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MbaE A CTHD =97 K] (CASNo. 112885-41-3) (2O T, @M fHESSL D
AEIRGE AR RS 2 AW TR AR AR 2 e L7z, 56 2 i~ DUGETIZ Y 72> T
X EY 7Y R 2 R A H Ry & 5405 R 0 GA CRR 7 e RE2 %)
DORGEIRGEAGR R B, 2 FIW T BRI M OB ABR DO BGE ST T I THRH &
e,

P AW REBRAGREI L, EEhRE (T v b, A X, L, B BRON), R (R
). BiaEtE, AEE (vU R Ty NEROY X)), fiAMERENE (T PR X)), 3
WA (T AKOT v b)), AFEREAEENE (T v MRV 3) | KB B O3l
AECTH D,

FFER AR O T TN ORI O TS, v T ARNT v &
U2 DS AR I Z 30 TG S OSFR IR A e B I O3 AEDSRD L=y, T
5 ONEEORBIIIERIGERMETIC L 2O THY . MENMATET S B2 6T, Lz
Mo T, BV 7Y RITOWTEIFFE— BEIE (ADD) OENFIRETH D &l sz,

BFERBRFE RS . 1 TR S E L, V7Y FEORE M-1 L3%E LT,

KRR OERN LA LN EEEE (NOAEL) Of/MEIX, 7~ b& - 26
JE A ERER OB 1T 2 HEOFHIIERICEES< 2 mglkg KE/H Th-o7z, L
L7226, 7y MaefAnizL o EMo 104 BERES AMRERCIE, 26 S MEER
R & [FIERIZITIRU 3\ TIFRERR A~ DR EER A B TE D . U5 < NOAEL 3 mg/kg
(RE/H DR E STV D, Z OISO OW IR G- ER S22 LIk
HESRITFRD NI oT= 2 b EYENERBRORE RN 7 > M TIIREHIHERH D |
MECIIMEL V SRS AFIDOREEZ T D EEZBLNDN, JHHla~OFEIIMET ~ N Chk
WINTWDHZ &, £, 104 BHFEPES AHEERCIX 26 BHFHEMEFEHRBROL D b
HEDONEIV/NSWNT LG, 104 BREZED AMERER TS H417- NOAEL 3 mg/kg 1A=/ H
ZAFIDO NOAEL &% Z L8y Th 5 &l Lo, ARBRTIE, HEZ-SUV T NOAEL
PEHN TV i hdEtERE (LOAEL) 10 mglkg (AH/H] 23, SRMEhEERER ) & I X
ML D SARNIOHEZZIFIZ< WEB X B, 13 WX 26 HHHaEEERBOICE
WTC, 3 XX 2mglkg RE/H OB HIZ L HBITRED AL TV RN L | HETHEDLN
72 3 mg/kg R/ H % /4D NOAEL & 2739 Z LIXAHETdH D LIl L=,

UbDZ ENG, Ty MMz 104 HEZED AMERERD NOAEL 3 mg/kg {AH/H(C
LARfREE LT 100 (FE7 10 R OMAARZE 10) Z5H L, ADI % 0.03 mg/kg (K5/H (£
Y R UiEE L0 ERELT,
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. BRSOk
M4 ' TR
¥4, : Mosapride

. 24
IUPAC
4 :4-7 X /-5 mra-2-= hF-N-[(4-(4- 7 VA r XU P0)-2-F LR Y =)L) A
FNUR AT IR
¥4, : 4-Amino-5-chloro-2-ethoxy-N-1[4-(4-fluorobenzyl)-2-
morpholinyllmethyl}benzamide
[ChemSpider]
CAS (No. 112885-41-3)
s : RUXT IR, 47X /-5 mr-2- hF N4 [4- 7 rd e T e =) A
FN]-2-FENT 3 Y =/ A TF V]
#4, : Benzamide, 4-amino-5-chloro-2-ethoxy-N-[[4-[(4-fluorophenyl)methyl]-2-
morpholinyllmethyl]-
[ChemSpider]

(&3B) V7Y Ry = Ui
IUPAC
#4, 1 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)

. HFR

Co1Ha5CIFN3O3s (=M 2, 3. 8)
. HF=E

421.9 (P2, 3. 8)



6. BER
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K\OH:iC\/ 2
H
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Cl

7. FHRBMRUERIKR

TV 7Y N7 UEEIX. AR VEBREATARVAT I NMEEWE 7 o meiE b
L7=bOT, LB EEEEIR CH D, (B 2) BN THEONC Y = L il L T
7Y RE LTINS, e =24 (5-HTy ZHREZFIIE LT ACh % b <+,
BIGOEIB ZTERICT D EE 26N T05, (B2, 4, 5)

AT, Y7V R = Ul KRz A2 &3 2 NAESEEPA AR ST
Wb, o, BHERGE LTA Xo EEEE (BLO 168 S iz
P9 BACRIR L NEM-OUGEZ B9 L L=V 7Y K7 = Bt KR o B0 793 & 72
TS, I, SOMRMLIZISIT D 1HEEEREREIR ~ odGE ) 220U IR &
LT, 2015 TV 7Y KT = UBRIEZKFI O 1% B GRS TV b, (B2, 4
~6, 8)

WS T, BAERS E L COER SR TRy, (BHR 2)

Al AOF—E OEEREEK T ICME S BRRIROUGEL BN E LTS Ko
VBRI A GGy & T DRk AR G RN OAGRHFE DM T 2 LI JBAST
BENOEY 7Y NI 2 AR E IR DM ERE SN b D TH S, (B 8)



1. REHEICHRLIMEDOHE

AFHIlE Tl B ORISR TE AR G 2 2T Y 7 FOmIEICEE
DEBRHAZEH L, (B 2~6)

BB L, YT R U v W TER SNz, £, SHEEyEReaER
(X FH TV R 2 D 7 VAR = VDGR % 14C Tk L 72 S o (LA F Tearbonyl-
UCIEY 7Y R U] L o,) ZHWTIER ST, BENEMEIREE X O
FEVIRHIZIB D 3N GEITE Y 7Y N7 = BRI LT a2 R LTS,

T 53 PRI B ORISR 2 I 1 M ON 2 1R LT,

1. EYEREEER
(1) EYEERR (Sv k) @

7w b (Wistar &, HEXIIHER 3~5 UU/EE) (Z[carbonyl-4ClEH 7Y N7 = Ul
SATFEREERE Y7 N7 = U 2 8 ORG-S TERIRIN B G- U, SihesiR )3 52
M S vic, AR A L 1ITR LT,

* 1 7y bW REYEIREAERICIS T 5B

e peny | PR . . hE .
i o N S A, AABRIE
I 14C T 1 MR, PRt
SR, AR, DR,
T e | R - O 10 ggj%%;ﬁﬁi%@jﬁﬁ
101 e 100 A B
v MERE | HAR - SRS 1 I AER R AL
\Y 1 21 A - BA&E 10* MRERRIRAL . AR IR, PRt
B | e | I RO 10 LA
VII ik HiE - RN IS 2 IR N5
VIII MERE | 7 AR - OGS 10* I AR

o —HYCY OfFbE, T A M-I OWTHEIE

® RIR
a. MIFFREHTS

FRERAE T~ VIIL O mAE-RREHERR D e ST,

FEHEMEL R DI BN RE R T A —Z W NTEF 7Y R 7 = et R OMEH M-1
DIRFE DIMBNIE T A —H %57 2 O 31TR LT,

[carbonyl-4ClEH 7V K7 = R O #e G GUREE I~11D) OmEOKEHE
PEEEE L, W PNOREGEICEWDTHIFER U Toax 278 L, Tig ISR 22751372 <
THRIEDOR D E IR LT, Cmax XY AUC 13858 Z T B LTI L7223, 100
mg/kg REHEGEE GREREE IID) O Coax [TEGEDSOTFHE L 0 ORE T L, Tie

(o) 131 GREREED KOM10 mgkg RERGE GRREEID L0 LED-T
WETIE, —ABMEOI 27~ LTz, Cinax X ONAUC IIRIHEEBEG LTEEL U k&<

L 7Y N a2 e,



YTV R UEREOERNEREICHEZEARE S, (B 2)  FEGT SRR
U R = U FBefR 0B GRE GREREE VD) OFH 7Y R = RO Crax Tz &
CAUC ITHEE Y bMED TR E D oTo, —J7, R M-1 O Crax XY AUC 13t X
D HIEOTRREpoTz, LEDZ &G, B OEG%O M OBGHEE, £
BTV R = R OGE) M-1 OIREZRITIIMEZES RO bz, (B 2)

[carbonyl-4ClEH 7'V R = U EEERAERR D& G GRBREE V) OlalE 5% 0k
SHEMEREE X AR 0 B G- S RIZFER OB b 2R LTz, &G0 1 REHEE ORREE
1% 21 HiMZ@ U CRE—& (770~1,350 ng eqg/mL) ToH o727, KlEl 50 24 I
% DOIFEIL 6~7 [l 5 F THhRA ML, £ 120ng eq/mL (12 L7-&IFIE—E L
otz RAERAERER: GREREEV) D AUCo24 (8,220 ngeq-h/mL) (%, H[EREH
5 GREREEID @ AUCo-.. (6,460ngeq-h/mL) ([ZiTVMETH Y . BE72ERIT
HoIehoTo, (B 2) FEREHEREY 7V N7 o VR R G GRER
BEVIID DY 7Y R o UEEEREICBOTH, MERGIC X2 R BRI
o t-, (=M 2)

# 2 Ty MIBITDLUCHRREY 7Y NI o URRER 5% OB T A —X

SRR B G BhHa BRI Cmax Tmax Tz (h) AUCo-w
- [ (mg/kg {AH) (ng eq/mL) (h) | off | pHH | (ngeq-h/mL)
I HAA] « #%0 1 iz 111+25 1 1.5 | 6.1 529
II 10 JAiE 1,410+218 1 2.1 8.0 6,460
e | 2,070£216 2 2.7 7.2 13,100
III 100 I3 8,650+477 1 3.7 5.7 81,700
I\Y B[R] - R 1 Jii3 09 | 44 697
A i3 1.8 | 36 1,280
V |21 HF# - &N 10* JAiE 1,230+263 | 0.5 34 | 149 11,000

=AY OfhE

% 3 T v MBI AIEEHERRE Y Y R = U ERtE R 5% OFYERE R T X — X

SRR SR BhHa BRI Cmax Tmax Tz (h) AUCo-w
" - [k (mg/kg {A7) (ng/mL) ) | o | pH (ng-h/mL)
VTV K7 = PRI
VI B[R - 801 10 Ji3 44+17 1 1.9 151
il 788+175 1 2.8 4,100
VII | HiE - §#ik 2 Ji3 04 | 1.3 449
N il 0.4 2.6 1,747
VIII | 7 HfE - &0 10% Jii3 47+4 0.5 2.0 162
il 739+124 0.5 3.3 4,945
) M-1 R
VI HAF - 20 10 Jii2 277+35 2 1.5 1,063
il 149+27 1 1.8 500

* o —HY20 ORE5E




b. IRIRZE

[carbonyl-4ClEH 7'V K7 = RO DS GREREEID) EEMIRNE S GRERRE
IV) ® AUC DL 20 BRH ST EHEE D SA 4T XA Z 8V T 4 —I1 3T 93%.,
PREEIER D s S B S 7 EHEE O MILEWINERIZHET 95% CTh -7, (B
2)

OG- RN G0 AUC Otk 3ivbHI SNV K7 = UEsHERZAL
RO FT AT T 4 —1X, HET 7%, T 4T% ThHo7-, (SHi2)

PR OFEF ISR [11.1. (1) ®)] 1281) Dlcarbonyl-4ClEH 7Y K7 = gt
BARIRR 1 36 5 96 IEIZ DRI PRI S | IRINERITD 70 < & b 40% & HEE STz,

@ o

RS E R E

FIBRHE T KOV V OREZ 36V TR S OSSR BT E MR EE DS R S 7,

HAIR] M OSSR GRS 1T) 2 I M OSER P IRE 236 4 KOV 5 IR LT,

HAF G I DAARR TR 1T, T2 2 C oM CImAEP R & 5s LT s
1 R ez s U, i, &g, B0, B OVINGF IR TR o> 10 %
PLETHoT-, ZO%, MFRPIREITR ORGSR & & HITIKT L, 5 96 Rtk Tlx
g OVE g 2 R CREGRERR . (ERERAR & LTI 0.1 pg eq/g i3k mL (Z4H
W) Kk 7eotz, (B 2)

21 HREOKERGRECIE, okl 1 RIS 31T 2 ML OSKERR HIR A 1, B
Pe G LIRIERRE T - 72, 24 B TIIA T ORI E S M P IREDK T & &
HIZHED L. 168 Itk TIXHURAR K OKREIRE BRO TlREiRE O 1/10 LU R O
Lol (B 2)

o

2 AUC (10 mg/kg IRED# H#5)/ (AUC (1 mg/kg REDOFHIRAE ) X 10)
3 AUC (10 mg/kg (RED#EA#:5)/ (AUC (2 mg/kg (KRE D FHIRPE ) X 5)

10



x4 Tv MIBITH UWCERSTY ) 7 o Ut HERR O 5% 0
Mg fe OSSR S MEREE  (ug eq/g X3 mL)

it e H% 5 (h)
A 1 2 4 8 24 96
JIIRTES 1.10 0.52 0.38 0.22 — —
1% 1.01 0.48 0.33 0.22 — —
N 2.75 1.31 0.84 0.31 — —
it 6.73 3.85 2.49 0.93 — —
Kk 2.51 0.99 1.24 — — —
R 4.29 2.22 2.43 — — —
JHehk 18.0 9.21 7.70 4.87 1.60 0.51
ik 13.4 6.78 4.80 2.09 0.40 0.23
mlE 10.4 8.75 4.90 2.38 0.43 —
B 13.5 14.9 3.56 0.64 — —
/NI 14.7 8.84 5.34 1.78 0.09 —
A 1.42 0.82 0.55 0.19 — —
JEN 1.30 1.18 0.84 0.32 — —
— PR R A

x5 Ty MIBITDLUCHEHREY T N7 ARERAER N 5% 0
(K OSRERR P RETE R (ug eq/g X mL)

s 7 HREE | 14 HRERE 21 HHE 5% (h)
24 WK% 24 I§fhlt4 1 24 168
JIIR{3 0.09 0.11 1.18 0.20 0.11
14 0.07 0.07 1.05 0.13 —
Lk 0.06 0.07 2.25 0.12 —
it 0.12 0.16 6.85 0.26 0.13
KEk 0.42 0.72 2.53 1.37 0.86
HRR 0.80 1.78 5.18 2.49 1.28
JHEh 5.33 5.45 23.0 6.88 1.49
T fik 0.92 1.11 11.7 1.78 0.97
Al 0.62 0.76 10.9 1.50 1.00
5 0.15 0.08 18.9 0.16 0.06
Nz 0.33 0.22 16.1 0.44 0.21
i — — 1.20 0.03 —
HER — — 0.57 0.07 —
— : PIEAE RS A
b. 2BA—+SOFTS5T74—
AERIE L IZRB T 2HEROKRGIZEY | 24— N T VAT T 7 4 —IZ X DN
R S i,

HETIE, &5 1HRFIRICIE, A OB ZFR < 13 & A & TOMRBIT IS
AT L T2, 5 48 IFfRITR I, TR, XS ONHA L NA A D SIS 7S
SN LSNT, 12 A EDMITRE SR otz —J5, METIE, &5 15

11




[#11% TZ < ORI BEHEE I L, JEE 5720 | R ORI b oAl LTz, £z,
FAAR IR IRE X VO D Em o T, (B2)

©)

O P ~OPEERER )N T S 7=,
BA[A3 5- 96 HFEI% DR K OFEFHRIER 2 3% 6 1R L=,

Bttt

ABREE I~V ICRWW T, HEES U < I3BAERE A B G SUT BRI RNS G2 DR &

10 mg/kg (REEOBRRE OB GRFCIE, MEREE $1285 96 IRtk £ TITR IR B
HIEHEYE (TAR) OF) 40%., #EHIZHI 60%235PEI S 72, 1 &Y 100 mg/kg (KE
OHERE O GRE (DA THRBEOFER TH -7, (B 2)
FAEFGRE Tl ARG 24 K2 ORH R OFERPRIERIT, 2208 40% %
UK BB% TIHE—ETH Y, HEERGRFOYEIR S IRIFER Th o 7o, Fof&dx - 168
Wi £ Tl BEHEEOIZ L A EETHRRP R OSEFICHEt SN Z, (BR 2)

#£ 6 Ty MIBITDUCIERTY Y K7 = R A& 5% 0
$e5- 96 B DR 1 M OFEHRPEIRR (% TAR)

< e 5% P Jii3 i3
- [Ak (mg/kg IAH) JR # R #
I 1 40.5(38.4) | 59.0 (54.1)
II B[R] - f21 10 42,6 (41.7) | 57.3(52.8) | 38.8(37.8) | 59.4(51.8)
11 100 43.5(42.1) | 55.9 (47.6)
IV | HEl - §RA 1 44.8(43.5) | 53.2(48.7) | 33.8(33.1) | 63.1(1.6)

() @ &5 24 Wk O PakER

(2) EYFIEHR (Svy b @

@

IZFRERCH -7

MRS

NRAEFEEL T » N (Wistar &, 1t 3 VT/ERAL) % VT in situ/L— 7752 L U [carbonyl-
UCIEH7Y N = VB AT LE O (B, + 2160, E5AIERS) 1285
(10 mg/kg (RE) L. &5 4 K& & TOREMLIZI T DWIDERDRET S a7,

+ZFE L — 7 B EOK) T0% I S 4L, AFIA i LD G Lo &1

& EWRINESNIRInoTe, (BR2)

@

a.

et 2 A AR O 5. (10 mg/kg (REE) L. fHik. B K& O
ENNCEFT A — T F T T 7 4 —Z470, KR O

5%

fafg - lIEA~DFBITE
HRZ > & (Wistar 5, 4545 19 H, 3 PL/RER) (Z[carbonyl-4ClEH 7Y R/ x>
AU O HERE MR EE DM

BAARE R ORGSR AR T IR LT,
b1 K2 OfR L FRIREE (8.10 ug eq/g) 13, REEMAOIMFERIREE (2.13 ng eq/mL)
DI 1.5 EEVRE Th -T2, A - RICBEID DINE, &, A OER T,

12

I
U

o ZEAG R ONEIGNFE G- Tl £ 45% % OV 40% 03I S, B2HIiEE

SOBATIED R S iz,




ZNENVMSEFIRE DR 4, 1.5, 2 KO3 fE5mE <. IR TITN 6.5 f5EVRE Th-
7o 65 24 Wfit% ClE, BRI HRE B S- 1 R OO /10 L FIIK T L7, =E
B DK IR IR EE L2k 2 FE OIS ALTZ A3, M FARE Tl
(ZIRIT A LT R 3 A BT,

YA — T UFT T T 4 —TliE, 5 1 RRERRORIEO 2T HSGHEMENFIEY)
—TH BT, #8524 R ORRIE Tld, HLERNBE T OB FGHEMED 2~ B,
R ORI A D N2 o T, (B 2)

* 7T WRT v MIBT S UCHESREY T NI = U R Q5% O
FEARHHETEMEREE  (ug eq/g XIE mL)

. BG4 (KR i BG4 (KR
FH . 24 HHR 1 24
i #E 2.13 0.11 HRE 8.62 0.23
Lk 6.47 0.17 Y 3.54 —
Jiti 9.71 0.24 T 3.29 0.19
iliL 22.4 1.99 JiR I 2 3.10 0.26
ik 13.4 0.84 JiE 4.62 0.23
B 13.4 0.42 S 6.19 2.07
/N 16.4 0.95 Yk 0.82 0.26
FLIR 13.9 0.84
a: MBI 3VL/REM,) (MBI 9 DURER) . — - HIE(SHEBR A

b. ELi+~DFITH
737 v b (Wistar &. 3 VE) (Z[carbonyl-“ClE47"V R = Ut 2/ O 5-
(10 mg/kg fAHE) L., FEpEIRERERD FEhi 7z,

(M3 M ORI T OGRS DI ENRE T A —F 2K 8 IR LT,

FLH RS TS 1 BFREIAIC Cmax (7,310 ng eq/mL) (ZEEL, MAEFIRE (1,490
ng eq/mL) DK 5 5 Toh > 7o, EAVLIRE, FLH IR AP IR AT s L TR R L,
Ty ld 4.4 B CIAEPICIBIT D Tie (2.7 i) L0 K& ot ZHHDZ Lk,
BORGHICBIT DIH TP ~OBITIRENT-, (B2, 7)

#£ 8 AT v MIBITF S UCEGRTEY ) R/ = U BIER O &R 540D
IRBENIE X T A —H

- Crnax Trmax T2 AUCoco
(ng eq/mL) (h) (h) (ng eq-h/mL)

ik 1,490+221 1 2.7 6,100

it 7,3101=993 1 44 43,100

@ Bt

JRAERE T » & (Wistar &, M 3 /) (Z[carbonyl-4ClEH 7'V K7 = st % B

[Flg OG- (10 mglkg RE) L, ARG S Hu7e,
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G- 24 Wit &£ T2 TAR D 40% 23R skt S, %5 72 BEE# £ Tl
I AT% DR HEI S 7z, RIS 3% 5 4~5 B IR E 7o 7=, Z Rk
BRICH T DIRHPEEIE (%TAR) 1%24% Th o7z,

512 IRefitg & Lz L7 Bt 2 BIOERE 7 ~ o+ F8ENicE s (0.1
mg eq/VL) L7c, R R ORF~DOEIERIZZENZTUR) 33% L TN 16% T, £ 50% D
AE 23RN S (R 26%TAR I2AHY) . TR 2% T 7=, (PR 2)

(3) EWEhReEER (1 X)

A4 X (B—Z7)VHE, MR 3 VC) (Z[carbonyl-4ClEY7"Y) R = it & BAlalRR 0%
5. (10 mg/kg AE) L., JEppsEhieatings e S 17,

TBHEMEE R D ERMENEE T A — X W ONCFES- 168 FF% DR M O PR 2 % 9
KO 10 1R LTz,

M3 BEHEMERREL D Cmax 1359 1,000 ng eq/mL T, MAEHIREIE —ABIEOR 271
L7z, B/3T7 A—=ZZIMEITA BN -T2 (R 9),

#5168 IR t% £ CORF XL OFERHEER (%TAR) 1&, ELEI 21% 4% TN67% T,
MW IHR BN -T2 (3210), (B 2)

£ 9 AXIBIFDUCHEFHTY ) NI = U HERR O &S5 O
SRYENHE /R T A — X

PR Cmax Tmax Tz (h) AUCow
(ng eq/mL) (h) ofH BrH (ng eq-h/mL)
1t 1,120+ 164 1 4.3 14.0 9,780
i 1,000=27 1 4.4 15.9 10,300
n=3

£ 10 #5168 Bl DR R O PR (%TAR)

PRI PR E
i 20.4 65.6
i3 21.1 67.7

n=3

(4) EpEhResEiR (YL)

v (=2 AV, Ml 3 V0 (Z[carbonyl-4ClEH 7"V R = Feth & BRI O
#5- (10 mg/kg fAE) L., @R 3 S e,

HERHENEIREE OFEMENE T A —Z NG 240 Kifil#E O R K OFEPHRER 2 3R
11 fOF 12 17x LT,

MAE A EHEPERREE D Cmax 12 2,000~3,000 ng eq/mL T, IMAEHHE L —FBHEOM
DER U, K/NT A—FICRERMEITA LN - (F11),

e 5 240 FEEI% DR R OFEFPEIE (%TAR) 1%, A1 60% K N 27% T, M
AN Te (FR12), B 2)
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F£ 11 YPUTRITD UWCHERT V7Y K7 Rt E R O & 5% 0
HRBENEE /N T A —H

PR Crnax Tmax Tz (h) AUCo~
(ng eq/mL) (h) ot BHH (ng eq-h/mL)
Ji3 2,940+1,170 1 2.4 10.1 14,800
M 1,980*=1,310 1 3.0 114 11,700
n=3

# 12 155 240 BB OR T R OFETHEIER (% TAR)

PER R £
Jii3 58.6 26.2
i3 61.2 27.5
n=3 (L n=2)

(5) FEWEhREEER (4)
® RIR

A (RIVAZ A FE, 3 FH, {AHE 150~200kg) (2, TV 7V K7 = Eeth A
ZHEEEHIREORS (V7Y F7 Uil LT 3mgkg RHE) L, MiEFOEY
7V R RO M-1 OZWENEE N T A — & D3t S iz, sV TRk 7 v~ ~
777« BT DEESHER (LCMSMS) &AW T To72,

Y 7Y FEROGE M-1 OFEWEIRE ST A—Z 2K 13 1R LT,

TV TY RIE, W5 15 051% WIEEREUR) (226106 Si, 55 15~45 5531%
[CRKNIREIZE LTz, ZO®%RIECOITIRT L, #5452 &I 3 B 1 i, #&5- 4 FF
X2l cERRA (0.001 pg/mL) K& 72 -72,

R M-1 13, 5 30 pEIC2f) B S i1, EO%2H & HIRIEE Uil
IREZMERF L, 5 24 Rfit212 3 Bl 2 I CEEFRSY (0.001 pg/mL) A& 7o 7=
N, b 8 Wi ERIRAR & 7e o7 1 B3RS 24 BRI ERIRA B 2D
& (0.002 pg/mL) 2SfRH N7z, (ZH8)

#13 BTV U N7 = Rt EANR O & 5144 O3MEhRe N T A — X

HIEWE R (ug/mL) Tmax (h) AUCo (ug-h/g)
YU R 0.005%0.003 0.41£0.29 0.00413£0.00185
G M-1 0.003£0.001 1.08+0.38 0.0207%+0.00658

n=3
@ %

A (RNVARZ A FE, [, 3 BHSERE, (AE 150~200kg) (ZEH 7Y R g
HEHIE 2 EnsRfR & s (V7Y R Ut s LT3 mgkg (AH) L, #5451
B2 IC BT DY 7 U FEOREY M-1 O mnset S i, s
LC/MS/MS %W TiT-o7=,

YY) ROBEX, F=5H (1.01£0.15ug/lg). FHF—H (0.65+0.31ng/g). #FH_
H (0.59£0.08 nglg) KON (0.17+0.03 pglg) T, RWT, FEUE (0.041+
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0.015 pgl/g) . /N, FEENE, JPliee. PEShEC. AES. MW, oLl 4% (0.001+0.001 pg/mL)
DNAER T L, FHRIEERIRT AR (<0.004 pug/g) Th-olz,

R M-1 OBREIT, Tl (0.1420.02 uglg) & O¥EE (0.03720.003 nglg) T
<L ROTHEE (0.015+0.006 pglg) . /M, SEIUE., (O, Rl 5. i, 5
B, M4 (0.002+0.002 ug/ml) ONEIZIET L, #HA, BEN KOS =B I3E BIRAAR
iiti (<0.004 pglg) Th-o7z, (B8

ORE: i

A = 3Eh e [11.1. O) @] 12\ T, HEMERERD FEM S iz,

#5712 iR £ TORMOFEFTHRM R AR 14 (TR LTz,

JREPA~OHEEL, Y7V RS 24~48 B, ) M-1 23 &5 12~24 #F
Mg mdEtt 2R L, &5 72 FFEE & COYRRPRPEIERIX, Thenis
D 0.36% K% N 0.64% TH 7=,

HhA~OHRIET, BV 7V RS 12~24 BRI, ) M-1 23 &5 24~48 B
MzICRERttEZ R L, &5 72 FFE% E CoEpdatitRiLx, 2n2h&k580
11.77% K% O 3.25% CTdH > 7=,

Be 5. 72 BEEt: & TOR KL OFEF~DES 7Y K EORGE M-140Ok PR, #
HED 16.03% ThH-71=, (BIRS)

F£14 BT HEV TV K7 = fptGBRE OG- 72 FRE% O
PRI OFEF R (BRI xtd 2 %)

HIEWE SR £
Y 7Y K 0.36+0.02 11.77+0.44
Rt M-1 0.64+0.21 3.25+0.59

a8 1.00+0.19 15.03+0.20

n=3

(6) Eyaresiz (&)
@ IR
B (77 vy NEL, EBHE35R) 12, V7Y N7 o U fiEfRI AR eI L D
[EFRGRE NS (B 7Y K7 =gl LT 4mgkeg AHE) L., fEhoxs7Y
R = Rt e ORI M-1 OJREE OSREIRE ST A — X 3Rt Sz,
FY Y N7 U R OMREI) M-1 O3ERE T A — & %23 15 1R LT,
YT M7 UBREE, 35516 9% WIEEREURE) [22fh bt S, #&5-1
IRF2 1T Cnax (T2 LT, £ D% IRAIZIREEDME T L, $5- 24 et 12 3 il 2 451,
Beh A8 WFIZ I IX A f CERIRA (0.004 pglg) K& a7,
R M-1 1%, #5- 15 %I 2Fl bRt S, 85 2 RIS Crax 2 LT,
ZO%, RAITIREME T L, £&5 24 FERIZIC 3 B4 1 61, $5- 48 Rifftkic 2T
EERRS (0.004 uglg) A &7 o7z, (B 2)

4 M-1 OEITEY 7Y FE LTHE
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# 15 BICBIT 27V N7 = U HIRRE OB 5% DI EIRE T A — X

HIEYE Cmax (nglg) Tmax (h) Tz (h) AUCo-. (ug-h/g)
Y7V K7 = U fth 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 (MT 7Ly N, ME MEROESSES 100, BER G ME150) (ITEY 7Y
R = PR AR T K 0 HEREIR A& s (B 7Y Rl e LT 4
mg/kg KE) L, &5 1 FEZICBIT 2 7Y K7 = Ui OMRGE M-1 O
AR DR S 4T,

TV N7 o UBREORE, g (7.3 uglg) KOVME (7.0uglg) THE<. &
VORI, i, R, OB, EL RERG. AR ONIE (0.15 nglg) DIRITAKL 725
7o A M-1 OIREEIT, i (2.4 pglg) LKOVENE (1.1 pg/g) Tri ., IRWT/IME,
g, A, iR, oOiER. mAE (0.11 pglg) . A (0.039 nglg) X OMERA (0.027 pg/g)
DIAIZALL 72 oz, (B 2)

@ et
B R EyghreREr (111, (6) D] 123\ T, PRGBS SEHE S,
#5120 K2 DR K OFEF R A 2R 16 (TR LTz,
JREA~OHEIE, Y7V F7 = UER MG M-1 & b 0~12 K

(ZicEdEiEE A R U, 5 120 R ORPRREEIERIL, 22580 1%
MR B5% THhoT,

FHA~OHRIX, TV 7Y R = U N O M-1 & I8 G- 24~48 FFili%
(iRt E A R L, &G 120 R OFERPRRIT, 228D 16% 45T
5% TdH o7,

5120 FEfEIE O IR L O~ ORI, 58D 26% Th o7, (B 2)

# 16 BlcBIIAEY 7Y K7 = o E B O&R5#%O
PRA R OSSR (Be5-EI2xd 2 %)

HEWE PR %
EY 7Y NI Pl 0.3£0.1 16.2+0.6
R M-1 5.0+0.4 4.8+0.4
a3 5.3+0.4 20.9+1.0

n=3

(7) FEWEhRestEr (N)
fEHNZBIT 5T 7Y N = UBIEORERR O (7Y N7 = UBREKY
& LT hmg) Tid, 0.8 K] TIAEF Crax (30.7ng/mL) (22 L, AUC i 67 ng-h/mL,
Tz 1% 2 FH Th o7z, &5 48 R ORPPRIERIZ, £ 7Y Rz flis LT
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0.1%. FERHY REWIM-1) L LTT% Th-oT,

MIEH 37 FEARIT 99%., iR 3.6 kg, &8 7 V7 7 A% 80 L/h Th-
oo B U RO WL, & UTUHFBT, 47 v a0 DV EoRiff, Ziuc
e AR Y VB B NLOBRER OV B B 3 NLOKEMUIZ L > TIREF S D, (R
FIF L LTCYP3A4 THD, (B3, b)

(8) EWENREHER (2 VNV BELDFEEM)

7 v & (Wistar &, MERES 3 IL400), A X (B —2)VHE, BE3PL), v (W=~
AV, BESPE) KON (B3 A) HsEO ML itibE & [carbonyl-14C] XX Ikt
e 7Y R g (1 pg/mL) OMEXIIMIE S o~ 7 fEERPBET SN, £
oo NIET V7 XY (40 mg/mL) KON\ ou-BEtERE & > 73278 (1 mg/mL) (22T
b [FERICIRET S T,

FBHIR T2 X VNI REERER ITIOR L., (B 2)

#£17 YTV K7 o UEEOMIEXIIMEE Y VB L OFREEE (%)

St gL e YIRS bSO (%)
(ug/mL)
Z v ML 93.5
N A XM 95.0
1O BRI WL . 96.6
NIE 99.0
NMIET VT v 96.9
Nou-FetpE 42 o T 93.0
FEEFAE A Z v b InE 2 () 93.4, (M) 94.9

(9) KRR (v b)

Z v b (Wistar &, WEHE) (Z[carbonyl-4Cle4 7V K7 = UEeth 2/ 0 #%5- (100
mg/kg RE) L, AREEER i <7,

PRI M OHEE RIS 2 X 1 1R LT,

EH Y RZFEE LTI DO, iUk LR VBB LD
AL R O P B 3D AI I L > TR SN L EZ b, BR2)
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l CEHTSY R
OH3C\/O NH, OH3CvO NH,
OO0 — (O
\L R M-1 \L R M-3
o oHSC\/O NH, 1o OH3C\/O I NH,
" R M2 CRE) M-4

X 1 T MBI EYTY ROHEERHERREE

(10) REEER (v b 1 XRUHIL)

7w b (Wistar &, MEEER 3DT), A X (B —7 U, MERES 3P0) KOYL (=
7 A Yv, M3 VEKOME 2 PC) 12, [carbonyl-4ClEH 7V N7 = R4 0#&% 5 (10
mg/kg RE) L. #&45 1 R O M OREMIIR L QN IR & OFE T OREWIIREE
HIE Sz,

@ miFhHHEY

FEMFEIC T 2 PR DIREE 2R 18 1R LTz,

7y NORETIE, REW M-1 eV 7Y R VEEED 2 52, R
M-2 eV 7Y K7 =B D 0.63 5 CTh oz, 7Y N7 =g, R M-
1 KO M-2 OIMSEFFRREEHE I SO 2EIEIL, ZEh 18%., 35% &N 11%Th
ol METITEY 7Y N7 = UBEED R 2 < IETHRGHEMEIZ 5 5 %15 1X
73% T, IV ETH -7z, MOTY 7Y N7 = U ERIEOEEIIHEOR 4 5, 1%
B M-1 ORFEISHEOR) 1/4 T, T v MBI DT IEENRO b,

A XJ OV TIE, AR OGP0 BT, (G M-1 OJRE
134 XTIXEY 7V R UBRED 1.3 6%, YL TIE 124 Th-o7,

Ty b (), X (ERE) . v (MR IRV T 4 OREH M-1, M-2, M-
3. M-4 S S, ZOREITWToEWRE S M-1>M-2>M-3 XX M-4 DJIE
T, TEAHHIIM-1 ThoTz, (B 2)
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* 18 KEWMEICEIT D UCIEGGTY 7Y B2 = R A& 5% 0

AP EHIRE (ng eq/mL)

KAMWIRE (ng eq/mL)

MRS

d| M YU R
DR | e (ng eq/mL) 4}\7 i e M-1 M-2 M-3 M-4

T IR
5y |t 1,480 262(18) | 524(35) | 164 (11 54 51
7 it 1,540 1,140(73) | 1409 | 46(3) ND 23
i3 1,120 296 383 38 26 40

A X

i3 1,000 265 335 35 23 39
. i3 2,940 524 867 432 44 32
i3 2,950 599 725 494 65 34

ND : ST, () @ BEHEEREISS 5%

@ RERUVEHKBEY

PR O GERE 2 2 19 1R LT,

n=3 (H/LHfEDIr n=2)

WTHOEMFEIZIB WD THIRPNOITES 7Y R = UBRENIZ E A SRS
L BEHEMEO IS I B S, RS ORI TGO B

ofz, Flo, WTHOEWREIZIBW T HREHY M-1 DIRED R b &> 7,

FPOMRBWEE (%TAR) TiX., 7 v FOETEY Y R R EE MO
1/2 LIF. 3 M-1 OIRENHED 2% THY . T v bOEFREFMOMEL LIS
DIONT, A X O LTI, FERRE ORISR E 227513 A B o 1z,

(& 2)
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* 19 KEWREICET 5 “CHEGTY 7Y B2 = R A& E5%0
R R OFEP R (%TAR)

. AR (%TAR

sy | 1 |y | RIATEE | CAMIRE R
(%TAR) C M-1 M-2 M-3 M-4

T TR

e Jf;é 42.6 <1.0 16.4 4.2 6.5 3.2
Sy £ 57.3 9.1 9.8 2.9 4.4 <1.0
” SR 38.8 1.2 13.2 3.4 5.9 3.3
3 59.4 22.2 4.6 1.8 4.1 <1.0
e E 20.4 <1.0 8.1 1.0 <1.0 <1.0
P # 65.6 33.5 8.9 3.0 3.8 <1.0
i SR 21.1 <1.0 8.4 1.3 <1.0 <1.0
£ 67.7 32.4 8.1 3.7 4.3 <1.0
e E 58.6 1.1 19.2 9.6 5.2 <1.0
o £ 26.2 3.4 2.8 1.4 1.9 <1.0
i bR 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 : EERHEMEORIEIZIZ, 7 v b @ B5- 96 i, 1 X @ #5168 IRffitk, WL @ Be5- 240 IFF
MBEOIREOFER OGN, Fo, EIIREORIEIZIX, 7y b A X, YL b bichs 24
B OR, 7 v b &5 24 BRI, A X 85 48 I M OYWL « &5 72 % (M 1 pT
13 120 K5l OFEMS VSN,
n=3 (P DI n=2)

(1 1) KBEAER (in vitro HER)

WERED T~ NIFR 7 v Y — Ll & VT invitro (RERRBRICBVWTC, 7Y K2
T UBRIE S M1~ R STz, Y7V R 200 pmol/L (&) #s
IEF ORI M-1 ORI, T 397.9 pmol/mg protein/7), T 55.7 pmol/mg
protein/5yC, HEDTTBMEL U T RE@E D -T2, ZORESIGIE, Y GHIBEE A SKF-
525A IZ X VBHES, V7Y ROMRBIZBITHF 7 o—24 P450 ORI /RIS
nic, & 2)

AT F 7 v— 2 P450 FEN Y >3RI (lymphoblastoid cell) HD I 7 1
V—LERAWT, B0 FREICBIT5EY 7Y K7 = U OMREHEESTIR D, Al
BIHEY T R = U BIEORBNIE 5925 b7 v —24 P450 43 FEIZ OV T
SN, ZOFER, BV 7Y K7 = U81%, 5 FO 5 TR S 412 23 1ML CYP3A4
MR HEW E2VRENT, EIRIEE A ERREI M-1 Th -7z,

Fiz, F N7 v —LP450 53 FREGEDIRL D 14 A\OANFI 78 Y —LEHNT, £
Y7 N7 o U BRI ORERENE L F k7 10— 4 P450 4y R BAIE OENEEOFE
BTz, 7Y N7 = B ORENEIL, CYP3A4 DR EAEE TH LT
A M AT\ D 6B K UIENE L OB R < (FHBMREL : 0.97197) . CYP3A4 23EH
7V R = R OREHCE G35 Z LavRE T,

PLEXY, =9 7Y Ry g, NCIiEEIC CYP3A4 IC L Vs ns &2 0
nic, &H2)
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2. ZREHER
(1) BBHER () O

A (BNVAZA AR (), BNAAZA AR ONFL (M), 4~5 2 Afn, (K& 108~
200 kg, MERER 2 BE/MEAR. 18R xHHRRE GRBR 1 -, 38R 2 1)) [V 7Y ko=
VIBERRZ 1 A 218, 3 HREPRHIR DS (7Y R U d LT 1mgkg 1K
/) L, BHEHIREGK TR L, 2, 3. 4 HOF 4 B, SIRBRIR SHEOR G/ T
1 HZIZHBW T, MR oed 7Y FEOREY M-1 ORE %2 LC/MS/MS (2 L0 JlE
L7z GEEIRS : 0.004 pglg), [FMRDOFERZ 2 73 CHME L7z,

B O 7Y REROME M-1 OJRE%

20 LUK 21 IR LT,

[F5% 1]

YU RiE, RIS TREBEGHET 1 KON 2 HRRO2 RS, 3 HiX Tt 2
BRI S A28, 4 BRRICITER CEEIR AN & 7o 7, /MG ClIsRiE b
BT 1 HBICREERN D, 2 BRI 2 EE B Shizns, 3 HLLIBIT&EATE
BRI & 7eoTe, A, BB OB TlE, Bf&R G/ T 1 HELIKE, 2R TE
BRI CTH -7,

RE M-1 1%, FIRIC W TRIGEEGHET 1 L0V 2 B OEEED bR S =3,
3 H LI TR CEBIRFRN & 2o T, B ClIRER G4 T 1 BRI A
5. 2 BZIE 2 RSB SN2, 3 BRI ER CE BRRAAAM & 72 o 72,
/MG TR G T 1 BRI 3R GRS 7223, 2 DRI E AR CE &R
A & 7p o Tz, AL ONENS IR BG4 T 1 BRLURE, 2ER TE 'R T
o,

SHREETCIE, TRV TERIBARH CTH -7, (B 8)
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#20 BT HEY TV R = U ERERIA 3 H RS 0B G% 0
AR Y REROMGEY M-1 ORE (uglg) O

HIEYE HEA% | oG A (H)
1 2 3 4
EFYZUR | A | <0.004 <0.004 <0.004 <0.004
Jifig& | 0.035+0.013 0.0140.004 <0.004(2) | <0.004
~0.005(2)
gk | <0.004 <0.004 <0.004 <0.004
Bl | <0.004 <0.004 <0.004 <0.004
/Mg | 0.012+0.007 <0.004(2)~0.007(2) | <0.004 <0.004
K& M-1 | W | <0.004 <0.004 <0.004 <0.004
JHl | 0.027%0.015 0.008+0.004 <0.004 <0.004
i | 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 OV AR, ERRLLT 23Tt 3# i TR L7,

O : BHFE

[F5% 2 ]

n=4

WY RE, BB TR GET 1 kO 2 BRZROEER)G, 3 HETIE 1
B BRBH S22, 4 BRIITSER CEERAARN & 2oz, /B TITEi S
BT 1 BRI LEERNDS, 2 BIRIZ 2 A DR SNz, 3 BELEIT&FERTE
R CE

BIRAURNG & 22 o7z, A, BIBAONEN Tl B 54T 1 BRLIRE,
BIRARI TH -T2,

A M-1 3B C W TR G4 T 1 OV 2 R OREES | 3 HiZ T 1 {#
B SNZN, 4 BRI TERRAARN & 2o, Bl Cldmfd G544
T 1 BEORMENG, 2 HRON3 HRTIXENTh 2 i b Shvizis, 4 i
TIEAEARTERRAAN & e o7z, /NG TR G T 1 BEEO 2 fEiE 6, 2 H
KO3 A TITENTH 1 EE D S22y, 4 AR TIEaEE CE SR &
I o, R L ONENT T, Sfd& G4 T 1 AR, SR TERERARM Th o7,

XHREECIL, B TOMMRICBW TERRIRM CTho7z, (BH8)
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# 21 FZBTHEY TV M7 = A 3 B kR 0B 5% 0
YU REROMGEY M-1 ORE (uglg) @

HE W | MR | RGPS ()
i 1 2 3 4
£ Y 7| A | <0.004 <0.004 <0.004 <0.004
UBN Jifig | 0.029+0.013 0.005 <0.004(3)~0.007 <0.004
Bhie | <0.004 <0.004 <0.004 <0.004
MRS | <0.004 <0.004 <0.004 <0.004
/M| <0.004(3),0.006 <0.004(2) ~ | <0.004 <0.004
0.006(2)
R | HA | <0.004 <0.004 <0.004 <0.004
M-1 fHlig& | 0.037+0.013 0.01120.008 <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)
MRS | <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 SO AR, E RN T &2 5T 513 TR L7,
O) : ik n=4

(2) ZBHR () @

HBORVAS A R, M 45H, KE 557~690 kg IZEY 7Y N7 = U fetEfli 2 1 |
2108, 3 HEFHRRO#%E £V 7Y R Bt s LT 1mgke KiE/A) L, #5608
BART, AR 514 K O 54T 1 ISR BRI L 7= 3Lt R oe 577U R RO M-
1 DAY LC/MS/MS (2 X filE Lz (E&EIRSY : 0.004 nglg), [FRRORER%E 2 2
T3 L7,

LT OTY Y REORGEY M-1 OFEE 423 22 KO 23 IR LT,

[F5% 1]

V7Y RIFWIEHEGED DEEE ST 72 Btk £ ORI TRER ERR
KR Th o7, 3 M-1 13RS 24 B O S, Rl 54T 6 IR
BITHEIEE (0.008+0.002 nglg) % Li-th, BikRGHT 24 Bt LA 28k
CTEBMRAAM & 72T, (BHRS)
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#22 FICBTLEYTY B = PR 3 B H iR O R 5% 0

HtHES 7Y REOMGEHY) M-1 OJRE (uglg) &

HEE V7Y KR R M-1
P 5-BRAART <0.004 <0.004
WIEHE 54K | 12 | <0.004 <0.004
24 | <0.004 <0.004(1)~0.007(3)
36 | <0.004 0.006-0.001
48 | <0.004 <0.004(1)~0.009(3)
60 | <0.004 <0.004(1)~0.007(3)
AT | 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 RN, ERIRALL T 23T a3 TR LT,

() Bt

[F5% 2 ]

n=4

YU RIIIEHR G- 12 RER% D D RSB GHET 72 FFE% £ CO 2R S TefEE)
EERAAG Ch o7, 1 M-1 13, $GBMERTNTIE &AM Ch - 7223, gl

HHRT 12 Kl b AR TRt S v, i@ G/ T 6 Rkl

B (0.013+

0.006 pglg) Z LTI U, st 50T 36 IRl AR S EI AR CE SRR A

Elpotlz, (BHRS)
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#£23 HIZBITHEV TV K7 = U EatafiA] 3 B E5EHR 0B 5-5% D

HtHES 7Y REOMGEHY) M-1 OJRE (uglg) &

HIEYE TYTY R e M-1
P 5-BRAARIT <0.004 <0.004
WIEIEE G2 | 12 | <0.004 0.006-0.002
24 | <0.004 0.008-0.003
36 | <0.004 0.01020.004
48 | <0.004 0.009--0.003
60 | <0.004 0.009-20.003
&G TR | 6 <0.004 0.01320.006
T[] 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 SO RN, ERIRALL T 23T a3 i TR LT,

() Bt

(3) HEHR (B) O

B [T 7Ly R, 4~18 i%Hin. KE 387~510 kg, 3 BH (ME, MEMR OVEBHES 1
50) MR ISV Ry U RA 2R L —B 1 (8], 3 HHsRHRE N &G (£
BV K7 Uil LT 2mgkg (RE/H) L, MR OEYS 7Y N7 = UBRIE R OMR
# M-1 OFRE%Z LCMS/MS (2 L W llE L7 (EEFRS - 0.004 ug/g) .

n=4

BHAFRTP O T N7 = UERE R OMGE) M-1 ORE 423 24 [TRLT=,

YT R BT, B G 1 RO REERDO B O S, &5
3 H1& CIIAHE DB KON 3 Bl 1 Bl bR Sz, fmofkeh 5 & TITAHED

B TR S 7=,

TR M-1 13, Bt 5- 1 BRI OB IO BIRENI A, /IME R ONENIO 3
B 1 BT S vz, it 3 XU 5 HIR T, BN E BRI ThH o7,

(S 2)
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# 24 HWITBTLHEY Y N7 = RS 3 ARk 0 5% 0
MY 7Y R o RN O M-1 OFREE (uglg) O

— wrromn E;/é( A, N E
W | RSt AE (R)
1 3 5
Frfiee 0.134 0.020 0.014
. X ik 0.02 <0. )
Y R EJHJE@ 025 0.004 <0.004
C Nz 0.009 <0.004 <0.004
T PRI o
A 0.006 <0.004 <0.004
RERs 0.026 <0.004(2)~0.004(1) <0.004
Frhiei 0.035 <0.004 <0.004
R ek 0.023 <0.004 <0.004
R M-1 /NG <0.004(2)~0.011(1) <0.004 <0.004
A <0.004(2)~0.008(1) <0.004 <0.004
il <0.004(2)~0.009(1) <0.004 <0.004
() : BB n=3

(4) %BHR (B) @

B [U7 7Ly FHE, 3~11 5%, (A 432~520 kg, 3 88 (. MEMR OVEBIES 1
58) MR ICEY 7Y Ry U RIERR 2/ B 0 —H 18], 8 HIFFREIRE 05 (£
V7Y Ry U S LT 2mgkg (RE/H) L, fHEkFOES 7Y K7 = R R O
H M-1 OFEEZ LC/MS/MS (2 X W HIE L= (EERA : 0.004 pglg) .

BAAFEH OEY T N7 = R R OMREM M-1 ORE A 25 IR LT,

EY Y R RIE, &G 1 BROSEROSARI TRt S, ks 3
KOs B TIEAE COALEITHRIH Sz,

R M-1 13, ke 1 BRI OVB g D258 NS/ MG 3 FIH 1 61Tl
Mz, Bkl 3 Vs HIETlE, 2N ERRER A Ch o7z, (B 2)

# 25 WITBITHEY Y N7 = Ufidh 3 A &k 0 5% 0
MY 7Y R = RN O M-1 ORE (uglg) ©

AT e Rt b2 H ¥ (H)
1 3 5
Ji sk 0.357 0.024 0.012
o e sk 0.061 <0.004 <0.004
AT 0.024 <0.004 0,004
T TR
A 0.012 <0.004 <0.004
HER 0.038 <0.004 <0.004
JiThsk 0.046 <0.004 <0.004
Mk 0.039 <0.004 <0.004
R M-1 /N <0.004(2)~0.013(1) <0.004 <0.004
A <0.004 <0.004 <0.004
HERI <0.004 <0.004 <0.004
() mbisik n=3
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(5) ZBE~Y—H—
T RIENCHEOFREE (32 LT KOFEoALILFIcEy 7Y REFH
EINENU EORENA N2 b, FEEM EHEE SN D M-1 2 E~—7
—L Lz, (B8

3. Bt
Y7 K7 = OB IR T 2K FD in vitro KON In vivo iRBROFE R %
R 26N LT, (BFR2)

# 26 V7Y N7 UREO&EEEIERER (in vitro XN in vivo iXBR)

in vitro

b BOER & i
18 )% 22 8% 28 | Salmonella typhimurium 78~5,000 pg/plate (=S9) (X33
R TA98, TA100, TA1535,
TA1537
Escherichia coli WP2 uvr A
Yt (R FL g | T A =— AL AKX —fififsk |8.75, 17.5. 35 pg/mL (— =i
by CHL/IU #fifa S9)
50, 100, 200 ug/mL (+S9)
In vivo
AEH Y SIES & i
MR | v U A (ICRR). B 750, 1,500, 3,000 mg/kg A (E3i

H, HilRE A e

EREDEBY | invitro KO in vivo DB mEMEFRER OFE RITHROF D 5T
WINBEMETH D Z b, YU K7 o UEetE N O3 M-1 134z & - TR
L7 DlnEtI eV B2 B,

4. 2MEMEER
(1) 2HEMEER (Z9R. 5y FRUTAX)
KRBT 5TV 7Y N7 B0 EERBROERA2EK 2T IR LT, (&
& 2)
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# 27 BRI ATV K7 o Ui osat it

L , LDso ——
EhifE Fe GRS | MR (tngfkg IKT) Bisz)
JAi3 >3,000 1TENR D, PR L RERN, VR,
e i >3 000 Z;/L/v\ %@mbuﬂﬂwﬁm JitiiBSAEAR
<7 A — . — o
_ 1TENE D, WERERER, IREZM L, A58
5323@% BOE | BRRE 210000 e g
Vi3 >1,000 1TEN D, WP SR BEEN, TR, T
JiEHzE b 914 WA, IREED . IfBfE A4, fE
(670~1,247) | Nli#wiis
Ji(2 >3,000 ITENR D R, BREN, (VLA
e 1,905 ARG T, (RN OMBEEEOND, it
_ " i (1,004~ |, nBfER4
7> bk
SD %. 3,613)
6~7 1) BT | et >1,000 B T OFENIERL
TTENE D, PR ELE | REEN, FOdLA,
e | IHERE >1,000 IREE M ONBEF RN, IR T, i
TR, HFgREG, NEVENIRRRR A
A X IS S 7
(v —7 v
T, o | e >400
9~10 7 A
)

a: W IOEMAT R &Y B X3 54% 24 BFRILANIZ —1@PEIC o BTz, REA~D R TEER
M (14 B OFENCHA BN, b : 3,000 mgke IAERGRE GELH] : 4 1/8 4, M 3/8 1)) .
2,000 mg/kg IKEPEGHE GEH] - i 1/8 1)

<V UAKDNT v F T, WTOEGREEIZIEW TS LDso i3 1,000 mg/kg (RERT%
HOWNFTENLL ETh o7z, —iRiE, KRELAOEHEE (T MoA) (T3 52803
BN A BN B ED S O T, ENLARITENE LTz, ~ U RIZBIT 580 L ONE
PENIR AN T~ MBI 28 05T, Mo LDso DFMIMEL . FEEI M
I BIVTE,

(2) REWM-1 DRMESHE
~ U AR LG M-1 o2t RO R 2K 28 (TR LIz, B 2)

# 28 ~ U AR LR M-1 O ERE

, ‘ LDso —
B BEGIEERE | P (mg/kg (A7) AT
~ A JA(E 279 (192~405) ITENEAD . MEGERR, HERA, AR
(ICR %, 5~6| fElE T ILA
) 264 (239~291)

a: WINOBEMRT R bR G BIZ @R A b (BIZHR 14 HHH),
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~ 7 AN G B AR M-1 @ LDso (J : 279 mg/kg (AH, iHff : 264 mg/kg
REE) 1%, FROEGRIRIC L 5T 7Y K7 = U O LDso (HE : 1,000 mg/kg (K
PL b, ;914 mgkg IKE) L0 H/hEo7z (9 1/3.5), e T /VERE CLiis
L, YU R7 g (- 1,538.3 umol/kg (AL E, 1 : 1,406.0 pmol/kg
REE) . G M-1 1% (- 786.5 umol/kg {AH, Hff : 744.2 ymol/kg (KH) &, HW
M-1 O/ N NEGERIL, Y7V R U BRIEDOK 12 (5 Th -7,

FFRO LDso 5, MEENE G X ARG M-1 O @tmtENnE 7Y K7 = g
B bR B LR O 52 50N 5720, LU BSa &z,

@ HEFERNESHOSMR/ NS

~ A (ICR &, 6, W5 PUEE) [TV N7 = UBRE UG M-1 %
HEFRIRNE S (2274010, 20, 30 X% 40 mg/kg IKE) L, S/ NEgEE 1
ST (B 3 B,

R M-1 D2V ER/ NSSERITEY 7Y R = U & [FIFRIC 40 mg/kg (KEETH
STM, BNVEHE T 2 &, Y7V R = U FEIT 61.5 umol/kg (REE, {3
¥ M-1 1 112.8 umol/kg (K &, R M-1 02V R/ NMSEREIX, 7Y K/ =
VERYRD 1.8 Th o7z, (BR2)

Q@ HERERNESFOMmMITETRE

~ A (ICR %, 6 lHln, M 16 VU/HE) IRt/  NMBEEMRY &EOT 7Y K7
T BRI (500 mg/kg IAE) X iﬁﬁﬁ@ M 1 (200 mg/kg {RH) % HARIAEIEN
Beh L, BV 7Y N7 = U R O M-1 OIisE R 235 HE Sz,

B MAEHFRE 23K 29 (TR L2,

R M-1 #5540 MIER RS M-1 BEI1X. 97V K7 o U FREKF
H#OMFEROEY 7Y Ry 2 U BEROMRGEHY M-1 OGFHRE XL @ olz, (&
# 2)

* 29 YURASOEYTY NI UK S OMRE) M-1 O HEIIEREN R 5123
FHEYTU NI = N O M-1 O AR (ug/mL)

. M > (ug/ml)
530 551% 5. 60 451%
B " - i i
e (mif) g | TR R T | = U F |
7 TR M-1 =g 31} M-1
R
:Ej@;ék;;; 500 1/16 35.2 95 25.1 10.5
R M-1 200 0/16 ND 88.6 ND 74.1

a : SECHIBUEEAE AL, b @ 5 BIOFAE, ND : fiti Shd
PLEL Y FHIRPIE G- D G NEOE R K OVEME BRI B0 2 IEIE N % G-k oD B

HEE (E<ER) O, R M-1 oBgtEX,. 7)Y K7 = fiEo 1/1.8 LA
TThdEEZONZ, (BR2)

30



5. BRMSMHER
(1) 13 AMERESEHHE (v )

7w b (SD %, MRS 18 VU/EE) W =FY 7 U K7 = UEetE o 13 3 MFaHRE 0
&5 [0, 3, 30, 300 XX 1,000 (FEDFA) mglkg RE/H) (2 & 2 MEMERERERD E
i STz, BGHRETHOBIERBRIRIL 4 W & Sz, BT RE2 % 30 IR LT,

FETBNIRRREED 1 &G e 36T, WINbHREERICE D D TH -7,

30 mg/kg ARHE/ B UL EFR G REOIEC 2 Bz T.Chol & _EFIE, ZDMOIEE DT R

(LD 7 < | FRFRIRAE CRE DA DN -T2 Lo BT AL & 13472
I7poTn,

3 mg/kg (RH/ H e GREOMET, BIROFXTE RO LIV, JRIRE K OV
AL T RE N LT, BERNERITR VW EE X b=, 1,000 mg/kg K/
A LGHEDRETI /uﬂ@@-’r’éﬁ%i@/ﬂzﬂ\&U*ﬁﬁﬁiméébm:;ek DAVIZAS, B
HZ b3 7e <, BEFHERITWEEZ LN,

PR A OV PRABAS 1 %m%ﬁ%@@ﬁ FVRT AT KRB LB 2 bz,

[EIEFRER ClE, fasBihas 2 bk < AT R OEIENFED G,

HEES 13 AR I C 31T 5 758 NOAEL) %1 C 30 mg/kg K/ H | it C 3 mg/kg
(AE/A LRELTWD, (BIR2)

B EEZERIT, 300 mg/kg A/ H DL B GREORE KL O 30 mg/kg AT/ H ui&“@
HEOMET T.Chol EH-, EBEIEMEDIK TENALNTZZ LD, KRBz
NOAEL % ##C 30 mg/kg K8/ H, #T 3 mg/kg (KH/H L7%E L7,

31



# 30 T v &MV 13 s SRR 30T D BT A

P58 JAGE i3
1,000 mg/kg (RE/ H | - (RERINS], FEAH AR
- RBC /b, HEIKF
- UUEE. ALP XO*BUN k
. KT EF, CIIKTF
- RERIIN, Na'/K 'k F5-
- B oDFH% B BN
- FRHIRaAE R (10 1)
- FfVEiARRIR R (5 51)
- B ORIE g @ B) KO
B IRAIE (8 1)
- RIS KEREEEE (5B,
foE-E4E (661, Mg (861
R ONEIE <A LBk (5 f51)
- RN Y > REi O/ NREERE (5
1)
300 mg/kg (AE/H | - JiEHE - B, {TERE
Lk « B BT « (REEHIIIPIE], TEAT R
- T.Chol 5. RUZU®U RE | -HtIETF
ONFEBENRIARRIR T - ALT 5
< JRE X7 HENN o JRA X HEAN, Na /Kbt B
o FFRODHERT K OV BB HE N, « iR K ORI B B D HE
RSl N OVt oo S B B N IR (2 b o R eyl
o FFARPEREA (10 1)) . FAFHmApEEm | - AFAIERER (9 1) . IivaiAimia
/R a DR (5 )
- B OFRIE IR BB KO - Bt g Qs) KO
ERHIE (2 1) B IRHIE (9 1)
- BELE  KRREESE B, | - RS  KEREEEE Q6.
MogEsE (260 KO (1 MoEEaE (260, Mk (1 45)
1) K ONEIG A )V (3 i)
- BBREEY LB/ A FEE (4
)
30 mg/kg (AH/H |30 mg/kg (AH/HLLF - BROK B I R
PILE TR L - RBC O8>
* T.Chol x OV U HEE D 5., i
BHERERAES K O AIG EEOAR T
o B K OVBH g oD AE ) B BN
3 mg/kg {AH/H EATRZR L

a : 300 & T* 1,000 mg/kg ARHE/ H #% HEEOIE Tl 320

(2) 26 EMBAMEEAR (Sy b O
F v & (SD %, MR 15 IYEE) ZHW=EY 7Y F7 = U ftE o 26 J8EFRHIRE 0
5 (0, 2. 10 XiT 50 mglkg RE/H) (2 & 2 AMEMRERN FM S iz, FEERT R,
23 31251 TR LT,
FEEHIE, s 1 41 (FERIAER) KON 10 mglkg (NE/ H ¥ GREOME 1 61 (% 5aE5R)

ThoT,

IMHEFHIRAE T, 50 mglkg (AHE/ HRGAFOET MCHC OIE TR LVZ03,
O CEMAZRET HFTRAZONRNZ L BHEFRIERORWAILEE XD
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iz,

MR LIRS ClX, 2 mglkg KR8/ H I GHEORET ClOIKT, TR 77Uk
R} O TBil @Lﬁﬁvf HAVZH, 10 mglkg RE/ HEGRETIIWT O L L A H I
RN EMD, BHIZRDEETIIRWEB X bV,

HEEE L. 10 mgkg M@/ H & GEE CTAH LT HFRRERICOWT, BTH Y, 1
AL RE TN R SN -T2 2 LG TR EEESE OFFEIC X 285
i EB A4, BIERELIIL TV, 20720, AR 5 NOAEL %1k & ¢
1210 mg/kg (RE/H EREL WD, (IR 2)

B LEZERT, 10 mgkg (K5 H £ 5HEOMET A bV FlaE RISV T A
gﬁ%@ ERH Y, 7 hERVE 18 B RS (115, (1) ] &KUY 26 HEFEHE
PEFMERRBRD [11.5. Q)] IZBWTHAHALNTWAFIATHY . ZnbHo 2 3BTl
Wéﬁ%ﬁﬁﬁa’WM@ﬁw&ﬁif)f7x%y%®é$%%ﬁ%ﬁbfwé:k
P25 ARFER TH BV HIEIE R & 5 512 K 252288 LIl L=, L7235 T, 50 mg/kg
{RE/ BB GREORETHME, 10 mg/kg (RE/H &ﬁﬁi@ﬁk&fﬂﬁﬁmﬂ@@kﬁ% b=z &,
5. ABrizE1T 5 NOAEL % C 10 mg/kg (K5H/H, MET 2 mgkg (AE/H LF%EL
77

# 31 T v baEHAVWE 26 BEEHAMEFRERBROICT 2 3T R

B YA i
50 mg/kg (AH/H - Yt - P
i AfEHp-Glob 430> -5 - T.Chol, V UHEERONY 7 U+
U RoEH
- FFAmpRiE R (13/15 f31)

10 mg/kg {KE/H |10 mg/kg (AE/HLLT - FFmpRIE R (2/14 51)

oLk wERATRZR L

2 mg/kg {AH/H P EIT R L

(3) 26 AMEAHSHHAER (Sv k) @

7 v b0 26 BRSO [11.5. )] 1I2B8W T, KE#G-ED 50 mg/kg 1A
/A GREOIED EE M RS TRIED A TH -7 Z LD, 50 mglkg KE/ H &5
HOBMIT R ZHET 5720, 7 v & (SD &, MRS 15 IWE) ZHWCTEY 7Y K
T AR 26 ARFRTIE DB 5 (0. 10, 50 i 250 mg/kg RE/H) (2 & 218005k
DIME STz, TR AR 32 1R LTz,

FECHNE, 250 mglkg (RE/ HBEGHEORE 1 Bl Th o7, WM FIOREORER, &
N SHRIRZE (R OZEMEEEE) AR & B 2 BTz, RIEGREOAEFEITIE, W
THOMBRIZBNTHIHWRE Z R THIIA LT, F72, 13 A HEEVEREERR

[11.5. (1) ] ™ 1,000 mg/kg R/ H &% GRHIBW T H RGNS 2R, #H
WS Al b xR Do T2 2 & D (BTSHIZRIET L & 2 b=,

JEERE R TIE, R (250 mg/kg (REE/ H & GREOMERE) . FURER (250 mg/kg AR5/ H
BEGREOME) WU, (O, BB OMERR (250 mg/kg ARHE/ H & G-HEOME) OFExf
HEOINNHZ LT, WT VS EREEIINHEIC L A5 2bE B 2 b,
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TN OVl A DIV AS RIS 1T, VR T ATF UARWEIC L D B2 b,
HEea 13, ARBRICEIT 5 NOAEL 2l & 12 10 mg/kg A/ H EBGEL TV D,
(S 2)
BhnzeZERIT. 50 mglkg ANE/ HEGREOHERE THHli~D528 (NEET LM
NERSE) RSB Z Lt ABRIZIIT %5 NOAEL MRt & $ 12 10 mg/kg (AH

/HERE LT,

#* 32 7 v MW 26 B EEMEEEBROIC BT SRR

G558

I

i3

250 mg/kg 1A/ H

- Yt

- PT X OVAPTT DIt

« a2 & UPB-Glob F3 D _F5-

« T.Chol OV U HEE D 5

o [Pl M OB i oD feEset R O 8
EOHN

« JNEEFRUOERFIIE R (14/15
). IS C oo ZE BLAmBR BN,
RS CottadEibas KO
LA IREE N, BB D
KRR, T 4RO
HA, U Ei COTEIRAIELE
. BB CHER~/ 77—
s (Mg 12/14 51, KERE
13/14 f31))

* itHE
* REEE ] (AR - )

20%)

- PLT X O*WBC O, PT D%

0]

* T.Chol, UV “}§E. TP, BUN,

JREEN N Ca D_EF.. Alb, A/IG
RO Glu DIKF

« Flg DRt K OFHX T EE B D HE N
- BYgoo A E N
 /NEEFUCERFRRIE R (15/15

B) . g cattasais (715
Bil) . ERAE COB G AL

. HEFR ORI, +
“HRIBOBEEOS A, BRI

HpCF T — 4 U PERR D O
ezl (R IR TN S
FpEsERE, M ClER~sr >
7— RN (Mad 8/15 il KR
B 12/15 1)

- o2 & UYB-Glob 43 1E 0> _5-

50 mglkg (RE/HLL| « /NEEFERFIIAER (3/15

s )., BRECER~ 7 a7 77— |« PR OO BRI
N (Mg 4/15 1], RERE 4/15 | « /NEFUCHEATEER (15/15
) ). g cletngts (1/15
). BRCER~I 2T 7 —
- (kg 115 31, KERE 1/15
1))
10 mg/kg REH/H | @M AARL TR L

(4) 13 EHEFEIMSEEHER (1 X)

A X (B —7)VHE, MERES 3~5 VL) & W= E4 7Y N7 = U 13 #E i
a5 (0, 12.5, 50 X% 200 mg/kg (AH/H) (2 X 2 iiaMEmatings 55 < e,
KEFRRE N O 200 mg/kg RTE/ H & GREO—T OB (MERER: 2 TTRE) (TG T4 4
M OEEFBRIAM 2GR E STz, TR AR 33 IR LTz,

L AN RS NSV e WA IEESY

50 mg/kg {AE/H LA BB REOMEREZNRM:, FEE N QSR SUX FRINA Bz, 200
mg/kg RE/ H B G HEOME 2 Bl E ORI DA BT,

g B OV T, 50 mg/kg AE/ B UL P G REDMERE 2 AT oM K O B oD
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IR BTz, E£72. 200 mg/kg (KH/ H 5 5-FEOMERE T 6307 g Ol o & &
P 3 RV 5 23Tl D8 AR A SU MR PRV L Z o TWRWZ &b
FEFBEZRDO WL EE 2 BT,

R Cld, ALP @ EFRICHOWTIR, EHESUIEREEA A DAz, £ OO
AT RIS OUWTEHEMEDTR S BT,

HEEE 1L, A3 WRIZH1T 5 NOAEL ZMERET 12.5 mg/kg (AE/H LREL TV 5, (&
& 2)

B ZERE X, 50 mgkg (KH/ B DL EEGEEOMERE RO OFE B
HINENA LT Z b, ARBRICEIT 5 NOAEL A HfERET 12.5 mglkg IR/ H & 5%
E LT

# 33 A XEFW- 13 BEEHEAMEEMERERIC IS U B ERIERT AL

P58 YA ik
200 mg/kg (KE/H |+ FUZU®Y REWALP @ ES- | « FRlE, 4Rk FH
- B A
- ALP @ 5
50 mg/kg {AH/H < WL, AL, HRE SR « NgH-
Ll - IO S OFEXRTEEEOREM | « FU 27Uk Koo k5.
« ATl OOHERE K OFH % BB HE N
12.5 mg/kg (AE/H | #MET Rz L AT R L

6. EMEERURENAMRER
MR MERABRI I SN TVRWA, T ARDT v b2 W7D AR R i
INTWD,

(1) 92 BMEINAMERER (XHR)

~ 7 A (CD-1ICR)BR *%. 6 ##ih, WS 50 PU/RE) 2 MW7 K7 = g
D 92 VRS- (0. 10, 30 XIE 100 mg/kg A/ H) (2L DFM AMRER)NFhE =
Nz, FMEATR, GEEEMRA) 23 3412, ARG ORA R A 35 (R LT,

BT, 30 mgkg M@/H&“—%ﬂf@ﬂﬁ (29/50 ) THER EARH LN
23, HEARERMEN 72 < BEIR & U CHeGAZ BRI L 72T LSRR BV no 72 2 & bR
7R bDEZ 2 BT,

JRERARRR AR Ik, FEIEEMEA L E L C, HEZBW T, 30 mgkg A/ HLL B
GREC/NERUWEFIAER OB, 100 me/ke R/ H #5846 C BTG (B
B M OVINEFUERFHIRRZE la 2 E OB A BT,

FEFAEZ L & LT, 25RO CITIBARIEN 2 i, KBEGERCIST DA
IR — % (71.7~23.2%) O _LfR% EAl>7-, 10 & 30 mg/kg A5/ H & SREDIA
BT BT — % O ERZENNC EE S ODJSLT“E%) D, AEZHASEEMEIIA LT, ¥
M AETIE RNl nh, HEICEDEETIT W EEI 6, —F, 100
mg/kg AH/H &’%LEWDHHHH@B%@@%%E*EW YT —2 0O EREZ EEY | FHHEELS

(WME ) OFABE O p EIFEEASER (0.051) TholZ &b, HHEOELE
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Z BTz, METIX, 100 mg/kg RE/ H 558 TS 1 Bl Hi7ehs, BEIZ X
LEETIRWEEZ BN,
Z OO ORI N OFABEITIL, BGICE DB IA LN o7, (B 2)
BN ZEZRESIE, BETIE 30 mg/kg (KF/ H DL BB 53 CHERPRIE RSN A b iz 2
E72b, NOAEL % 10 mg/kg (RE/H L 3¢E L, MECIIEMETTANA LR To 2 &
725 NOAEL % s 0D 100 mg/kg KHE/H & 5%0E L=,
(T MR HEIC B 2 EhT [11.9. ()] /)

#* 34 ~ U R 92 BEPEN AR IS DT A GEIEGRNA)

KL JAi3 I
100 mg/kg A/ H | - (REBEIHNH] 100 mg/kg A/ HLL T
« gD FE % B B DHE N mPEAT R L

- ZRETHIIOE (BMIaEY)  (5/50 f5) . /NI
OPERTHIO 2z (22/50 1)

30 mg/kg 1A H/H o NEFULAEFRIEIE R (18/50 i) . /INBEFLL
LIk PRz ZsrE (10/50 f31)
10 mg/kg IKE/H | FMEETRZe L

#* 35 ~ U AL 92 HFFED ANMEABRI I 1T D HTHIEIEG O SR (GEAM

F£%)
s Feh (mg/kg (RE/H)

el N DT 0 0 20 100
JHEAIAC s 4 (8%) 13 (26%) 2 | 13 (26%) 2 | 18 (36%) =

1 JHABHE 4 (8%) 3 (6%) 2 (4%) 1 (2%)

FEAIRIES (BYE ) 8 (16%) 15 (32%) 14 (30%) 18 (38%)

JHF A A 0 (0%) 0 (0%) 0 (0%) 1 (2%)

i3 iR 0 (0%) 0 (0%) 0 (0%) 0 (0%)

SRS, (BIE +) 0 (0%) 0 (0%) 0 (0%) 1 (2%)
a : FAERPREBRE G O RT — X O R (7.7~23.2%) % kF%, n=50

(2) 104 BREEISAMERER (T k)

Z v kb (CD(SD)BR . 6 s, M 50 VLRE) ZFHW=F3 70 N7 = UfatEo
104 B[RS (- 0. 10, 30 XI% 100 mg/kg (AH/H . Hff : 0. 3. 10 XI% 30 mg/kg
E/H) 1ICX DD AR T S, BT R A2 36 12, S X ORIk
PR A NS BRI OFE AR A 3R 3T IR LTz,

100 mg/kg 1A/ A 5REOMEN Y 30 me/kg REE/ H ¢ GHEDOMECAREHE NG A3 72
b,

FIRTIE. 30 mgkg A/ A LA EEGREOMECTHIE R OBEFE OHINN I STz, lies
Tl 30 mgkg R/ A & GREOMERE CHFIRE EOBIMER 2 A 5, 100 mgkg
{RE/ H B G HEORECIIHIRE RO A B2 NN A bz,

FRERARRR IO ik, FEIEEMEZA L E L C, 10 mgkg AH/H DL ERGEEOMECTE
BRI G, et - ZEiafbiilall) . SR GREOREL O 30 mg/kg &
5/ H BEGREOMEC/NEU U RIEER, 2 8 GREOMEC/INEFUETFHIlaZE a2 M K&
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OMENGTER . 30 mg/ke ARER/ A DL Ry GREORE TR A . 100 me/kg IKE/ H %510
JE M OF 30 mg/kg AT/ A ¢ 5-FEDOIETHRURIR AR ERRIREO L omE S O, 30 mg/kg
{RE/ BB GREOMEOR S « ZERSCAE G RIS HTE SR QNS 25 G REOIE TR X
IR HADRE (TR, FEE RO /KANEE) ORI DIV,

JEEPEZ b & L C, IR RIE L OSFRAR A e R g A3 7 S 4072,

30 mgrkg AT/ H £ GREOHEO TSR OFASERE (2/50 ) N =T —4 (0/50~
1/50 ) % klnl>7=, —7 . 3 mglkg K5/ H L& GREOMEO ITHINEARIE D 58 A A E
(1/50 ) (I 57 —4 (0/60~1/50 i) DHFFHANTH -7z, HaHRITIZ I Y | ik
S (IRAE-HJE) R OVFHIISRE O3 M A BT DR > T28, FNENo A
EFEBIMEIIA B (H RS : p=0.024, i@ : p=0.019) Th->7=Z L6, 30 mgkg
{REE/ H B GREOMEDO IS IR G L DB L B 2 bz, JETIE, *HREE, 10 &
O 30 mg/kg KH/ H 5658 CHARTEARIED K 1 5174 D23, NHHaiELE DR AL D
IO HiieinoTz,

SR GREORECHIRRAIR ERERS WE-+HE) Dbz, BEAHEEICERERHE
FHBEMNZ H AL, 100 mglkg (KH/ H & GHEORETITA R Th o7, FIRIRA EEREIC
DONWTIE, AEZET R HEMBEELAE T oTo, FIRIRAN LR EO R AAERE
IFWTHORGEHC BT HLET —4 (0/60~7/50 1)) OFPINTH -7, LAEDZ
£, 100 mg/kg IREE/ H B G REOREZ I3 D FURIR AR _E R NS0 58 AR O BN
BHIZ L DL E 2 Dz, METIE, #5512 X2 HUIRIR A8 R IES 00 58 AEAEE D1y
INFRED B -o Tz,

Z OMOEZ O K OB ZIL, I L D2FBIIA LN -T2, (B 2)

B ZERERE. 10 mgkg (KE/B DL RS REOMERE IR 2 BN 2
ni=Z &ne, TR/t E (LOAEL) % 10 mgkg KE/H &% L. METI
NOAEL % 3 mg/kg AH/H LF%E LT,

(THESE AR BT 2 T [11.9. ()] /)

(FURBEERE~ DB BA T 2 fhE [11.9. Q)] =)

# 36 T v AW 104 BEFED AMEERIZIS T HEERT A GEREEMIRNA)

B Jii3 ki3
100 mg/kg AE/H | - (REEEIIENH]
- Il EE S 0
- FURIR A RE R e oS LoE <
DN
30 mg/kg {AH/H - JFHik B SR e ) o UREEHE TS
Lk - R A o FFFIER B e )

o /NI MR OAE A
« FARAR AR _ERF R SLo g &

DY
- BIEEEE GRTIEL - 2850
JLiE )
10 mg/kg R/ H « INEHUOEIFREE S, /NER | - BRI IR (e
VI E OERFHREZERaZerE, BERATE B IRt - ZERaLAmREEE)

R
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RN (TR, FEH
EEMSUIIVELAE ., MR
AN ONEER HIRORE7-)An, FE
WIRBIFE RS R 2EIE O N)

3 mg/kg {AH/H mIEITRe L

# 37 T v MM 104 BFZED AMERERIZIRIT 5
HRBUEELSS Ko ORI S e b B O R AL

KGR SIS Pehg (mg/kg RE/R)
g | T RO 0 3 10 30 100
JHB R R 1 1 1 0
1k JHFm A 0 0 0 0
P R (TE +-) 1 1 1 0
JH B c e 0 1 1 1
i3 e 02 0 0 2b
BN (R -+ ) 02 1 1 3
2 b Rz s 1 3 3 7
i3 Al bR g 0c 1 1 2
R AR RS (YR ) 1d 4 4 8*
A bR iR 3 1 2 1
i3 AR bR g 0 2 0
Aha bR (R 5E) 3 4 1

2
a R & ORI CHEZER S . AERMEMENED Y, b - FERD AR E sk DO 57
—% (0/50~1/50) %J@Hﬁﬁ“é ¢ : TR & ORI CHEZEZR . EMEEICAESER L,
d: AELHEMBEIED Y, * - IR & ORI CHEED Y, n=50

7. EERESMAER
(1) &EhEEHHE (Tv k)

Z v~ (SD &, 5, MEMES 24 VW) W=7 R = U FE O sfl#E
#5- (0, 10, 100 XI% 1,000 mg/kg (AEH/H, #ff : 0, 3. 30 X% 300 mg/kg AH/
H) (2 X545 m R 58 S 7z, #&G-HIME, HETIE 6 @il b ARLRT 9 k]2
e 91~93 HIE, METIE 13 #ilinn> 5 AZECAHT 2 MR OSEM 25 O TR 7 B %
TOMFIT, —H 1 EfG S, M550 91~93 A4, MEFAENR 21 BIZH kR
SNz,

BEM)ORETIL, 1,000 mg/kg AT/ H B G-HECTHUAE, AREHIIH], A O
et B ORI Bl N IO FERT R OBINA A HAv, 8 FIAIEL Li-, BlEhm ol

TIE, 300 mg/kg IARHE/ H 5 5-FECHHE, AEARII AR O RTINS OMEEE SR I O
MR OHEST EE RO H3FD BT,

K ERE (0, 10, 100 & TF 1,000 mg/kg K5/ H) Ol ZnEnokeb#E (0, 3,
30 K& (X300 mg/kg (AE/H) DOMff & Al SET- L 2 A, REICKDATERES (KRR,
SR, EIEEL BRI ERE) 1T BT AL N0 T,

FRIECIE, EFREER. AFRIRERER OB E 1372 <, BEIC X DEEITIAD
o Tz, SR, ML OVBERIRE Tl e HEF TERAR GBI 14 G UBE
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B 14 W) OFRAEROFERIETRARLNTM. SD T v MBI 5 HAFELROH
FINTH Y, B LD REER0 bhin T,

HESEIL, AR T, BB x 5 NOAEL % 4T 100 mg/kg IR/ H .
T 80 mg/kg KT/ A, JEVRICKT % NOAEL % 1 Gl &0 1,000 mglkg R/ H .
MG AR 300 mg/kg R/ L RE LTS, (BHR2)

B ZERERT, ARBRICBIT 288 k4 % NOAEL %, [T 100 mgkg &
H/H, #C 30 mg/kg (R H &Rk Lz, E7z, WEEOBIRAEICK 5 NOAEL 4, W
PG EEAECHS 1,000 mgkg KE/H () K0300 mgkg AE/H () &%7E
L7,

(2) BESARMRIEEEEGHER (v )

ARZ > b (SD SR, 11 #Hin, 23~24 JUHE) ZHWEH 7Y K7 = R o5sd]
OG- (0, 3, 30 X% 300 mg/kg (AH/H) 12X 23BN EHE Siviz, BeG-HIRITAT
PR 17T HDattt 21 HETE L, —H 1E&E L=, BE (Fo) 1XH RS,
i 22 BICHEI Uiz, REEN () 13Z2550ALE UIRIROBIE 21T -7,

FE (Fo) TlE. 300 mg/kg (KE/ H 58 CAREHINPIHE], BEEEOR . o
et N OVFE S B Bl N i R OV D FE St B B D JINAl N EEJRR IR D ekt R OVFE ) B
T ONZ MR O RO AR DALz, ihsE TREOBIZETIEL, FrENIET RO
L OVEFR S (E% 0 H) ORBMNGED bz, EREGE, oiekie & OWEEk
REIZHEGIC K D ENTRD b Ro T2,

AN (F) TiE. 300 mg/kg (RE/ H 56 58 CEREHEINENH]E QN ARBRBHZA K OS5

TREOBERIE) T BT, 30 mglkg RE/ HEGRECTH A% 14 H OB CIRIBBIZ D
BEIER DTN LI, T OREAOIRGBHIAOI BRI IIERZEN KX < B3
BREMZLDbDEBEZ BN, HAER (F1) OfTENVFSEER®E. el RRER, %
RER, BRR) . ST AL OYESSERE (11 @) T, BREICX BT LN
motz, BE (F1) OFRATRIZIN T, 300 mglkg (AR H G- Tl & i L
T OEIRBOBD DA DTN, BIREL ORI (F) OFEKREZILCRITHE
IR T2 LD AFERENCRTEIZ 2V E B 2 vz,

HEER 1%, ARBRIZIIT 5 NOAEL %, R O F R8I & 612 30 mg/kg (AH/
HERELTWS, (BR2)

B EEZERIT, 300 mg/kg (KH/ H & GHEOREMW AREIEIINE], FETHRIEED
s, FHGREOHAIR (Fy) (SIREEIEHE, RSB OIBRIEN 2 H- 2 &
5, REW KON F REMIZ x4 5 NOAEL % 30 mg/kg (AE/H L 37E LT,

(3) RESHHER (Sy kM)

HRZ v~ (SD &, 12 #Hlm, 38~39 IL/EE) ZHWEY 7Y N7 = o8|
OG- (0. 3. 30 X% 300 mg/kg A/ H) 12X DB FEM Sz, IR 7
H2v5 17 BETO 11 A, —H 1 [EHThiz, &RE 23~24 LA ATR 21 HIZZ2555E
WVE LR LT, 580 OKRE 15 IEOREMW) % B IR ik S BBERLIZ ISR LT,

HEW (Fo) Tid, &F5HECHRRINCMIRE EORD 23 Hivl-, 300 mg/kg (&
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) H$EGRE IR G- IR B ASEENE ) R OMBEE & 3 B, RN
(AR EEH AN QN OB OB BN A ST, EREGE, oifeRee & OV
BIRRBICHR BT L 2B TR e o T,

falE (F1) TiE. 300 mg/kg REE/ H & GRECHKZAR GHEl 14 rE) OREROH
B B R OB BRIEDN T D AVTZ DN, AEAERR VO AR AR J ORI B 13 7 <
FhER. PIEMR VBRI ZRW T Y, I K 2 B ITERO bivieo T,

BRI LD HAENR (F) T, AR RE, BEEE, bR, 1TEEEREmR
A&, AEGERET) (R, SMRER, EAE EREL ARE) | FET R A DS ERE (11
W) (2B W TEREIZ L 2B IA LN - T, HHIZ DV TIE, 300 mglkg (AH
/B P GEE TR AR REBU T k9 2 HED A RO EIE 235 FREE & Lol L TR BT >
= BRHA (11 ) Tid. EBIREEIZIV T 300 mg/kg R/ B 5 REOME TR
HEDAL B DA B2V D3 A b v, Fir REM)OFIRET 2 Crx, 300 mg/kg (ARE/ H %
HRECERBOBIINNI S0, BB EE 2 b,

feld (Fo) ik, AP, AR VUAE, PR ONNERRAEID, H5I2 L D58
EEEL NSy AWAYIEESY

HEEE IS, ARBRICE1T 5 NOAEL 2 ~Eh) K ONE I & $1C 30 mgrkg {RH/H L 3E
LTW5, (ZH2)

B EEZERIT, 300 mg/kg KE/H & GREOREWIC B FEEOZEN, [RBGEE
DOIgYE (Fy) (CEsE 14 PrEFAERo FA R OMEEBIERARLNTZZ &b, ARIC
BT 5 NOAEL %, REW K OMEIE L BT 30 mglkg RE/H & iRE LTz, ATEIEITER
HHIRD T2,

(4) RESHHER (V)
R Y% (NZW R, 13~16 IU/HE) 2 W=V 7V K7 = R OsEHl#e 0 B 5
(0. 5. 25 X% 125 mglkg R/ H) 1 & 2RAFMRER M S, HGHIRNIILT
6 BB 18 HETE L, —H 1[BHRE L7, 1R 28 HIZZESEALE LEIR L=,
REM O —IRTE T, 125 mg/kg (KH/ H 5 58 CREIRI I B ORI D37 5
AU, PG HARIRE T OIS BIERE IR FREE & it U CHEICE -T2, £, (REHEIm
il M OMBEF R A3, 25 mglkg (RH/ H DL 4 58 THEIRFRIC A B 17, 125 mglkg
(REE/ B GRETIE. & SICATIROM RO vz, kTl 25 mgkg &
B A GRECIRESE & & 2 SR DIEA DD DM OBEN L S -8 (1 51)
TIOR3 A B AL, 125 mglkg KE/H & GREOTEEY) (1 6]) TIIIFBOKEEA
BERED GRS B AT,
FRIECIX, AEFRIEE. EFRIRRER OPEIZ R 132 <, Ah2E. NI OVE RS R
TIZENTYH, BHEICIDEFITEED o7,
HEEE I, ARBRICI1T 5 NOAEL %, R T 5 mg/kg (KH/H, A CREHE
D 125 mg/kg fRH/H L BE L AT IRRD Do Tz L LT s, (B 2)
BNEATEESIT. 25 meke KRE/H UL FE G REO R CUREEHINING & OYEAT &
BB H N2 Enn, ABRIZET 5 NOAEL 2 REW T 5 mg/kg (K8/H., BRIE
TherHED 125 mg/kg KE/ H L% E LTc, HEFTIEITEO bivenoTe,
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8. REFHFTE

(1) —RREEIEER

VTV N7 T UK OFEEREH M-1 O—i3EHEREROR R A % 38 LU 39

(ORLT., BH2)

% 38 EH TV R R O— SRR RS R

w|  mEmEar | wwE | Bb (fﬁbf i« SRR
| BRI R 3% & (2 5B AN
—RARIER O TENIC 300 : BZRGORI, LEAOHIL, HATHE
MIEIEH Trwins| <~ A w1 1100, 300 DIER NEONEDE T, b K
RER EERER. 2| GUUEh) | ' WL, IR T
L7 —iRkER)
i)y -
=. 7 \f
g | RV (:[g/;) wr [30. 100, 300 | FEL
*EF W ERRE ~ A 100~300 : #7il] (2/5~4/5 1)
g | PREEEIRE " | #n |30, 100, 300 $
= (5 PL/EE)
A~ N N > - ~ : H‘ E ~ 00
ﬁﬁﬁﬁ;;ﬁ;ﬁgé& L (:g/;ﬁ) s |50, 100. 300 100~300 : FEIRFFEIZER: (57~75%)
H
PUTWIAAE ~UA | 300 : WEKO~UT b T — L%
% . 100,
@y | o |30. 10008004 s (e )
12 QTS 2 || FE « 1~10 : fJE—@\ME FEE (1 : 13%.
& M OVNEELX] 3:21%. 10 : 42%). KEREHHRIMIT
i OB (8%) %>
JERA X 0.1. 0.3, 1. (13%)
|] +/
;’g (5 ) IR 3. 10 © 3~10 : FEILEL—EPERIIN
o - 10 DRI (10%) . #5H
o BRI D — BN
o - LB L
LTl 106, 103, |105~3X10% : FEILAIET (15~
iL\Hﬁ/ W | 3% 10 35%) OB (27~38%)
(g/mL)
TSRS SEBAI | IR BB
%};\ij@ﬁm%ﬁ PRI %(i*; )31 i | 6 oy i3
iy dN
AEMEELIT | B
Liﬁﬁj‘l‘i EE_IJ%E il B | SR
H | & DRI O (3 5) iRA | 6
i gl N 2 A e 106, 105, BT L
. TILTE S
T R T EES T
F | R (g/mL)
AChicLoffithibls) o o 106, 103, AL
TP 2 | T [3x100
(g/mL)
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e GE

¥ BEHEEXT B B 5. (kg K ARBRfE R
B ARBROFRSE (V550 RIS ) (B 5B D WA W)
RS B OFF 106, 10, L
134 TN | 3x 105, 104
v A (g/mL)
. Fatt 1= B EhIGHE 107, 10, 3X 1075 : il
5 Ry | 3710510
b w5,
3x10%
(g/mL)
i/ MR - 10 3T —F UEHEIC L D i MR
o ELEY b —_— 106, 103, 10 | W
- i 4 (g/mL) « ADP #5E5Z 1 2 i MREEE I T 3528
— mL
" IR 7w b . 105, 104 PT OV APTT 282887 L
" NI
JiiIR7E (g/mL)
B RS, IR EREE R -+ 100~300 : JREH (20~36%) .
Mk | it 9k (8~10 % |30, 100. 300 Cl™ it vl (25~52%)
% 7 o b e ©300 : Nat (48%). K* (38%) it
[0} T
| R AR O T o | & E iR O ELANKI L 2 HEIE AT
D R FRAY | 10 BN L
ity
#* 39 FEHW M-1 O3B R
| BREHEENXT - B TRINE: VRS
e REROFEEE PR (g/mL) (5D BN )
A5 | fiH1C5 By - 105~3 X105 : @) (11~
5 E/LEY R - 106, 105, 20%)
5 Ll 3x10% - 3X105 : FEHGHE TR (9%)
-
JNVT KLU iz - 105~3X 105 : Ui /1HE58
| somnomin| | |10 0| axa0s v
e | RO LI
| AChZ X 2%§H0 | EAE Y B —_— 106, 1073, 3X 105 = Y /I RS
70 | WS e SO ol T 8% 107
R | e BEMGE | FETRT > S 106, 10, MR L
N T 183105, 104
iR RE <10 0 2T =5 R K D Mok
i ELEY b —_— 105, 3X10 il
. iR 5. 104 « ADP #5382 L 2 I MR 1 35 2
i3 AL
% - £ .
1 IRV 7ﬁ[‘;&l‘ v 105, 104 PT KONAPTT (T2 L
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(2) ZDithDEEHER
VTV N7 T U O M-1 OFNFEHERBR O R 2K 40 KU 41
(R, (BH2)
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# 40 TV TV N7 T U OISR B

FGE

MAETEE X EhfE a2 (meke (£ BRI R
SRR FEN (I0%R) o Ef) & (3 55 LD BT W)
BHEHEEER <A 0.3~10 : P (i (semi- solid
(5~100%/ | #&n 0.03~30 |meal))
BE)
7> b - 0.03~30 : Pritifieite (lAa)
o dn| 0.03~30
(7 DL/ -
VA . 1~10 : HEHEE  (ER)(resin
gy | | 0880 ey
1 X X 10(1:1 X% 10 mgke (AH/ HOKERE
mg/kg (RE/H, | FECIREERET GHEREOK 2/3)
7 b oy |7 AIMIBREES 3 2 13U 10 melkg (R A ORAEEL
a~siee) | T i 1 U 3| BECIBEERIE T GHBEEDR 20%
mg/kg KE % | J859)
w5 CiieN7)
T R EUFETT Z v b 7 he 'y (0.1 mgke (AE, & &
O B HEHEEEER (5~15 L/ | fiEfzE 1 5) 2 X0 B EEEATE A
#E)
B EEN e EER A X N 0.2~1 : BREIEEHR M O F55 0O ES)
(B pigy ORI 0.2
A X + 5 1 B HEESR O IEEN Lt
(4 DT/EE) N
FLE R 3~30 : fEGEE e
BN 1~30
(4 P/ -
A R A s 722 208K T K1) Iarg )a—), AFBJALUR,
TA1E T T BB A X pr— ) %Y v XU ICS 205- 9305DAFHE T
VR @ppy " (1 mg/kg (KE/h O 20 43THEHIRPEE
5) CHEEMEEERICEER L
AN VA (‘X_I: /\/\0»_ /\O_ [==] Nt ~
é’: §§ RYIRAR —F (3417;;?) SRR 1 RN—F B OES e
T R EUFETT ey | AR EE T E T O
Nz i == \& =
;?{ﬁﬂﬁ B JE B e HEE (TCEH) =12 10
IR 6DRRBERES < IR (ECso : 7.4X 1077 mol/L)
IR S UHE 2 %4 | BT B - 109~10 - EEEE ICS 205-9303 (107~3X 106
i (a1 mol/L mol/L) TF/E Tl IUHERIRVEFIE
T (5-HT4 S AEAEHUER)
FHEG 1ot b= ) . |108~3X 106 : (K 5-HT (2 FAPE
~ (5-HT) FHI %g%/ R - e C im0 B8 1R SIS 3% 107

x4 H1EH

mol/L) FHF8IT I 2 USUHiE 2 #irl)

5 5 HTs X FREWEECH 5 bt ha L OFRFEE

6 WeAAs bt (LMMP) R4
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WA E U2 g | 85 (fi%@ SR
KBRS (I0%R) o Ef) & (BB TS
W7 7 A S AR bt h=r 5HTs KON OT 8
AR BIER EUEAD Y Hy RiSATHE
(ICs0 : Z41LF411.38 KN 7.73
= . 1 umol/L) ,
7 b whn 104 mol/L . F—%2 > Dy, Do, B h=> 5
HTi. 5-HTe. 7 FLF VU al.,
a2, B. LAY M kU GABAa
SRR BRI R S,
% 41 FERHW M-1 O3S B AL
WA A U B | s (fgf i« SRR
SRR (5% o 3% & (2 5B AN
B A A <A - 0.3~3 : HEHUEAE (lAw)
N | 0.1~3
(5 PL/EE)
5ok 1~10 (K : HEHsE (i)
(MERESS B~ | F&O 0.001~10 |0.1~10 (i) : BEHEE (HiAY)
18 PL/E)
Z v b 10~30 : PEHeE (EEY)
(. B~ | &1 0.1~30
i)
FEHEIRG 4 OFRRBERES, . | hEEE R (ECso @ 1.2X 107 mol/L)
I FEALHR L 55 *ﬁ;;b wom | 1% 10"
% VE 7

9. ZNMhDEMAER

(1) PRMEEER

D ELEYHF
EEy b BUYED (ZEF YU R (0.25 mg/lt) XEEH 7Y K7 =
VIR - IR V7 X (OVA) #5648 (1 mg/lt) #7vaA > RERT YV aN b
(FCA) L bl b (1EME, 5EHRE) L TEBIEL, #PURs LTEYY
U R7 = i (0.5 mg/lt) XITEH 7Y N7 o UBREE - 4iig 7 /v 7 2 > (BSA)
fEAY 2mg/llt) %5 LT, 25757 4 7% v — L ORI E RSB S h
7o BEROGNITERD HiZe o Tz,

@ <I9RA
~ A (6 ILE) ITEY Y R R XITEY 7Y R = U - OVA Z/KER
BTV =0 L0 e & HICHEERENE S (10 pg/lt) L, BAELZ, 2o DR
B~ U ZADIME TUE L7 v MIFERIURE LTEY 7Y R7 = B (0.5 mg/lb)
XIFEY TV RV =Wt - BSA @mg/lt) 2#&5 L C, RFKETF7 4 7% —
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(PCA) FnhiBat&niz, Y7V K7 = R OFH G XL DB RSITE80
LI T,

Q@ oHUFx
TR BUYED) IZEY Y R U (1 mg/lt) XUTEH Y N7 = Rl -
OVA (2mg/lt) % FCA & & bR TG (1HAE, 5E#E) L, BEL7=, —h
5DBWEY X OME CUE LI-E/LEy MIERIRE LTEY 7Y R7 = R
¥ (0.5mg/lt) XIEH 7V R7 = e - BSA 2mg/lt) %851 C, PCA &
KO RILEREEE (PHA) RUSOMREI Sz, 7Y N7 = VBRI OF 6K E
I X DEHEROSITRED BTz,

UbXY, =97 F7 =Bt sUsMREER0 bnan L frs i, (B8R 2)

(2) FHEEDREBRRRIIHT HE

7 v MW 18 @ F SRS (11 5. ()], ~ U7 2% Hu 7z 92 BEFFEN A
PERER [11.6. (1)] KO v b &= 104 BRTRASAMERSR [11.6. )] 1281,
HIR DM RHIESE DFFEARIE S22 & D, IS LS R x5 5
BRtEn T\,

D FvrD

7 v b (Wistar 5%, MEES 5 DU/RE) (2B 7Y K7 = g4 7 BRI O 8S- [0,
0.4 (MEpA), 2. 10 XX 50 mg/kg RE/H, K : 0.5% F T H 2 Maik] L. ik
e G 24 WIS (RHERRBR ClImiddk S 2 %) (7 n Yy —2%f il <, ATl
HMRETEE R~ (FERE, S 7Y —bL X 78, F 7 u—5h P40 &
N OVSFESEMAREIERTENE) D Rt S vz,

ERE & B2 50 mg/kg R/ B 5RHETT b7 v — 24 P450 SO &L O FESEM
AERTEMED AP H BN, 26 OFMREEFER~OKEL, 7= /7 vEH
— W EEGRE (40 mg/kg IR/ A, 7 BREIEEN) L0 SRETH -7, [BIERER [7 A
R O£ (0 X3 50 mg/kg (KE/H) . ARSI 2 H] Tk, £ TOMREEHE T,
RIERE L ORICHBRZZX A O o T2, (BR2)

@ ZvrQ

7 v b EWE 104 BREZES AMERER [11.6. (2) ] 1I2BW T, ROyl
OEE (F b7 a—2aP450) KOVENME (T-EROD, 7-PROD X O UDPGT) 23HIE &
i,

KIMEER OF B UNEEDOL AR 42 (TR LT,

SEWEIIESR OTEPEIT, 100 mg/kg A/ H £ 58EOIETITAIE L= T oM RH
FERIZEBW T, 30 mg/kg (RE/ HE G- REOMETIX UDPGT % FR< 3 FEFHOIEMR T
FRIBWT, HEREIMNA O, FHIHETIE 7-PROD D&M LR AR HER G
HOMEL Y LiEh-oT-, (B2
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= 42 T v FERWTERED AR ICBIT AR EIEEE O 5 B X IEED
CeHRRER 1 & LT=3E

P HJ?%%R%%%% 5 (mgkg K#H/H)
DO E B X TGN 0 3 10 30 100
F k7 v— 2 P450 1 0.9 1.0 1.1
7-EROD 1 1.7 2.7 5.3%*
He 7-PROD 1 1.6 5.9 19.0%*
UDPGT 1 1.1 1.3 1.6*
F ~ 7 v—2 P450 1 1.1 1.3%* 1.3%*
” 7-EROD 1 1.1 1.5 2.0%*
7-PROD 1 1.0 2.0 32.9%*
UDPGT 1 1.1 1.1 1.3

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

Q@ wWHXR

~ 7 A% FWTERDNAMERER [11.6. (1) ] 12\ T, lROIEMREfERE O E R (5
L7 m—2AP450) LKONEME (T-EROD, 7-PROD &Y UDPGT) HMIE Sz,
KR OE B UHEEOL A FK 43 (TR LTz,
SRS MENY, 10 mg/kg (KE/ H UL EEEGBEOMERECIX UDPGT %#FR< 3 &
FHOIEMREEER B\ CH BRI Z 7R LT, FR2HETIE 7-PROD OFEYE E5H- A3
ML bE Tz, (B 2)

# 43 U AL NIRRT I 1T 2 F R O & 2 SUTEEO L

CitefEZ 1 & Lt

o R (R 58 (mgke AHE/A)
D8 X FEM 0 10 30 100

F k2 17— 1 P450 1 1.4%% 17 9.

" 7-EROD 1 1.7% 2.6+ 3 4%
5 7-PROD 1 6.1%* | 12.3%* | 24.6%*
UDPGT 1 1.2 1.3%% 1.5%%

F k2 11— 1 P450 1 1.4% 1.7 9 5%

" 7-EROD 1 9.1%% 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) BMRRRBLREICXT S HFE

ARENOEEAZ L 2 FIRESREIC KIT T AL R T 5720, 7y b (SD K) ITEY
7V NU = UBEE A 14 BRERGRE O &S (50, 100 X200 mg/kg (AH/H) L, 7=
ISV eH— )V OPER &g LT, BRI~ O G ST,

100 mg/kg RE/HLUL EHRGRER NT = ) SV E X — VRS THI 7 a Y —ADF
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%2 UDPGT igEOF E FRANEO LN, (B 2)

7 v MZ T3 KO Ty OMLHHRE ZRieh ) AR T S5 &5 ka2 a4 5 & UK
THROTEIEADRHTT 4 T 7 4 — B8y 7L 0 i TSH 25 BEF-L. BRRER
Al LRI AT D Z LB TV D,

Fro, M T KO THREOKTIE, FFF 7% UDPGT 2 K % Ty ORGEHIHE
MOTEFIZ LV EZ D Z LMo TV D, (B 2)

10. ANZHBITHHE
WY R = UK & A9y &5 NAESREAMER S s, B
BIVER & LT, BHEFZR, LW AST, ALT X UY-GTP O _EH 24 5 IFHRERE I OY
(TSRS S0 GEEBEREE IO TS 0.1%A010) SEEICE 72l b s ShTnb,
(ZH5)
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. BfRREc il
EE;E’JE‘%%L'JM
( 1) EEEMERERICONT
BLEEMEC OV, SFEGEERRAEw SN, WIhbEEoERThH D Z &
MW, BT K7 o UHEITAERIC E > TR E 72 D8 nElEiT VN e E 2 bz,

(2) BEEMHEHRRIZDOT

AR OW TR, 7 v FE Wz 13 B RO 20 26 HEH O£ 5335 N
A X% A= 13 8 o 53BN FhE S iz,

WTNOFERIZERBNT S, 2w BT ISR CA O, ITIREEOHN, FHEiE
K, ORILELETH T, T2, 7 v b TIEBNEME OVEBE~D RS DN DZ I A
KON, Ty N TIEIN S O RICHEZES A B, T bl U TS MEDS
|—J75‘O 7Lo

BOHIROHETAONEL, 7 v &AWz 26 B OMHIRE O & 5RO
i7% 10 mg/kg K5/ H BGHEOMEOIFIEER CH Y . NOAEL IX 2 mg/kg {KH/H T
HoTo, BEZHOW T, KRBT » b & V2 26 S EERBROIC VT,
10 mg/kg (AH/H OHE TR GIZ L 5 EITRD bivie o Tz,

(3) BHEHFHERUENAMHERIZDINT

PR MERBR XS S LTV,

FENAMEZONTIE, v T AKRNT v FE WS E ST 5,

~ U A% AWZERBRCIE 100 mg/kg R/ B &R GREOMECATHINMEES (IRE+HE) o
SEAEHEEE SN U=,

7 v M AWZRBRTIE, 100 mg/kg AR/ H B G REOMETHMURIR A F R IEE (IiE
+E) OIEMEENEEIM L, 30 mgkg (KH/ B G EEOMECHAIRES (IRE+HE) O
FEABEREDSHININ LT,

WL OEMRE T b A AL HIEEE (BE+3E) (2o Cid, CYP2B 4 RO
B CoH D 7-PROD IEMED EHIEDN~ D ZDORER YT » hOMETEN T & R3Hes

([11.9. Q@K UB)]) SNTBY., 7= /) W EX— VRO Fae— g 0 OB
DR I T, OB L DRI L EE T 720 o7z,

Fe. Ty M CHALNTRRIRAN ERER (BYE+HE) (2o CiE, 100 mglkg 1A
H/HLL EOBEEIZL Y | T UDPGT OIEMNA ZIZHINT 5 2 L vddE ([11.9. (2)
@EUQ)]) ENTEY ., KRBT D HFARIRA N ERZ SO ABEE O, I
Fr ¥ UDPGT OFFE, Ts OREIPEEOTTHEIZ L 5 M THREDIK T, Ziulfd:
IR TERE N T TAEANDR T T 4 77 4 — R T HEDME\N AR, o> TSH
FREEDHEIN U722 LT K 0 B U7 vTHEMED R STz,

REB. BV Y R UBRRITERIC L > TRIE S 22 BRI N2 e, &

O OIRGEORBUIIEEGEEEEFIC L2 b0 B2 b,

A R & AW R OB FE i S TR0, EEERBROFE RN D, T v
NeFkOT a7 7 A NERLTWAZ &, Ty MafvWe 13 B SRS C
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OB T RIZT v MCEREEREZR L O T RN Z L h ., A XITRIT 232~
077 AMET7 v M EAWEREHOEEGEROMEREZSHZITTE 5 LW LT,

BOHIEROVHETALONEL, T v b E AW EGRER Ch O 7 TR ICOZ
BRI TH Y . 1T LOAEL I3 10 mg/ke (KHE/H . #iC NOAEL i3 3 mg/ke Ak
H/HThHoT,

(4) EWFEESHHERICONT

AT AETNEIC OV TIE, 7 v MERAW B GREH A2 Z 8 U7z 3 3k (TR,
JEPERI R O FLIIP GakBR, AR FEMERRER) KON W30 2 T2 38 AR Bt akiing)s S8 =
nic,

ﬁ/b%%mt$%$ﬁﬁﬁfi1mmmwg%§m&ﬁﬁ@%&0&mmyg%
/A B GREOMECHRUE, ATURIIR P O RIS, BETEOR DG S, HlE
Wizxt9 5 NOAEL (34T 100 mg/kg R/ H . MﬁﬂomwQWEMT%oto%%
DEFEREICTT D NOAEL Wb s HETH S 1,000 mgkg (KH/H () KO
300 mg/kg (AE/H () TH-o7z,

JEPER M O L P 538 Cld. 300 mg/kg AT/ F 858D REEMWI AR BRI,
BrAEVISC RO, RESEEOHAVIRERIEmG], IRBBIZS A D, i
N OVFy REC %95 NOAEL 1% 30 mg/kg A/ H Th - 7=,

AR CIE. 300 mg/kg RE/ H B GHEOREMWIC B REEESE, [RGHEO
ﬁﬁuﬁ%l4%ﬂ%$4@iﬂ&0m BIEN A B AL, B K ONEEMIC k5
NOAEL /% 30 mg/kg KT/ H Tdh o7, METTEIEITAR BRI T,

UHX & AW RAREMERER I, 25 mglkg RE/H DL ERGREO RS CIAERN
Pl M OMBER Bl D D3 A B 40, l@ﬁ@ 1Zx%t9° % NOAEL I3 5 mg/kg (K8#/H TH - 7=,
FRIE I G X 2 BEIERD ST, BBIICkd 2 NOAEL (3xmHETHD 125
mg/kg (KE/H CTh o7, HAFIEIIHR LI -T2,

2. BEmEREEZEFMMICDOLT

HEES OIS AV ONS e =2 4 (5-HT4) ZB/AET =2 FTHHEY
7Y RIZHOUW TR AR R B Ml & S0 L 72,

SHMENREABR ClL, 2P ~DF V7Y R T U ERIEOHRRE O #5388k (3 mg/kg {AH)
IZBWT, V7Y RO Crax 13 0.005 pg/mL, Tmax 1% 0.41 K, AUC 1% 0.00413 pg-
h/g, X M-1 @ Ciax 13 0.003 pg/mL, Thmax IE 1.08 FE#, AUC 1% 0.0207 pg-h/g T
bolz, Beh T2 R £ TOHERT~OEY 7Y REORGEY M-1 OfedEi=Rix,
HED 16.03% CThH -T2, B~DOTH 7Y K7 = U BREOREREO#% 53 5 (4 mgkg
(RE) 1IZBWTC, Y7 U RO Chax 13 0.13 pglg, TmaxtE 1 FF#. AUC 1% 0.731 ug-h/g.
) M1 D Crax 1% 0.016 pg/mL, Tmax 1% 1.7 FFfE], AUC ($1.348 pg-h/g TH -7,
Be5- 72 W £ COERPT~OEY 7Y REORE M-1 ORHEIRIX, B5ED
26% CThH -7, BEFHANBITHET 7Y N UBEOREBROKE (€07 Ko =
VKT E LT 5 mg) TIE. Cmax (X 30.7 ng/mL, Tie i 2 K], AUC % 67 ng-
h/mL TH -7,
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i, Feed 7Y R = Ul (1 mgkg (KE/E) 21 H 20, 3 AR
HlRg s L=alih <, 7Y REOMGE M-1 1%, &5 1 ~3 BRI OV NG
MO SNTZ25, R EIEID G IR S vieoTe, 7ok, BliEnoix, Y7
N3 S 2otz RE M-1 13385 1~3 BRIt S iz, £z, FHitnrb
i BV N3 E T, A M-1 13RS 12 B SRR 544 T 24 BF
W% £ Tt &SNz, BICEY 7Y K7 oo Qmgkg KE/H) 21 H 1[E, 3 H
MRl O G LcaliR e, =9 7Y M35 1 ~5 B E O CRriti S nzns, &
W, BB OV M DWW TR, 85 1 B O Siv7z, (@ M-1 13, #i, HE.
g, Bl OVIMG TR G- 1 BROA R Sz, B 7Y RIENZAERORRR (&
& UTHE) L OFOEFHFIZTEY 7Y REFREDNENLLEORENHA LT b,
TG & HEE SN A M-1 28 ~— 1 — & LT,

F2 BT DAGEEER T E i S TRV, FOERREHEBRICE N TEY Y RER
) M-1 2SI CRIFRE R S, RRCEIBR A O I3 M-1 O &3 i &
NizZ et R M-1 13 10%TRR i@ 2 2 EM CH 5 AlRetERN @ LB 2 72,

F7z. @MW M-1 13~ U AZB1T 5 etz sV T, LDso 23RN G- Tl
WY LY IR 7228 (8 1/2)  FRIRNE G- TIEEY 7Y R0 HE< (1.8 %),
RERENRNST2Z EE, R M-1 OoFMITEY 7Y RERBRETHDL LEX
776

PbDZ &t 13 B E L, Y7V REORE M-1 E3%E LTz,

TH7Y F‘ai‘/mﬁ 3, BRI B O O TN L BEEORERNE SN T
Wb, vUANDT v k& AWTEIED AMERERIZ IO T X ONFIRAR A BRI
BEOFRAEDGRD G, T O OGO RBIIIEREHERTFICL b0 THY |
ENRTFET D EEZ LN, LI -> T, 7Y REOMGE M-1 12OV TSR —
HIERE (ADD) OREMNFRETH D &Il L7z,

TH 7Y NI = U OSSR EERERORE R B 15 54172 NOAEL Ofg/MEIL, 7 v

% 7z 26 B RSP ERE B OB 1T DHEOHRIfaE RIS < 2 mg/kg AH/H
Tholz, L7t AFBROINEEED 10 mgkg RE/H THDHZ Enb, K
FOFMESIEOBMEIX 2 & 10 mgkg KT/ H L ORICHD EEZ BN, 7 MEHAD
7250 B 104 FEREFENSAMERER T, 26 @AM SR & RSB
THRIEA~DOZER AL TEY . Z1Uli-3< NOAEL 3 mg/kg {RE/H )3 Eéh
TW5, ZOFEA~DFEZ DWW IR GHIMNIER S 7z 2 &2 L HH5RITEED
NIRinoT=Z & SEERERBROFER NS 7 » R TIHREIC é#z’;% D, MECIIRE L @
L RELSAFIORELZ T H EEZ LD, TFHlE~OREIHET ~ h CHEE STV
HZ &, Eim. 26 M AN @t%@@j&“—@iw\tm: (2. 10 &XT¥50 mg/kg &
H/H) THDHOITx L, 104 FFEFEH AMERRER CTIIAA 3 (3, 10, 30 & 100 mgrkg
KE/H) THDHZ L6, BWEZEEZERIT, 104 BFFE AMERER CE 572 NOAEL
3 mg/kg (AH/H ZA%|D NOAEL &35 Z ENEY CTH D &M Uiz, ARBRTIE, 1
IZ2WT NOAEL 235 5T vy (LOAEL 10 mg/kg A5/ H) 723, Sp@EhieiERo
FERI GRETME X © AR OEZZIFIZ< WEB X B, 13 H XX 26 HF M
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FMRBROIZRBW T, 3 T 2mglkg KE/H DG XD EBITED LTV 2 &
N5, METHE SN 3 make (KE/H ZED NOAEL & 27242 LIZA[RETH D & ¥
L7

EH 7Y RO ADI OB EIZYS - > TiE, 2O NOAEL IZ£84%80100 (FEZ= 10 KON
A7 10) ZH L. 0.03 mgkg (AH/H ERETHZ ENmIThHs EEZ2 BN,

U EXD ., 97U FORMERZETMEIC OV TIE, ADI & L TROEEZRMT 5
ZENEE EEZBND,

EHFU R 0.03mgkg {AF/H (EH 7Y Ry ks L)
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CRIRE 1 - HKE/ S RYSFRERT)

WS Zai
M-1 des-p-fluorobenzyl mosapride
M-2 5-0xo- des-p-fluorobenzyl mosapride
M-3 3-hydroxy des- p-fluorobenzyl mosapride
M-4 3-hydroxy 5-oxo- des-p-fluorobenzyl mosapride

(BIHR 2 - REEFH

PR Zay i)
5-HT o b=y B4 5 Rafy h)7HI)
7-EROD T-T "X LN T v O TV LliESE
7-PROD T-X R UVIVT v OFRT VR LEES
ACh TEFNay
ADI IR — R
ADP TF )Y VR
A/G it TNT I T T
Alb TINT I
ALP TIVHVIKRAT 7 2—F
ALT TI=VT ) NI AT 2T
(=N IRELEVEE N T VAT I —E (GPT)]
APTT R (S N = I N 78 AV e i
AST TANRNGX T I ) N T AT 2T —F
(=72 I UAxYufig 7 27 I7—E (GOT) ]
AUC FEW S R T T
BUN MHRFEEFR
Crnax i ) HElRE
ECso 50%H 2L
Glu JNa—A (k)
Glob ga7 )
y-GTP Vv INH IV NG AT T
Ht ~< h7 Vv ME
ICso 50%3i M FH R
LC/MS/MS Wikra~ s 797 4 —182 07 DEEOSITE
LDso PEE &
MCHC SRR I ER I £ R
LOAEL e/ NeEtE
NOAEL il ey
PLT M IRER
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PT =10 N = I A |
RBC FrImERE
T2 TR
Ts NS Rl N (= =g
T4 Frax
TAR s G- s
T.Bil e ) I P e
T.Chol WwalL AT7o—/L
Trmax R TR P B R ]
TP WAL NTE
TSH RO A VE
UDPGT NFG=ta7x /) —UPD Z 7 v il 7
WBC H I Ek A

T SRR OREIEY & LT,
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1. DS 77 —~7 =</~ LAt B HEIR G EGeAR RS eI R
B 1% GEa®k)

2. DS 77 —~7 =~~~ L ARAS . B EERLERGCAGRHREE Ve IR
B 1% : ITEERE GEAR)

3. ChemSpider, https://www.chemspider.com/Chemical-Structure.106780.html,
https://www.chemspider.com/Chemical-Structure.106779.html

4. FARUIE BAREFGEGE. 2011 4, C-4978~C-4982

5. BEIHSMINISCE. WLE EISRELGER] AASERTEY 7 R fefle WA
TFLRFF, 2012 FALGET (i)

6. EWAERLMAETIR—LN—, B HERN ST — 2 _X— 2

7. DS 77 —=7 =<~V AR S B A R RLEIR T ARGR R EE S L OYRET
EE 7'e I N 1% @ BIEEE GEAR)

8. DS 77 —~7 = IV ARRASH. B EIE S ROEIR AR R R M ONRTE
B AR eI 2% GEAR)
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