT 1 BRRICAEERNDS, 2 BRIC 2 R B Sz, 3 BLLIBIT 2R TE
BIRARGG & o7z, A, BB OMEN TIlE, BfdR G/ T 1 BRI, 2 TE
BRARMTH -7,

R M-1 13, IR W TRAICEEGHE T 1 LUV 2 AR O8RS Sz,
3 HELUB I AEA CERIRA AR & e o7, Bl CIlImER G/ T 1 BRI R
5. 2 BT 2 AR SR SN2, 3 BRI ER CE BRI & 7272,
/MG TIIRAER GHET 1 BIRIZ 3 EED DR S 723, 2 B LARR X8R T &R
A & 7r o T, RL ORI TR G/ T 1 BRURE, 2ER CE &R T
HoT,

KRRECIE, 2 TCOMBRICBW CERBARG CH-oT-, (B 8)



#20 BT LEYTY Mo UEiEiAl 3 ARSI O 5% 0
FAEHEY 7Y NROREY M-1 ORE (uglg) O

HIEWE HHRE | B GE A% (B)
1 2 3 4
EFHTUR | A | <0.004 <0.004 <0.004 <0.004
JifiEE | 0.035+0.013 0.0140.004 <0.004(2) | <0.004
~0.005(2)
Bl | <0.004 <0.004 <0.004 <0.004
Bl | <0.004 <0.004 <0.004 <0.004
/N | 0.012£0.007 <0.004(2)~0.007(2) | <0.004 <0.004
R M-1 | fi | <0.004 <0.004 <0.004 <0.004
fFligk | 0.027%0.015 0.008+0.004 <0.004 <0.004
&g | 0.014%0.008 <0.004(2)~0.007(2) | <0.004 <0.004
JERS | <0.004 <0.004 <0.004 <0.004
/M | <0.004(1)~0.012(3) | <0.004 <0.004 <0.004
a : 4 DV IR, ERRALLT 25 1513 T Lz,
() : R n=4

[558 2 ]

YU RIE, RIS WO TR ST 1 ROV 2 B%RO2EE S, 3 HEZ T 1
BRI S N7225, 4 BRICITER CEERSANN & 2o 70, /METldm&&x b
T 1 HRIZ LEE S, 2 BIZRIZ 2 @R it S 7=, 3 HIZLIBEIT2ER CF
BIRARMG & 22 o7z, . BIEKL OB Tl B 54T 1 HIRLIKE, 2 TE
ERFAR M CTh o7,

) M-1 13RI B W TRIEER G T 1 OV 2 BIEO2ER) G, 3 B TiE 13
bR Sz, 4 BRICITER CERERFASN & e oTc, BlEClImksk &
T 1 HEZEORERNG, 2 AL 3 HIL TIXZNEN 2 BRI B S 7en, 4 Bi%
TIIAEAR CTERRFAN & 72 o7z, /IMETITREEGHET 1 BZO 2 E k6, 2 H
F O3 B TIXENEN LERD SR S22, 4 B CIIER CE BRI A &
7eo Tz, AR ORI T, & G847 1 BRLIRE, 2R CEERARM CThH - T,

SHERECIE, 2 TOMICB O CERRARM CThH-72, (B 8)



21 MBI LEYTY N7 = EREERAI 3 H H5RRE A 4 5% 0
MkHE 7 FEOEHPD M-1 ORE (uglg) @

I E W | MR | RGP ()
B 1 2 3 4
£ Y 7| A | <0.004 <0.004 <0.004 <0.004
U KR FHlE | 0.029£0.013 0.005 <0.004(3)~0.007 <0.004
Bl | <0.004 <0.004 <0.004 <0.004
HER | <0.004 <0.004 <0.004 <0.004
/M5 | <0.004(3),0.006 <0.004(2) ~ | <0.004 <0.004
0.006(2)
R | A | <0.004 <0.004 <0.004 <0.004
M-1 fHlE | 0.037£0.013 0.011+0.008 <0.004(3),0.030 <0.004
g | 0.020%0.013 <0.004(2) ~ | <0.004(2)~0.022(2) | <0.004
0.011(2)
HER | <0.004 <0.004 <0.004 <0.004
/M| <0.004(2)~0.009(2) | <0.004(3)~0.006 | <0.004(3), 0.007 <0.004
a : 4 DV IR, ERRALLT 25 1513 T Lz,
() : FeHEIEL n=4

(2) %BHR () @

RV AR A FE, ME4FH, KE 557~690 kg ZEY 7Y R/ = fethilf|a 1 A
21, 3 HRRER OIS (B9 R it LT 1mgke KE/E) L, #5EH
BRI, HIEIBE G4 K O 5A& T HIRRAOICERI L 723U R o5 7" R & O M-
1 OREA LC/MS/MS IZ X W llE L7z (EREFRS : 0.004 pglg), [RERORERE 2 23T
T3 LT,

HHFDOEY TV REOMGEHEY) M-1 OJRFEA2 T 22 MO 23 1R LT,

[558 1 ]

FHT Y RIIHIEE G0 SRERGHT 72 FEfi% & CORRERTREARN EER
R CTh o7, HW M-1 1305 24 B2 DR S, kiR 58T 6 B
HBITHETRE (0.008+0.002 pglg) Z7s Lizth, BG4 T 24 B LRI 2@ A
TEERAAN G & 72 o7, (B 8)



%92 HIBIHEYTY U= WA 3 H R OB 5% 0

FHHES 7Y FEROREHY M-1 OIRE (ug/g) @

HIEWE TH 7Y K R M-1
e 5-BRGRT <0.004 <0.004
PIEE G4 | 12 | <0.004 <0.004
24 | <0.004 <0.004(1)~0.007(3)
36 | <0.004 0.0060.001
48 | <0.004 <0.004(1)~0.009(3)
60 | <0.004 <0.004(1)~0.007(3)
BA&BEG4T% | 6 <0.004 0.008+0.002
IRFfH 12 | <0.004 0.007-+0.002
24 | <0.004 <0.004
36 | <0.004 <0.004
48 | <0.004 <0.004
60 | <0.004 <0.004
72 | <0.004 <0.004

a @ 4 SO HIENE R, ERIRALL T 22t B3t TR L,

() : BB

[FA5% 2 ]

n=4

YU FIIAIEE G 12 REEER D & Bl G448 T 72 R R £ TORREATEfEER
ERIRAARN T o7, M M-1 13, H5FIARTNIEBIRARN Th o 7203, wlalk

HAT 12 KR b 2B TR S, s G/ T 6 Kkl

EEE (0.013=*

0.006 pglg) Z LTI U, Bk 5457 36 WREIZ LI XA EAR C E ERR AW

Ligolz, (BH8)



%93 FICBAEYTY R iR 3 B IR O R 5% 0
HAFFET 7Y REOMGEH) M-1 OJRE (uglg) @

HIEWE TSR & M-1
e 5-BRGHT <0.004 <0.004
Ve %R | 12 <0.004 0.006+0.002
24 | <0.004 0.0080.003
36 | <0.004 0.0100.004
48 | <0.004 0.009-0.003
60 | <0.004 0.009-0.003
ARG TH% |6 <0.004 0.0130.006
IRFfH 12 | <0.004 <0.004~0.014(3)
24 <0.004 <0.004(3)~0.004
36 | <0.004 <0.004
48 | <0.004 <0.004
60 | <0.004 <0.004
72 | <0.004 <0.004
a : 4 O R, EERALU T 2508513 TR L,
() : B n=4

(3) %BHR (B @

B [Vo77 1y N, 4~18 %, A% 387~510 kg, 3 5H (Mk, MEM OEBRES 1
9) MRS IZE Y7 R PR RIAI 2R 52 L0 —H 18], 3 HIFFRERE &5 (£
B R U e LT 2mgkg (KE/H) L, M OET 7Y R7 = VBN OMR
Hi M-1 OFEE %A LC/MS/MS (2 X W HIE L7z (EEEA : 0.004 pg/g) .

BAAFEF OFY 7Y K7 = U Ftl K O M-1 OJRJE %3 24 (R LTz,

V7Y N7 UL, RS 1 BROSFEIROEFE OB S, &ikks
3 B TR 26 ONENS 3 Bl 1 o bRt Sz, &&#5- 5 B #% CTldfflgo
FHAFI TR S,

R M-1 1%, Beféde 5 1 BRI OVB RO 2N DN, /NG & OO 3
BiH 1 FICRIE SNz, BG83 KON 5 B Tlt. RN EERARM TH -T2,

(2R 2)



* 24 BIZBILEYTY F7 = AN 3 H F5RHHRE A i 5% 0
FAEHEY 7Y N7 o PR K O M-1 OFREE (nglg) O

=7 . 3
W | b St AEC (R)
1 3 5
Ji ik 0.134 0.020 0.014
= .02 <0. .
YAy R ik 0.025 0.004 <0.004
e /N 0.009 <0.004 <0.004
T RN —
A 0.006 <0.004 <0.004
JilEi] 0.026 <0.004(2)~0.004(1) <0.004
Frifie 0.035 <0.004 <0.004
Rk 0.023 <0.004 <0.004
R M-1 I <0.004(2)~0.011(1) <0.004 <0.004
A <0.004(2)~0.008(1) <0.004 <0.004
JilEil <0.004(2)~0.009(1) <0.004 <0.004
() : Bk n=3

(4) ZBHR () @

B [77 Ly R, 3~11 s, KE 432~520 kg, 3 88 (., MEXROEBHES 1
§0) Mg ICEY 7Y K7 = U AR ARSI K0 —H 1B 3 B oS (£
7Y R =S LT 2mgkg (KE/H) L, Mk oed7 ) K7 = U EtE RO

# M-1 OIRE%Z LC/MS/MS (2L v HlE L7 (TERSA : 0.004 ng/g) .
R OEY TV K7 = U R O M-1 OIRFE 23 25 (R Lz,

YTV R IR, S 1 BFROZERO 2Tt S, KifkkS 3

J OV A4 TR COZ2H T S 47,

R M-1 13, ikl 1 BRI Ol 2B ONS NGO 3 B 1 BTt

Hahre, midseh 3 KOs AR Tld, N EERRFAARG TH -1z, (B 2)

#£ 25 BIIBIAEVTY K7 mERAI 3 B MsRERE n&5% 0
R R 7 o Ut K O M-1 O (uglg) @

=7 . ¥
1 3 5
Fik 0.357 0.024 0.012
. 5k 0.061 <0.004 <0.
TPy Ky Bk 0.00 0.004
o /NG 0.024 <0.004 <0.004
TR o
A 0.012 <0.004 <0.004
ghh 0.038 <0.004 <0.004
Ak 0.046 <0.004 <0.004
ik 0.039 <0.004 <0.004
Rt M-1 Nz <0.004(2)~0.013(1) <0.004 <0.004
A <0.004 <0.004 <0.004
ghh <0.004 <0.004 <0.004

() Bt

n=3




(5) BRB<—H—
ETHZY RIENTAHEOFEE (& LT MOFOEILTITEY 7Y FEF
FENENLL LD R A DN Z LG, TEAHW SHEE S D M-1 25~ —7
—& Lz, (B8

3. Bi=EMHER
Y7 R = Ut OB BT AR D in vitro KON in vivo iRBROFE R4
F2W6ITRLZ, (BH2)

#£ 26 VTV N7z Uptio@natilER (in vitro KON in vivo ikliR)

in vitro

R POES = s
1 I 22 9K 25 | Salmonella typhimurium 78~5,000 pg/plate (=S9) Peti
TSR TA98, TA100, TA1535,
TA1537
FEscherichia coli WP2 uvr A
e KB E | F v A =— AL —filifsk 875, 17.5, 35 ug/mL (— Eun
B CHIL/IU i S9)
50, 100, 200 pg/mL (+S9)
In vivo
FRAIE H B SR = s
INERER |~ v A (ICR%R). ‘BhEHI 750, 1,500, 3,000 mg/kg & P

H, HRREO%RS

EFED LBV | invitro O in vivo DigfnarM i BR ORI MR OB EIC b 597
WTNBEETHD Z e, BV 7Y K7 = U R O M-1 134K & - TR
EE I BRIV EE X B,

4. 2MEEHER
(1) 2HEEEER (Z9R. Tv FRUTA X)
FFEEWI BT 5T T ) R = U tEo2MEEERROBRAE 2T IR LT, (&
17 2)



#* 27T BHEEIZ BT LET T N7 = RGO

. ‘ LDso —_—
Hhyfi PR | PERI (mgfkg ) )
Ji3 >3,000 ITEE D, PP SR BEEN, R,
e " >3 000 ;:}’L/u\ IREHSIANHE R, AR AS
<A E—— <4
_ ITEND, PR, IREEZM b, A9
SO I el IR ) 7SS M
1k >1,000 ITENR D, PR SR REEN, VRIR.
iizligs i 914 WAL, IRERD, R4, IEE
(670~1,247) | Nligiasigs
YA >3,000 ITENR D FPIRARER, BEEA, (WL,
G 1,905 ARl T HE, (RE N OMBEFEORD, it
_ " i3 (1,004~ |V, FiBfER4
7> b
(SD . 3,613) —
67 ) BT | iR >1,000 B T OZERITEAR
ITENE D, PP ELE . BEEA, (TWLA,
REMEN | el >1,000 RER OBEFEOJD, IR T, it
IR, igsita, MEVENsEReE
» X MM, THI
(=27
Fifi, £ s >400
9~10 7°H
Liip)
a: W NOFMEAT R S5 0 X3 544 24 REEIDINIZ 822 DT, IREA~ORENIBIE2

HE (14 A Pl AB372, b : 3,000 mg/kg %@Qﬁﬁi FELH - 1k 1/8 1], it /8 1) .
2,000 mg/kg (RERGHE GETH] - 1 1/8 )

~ I AKDNT v N T, WTORGREEEIZIHV TS LDso 13 1,000 mg/kg (KE .
HHNIZENLL ETH o7, ke, (FELOEE (T v hOKR) 1T 88T
BV AN @O SO T, ZNLEFEE L, ~ U A28 58810 L UHE
PENFE G ONT T » MBI B AES-Tlix, Mo LDso DFAMEL | Bt s ot
MBI,

(2) KBt M-1 DAaMESEHE
~ 7 AZBT A1 M-1 O2ME RO RA2 £ 28 1R LTz, (R 2)

#28 < RTBITHREY M-1 O2MEEN

p ‘ LDso I
CZL IR L N " i
<A | 279 (192~405) |TEIBUD. DPMLEG. MEREN. RIFC
(ICR %. 5~6| & PET VLA
TE) 264 (239~291)

a WO R bG48 B IC—@Phc A b7z (BIEHAR 14 AR,



~ U AEENE G BT AR M-1 @ LDso (M : 279 mg/kg (K, M : 264 mg/kg
REE) 13, FRROBGRIEIC L2V 7Y K7 = i LDso (1 : 1,000 mg/kg (A
PLE. M- 914 mglkg (KH) L0 H/hEDo7 (§91/3.5), T ATV CEET
HE, BV R oo (B 1,538.3 umol/kg (REELA |, M : 1,406.0 umol/kg
RE) . 3 M-1 1% (K : 786.5 umol/kg (AH, Hff : 744.2 pmol/kg fKE) & EHW
M-1 OEtER/ NSGERIL, TV 7Y 7 = U BRIEDOK 12 {5 Th o7z,

FRED LDso fED G REHENE AT X A6 M-1 Ot EmENnE Y 7Y K7 = U
BEY B BE LTERRO—ui a2l 52T 5728, LR Sz,

@ HEERNESHOSMR/NEE

~ A (ICR &, 6 #Hfn, M5 P/ (TEV 7Y N7 = URIESU3 G M1 %
HEFRIRNE S (Z 24010, 20, 30 i 40 mg/kg IRE) L, 2R/ NESEREHH
E STz (Bl 3 BiE).

R M-1 O/ NBEEITEY 7Y N7 = U & [FERIZ 40 mg/kg (REETH
ST, BNVEHE CHEST 5 &, Y 7Y R = UFEEIT 61.5 umol/kg (REE, X
¥ M-1 1% 112.8 umol/kg IRE &, A3 M-1 O2Mi NSEEIL, )7V vo =
VEREED 1.8 Th o7z, (BIR2)

Q@ MEERNRSFOMmMITHREE

~ A (ICR %, 6lHin, WS 16 W) It/ Mt Y E0EY 7Y K7
T UPRIEKFY) (500 mglkg (RE) SUIAE M-1 (200 mg/kg fRH) % H[EIFEREN
L, Y7 R U ORI M-1 O E R 2 HIE S,

K MAE PR 2 3% 29 IR LTZ,

R M-1 5% oimEr oG M-1 BE1X, £ 70 K7 = UK
HB#OMIEFOEH 7Y N7 2L O M-1 OARFHEE LY &hotz, (B
4 2)

29 ~UARANOEYTY K7 BRI K ORI M-1 OHRIERENR 5123
JHEY 7Y K7 R OEY M-1 O PR (ug/mL)

#5830 4514 B 5. 60 /51%
Fg K a
PO el EEE T | i | =50 | (i
7 PR M-1 A= 7 M-1
Y7 K=
AR 500 1/16 35.2 9.5 25.1 10.5
R M-1 200 0/16 ND 88.6 ND 74.1

a : SECHIEUBE SR, b« 5 BIoFEE, ND : Bitisihd

PLEX Y RN GRS NEE B N OVEEESELZ B o 2 REIE NI G- oD i %
R (1E<RE) 6. G M-1 ogtsEHT, 97U K7 = RO 1/1.8 L



TThodeEADN, (B 2)

5. BattEEHR
(1) 13 BMEI USSR (v M)

Z v b (SD %, MRS 18 IURE) Z W= 9 7Y R = U ERtEo 13 BRFRHIRE O
5. [0, 3, 30, 300 X% 1,000 (MEDH) mglkg (RE/H) K% Hiarti B E
i STz, BHRE TR OBIERBIIFIX 4 B & S, BT RAZ R 30 IR LT,

FECHNII RO 1 25T 31T, Wb EGHRICE DD TH T,

30 mg/kg (RE/H UL BB GREOIHEZ A B 472 T.Chol @ _EHIZX, ZDOMOIFED /37 A

WZEAbN 72 < | MR CRE N LI T2 2 L b BRI AL & 1T
IphoT,

3 mg/kg RE/ HEGREOMET, BIROFRTE RO ST, RIS L QMK
AL CIIRE N LT, BEFNERITRVWEE X BT, 1,000 mg/kg (E/
H%5ﬁ®%fiuw@@ﬂig®ﬁéﬁvﬁﬁig®@mmﬁ%ﬂt#\fﬁﬁﬁ%
Mk T7e <, BEFERIT WEEZ LN,

JHFFR Az OV R A AL ﬁ%ﬂt@@éﬁi)T72%V%%E&%%%ﬂto

[FIERER ClE, RIS 2Bk < BIERT ROBIEDGED BT,

FEES 13 AR C 31T 2 75 NOAEL) %1 C 30 mg/kg K/ H | T 3 mgrkg
KHEH/HEREL TS, (BE2)

BihZEZREAIE, 300 mg/kg (K8 H UL EE GREORER Y 30 mg/kg RE/ H U\J:j:x’%‘—‘
FEDOHET T.Chol &, HEBEEMMOIK FTENALNTZZ En D, RRERIC
NOAEL %7 T 30 mg/kg {5/ H ., MET 3 mg/kg (AH/H L3%E LT,



# 30 7 v &AW 13 A EEMEEERARRIC I T S i R

G558 i3 i3

1,000 mg/kg (RE/H |« REHEIH], EETEE )

- RBC 5, Ht X

- U UHEE. ALP X U'BUN Lk
. K EH CIHET

- REHENN, Na /K'E B3

* JlOOAE S BN

« IFABREE R (10 f41)

- iR DR (5 1)

- fet kb - il (4 61) KOt
B IRANE (8 1)

- BFRILE  KIREEHE (561,
fEEE (6651, Ml (8 5i)
T OVEIf A VKR (5 1)

* I Y 2 SERD/ NAZERE (5

1))

300 mg/kg (KE/H | - iTHE « JIERE, {TERE

Lk « FOK BT  (REHIIOPIHE], FEAT IR
*T.Chol k&, FUZUEY KKk | - HHIET
ONFFBERRIAIR T - ALT k5
< JRA X7 HEIN < JRA RN, Na'/K' b E5-
o ATl DRt Ko OH % B EHE I, « OOt o OHX T B 0DBE
Rl N OV oD S BB D[ IRt TRY FE b s R ==nz Y]
- FFARBEAE R (10 f31)) . AFHmAEyE T | - AFARRRE R (9 f31)) . Bfyaifimia
IINFEARHEAE 2 DR (5 )
- WBEAZFEAE - AR BB KOV - BamBES - i 1 F) kO
B IRAIE (2 61) B IRAEE (9 )

R KREERE LBD. | - sRTE - KIREERE 6D,
fEEE 260 RO 1 MEEaE 260, i (1 50)
) K ONEIG S A VBl (3 1)

* WAL Y > SER O/ NAZE (4
i)

30 mg/kg KE/H |30 mg/kg (RE/H LI - K EOHE M)

LIk BEPEAT L L - RBC D#2ELRy D

- T.Chol X O'V U gE D 5., 7
BENRIARR KON AIG FEOIE T

« [l S OV RO A &) BN

3 mg/kg A/ H AT A L

a : 300 }2 " 1,000 mg/kg IRHE/ B & 5-EEO1E TR 2t

(2) 26 BMERHSHHER (Sv k) @

Z v b (SD %, MEHES 15 DUEE) Z W97 R = U ERED 26 BRFRHIRE O
BhH- (0, 2. 10 XiZ 50 mg/kg IKE/H) (2 & DAtk ametalRngdhi < iz, st A
3% 31251~ LT,

FETHIE, SRR 161 BERARER) & OY 10 mg/kg (RE/ H & GHEOME 1 4] (B 5aE)
ThHoT,

AR TlE, 50 mg/kg ARE/ HEGHEORET MCHC OIK FAZ bz as,
DR CAIMZ NET AT RN LNIRNT LD, BEFIERORWERILEE XS



iz,

MEAE LTI TIX, 2 mgkg RE/HESHOBETCL KT, TR 77Uk
KR O T.Bil @Jﬁwf HAVZH, 10 mglkg RE/ HEGHETIIWTNOZE(EL A B
RN D, BEICEDEETIIRNWEZ I b,

HEHE X, 10 mgkg {ZIKE/EH&’%L%%‘T“%L SIVZIFRREE R IZOWC, B CH Y | il
TAEAL R CIIBEN IR B NI -T2 Z & D TR OB EIC L DG
FIGEEZ ., TBHEEL XL TRV, 20720, ARBRICEIT 5 NOAEL 2L ¢
(2 10 mg/kg (RH/H EFREL TV 5D, (B 2)

BWZARERIL, 10 mgkg RE/H B 5HEOMECTA B AV R RIZ OV TIEH
E*HF‘;'@ ERHY . Ty NEAWE 13 EME SRS (115, (1)] &0 26 @R

MERERD [11.5. Q)] 1BV THALNTWHITRTH Y, ZnbHo 2 R ER Tl
?ﬁ@{ b BB LD W E&ETY f7x%%§@é$ﬂﬁ§b§%§ﬁ LTWAZ &
D5 ARFRER TA B AV HFHIRER 23 512 K D588 Ll L7, L7235 C, 50 mg/kg
IREE/ H R GREORECHOE, 10 mg/kg (AR E/H &Eﬁi@ﬂ&f‘ﬂﬁmﬂ@ﬂ@wm BNz En
5. A#BRICEIT S NOAEL AT 10 mg/kg (AF/H ., MT 2 mokg KHE/H &% E L
7=

# 31 7 v FEMAWE 26 BHEHEEMEFEEROIC 1) 23T R

P Jai3 i3
50 mg/kg 1AE/H - ViEHE - PiE
AEHB-Glob 43Hi D _F5H- *T.Chol, UV VIFELONNY 7Y+
URNN L
- IFHRaiE R (13/15 1)

10 mg/kg (AE/H |10 mg/kg KE/H LT - FHRMBRAER (2/14 51)

LIk AT R L

2 mg/kg K/ H BT LR L

(3) 26 EFMBmAMEEHAR (Sv ) @

7 v ho 26 BEFE SN EERERO [11.5. )] 128\ T, KE&EEO 50 mg/kg (K
/B #BGREORED EE 2 AT S RIED . CTh - 72 Z L 25, 50 mg/kg R/ H % 5-
BEOTMEFT R A2 MR T 5720, 7 v b (SD &, WS 15 IURE) Z2 W CEY 7Y K
T UPREE O 26 BEREESFE OB G (0, 10, 50 XX 250 mg/kg R/ H) 12 & 2B
DI STz, BMERTR AR 32 1R LTz,

FEBIIE, 250 mg/kg (RE/ H BEGHEOKE 1 B TH -7, WEERFAIORE ORI, 42
N STHPRIRE (R OZMEEESE) D35EIN &5 2 Hivde, FHEGREOEFHITIE,
THUOMBRICB N THHRIREZ R THIIA SN, £/, 13 B AMERERR

[I1.5. (1)1 ® 1,000 mg/kg IR/ H P GHEHTIBNTHBEGITRRT 2 EE /e < 7
PR 2R b I DRI o T2 2 LD, EFHIRETE L EX b,

EFE R TIE, R (250 mg/kg (REE/ H P GREOHERE) . HURER (250 mg/kg AR5/ H
B GREORE) WONIHK, Coid, IR & OMERAR (250 mg/kg (RE/ H ¢ GREOME) OFExt
HEOWINDBHA BT, WTIVBIREEIIIHIC X 52 & B 2 bk,



Tl OVE TR C A DTGB EARIAE L, VRT ATF ARMEICL S EE A 6T,
HEEE 1L, ARBRIZIS1T 2 NOAEL Z ke & ©1C 10 mg/kg (RH/H LFRE L TV D,

(S 2)

B ZEZESIE, 50 mg/kg R/ H - GHEOMERECHTIB~OFZE (INEFR.OMERTH
JRMEREE) BB Z Enn, ARBRIZEIT 5 NOAEL 2 & 12 10 mg/kg (AH

/B ERRE LT,

#* 32 T v MW 26 B EEMEERBROC 1T L BT

!

I

i

250 mg/kg {ARE/H

- R

- PT 2T} APTT O¥fEE:

- o2 L UB-Glob 43> |5

- T.Chol BN LASED L5

o FFRR OV Dk R Ok 7R

O

 JNEEFRUOWERFIRRIE RS (14/15

%) . R C o2 BRI,
R RANE Tt RIS KO
IERERR RN, BRSO
FEBSEZRL, + FERG OB E O
BA, U L EI COTIARMIEAE
W, EBECHEA~ T 7 —
s (g 12/14 F, KERE
13/14 f51))

+ T.Chol,

*
- (REHIMHME] (RERDE K

20%)

- PLT X OWBC o#i. PT 0%

il

UV HgE. TP. BUN,
JREEN R Ca D 5. Alb, A/G
EEONGlu DI T

o R OOHES 2 OFH % BB DR IN
- RO FH R BN
o /NEEFRLCYERFAAE R (15/15

%) . FHgcletatazibs (715
Bl . BIRAE COB IR

4. BERGOREEER, +
TRIGOWEONS A, g
i CcF T —4 L ERER D KON
T (N INIAN- TR QYN
AR, B CER~n >
7—HEIN (HaE 8/15 1], AR
B 12/15 1)

50 mg/kg {AE/HLL
+

o /NEEFRLOWERTRBAE R (8/15

), BRCER~/ a7 7 —
s (g 4/15 51, KERE 4/15
1))

« a2 J2UB-Glob 4yiEi oD _E5-
« FFlE K O oAE % EEEHE N
« /NEFULMERFIIEIE R (15/15

%) . A cletaizitsg (1/15
). EHCEA~s a7 7 —
w115 1, KERE 1/15
i)

10 mg/kg RE/H | FEAT R L AT AR L

(4) 13 :BMFEHSMERER (1 X)

A X (B =7V, MERES 3~5 VU/EE) Z W=7 R = figthio 13 8 saH]
FEOf&h. (0, 12,5, 50 X% 200 mg/kg (RE/H) (2 X A M MEmtatinns 35 S N,
KTHERE KON 200 mglkg (AH/ H B GREO OB (MERER- 2 VUEE) (BG4 T1% 48
M OEIEFBRIA 2GR E STz, BT R AR 33 IR L=,

BT DI -T2,

50 mg/kg AEE/H UL G REOMEREZNRM:, FEHE K& OMRIE UL MDA S 72, 200
mg/kg KR8/ H B GREOME 2 BB E ORI DA BT,

JEEREEEIZ DUV T, 50 mg/kg RE/ H DL BB GHEOMERE 2 g #xt & OEXHEE 80D



A A BTz, £72, 200 mg/kg (KE/ H $5 5-FEOMERE T A & 417 g% Ol 5 &
W T RIS 23T R0 UM AR L a2 o TN 2 &b,
FMEFER DIV EE 2 BTz,

[EIEEAERCIL, ALP @ EFIZOWTIE, B XIFEIEEm A vz, Z OO
PRI DWW TIREAEMHEDZR S B iz,

HEEE 1L, ARBRIZISIT % NOAEL # kT 12.5 mg/kg (KH/H LEXEL TV 5, (B
& 2)

BIWEZEZBERE. 50 mglkg RE/ A DL GREOMERE TR X OFE% E O
WINEEN A LT Z Eb, ARBRIZISIT 5 NOAEL ZHERET 12.5 mg/kg (RE/H & 5%
E LT,

#£ 33 A XZ&HW= 13 BAREHEAMEEMERERI IS T 2 FRET AL

BhE 1 I
200 mg/kg KE/A |+ RV 7 VLY FEOTALP O E5. | - ik, BT T
- EEH R
- ALP 0 |-5-
50 mglhkg RE/H | - WGk, WvE, WU A T
LIk - IRk B OB R ORI | - U 27 Y'Y RO L5
+ IR OOHER B O ORI
12.5 mglkg KE/H | FEIT AL s AR L

6. BHEFHERUENAMEHER
MM ERABRI I S TRV, v T ARDT v b2 T IED AR DN R i
é j/lfc A é o

(1) 92 BMEILAMERER (XR)

~ 7 A (CD-1ICR)BR *%. 6 lfih, WS 50 IU/REE) 2RV 7 U K7 =
® 92 FREHEAEHS- (0. 10, 30 XI% 100 mg/kg (AH/H) 12X DFH AR T2 &
M, AT GEREEMRA) 23 34 12, FMIElERORA A 35 1R LT,

PHRBECETIE, 30 mgkg KRE/HBGHEOME (29/50 ) THER EABALI
25, HEARRAMED 72 <FER & U CHRGITERE L7 P 3588 DIV nr o 72 2 & ) bARS
7R bDEZZ BT,

JREARRR AR Tk, FEIEEMEA LS L C, B2V T, 30 mgkg IAH/HLL B
B/ NE U OERFRIRIE R ORI, 100 mglke AT/ A % 58 T2 BRI (BAA
B K OVNEF TR ZE a2t O 2 B T,

JEFAEZA L & LT, 2 GHEORECITFHBIRIED 2 i, KBGEICIT D3R
5 RT—4 (7.71~23.2%) O _FR%Z EEl-7-, 10 KO 30 mg/kg AHE/ B 5HEOREA
BEPE I3 BT — % O LIRZ NN B D 037%“6% D, AEZHEMRREMIA O,
MEBAETIERDT2Z 0 b, BEICLAHETETRVWEE X LN, —F, 100
mg/kg {RE/H &Efﬁi@ﬂﬂmﬂaﬂﬁﬁim’%@ﬁf WET—Z O ER%Z LAY | AFHRaiEE

(BRIE ) OFABEE O p EIFEEFFEEK (0.051) TholzZ &b, HHOFELE



X b, METIE, 100 mg/kg A/ H 5 58 CHITFAIRRRIEDS 1 Gl Hiv7znd, 51T X
HEBETI N EEZ BT,
Z OMOIEIZ ORI OFABFEITIL, BEIC LD IA LN D o1, (B 2)
BIEERERIL, HETIX 30 mg/kg R/ H DL B GRE CHAMIOIE RSN 2 S iz =
&b, NOAEL % 10 mg/kg R/ H L50E L, HETITBMEIT RN A LN -T2 &
725 NOAEL % s 0D 100 mglkg KB/ H & 5RE L=,
(TSRS 2 EhT [11.9. (2] /)

#* 34 ~ U A& 92 BRIED ANMERRBRIZ I H AT L GEIBIZMERZ)

Beha JAi2 i3
100 mg/kg RE/H | - (REHIINENHI 100 mg/kg A&/ HLLT
- R OFHXT B B HEN FMEATRZ L

- ZERTFRINSE (WIAIAREE) (5/50 ), /1N
ARz e (22/50 f1)

30 mg/kg {AH/H o INEELUPERTFHMIRAE R (18/50 f51)) . /NEERRLL
Lk PERFRIZE i ZEME (10750 B)
10 mg/kg REE/H | FMEAT AR L

#* 35 ~ U AL 92 BRIFEN AMEBRIZ 1T D IR O AR (A

F£%)
‘ s Pehg (mg/kg RE/H)
PERI] NS OFESH 0 10 20 100
JHE e e 4 (8%) 13 (26%) 2 | 13 (26%) 2 | 18 (36%) =
It JHRmAaE 4 (8%) 3 (6%) 2 (4%) 1 (2%)
JFARRaAESS (MY + ) 8 (16%) 15 (32%) 14 (30%) 18 (38%)
FF A e i 0 (0%) 0 (0%) 0 (0%) 1 (2%)
i3 JH AR 0 (0%) 0 (0%) 0 (0%) 0 (0%)
JFARRaAESS (MY + ) 0 (0%) 0 (0%) 0 (0%) 1 (2%)
a : FAERNHBR I itk O 5T — X DR (7.7~23.2%) % L[R5, n=50

(2) 104 BRMEHSLAMERE (S )
Z vk (CD(SD)BR . 6, eSS 50 UL/RE) Z W= 9 7 R 7 = UERtED
104 HFVREFF S (- 0, 10, 30 XI% 100 mg/kg AAEH/H ., #ff : 0. 3. 10 XI% 30 mg/kg
(RE/H) 12K DHD ARG S, BT RA R 36 (2, AL & OHIR
BRANE LR ERE O3 A %3 3T 1R Lz,
100 mg/kg AH/HFGREDMEN Y 30 mglkg AREE/ H #-5HEOME AT RN 23 7

BT,

HIF T, 30 mg/kg R/ A UL B GREORE THAER OB OIS A Bz, gt
HETIE 30 mg/kg ANH/H K GHEOHERE CHHER B O IME 2 7 541, 100 mg/kg
{RHE/ B GREDOIETIIATIE B OA BRNN A b h iz,

PR AR A Tl FREEHELA S LT, 10 mg/kg RE/ A UL EERGREOMETE
ST (AR S, ARt - 22l bAiliald) | ede GEOrEN O 30 mg/kg 14
B/ A GREOMET/INET DHERTRIIAIEAR, P GREO-ET/INET DT ZE a2 M &



OMERIERS . 30 me/ke AT/ F UL FH¢ GREDORE TR HE4AE . 100 me/kg (AE/ H $5FED
TS O 30 mg/kg AT/ H $e 5-HEDMETHURIR A RGO SLom S O, 30 mg/kg
IREE/ B B GREOMEORFFEL « ZERSCAVE ] RS R NS 25 G REOIE TR X
ITHEER HIRDIRZ (KRR, KB HAROKS 7 Ran%) OHINN A v,

JEEZ & LT, IR A OV IRAR A A RIS 23 A BTz,

30 mg/kg (AE/ H & SREOMEDOIFRIERE DI AMEE  (2/50 B1]) 23 FT—4 (0/50~
1/50 ) % Elnl>7=, —J5. 3 mglkg K/ H L& GREOMEOITHIREARAE D7 A E

(1/50 B) 13T —4 (0/60~1/50 B) OFPHNTH 7=, FaHHATIZ L D | I
N (W) M ORIl DI AL A BT A DRI 1o, ZNENLDOH
AR AR (THaiE S - p=0.024, H?%Hﬂﬂ@%% :p=0.019) TH-7=Z L7 5, 30 mg/kg
IR/ B I GEEOMEOHIRIEE IR G L D58 L 2 2 Bivie, JETIE, *HHREE, 10 &
O 30 mg/kg A/ H %k%ifﬂﬁﬁ]ﬂ@ﬂ%ﬂ%ﬁ:% 1 BABITEDS, RIS DFE AL D
HEEIMIERD B o T,

SR EREORECTHIRR AN ERES BIE-+HE) AAbiz, EAMEICEERARE
FABAMED N B AL, 100 mglkg R/ B GREOHETIIEE TH > 72, FIRIEA I EREIC
DONWTIE, AEZET R HEMBEMELAE T otz BIRIRAK LR EO R AAERE

IFWTNOBESRHIBWTHE T —4#  (0/60~T7/50 §i) OFPANTH -7, LLEDZ
k NN 100 mg/kg RE/ A5 HEOREZI 1T 2 HURIR A R0 RS O3 AL O NI
BHIZKDEBLEZ G-, METIX, B5IC X2 FIRIRANE LR EE O AESERE O
i mu&’) LIV T,

Z DMOIESEOFEFE N OFAESEITIL, FHIC LD IA LN h o7, (B 2)

B ZEEE R, 10 mg/kg (KE/ EML&@H@M@THW@ iﬂ%%@##%@
Ni=Z &b, fECIdaohattE (LOAEL) % 10 mg/kg RE/H EE L. METIX
NOAEL % 3 mg/kg K&#/H &3%E L7z,

(THBE R R R 2 ahE [11.9. (] &)
(FUR SRR~ DB B 2T [11.9. B) ] &/

# 36 T v bAEMWZ 104 BEZFEDSAMRERICI T 28T R GEIERIERZ)

e b JiGE i3
100 mg/kg AAHE/H | « (AEESIIHMH]
- IR EE B 0
« FURIRA B R o L@ &
D&
30 mg/kg {AH/H o TR B ek e ) - PREHE NP
oLk - AHAEHEAE o PR B e )

* /NBEFU RTINS
- BRI A BRI S L Dm S

DENN
- BIEENER (R - 2850
KL 5]
10 mg/kg {AE/H < INEHUYEFRERE, /NEF | RRFIEE GHERMERR
oLk OMERFRIRRZE Rz, RRRATL B e - 22 B

R




AEHIRE (R TR,
EEME TSI, ks
A ONER_ RO T-/)an,
RSB ZEIEOEAN)

3 mg/kg {AH/H AT R L

# 37 T v MEFWZ 104 BEZENS AUEEBRICEBIT S
PSS M OVFRR AR A BB R IS D8 A 4K

PSS SR Fehi (mg/kg AHE/H)
i sl NS DTS 0 3 10 20 100
JHE iR e 1 1 1 0
I JHFmAe 0 0 0
o JHFABRaAESS (MY + ) 1 1 1 0
JrEm A iR 0 1 1 1
il 5 JHFmA e 02 0 0 2b
BRI, (MY + ) 02 1 1 3
Aha bR i 1 3 3 7
i:3 AR bR 0c 1 1 2
. Al EREE; (BiE+) 1d 4 4 8*
kiR 7 E R 5 1 5 !
i3 AR bR 0 1 2 0
A R RE (N +5) 3 2 4 1

a : STHERE S ORI CHEZE 2 < . AEHEMEES Y, b« BARNFEBRE Gk Oy
—# (0/50~1/50) %HMiT D, c: *HEREE ORI CHEZA7e< . HEMEMEICHEEZER L,
d: BEZRHAEMEES D, *  MIREEE OB CAEED Y, n=50

7. EERESMHER
(1) E£mBsEHHER (v M

7> & (SD %, 5 lHln, WEMES 24 DURE) 2 W EH 7' N7 = U om0
#h- (K- 0, 10, 100 XI% 1,000 mg/kg AE/H, 1 : 0, 3. 30 X% 300 mg/kg {AH/
H) 12X 240 Jei S iz, B, JECIX 6 i) ARCRT 9 Wk &
e 91~93 HIE, METIE 13 W) HAECAT 2 L OB 2 & TR 7 B
TOHMIT, —H 1[G S, HEEE 5646 91~93 B2, MEFAEIR 21 B ISR
e,

BEM)ORETIL, 1,000 mg/kg AR/ H B GEECRUE, AREEHINE], A OO
et K OE B Bl DN IR OFERT R OB A B, 8 BN Lz, Bl ol
TiE. 300 mgrkg AT/ H % GHECHIE, AU Fh O RN & O A S 1 )Y

(W DR BB DD H3FRD BT,

KHGRE (0. 10, 100 KUY 1,000 mgkg (RE/H) OREZZEhofe58E (0. 3.
30 KON 300 mg/kg RE/H) OMEE RS- E 2 A, HEICKDEGERE)] (RER
SR, WIS, BRI ERFE) XTI REIIA LIRS T,

FRIECIE, AfFEREE, AR IRIRE M ORI R F 172 < . G X DTS
e hote, SR, WK OVEARE ClE, SR HERECERAR Rl 14 PrE UTE




B 14 BrE) OREROFERIKTRA LN, SD 7 v MIBIT 5 HREAEROH
FHNTH D, BEICKDEFITERO Lo T,

HEEE I, ARBRICR VT, BlEMWIZxtd 5 NOAEL %1 T 100 mg/kg (KEH/H ., 1
T 30 mglkg AF/H ., JRIIZRT % NOAEL A Tl & 1,000 mg/kg (A H .,
B Che i =D 300 mg/kg REE/H ERRE LTV 5, (B 2)

BMZERERIL, AR 2BEMWIC kT 5 NOAEL %, 1T 100 mg/kg &
H/H, MET 30 mg/kg IRE/H LRE LT, F7-. MEREOZFEREIZ KT 5 NOAEL %, W\
ThbimAETHS 1,000 mgkg RE/H () KOV300 mg/kg (AE/H () &3E
L7,

(2) BAESARMMREIEEHER (Sv )

HYRZ >~ & (SD . 1138, 23~24 IWRE) ZHAWZEY 7Y K7 = R o5
OG- (0, 3, 30 XI% 300 mg/kg KH/H) 12X 25BN EE S iz, BeGHARMITAT
BR17T B DMtk 21 HECTE L, —H 1[G L=, R Fo) IXEAD M SHE,
i 22 BN Uiz, REEV) (Fh) 13 Z2550ALE UIRIROBIZR 21T -7,

REh (Fo) TlE, 300 mg/kg (RH/ H & GRECEREHINMG], BEEEOMRD . Higo
stk N OVFE e B Bl ONZ it R OV oD sk B B D Al N MR R D ek N ONFEI k) B 8
AN R OMERT DD DGR HiLTc, ih7e TREOBIZE T, FrAisE ok
IR OVEFRE (£ 0 H) OBUIMERIZGED Hivie, HREGE, ieRie & OWEE R
REIZIR G L AT b o T2,

AN (F) Tk, 300 mg/kg ARE/ H 5 58 CAREHEINPNHINE ONZ IRIRBAZ L UG
REOEEIE)N T HH7-, 30 mglkg R/ ARGRETH AR 14 H OBIE CIRIBEIZA D
PEIEDR DTN A BT, Z ORI ORISR O BLRICITEREN R E < BT
BREBEHbDOEEZ Lz, HAR (Fy) OfTEkRERd, AFHeE) (RER, =
AR, BER) . FIRAT AL ONESSER (11 #ipE) ik, REICK2EBIIALNR
otz BEMW) (F1) OFRRFTRIZIW T, 300 mg/kg R/ H £ 5-8E TRIIREE & Hhiiz L
THEE OERIBLOBDO BN, BRFEL ORI (F2) OERBIECRITHEE
WIeoTe Z Edh . AFHREINCREIZ W E B 2 v,

HEEE X, ARBRICEIT 5 NOAEL %, NME O Fy K & H12 30 mglkg (KH/
HERELTWS, (B2

BIWEEZERIL, 300 mgkg R/ H & GHEORIEMREININHE], FECHED
WA, [AEEGEEO AN (F) (SREIIHE], IREBHAORBLRIEN A ST 2 &
5, R KON Fy B35 NOAEL % 30 mg/kg (8H/H & fE LT,

(3) HESHHR (Sy M)

T >~ b (SD SR, 12 #Hin, 38~39 IL/EE) MW =7 Y K7 = O]
Bo¥E (0. 3. 30 X 300 mg/kg (KE/H) 12Xk BB FEE Sz, HEITERE T
H/v5 17 HETO 11 AR, —H 1 BTz, £HE 23~24 ILA4HRE 21 BIZZ2485E
R LSRR LTz, 7% 0 OKEE 15 IEOREM % B IR0 S B BERLZ IS IR L 7=,

HEh (Fo) Tid, &&GHECHERRINCM IR EEOBD A L7, 300 mgkg &



/B BSOS IR I B ER D RIEN OMBEE R 34 B AL, SRR
VAR TGN ONZ g ORI O B BN A DAz, AR, S iiefRie & O
BAIRRBICHR G X DB TR b o T,

FalE (F1) TiE, 300 mg/kg R/ H & GHECHZ R GBEl 14 WrE) OREROH
B ER OB BRIEDS P D AVTZ AN, AR VO AR AR VAR e ORI B 13 70 <
S, PIBL OVBRE R EIZIWT S, HICK BT TR D birioT,

BRI KA AR (F) Tk, AFNRE, Rl BEE, Hfbikie, 1Teiikeems
., AERE) (KRB, %H FOEEEL BRI BIRE) ., *AF)?%&UH”“EE (11
TEHEF) ([ZB W THRGIC L DT A Do Tz, PRIV TE, 300 mg/kg (AE
/B GEETRAE E ﬂﬁ“é#ﬁ@ﬁd@%%@il/\ﬁw%%ﬂttqﬁx L CHEILE) -
7o, ERRA (11 EEE) Cix, (EERIBIZISV T 300 mg/kg IR/ H £ G HEOHECTRE
HEDL BB O R BRI DB, Fi EMW)OSFIRET R T, 300 mg/kg K5/ H #
HRECHERBOBEIMMA LI, BRI EEZ BT,

fale (Fo) ik, AEFRRE, AFBIRAE, IR OSNERRAEID, 5L DE
GO NSY WAV

HEEE X, ARBRICEIT 5 NOAEL % R K OME IR & 12 30 mg/kg fAEE/H &
LTW5, (ZH2)

R ZAZERIL, 300 mg/kg RE/ H B GHEOREMIC B AEBR O EN, [FBGHE
DOIEE (F) (S5 14 IrERALRO FA R OB BIER R ST 2 &b, zliift%ﬁ z
BT 5 NOAEL %, FEMWKOWEE L $12 30 mglkg KE/ B L i%E Uiz, AR

D BRI T,

E

5

(4) HESHHR (V9H)

IR X (NZW i, 13~16 JUEE) ZHAWi=E3 71 K7 = et o sl 05

(0. 5, 25 X% 125 mg/kg R/ H) (L AFRATMERBR I S 7z, B HHIRITAT
6 HhH 18 HETE L, —H 1 [EIEG- L7z, IR 28 HIZZHIEAE LFIk LT,

REM) O—IRIE T, 125 mg/kg (KH/ H #5558 CREIR I E ORI 23 74 5
i, BEGHARIRE TR OFEBIBERE I IRRRE & Ll L CHEICE - T2, £, (REHEI
R OMERE BB A3, 25 malkg ARE/ H LA E3 50 CHEMRAFHINC A bz, 125 mglkg
IR/ BRGRETIE. & DICHIROH EEOHMIGRD BTz, HI T, 25 mg/kg (&
Y/ H B G RE TR EM i L & 2 B A IED O O MM OPE I S -8 (1 41)
TR A BV, 125 mglkg R/ H & GHREOFEEM) (1 41]) CTIIROM A
BETEDSZR O B LT,

FRVECIX, RIS AEFRIEIRE L OWELIZ R 13722 < AhEE. IR OVB#
TIZBWTYH, BHIZL A BFITED b oTz,

HEEE 1L, ARBRICE1T 5 NOAEL ;5_» l@a%f 5 mg/kg (KH/H, R CREHE
D 125 mg/kg IR/ H L XE L EFTTEMEITRRO oz LG LT b, (B 2)

BWEERERX, 25 mg/kg (KE/H uiﬁﬁﬁ@lwﬁf{d@tﬁ%uﬁnﬁ% N OMEEE &
ORI LG, ABRIZE T 5 NOAEL #R#W)C 5 mgkg K&E/H, KR
ThemHED 125 mglkg R/ H L5%E Lo, BEAZMHEITERD il o7z,



8. EHEFWE

(1) —AREEIEEER

YTV N7 = OB OFEEREHY M-1 O—SEHERERORE R 2% 38 LU 39

R LTz, (B 2)
% 38 EYV TV N7 = U ORI B
W moER s B | s (fgf i« SR
| RO TSR | R Ef) & (5D BT W)
—ARIRIE RO TBIC 300 : BEGOATH, LEBOR., 4TI
RESARH Mewinth| - <02 || DR NBOMEDET. 2K
St MESER. v x| Gropp | T ’ WL, R TR
i L7 —iER)
BB EY g
e | FPEERVRL (;UZ/;) @ 30, 100, 300 | AL
’:‘;; T hE ~72 | a0 100, s0p | 100300 : F (25~4/5 )
- (5 PL/Hf) T
TIAF VL EE =L wTR o 100~300 : HERIFRIERE (57~75%)
FEIRE R @epopy | |30, 100,300
FUTVILAAER vUA | 300 : WRIONUT b7 — VR
Gpopp | (30 1004300 o (e )
1972 QRTINS 2 Gl || FE « 1~10 : fE—EE T (1 13%.
MFEE K ONVEN 3:21%., 10 : 42%). KEREIRIMT
. BB (8%) 15T
JRIEA X 0.1. 0.3, 1. (13%)
IJ +
% (5 J5) IR 3. 10 « 3~10 : MRS MERE N
- F 10 DAY (10%) . R
- EIRALT BN
z < DRIk L
U |hoEaBES | 106, 105, |10°~3X10% : ABULHENIEF (15~
‘D%,; I | 3% 105 35%) S OEEEGD (27~38%)
(g/mL)
TS| AR | B L
RIS @y | RN 6
BRI | o SR L
B | X DIk OREIER (3*@ IR | 6
A
AT RUFYAC) 106, 107, L
| Loy | W |8x107
% | BRRS (¢/mL)
ACh |z L AL 106, 105, | @87l
R EILE S N
wivrs | e | [sx 09

(g/mL)




w| memEur | wwm | Bb (f‘bf i« SRR
| RO ToE) | R % & (BB BT WE)
RS TR O 106, 107, WL
EI)LE
13 MY e |3x105, 100
X\UE
¥ (g/mL)
?% T B B 107, 10, 3X 105 : #ji
X106, 10
% RSy | [P0 10
e whn|s,
3X10%
(g/mL)
M/ MR RE « 104 1 3T —FUFHEIC XD i
EI)LE 6 5 - T
i J ‘,f % —_— 106, 105, 10 %Mnﬁ%{é ) e
i Mg 4 (g/mL) « ADP #5352 1 2 M MWREEE I D T2
L
-
0 [ A 7y b . 105, 104 PT X ONAPTT (2528870 L
L whn
IRV (g/mL)
B PRE. R EMEPE Hepon S -+ 100~300 : JREJD (20~36%) .
Jik | e g . Cl HiEt-Ede) (25~52%)
>~ (8~10| #M |30, 100, 300 N A .
& o) + 300 : Nat (48%). K" (38%) #ifi:
[0} D
| MR AR _ B OB RRNLC & 2 WEIE A %
KR >~ b
7 " f 1 i eEIR
o CSR) HRAN | 10 AR L
% 39 TEEACHI M-1 O— xS ERTS
¥ WEEET B 5 e ARBRE
7L SEROFERE RS (g/mL) (5RO N
P8 | OV B BhES) -+ 105~3X 105 : fEEdgEY (11~
bis /LT -6 -5 %
ff J : %/ ~ _-— 106, _10 . 20%) .
e ik 3X10% « 3X 105 : BENHE /TR (9%)
A
JIVT KLUz - 105~3X 105 : i 58
. EILE S N _6\ _5\ =
| E o | M e éox 10},)0 3% 10 : IR
AR NN
it |AChIZ K HHEHLT | EALEY b | 5 106, 107, 3X 105« It s B
A i | ™ 30
R | EBEE | FEEHET > - 106, 103, WAL
N 7B 3% 105, 10
1/ MREEERE <104 1 3T —F UFHEIC X D i)
L -5 - il
M £ qi/ ~ —_ 10 \_3><10 %Mnﬁ%{é ) oy
i 1% 5. 104 - ADP 38| L A i/ MREEIZ 1 3528
2L
A
1 - ﬁ/;g&
i 7wk 105, 104 PT OV APTT (T2 L

JIIRTE3




(2) ZDfhDZEEHER
YTV N7 T PR O M-1 OFNFEHERBRORE R 2K 40 KU 41
(R, (B 2)



# 40 VTV N7 PR ORGP R

WA UL s | 85 (f‘bf i« IR
i (=) 0% % & (LB HAT S W)
HHEHEEVER <A 0.3~10 : P (A (semi- solid
(6~10P% | #H 0.03~30 | meal))
pis)
7wk - 0.03~30 : FEHEtE (i)
& 0.03~30
(7 DL/ -
7w b . 1~10 : YeHiedE (E#(resin
Gurogy | T 0380 )
1 X X 10|1:1 X% 10 mgkg K&/ H O ERS-
mg/kg RE/H, | FECIREERIET GHIEEEDRK 2/3)
7w b .. 7 HREIEER#S-|3 1 1 XX 10 mg/kg KE/H OIS
A~sPED | T 1BIT 1 U 3| BECIREERIET GHIREEDR 20%
mgkg KE 2| JH59)
5 (i)
7 hurEUFETT 7k 7 ha vy (0.1 mgkg K, 2 F#%
O EHHEHEELER (5~15 L/ | JEhEN 1 5) 2 X0 BHEHRE RS
pis)
A B el = 4 N 0.2~1 : HRIEES L O FEh50 )
(3~ PL/RE) FIRAN 0.2~1 e
S X +—is 1 B RIS O EE L
(4 PL/Ef) i1
:‘le/[;c&/ E;L )}\ e 1~30 3~30 : fEiGEEN e
A FE AP A 122 HE W A JarT )a—), AFvLU R,
fF1E T T EEE A X pr—_ ) % &) XU ICS 205- 9305DFFTE T
VR @y | " (1 mgfke KE/Mm O 20 45 fEEIRAR:
5) CHEEEEERICEER L
S AR [ A — R—TFH OEB
gégﬁ BB AR — F (3/[;5%1&) P 1 N—FH OiEEh e
7 RBESAFETT) BB
oW EB e H 10
e (VEHAHH)
IR 6DREEEREA - IfEE AR (ECso : 7.4 X107 mol/LL)
PSS B UNAE 23| BTy b —_ 109~10" - EPERE ICS 205-9308 (107~3 X 106
AR (G5 mol/L, mol/L) TF7E TGl IHERIRVEFIE
T (5-HT4 S HEFEHER)
im0t r b= . . |108~3X106 : R 5-HT (2 FEPER
> (5-HT) F58i :E’g‘;%/ o Smj’yimﬁ RS B35 1 F ARSI 3% 107

x4 D 1EH

mol/L) #EFEIT I DU & 47|

5 5-HTs FREWERCH 5 b bt b o DOFRIFEE

6 et (LMMP) FEA




FGE .
H TR
FATE A U B (mg/kg 1k AR

R OFEIH (U9 &) (I G-EDOHENE)

B NS
58 dm

=14

b F 7" R A R AR ctr h=r5HTs KUY Y VT8
FEAITxd 2 1EH EUSRIRO Y 7 RiEATHE
(ICs0 : Z4Z41 1.38 LTV 7.73

umol/L) ,

« =% Dy, Do, B F=2 5
HT:. 5-HTe. 7 FLF U ral,
02, B. LAY M KT GABAa
SARIZBIRIM R ST,

Z v b win | ~104mol/L

F 41 FEAEHY M-1 OF PR

WA U wE | 5 (f;j i« ST
REROFEEE (e~ R ) (PE5-EDRNEWE)
BHHYEHEEERH ~ A o 0.1~3 0.3~3 : PEHfedE (Heik)
Groap | '
7wk 1~10 () : PRt (iiim)
(MRS 5~ | #&0 0.001~10 |0.1~10 () : PEHEdE (D)
18 PU/RE)
A 10~30 : PeHifiedE (&)
(K, B~ | &0 0.1~30
i)
TR 4 ORRBEER sk (ECso : 1.2X 107 mol/L)
RIS FE I 5ot {ﬁijf o | 1078100
BIEN 7 mol/L

9. ZDihnEMHAER
(1) PuRMEELER
D ELEYEF
ENLEy b GUUED IZEY Y R7 = U (0.25 mg/lt) FEV 7V R/ =
VI - IRAT V7 > (OVA) #56W (1 mg/lt) 27 vuA 2 MERT Vas v b
(FCA) L& bICTHE QEME, 5EFE) LTEEL, FRbURE LTEST
U K7 = Wt (0.5 mg/lE) XYY K7 VBt - iy 7 v 7 2 > (BSA)
WA 2mg/llt) %5 LT, 258757 4 7F% v — kOB R E S et S h
7o BHEROSIERRD HiZe o7z,

@ <9IR
~ DA (6VYH) IZEY T Y R U XITEY 7Y R = gt - OVA Z /K2
BTV =T L0 e & HICHEERENE S (10 pg/ft) L, BHIEL, ZiubH R
VB~ ZAOMIETUE LT v MIFERIURE LTEY 7Y N7 = (0.5 mg/lt)
XIFEY TV R = B - BSA @mg/lt) 25 L, =FKETF7 4 7% —



(PCA) FULHIRET STz, BV 7V N7 = U ORI 52 L D538
Lo T,

@ HYFx
Y BIYED ICEY Y R U (1mg/lt) XUTES 7Y N7 gl -
OVA (2mg/lt) % FCA & & bICET#HE Q1 EME, 5E#&E) L, BIELZ, i
S OBMEY X OIME TUE LI-ELEy MIEREPRE LTEY Y N7k
% (0.5mg/lt) LTV TV N7 =i - BSA 2mg/lt) Z##&5- 1L C, PCA K&
KO RILEREEE (PHA) BUSHBGET SN, B 7Y N7 = R o055
(2 R DA EROSITRED BT,

UbXY, £9 7Y F7 =, sUsMHIRR bhpn Ll s n, (R 2)

(2) FREMRBEERIHT 258

7 AT 13 AR (11 5. ()], ~ v X% s 02 IS A
PERBR 116, (1)] KOS bV 104 SR AAERSR [11.6. (] 1250,
FEROSA AR DTV ST = &b, TR RBIFER R IR s
BEFSITS,

® v rD

7 v b (Wistar &, ME-ES 5 DL/HE) (2897 K7 = gz 7 AR 0 #5- [0,
0.4 (MEDA), 2. 10 XiL 50 mg/kg (KH/H, BEK : 0.5% b7 H 2 MEIR] L. ik
e 24 WIS (FHERBR ClImidk s 2 %) 1[0 7oy —2a %2 8L <, AR
R ETEER~DOEE (THEER, I/ YV —2AX 78 F N a—AP450 &
N OV FESEMAREIIERTE ) D et S vz,

R & 12 50 mglkg (AEE/ B GHETT b 70— 24 P450 SO O FEEEY;
AERTEMED LAD B BN, 2O OFMREIEER~DOREL, 7= /7 v EH
— VU ERE (40 mg/kg R/ H, 7 BREIEEN) L0 bRETH -7, FERER [7 H
Rt A5 (0 X% 50 mg/kg (A5/H) . REEWIH 2 1] TiX, 2 TOREHE T,
SIIREE L ORNCHBERZT R LN - T, (B 2)

@ vt

Z v b &AW 104 B8FE AMERER [11.6. (2) ] 128\ T, RO LS
OEE (F b7 o—24P450) K OVENME (T-EROD, 7-PROD K. O* UDPGT) 73HIE &
iz,

KIREERE OE B XEEDO LA 42 (TR LTz,

SR OTEYEIT, 100 mg/kg PR/ H £ 5-8EOMETITAIE L7- 4T O H
BERICBW T, 30 mglkg RE/ A GREOMETIX UDPGT %< 3 MDY %
KB T, FELRENAA BT, R TIE 7-PROD OiEME 5L [F 8RS
HOMEL Y LiEr-oT-, (BIR2)



# 42 Ty FERAWERD AR AEYREEEE OB TTEHED
CRHBRER 1 & LT3E

Pl HT?'?@F@WEE?ZE%% &hH& (mgkg AE/H)
& BT 0 3 10 30 100
F 12 1— L P450 1 0.9 1.0 1.1
" 7-EROD 1 1.7 2.7 5.3
s 7-PROD 1 1.6 5.9 19.0%*
UDPGT 1 11 1.3 1.6*
F | m— A P450 1 1.1 1.3%% | 1.3%
i 7-EROD 1 1.1 15 2.0%*
7-PROD 1 1.0 2.0 32.9%*
UDPGT 1 1.1 1.1 1.3

* . p<0.05, **:p<0.01

@ <wIR
~ U A% WS AERER [11.6. (1) ] 128\ T, O R E#EE O G & (5
k7 m—2 P450) K OYEME (T-EROD, 7-PROD } O UDPGT) HHIE &7z,
KRR OF B XEEO A K 43 (TR LTz,
SEWHEERIEIEIL, 10 mg/kg (KE/ H DL &G EEOMERETIX UDPGT #BR< 3 &
E DI BV TH BRI EZ 7R Uiz, BT 7-PROD OfFM: EH-HA
X bEoT-, (R 2)

#£ 43 ~ T AEAWTRENAMRBRICBIT 2 EREEEE O GBI TEE O

CatefEa 1 & Lt

Pl eSS #h5-5 (mg/kg E/H)
D B3R 0 10 30 100

F 27 m—2 P450 1 1.4%* L7+ 2.2%*

e 7-EROD 1 L.7* 2.6%* 3.4%*
7-PROD 1 6.1 | 12.3%% | 24.6%*

UDPGT 1 1.2 1.3%* 15%*

F k27 m—2 P450 1 1.4% L7+ 2.5%*

" 7-EROD 1 2.1%* 3.4%% 6.5%*
7-PROD 1 3.1%* 5.3%* 9.1%+

UDPGT 1 1.1 1.1 1.3%*

* 1 p<0.05, ** : p<0.01

(3) BMRRRELREIC XIS H7E

AN OBGAZ L 5 FRIREERRIC R T T E LR 5720, 7 v b (SD R) ITEH
7V NI o WA 14 B REEERSFE DS (50, 100 X200 mg/kg {KH/H) L, 7=
J23vE S — )L OPER &l LT, FRRIRA~ORE G ST,

100 mg/kg RE/HUL EHRGRER T = ) SV E X — LV FREBHTHI 7 n Y —ADF



1% UDPGT iEEOF ELR ERANEO LN, (B 2)

7 v MZ T3 KON Ty DILHIREZFRGAIAR T S5 X o k25 & UK
TERE N TFEARA~DRHTT 4 T 7 4 — R\ 7 ¥R L v i TSH 723 5L, ELRR
AR FRIEGERIAET H 2 &N HILTW D,

F7o, M Ts KON THIREOIKTIL, JHF 7% 2 UDPGT #F5IZ X 5 Ty ODREHHE
MDTCEFIC L VD Z LBMBENTND, (B 2)

10. ANTHBIT55R
EYTY N7 = UEBEKF &=y & A NRESEAMER S Tung, BERAR
RIFERI & LT BHERTR. #F Ly AST, ALT MOW-GTP O E5-Z A4 5 iHERERE O
(ZEYEDN A SN GEIESEIIO TS 0.1%A050) JSETEICE - 726 b s ST b,
(& 5)



. B g
: ﬁ’&;ﬂ’]ﬂ’%%l_om
(1) BIEEMHERIC DT

BREIEC OV CIE, FE IR E G S, WInbEEORETH L Z L
ME, BV N7 o UBEITERIC S - CRIEE 72 D BIEHEIEII W EEZ Bz,

(2) BERMSEMHHERIZDONT

AMERMEIC OV T, 7 v FE VW 13 B LN 20 26 38l O 5388 NS
A X% N 13 O F GRS e S v,

WTNORBRIZIBN TS, Em i IITE A b, IFEEORM, Al
R, RFETH-T=, £lo. 7 v N CTIEBIEL OB B ~OR 28 ONZHREE D& 1)
HONTZ, T v BTIEZ NG OFMAT RITHEZER A DAL, Ml bk U TRz
BT,

RHEWHETAONZEETL, 7> MEAWz 26 B OTRHIRE D B GREROICk
% 10 mglkg R E/ B EG5HEOMEOFMIER CTd Y . NOAEL (% 2 mg/kg {AH/H T
b7, HEZOWTIE, AL YT v F & vz 26 B EROIC VT
10 mg/kg (AHE/ H OAETHREGIC L 2 2EBITRD Shen-oT,

(3) EBHEERUENAMRERIZ DT

1B R MERRBRI L SEE AL TR,

FEININEIZONTIEL, v T AKDNT v M W3 BRI E ST 5,

~ 7 A% AWZRBR T 100 mg/kg R/ H & GREOMECIFIIEE (RE+H#E) o
SEAHEEDEIN LTz,

7 v FEBAWERBRCIL, 100 mg/kg (KF/ B G EEORECTRURIR A0 ERES (TRIE
+HIE) OFAESENEEN L, 30 mg/kg KE/ H BeGHEOMECHHIEELS (MRIE-+HE) o
FEAHEFE I LTz,

W OB TG A bV IS (BE ) [2oW\WTid, CYP2B 7 FFEDs
EIEChH D 7T-PROD JEMED EH LR~ ZDORER YT » hOMETENZ & B3
([11.9. @ @KURB)]) ENnTEY., 7=/ 3 eX—AHOFaE— g2 OhEM

DR S T8, MO L DRI L EETE 2o 7z,

Fio. Ty M CHLNTZHRIRAN ERES (BE+HEE) (2O T, 100 mg/kg K
/AL EOEGIZEY | BT UDPGT OIEMSGEISHEINT 2 2 L avdlE ([11.9. (2)
Q@KU ]) &nTEY ., AFERIZIT 5 HRIEA N RIS OR AL O, T
Fr % UDPGT OF5E, TsOREIHEMOTTHEIZ X D1 TyREDK T, ZiUlft
IR TEE N N TAEA~D R T T 4 77 4 — K3 ZHEDME SR, if o> TSH
IREDHIN L7z 2 ST KV IREBL L 72 ATREME DS IR S 4T,

B, TV K7 o UK & o TRIE L 72 D@ mm TV 2 &b,

O OIRGEORBUIIERERHEHRFIC LA D EB X b,

A R & W= RE OFMRER N FE i S TR0, EERERBROFE RN D, T v
N7 a7 7 A NERLTWAZ E, 7y MRV 13 HEEHaMEREERER T



A ONTZFNEFTRILT » MCRRAZ2 L O TN Enb, A XITBIT D EMEFHN~
077 AMET7 v MERAWEREOBEERBROMS R ESBICTE 5 LB L,

HOIEWVHETALNIZZEL, 7 v M W& G550 CA B 2 IR Z
FAFHIIENEZCH Y . 1T LOAEL 1% 10 mg/kg {A5/H, i< NOAEL /X 3 mg/kg &
H/HTH-oT,

(4) EBAEESHHERICONT

AEFERAETENEIC OV TR, 7 v b E AW RGN 2 E 8 U7 3 5B (EatEaRsn,
JEPERN S O L GakliR, 2R3 EaklR) KON 30 2 T2 38 AR F ek S5t =
iz,

F v k&AW ATERERER T, 1,000 mg/kg A/ B FGREOMEN O 300 mg/kg &
) H B G HEOMECYRTE, AR R ORI, BEEEOBDENGRD Hiv, BiEh
WiZxtd % NOAEL (34T 100 mg/kg {KH/H, T 30 mg/kg K&/ H Th o7z, WM
DEFEREIZXTT D NOAEL 1TV biemHETH S 1,000 megkg (AF/H () KX
300 mg/kg KHE/H () ThHo7z,

JEPER R Oz AL 53R Cl. 300 mg/kg (AREE/ H & GHEORFEMI AR BRI,
BrAEVSEC RO, REGREOHAVIARER IS, IRBBIZRA A D, REW)
KON Fy HEl iﬁ“é NOAEL /Z 30 mg/kg {A5H/H TH - 7=,

FAEFERERCIL, 300 mg/kg RE/ H B GHEO BB B REBN %, R GHED

FRIZIERE 14 Dra AR O EA LU EBIEDR 2 v, RE K ONEEIZ 5
NOAEL (% 30 mg/kg A5/ H T o 7=, (EETEMEITIA HNRDN- T2,

U Y X% AW RAFMERER T, 25 mg/kg REE/H DL B GREO RIEM) CIRERE N
%fnﬁ%l | S OMBEE RV D3 A B, RT3 5 NOAEL 13 5 mg/kg (RH/H CTh o7z,

FRIE TG L 2 BEIIERO T, JRIRICxd % NOAEL I3xmHETHDH 125
mg/kg KE/H Th o7z, fERTIEIRA LR -T2,

2. BEmEEEZEFMMmICOLT
HEEEEOEEIC VWb Er b= 4 (5-HT4) ZHET A=A N THHEY
7V RIZOW TR AL R B & 520 L 7=,

HENRERBR ClX, F 0TV 7Y K7 = UERE O HARE 0% 55k (3 mg/kg KHE)
IZBWT, V7Y FOD Crax 1% 0.005 pg/mL, Tmax 13 0.41 B, AUC 1% 0.00413 pg-
h/g. X M-1 @ Cmax 1% 0.003 pg/mL, Tmax (% 1.08 I, AUC 1% 0.0207 pg-h/g T
botz, 5 T2 FiEth £ TOERP~DOETT TV NEOMGEHY M-1 OfHERIZ, &
HED 16.03% CTH -T2, BA~DEY Y K7 = UEREORERE 0K 535 (4 mg/kg
(RE) 1IZBWTC, Y7 U RO Crmax1E 0.13 pug/g, Tmax 13 1 . AUC 1% 0.731 pg-hig.
R M-1 D Crax 1% 0.016 pg/mL, Tmax 1% 1.7 B, AUC 13 1.348 pg-h/ig ThH-o7-,
Beh 72 H#Fﬁ”&if@;ﬁéﬁqﬂmo%%f) RE O M-1 OfdititR, &5
26% Th-oT-, fEHANZBITHEY 7Y K7 o U EEOHERRO#S. (F9 7Y K7
VIR & LT 5 mg) Tl Crmax (% 30.7 ng/mL, Tielt 2 B, AUC IZ 67 ng-

h/mL. TH-7=,



PR T, 'Y 7Y 7 el (1mgkg RE/F) 4 1 H 2108, 3 HfH®
flfE OG- Licilr e, =97 FEOREM M-1 1%, %51 ~3 B&AICHHBL OV NG
DO SN, BA E IR ISR Shien o7, 7o, Bligooid, €97V
N3RS 2o 7203, R M-1 1348 5- 1~3 BRIt S nie, £2, Fitnro
E, BV N3 E T, A M-1 3RS 12 B0 DB 5T 24 I
Mtk E Chitisniz, BICEH 7Y RV 2mgkg RE/H) 21 H 1[H, 3 H
s O &G L3 BR ¢, 97 Y N3G 1 ~5 B E O CRibi S =2, &
AL BB OV MBI DWW TR, #8865 1 B O A Siviz, & M-1 13, fiP, HE.
R, Bl VNG TR G- 1 B ORI Sz, B 7Y RIENZAR ORI (35
& LTI M OVFOAILHICEY 7Y REFZENRENLL EOERERHR LN D,
jzgﬁéﬁﬂ:@k?&i”éﬂéﬁ%%ﬂ@ M-1 25 ~—h—& LT,

(BT DACEHRRBRI LI STV, FOFERBRICBWTEY 7Y RER
n%ﬁ@ M 1 2SS CRIBREE R S 4, FrIZB B O TIEAE M-1 D403 &
NizZ &int, R M-1 13 10%TRR 2 2 TH 2 TREMERN @V 25 2 7,

F7o. @MW M-1 13~ U 2ZB1T D atminliRic sV, LDso 23RN #EG- Tl
EH Y FEY B> 72D8 (K 1/2)  FRIRNE G- TIEEY 7Y FED &< (1.8 %),
KREBRENRNST2Z E0E, R M-1 OFMHTEY 7Y FERBRETHL EEX
7=

bz Ens, 11 & Trﬁﬁ%@%f ;t EH 7Y REOMGEHY M-1 E3RE LT,

Y7V F‘ﬁi‘/ﬁ&iﬁ 1%, BFEEEEERRICBO TWO TN B EEEORERIE O T
WD, T ARKOT v bW AR TR OSFIRAR A R _E R 12 i
BEOFEDFRD BV, T b DIEEORBUIFEREH T IC L 2D THY | B
BREETHEEZ b, LR - T, B 7Y REOREY M-1 12 oW TS —
HERE (ADD) ORREMNFHETH D &ML=,

YT R 2 AR ORFEFMEREROR ) 615 6107 NOAEL Of/IMElE, 7 >~
2z Wiz 26 BB O AHEOIFHlafE R 235 < 2 mg/kg (KH/H
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