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HMLERERETHD =97 Y K] (CAS No. 112885-41-3) (2O T, @M fHESS D
SR EAT IR S 2 W TR AR ER M 2 e L7z, 565 2 R~ DUETIZ S 72> T
X BT R UERE A ARGy & A RO 05 (R r ) 2 RE2 %)
OREEIRTEAGEHFEICHE, 4% W 7= SR Bh pEakER ) OV BR O ok A S0 7= | H ] &
iz,

P AW BRI L, EERE (T b, A X, L, B BEON) L BB (R
). BiEEE, BEE (U AL Ty NEROY X)), AR (T RO X)), %
NIME (T AKRDT v N, AFERAREE (T y BEONDHE) | SRR B O ER
AR TH 5,

SRR EERRICBO T TN B EORRP I ELN TS, v TARNT v & H
NS AR 12 330 N TIHARERE S ONHRIBR A e B2 AT IS O FEAE 05580 BTz s, i
5 OGO BIIIEELENEFIC L 2O THY . BENFET S BN, Lz
Mo T, T 7Y RIZOWTIEFFA— HIBEE (ADID) OFFENFIEETH D &I Sz,

BFEARBRAE RS . XTI S E L. V7Y RO M-1 &% @ Lz,

FHEFRMERBROERENOE LN ERHEE (NOAEL) Of/MEX, 7~ M &MV 26
T RS AR BR DI 3 1 D MEORFRIIIERIZEE-S< 2 mg/kg (AHE/H Th-7-, Lo
LB, 7y bEAWEL Y E#O 104 MRS AMRERCIE. 26 B SRR
R & [FIERIZITFIBU 3V THFRERE A~ DR BN A B TR D . ZHUli-S5< NOAEL 3 mg/kg
(RE/HDRE STV D, ZOFHI~DEECOW I G- ER SN2 LTk
HERITRED B o722 & EHYBRERBR OFER S T » b TIIRENIEZERH Y |
MECIFHEL D SRS ARNORELZIT 5B BDHN, IHla~OFEITMEZ »~ N Cfife
RENTWDHZE, F7o, 104 BERPRES AMERERTIE 26 EMIAMERNBROL Y L&
HEDONEDVNSWZ LG, 104 BREZE D AMERER T 5417 NOAEL 3 mg/kg A5/ H
ZAFIDO NOAEL &% Z L5 Th D &l Lz, ARBRTIL, HElZ->UV T NOAEL
PGS TWRV it (LOAEL) 10 mg/kg (AE/H] A3, SRMEhEERER) & 11X
MEL D SAFNIOEEZZIFIZ WEB X B, 13 B XL 26 B aMEFEERBOIZE
W, 3 X 2mglkg RE/H ORGIZ L HBITHD LI THRN T Lnh | HETH LN
7= 3 mg/kg IKEE/ H #1ED NOAEL & A7ed 2 EIEFRETH D &R LT,

UEDZ &6, Ty M &AW 104 H[FZED AMEAERO NOAEL 3 mg/kg R/ HIZ
LARfREE LT 100 (FE7E 10 R OMAAZE 10) 25 L. ADI % 0.03 mg/kg (KE/H (£
P R UmEE LT ERELT,



. M REYIREEROBE

. A&
TH e ZH 1

. AWM D—HR4A
W4 =7 U R
#i4, . Mosapride

. {eZ24
IUPAC
4 :4-7 2 /-5~ ma-2-= b X -N-[(4-(4- 7 VA B R U)-2-F LR Y =/1) A
FNNIRC AT IR
#4, . 4-Amino-5-chloro-2-ethoxy-N-{[4-(4-fluorobenzyl)-2-
morpholinyllmethyl}benzamide
[ChemSpider]
CAS (No. 112885-41-3)
M4 _URAT IR, 4T3 /-5-71m0-2- 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]

(&B) Y7V N7 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)

HFR
C21H25CIFN3O3 (2R 2, 3, 8)
H7E
421.9 =2, 3, 8)



6. BEER

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

7. FEREMRMERKR

EYTY N7 U, BRI VREAT OV AT X MEEWME 7 — Ui &
L72b O T, MEEEEEER CTH D, (B 2) RNTESNT Yy = g &l L CE
T RE LTINS, 'u b= 4 (5-HTy ZREZRE LT ACh % bk <,
BIGOEER ZIEIICT D EEZ LTS, (B2, 4, 5)

AARTIX, Y7V N7 = Ul Kz A2 &3 2 NAESELB AR ST
Wb, Fie, BHERLE LT Xo EREEE (FRO 4615 EEREEIK T
£F S BATIRL NEEOWEZ BN E LY 7Y N7 o UK O 8IEI &R
NTWD, BT, EOMEMINZIT D THE EEREEEIK T OdcE ] 2 2hRe SUIRR &
LT, 2015 FZEH 7Y N7 = VBB KR O 1% FN D AGE STV D, (B2, 4
~6, 8)

W Cid, B AERRG & L COER STV, (B 2)

Al o —E OB TIE S BN ROUEEE HYE LIceY 7)) K7
PR KR BRIy & T AR AR ERIOAGRREEIMT O Z LIS, AT
BANOEY T Y Nk D R EIR DM ERE SN2 b DO TH D, (BHES)

(6 3)



II. R2HITFRLIMEDHME

AFHIE T, B ERES ORGERTEARRFEESEL LICEY 7Y FOBEMEIZEET
HERMAZER LT, (B 2~6)

BREABRIY, V7V RO U 12 W CE SN, 72, SRRyEhneER
(X BT 7Y R VB O T VAR = VD R FE % 14C Tk L2 & @ (LU T Tearbonyl-
UWCleH 7Y K7 Ut L)) W TEE S, BEHEHRE K O
FEVTRFCIT O D72 WGRITE Y 7Y R U RIEICHE LB R LTz,

W 3 MR e ORISR 2 BIHE 1 ROV 2 1R LT,

1. EYEREEAER
(1) e Sy k) O
7w b (Wistar &, HEIIHER 3~5 VL) (Z[carbonyl-UClEH 7Y K7 = gl
SUTFEBEHEREY 7Y R = BB 28 ORGSO TERIRINPE G- L, SEEhRes R 2352
M Stz BEEE R 1R LTS,

£ 1 7 v baMWic BRI T % iR

veng | JEORHAZE , " PGB .
RERET = PERI P GA%EE - R ——— ARIBRTE H
I uC Ji3 1 MmAERRE, PR
e, MAERPREE, AR, PR
II i/ HE] - RO eh 10 I 5 AT ST
111 Jii3 100 MAERIREE, R
\Y MERE | BRI - PRS- 1 I AE R AL
\ K| 21 BRI - OG- 10* AR, AEARIREE, HRi
FERE b HilA] - s 10 A PR
VII | % HilA] - FRNE S 2 IMAEREE
VIII MEE | 7 BR - RROEES 10* IMAEREE

o —HY72 ) O HE R M1 I2 oW T HEE

@ iR
a. [MIFHREHTE

FRERAE T~ VI O MmAE-RREHERSR D R S 7,

THEVEREE OSKYEIRE N T XA —Z W NTEY 7Y B 7 o Ut R OME M-1
DIRFEDIPENFE T X —H %5 2 ] O\F 3 1R LTz,

[carbonyl-4C]EH 7'V K7 = AR O #e G GUREE I~11D) OREOKEHE
MREIX, WITNORGEIZBWTHIEIZER U Tmax 27~ L, Tig ICRKE 72221372 <
TR E IR LT, Cmax XY AUC (345 G- B TIEIE RG] L THEAN L7223, 100
mg/kg REEGEE GRBRRE IID) O Chax (FREGEENDLO TP L 0 CPE T L, Tie

(aff) 11 GUREED KOV10 mgkg RERGH GUREEID LD LED-T,
METIE, “ARMEDRD Z R LTz, Cnax MOV AUC (XRARZ G L2 0 k&<

1YY R o R AT,



YTV R T U ORNEREICM S NE S, (BB 2)  FEGHERTE Y
U R = PR O e GRE GREREE VI) OFY 7' R = R D Crax. Tz &
O AUC IFHEX Y MDD TR E D oTe, —7, A M-1 O Crmax XY AUC 13t &
D HIEOFTRRE o7, BLEDZ &G, BERR DR GZ MG OGHEE, £
T 7U R = R O M-1 OIREEZGIIIMEZEN RO bitle, (B 2)

[carbonyl-4ClEH 7'V K7 = ERHERIERE D 50 GREREE V) OWIlEIR 5% DR
SHEMEIREE X B AR 0 B G S ARIERER O b 2R LT, &l 500 1 REE% ORRE
121 HiMZ@ U CRE—& (770~1,350 ng eq/mL) ToH o723, KlikE-0D 24 B
% DOIFEIL 6~7 [ 5 F THhRA IZHM L, £ 120ng eq/mL [ZZE L7-&IFIE—E L
ootz MAERAEREGR: GREREEV) @ AUCo24 (8,220 ngeq-h/mL) (%, H[ERXH
Febis GREREEID) @ AUCo-.. (6,460ngeq-h/mL) ([ZIVMETH Y . B 2B
HoIehoTz, (B 2) FERGHERTEY 7 N7 o U EBERAER N G GRER
FEVIID OFH 7Y K7 T UEREREICBOTH, KERGIZK D BE B HITA S
Nnigimnoiz, (B 2)

* 2 Ty MIBTDUCIHRREY U N7 o Ui 5% OFYERE T A—2

SRR R aE i BhH-5 BRI Chmax Tmax T (h) AUCo~w
- [ (mg/kg AE) (ng eq/mL) (h) | off | pMH | (ngeq-h/mL)
I B[] - #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 | HiAl - ik 1 i3 0.9 | 44 697
2! i3 1.8 | 36 1,280
V |21 B - #&A0 10% M | 1,230+263 | 0.5 | 3.4 | 14.9 11,000

¥ AN ORE5E

# 3 T v MIBTDIFEBIMEREY 7Y N7 = iR G OFRYEE T A — %

SR 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 - #&0 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 - #EA 10 Ik 277+35 2 1.5 1,063
ki3 149+27 1 1.8 500

=AM OFhER




b. IRIRE

[carbonyl-4CIEH 7Y K7 = RGOk Ofe s GRERFEID L ERARNE S GREREE
IV) D AUC DL 20 B ST EHEIED A 4T <A Z 8 U 7 4 —130ET 93%.
PRAEPEIERD Hes S B S 7 SO MILERIERIZHET 95% ThH o712, (SR
2)

1 O$eG- EFRIRNEE G- AUC Okt sinbE S-S 7Y R = U FRERE L
RONSAFTT AT T 4 —1F, HET 7%, HT47% Tho7-, (B 2)

PRIZOFERPEERER [11.1. (1D @] (281} % [carbonyl-4ClEH 7"V R 7 U ERED
BAIRR 1 36 5 96 IfIZ DR PRI G | IRINERIT D70 < & b 40% & HEE STz,

@ 7

R RS EMERE
FRBRAHE IT KOV V OREIZ 360 T IR K OSERR U E TR EE D3 e S 7,
H[A] & O $ G381 B ik K Ok PRS2 3% 4 KOV5 IR LTz,
Hi[a[e GRS DRI I, T2 2 C oMM CImiE PR & xhis LTS
1 W Rz s U, i, s, B, B OVINIGH IR 1 TR o> 10 £
PLETH T, ZO%, MFRHPIREIXRORE & & HIIET L, 5 96 Frilk Tl
g OVE g 2 R CHRIE(SFERR S (E&FRA & LTI 0.1 pg eq/g X mL (Z4H
W) KL leotz, (B 2)

21 HMOREEGRCIL, s 1 RERIRIC 31T 2 M K& OBk F iR X, B
PG LIRIERRETH - 72, 24 B TIIE T ORI E S MmEPREDK T & &
HIZPD L, 168 K TIEHRIR L OSKBINRZ BR O Tl O 1/10 LUF OFRE
Lipolz, (ZH2)

o

2 AUC (10 mg/kg AEOFEM#5) (AUC (1 mg/kg REDFARPNEZ 5 X 10)
3 AUC (10 mg/kg AAEORR O#:5) (AUC (2 mg/kg KREDOFARINIZ S X 5)

10



F 4 Ty MNIRITDUCHRREY 7Y N7 o PRETHERE 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 — —
Ll 2.75 1.31 0.84 0.31 — —
Ji 6.73 3.85 2.49 0.93 — —
KR 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
T fik 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 MBS UCETY T N7 o U KER O&E5% O
M09 M OSARRTEHE MRS (ug eq/g XiE mL)

s 7 BREE | 14 BRE&RE 21 HHE 5% (h)
24 K% 24 §filt% 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
KR 0.42 0.72 2.53 1.37 0.86
FRMR 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
Nz 0.33 0.22 16.1 0.44 0.21
A — — 1.20 0.03 —
5] — — 0.57 0.07 —

— : PSR A

b. £BF—FrSTHTZT74—
REREE L ICBIT 2B OBRGICE Y 24— N T V4T T 7 40— X BN
A RE STz,
HETIE, B5- 1 R, IR OB BR< 1F & A E 2T OMBHI BTG Ty
L TWeDs, &5 48 IRFfEf&IZiE, TR, & ONHILE N AN TS

11



S NTZUANE, 1A EOMR TRt SN/ eoTz, —FH, METIL, #&5 15F
fi1#2 T < ORI EEHEMEIZ oA L, HEE B2 0 iR OSFBEIC b oA Lz, £7-.
RIS I L W D R E D o T, (BR2)

©)

O ~DOHEFAER D I < 7,
Hi[E$ 5 96 B2 D IR M O PR A £ 6 IR LT,

Bttt

ABREE I~V 23RN T, HAEE U < IIBAERE DG5OI HRIFARNE 5RO IR &

10 mg/kg (REE O HERE A5 Ti, MERE S & 1085 96 Rt £ TRk
LHlsHEME (TAR) OF) 40%., #EHIZH 60% 05 S U7z, 1 KO 100 mglkg (A
OH[EFRE O ERE (HEOAFE) CTHLREOFR TH -T2, (B 2)
FAEF R ClE, ARG 24 Ktz OR R OFERPRIERIT, 2200 40% %
UK B5% TIHE—ETH v, HEHGRFOPEIR L IRZFR CTh o 7o, k5 168
REffL = Tl BEHEEDIE & A EATHRRP R OFEF I Sz, (B 2)

#® 6 7w MIBITD UCHRT T 7Y B = BREHIERE O 5420
5215 96 IRl 2 DIR L ORI (%TAR)

e e G Behg Ji3 \ i \
- [F1EK (mg/kg {KH) 7 £ IS £
I 1 40.5 (38.4) | 59.0 (54.1)
II HAm] - #2101 10 42.6(41.7) | 57.3(52.8) | 38.8(37.8) | 59.4(51.8)
1 100 43.5(42.1) | 55.9(47.6)
IV | HEl - #IrAN 1 44.8(43.5) | 53.2(48.7) | 33.8(33.1) | 63.1(1.6)

() : 525 o4 W1 OBREER

(2) EYERERER (S k) @

@

ERBE T o7,

IRUR

NRAEFEEL T ~ N (Wistar &, 1k 3 VT/EL) % FV T, in situ/L— 7752 L [carbonyl-
UCIEY 7Y N7 = U2 THIWE O (B, + 28, ZSAIE) 1Ic&ks
(10 mgrkg IREE) L., BG4 B £ CORKEMLITIBT DWIEES BT ST,

+ AR — T I DR GEOK) TO%HWRIN S, BT ahi Uik D5 LIRS 13

N EVIRESNRnoTe, (B2

@

a.

Wl 2 HA[ENRE D ¥ 5 (10 mg/kg (AL L. #ik. IofEM OV
EW N A — T VT T T 4 —%AT0, LN

kil

fafE - BRIRA~DBITHE
IR Z >~ b (Wistar &, #EE 19 H, 3 IL/HFR) (Z[carbonyl-4ClE¥-~7'U K7 =
UL O HURHE MR EE ORI

Ak OBEHEEREE 23R T IR LT,
Pl 1 BRI OB LPREE (3.10 pg eq/g) 13, REMWAO MEEPHREE (2.13 pg eq/mL)

12

B

25 K ONRIAGNIR5-TlE, 9 45% K% TN 40% 035K S, BHob i

~OBATHEA R S U




DR L5 [EEVRE CTh o7, A0l - HIRICED 2I0, 15, ML OER T,
FNEAUMEFIRE DK 4, 1.5, 2 KO3 fEm <. AR TITH 6.5 fFmWIRE TH -
7o, 524 FERLCIE, BRVEFRIREES B G- 1 FEREITZ OfED 1/10 LRI F L7, 2E
R OEK IR IR EE L2k 2 LL OB - HALTZ 03, AFARE Tl
(ZIRIT A LT R EER R 3 A BT,

BEF— N TOH T T T 4 —Tlt, &5 1 ERE#OBIROEF I EHEE N EIEE)
—ZH DI, B5 24 FEEE ORI T, WLENED IO B FEHEMEDR  H i,
FRIROMRRIZ XA D72 Tz, (B 2)

=T HRT v MIEBIT A UCIEGRTY 7Y R/ = U HRRE OB 5% O
FEAEH BETEMEREE  (ug eq/g XIE mL)

. P GARIERH] (KR i P AR R ()
ek 1 ” HER 1 ”
1 4E 2.13 0.11 HPE 8.62 0.23
Lol 6.47 0.17 Y 3.54 —
Jiti 9.71 0.24 T 3.29 0.19
ik 22.4 1.99 iR & 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: JBIE 3 VL/REEM) (FRVE 9 DCMRER) . — @ JE(SFERR A

b. Eit~DFITH
=37 v b (Wistar &, 3 V) (Zlcarbonyl-4ClEH 7"V K7 = eth 2/ 0¥ 5
(10 mg/kg fA8H) L., FPEhEsiRms I S iz,

(3K ORI OFEHE IR EE DR ENE N T A — 2 23R 8 TR LTz,

FLI R I3 G- 1 FFEI#21C Cmax (7,310 ng eq/mL) (ZEEL, MUSEPJREE (1,490
ng eq/mL) DK 5 (5T > 7=, ZALLARE, At IR I TmAE PR IS L TIR T L,
Ty lE 4.4 R THAEHIZI1T 5 Tie (2.7 i) KD K& odz, ZNHDZ Enb,
O E%ICRBIT DI ~OBITA RSNz, B2, 7)

#£ 8 AT v MTBIF S UCEGRTEY Y N7 = U IERN&R 5% D
HRYENAE /RN T A —H

i Cormax Trmax Tie AUCoe

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

@ Bt

JRAEHRE 7 » & (Wistar &, M 3 VC) (Z[carbonyl-4ClEH 7'V K7 =t %
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OG- (10 mg/kg (RE) L., JEH-HREIDSRET Sz,

P& 5 24 Wit Tl TAR OF) 40% 2B IS HRIE S, #0572 FEfE#E £ Clzix
I AT% RIS HEI S 7z, BRI (3% 5 4~5 B ICcR E 72 o7, Z ok
BRiCET D IRHPHEIEE (%TAR) 1%24% Th o7z,

512 Wit & Lzl L7 it 2 BIOERE Z ~ o+ FE8ENicE s (0.1
mg eq/lC) L7z, JEH KL OYRFA~OENERITZINZIVE 33% & TN 16% T, £ 50% D
AEF 23RN S G 26%TAR (2ARY) . IGTERR 2% ) 7=, (PR 2)

(3) EWEResiR (1 X)

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

TR O S EIRE /T A — Z W OG- 168 BERITE O IR K O IR 2 £ 9
KO 10 1R LTz,

M HEHEVERREE @ Crmax 1359 1,000 ng eq/mL T, MAEF IR —FAMEORD %27

L7z, /3T A =2 TIMEETA BN -T2 R 9),

#5168 IRiflt: £ CORF XL OFEFFE=R (%TAR) 1E, £ 21% 4% N 67% T,

MWHEIHR BN -T- (10), (B 2)

K9 ARIBIFDUCHEERETY 7Y N7 = Pt B[Rk 0 e 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 KRl DR X OFE PR (%TAR)

PRI I £
i 20.4 65.6
ki3 21.1 67.7

n=3

(4) EYEHResER (L)

v (=27 A Vv, MRS 3 V0 (Z[carbonyl-14ClEH 7"V R = gt & BAARE O
#5 (10 mg/kg (AE) L. HAY@EhEaER S S 7z,

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

M EFEEHEPEREE D Cmax 1E 2,000~3,000 ng eq/mL T, MAEFHEE T —FMEDO
DaR LT, B/3T A= R RERMEEITA OGN -7 (F11),

5 240 Wi DR K OFEFHEIER (% TAR) 1, ZHEH 60% KL N 27% T, P
IZA LN Tz (£ 12), (B 2)
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#F 11 VU RIT 5 UC T~ ) K7 = R AR O 5% 0
IREIHE R T A —H

BRI Cax Tax T (h) AUCo~o0
(ng eq/mL) (h) ofH BFH (ng eq-h/mL)
Y33 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 OFEFHREIER (%TAR)

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

(5) EMEREHER ()

@ IR

B (RVAH A U, It 3 HE, KHE 150~200kg) (2, ©H 7V K7 = figtg il
ZHEERHRE O BeS (BT R = U@t e LT 3mgkg (K%E) L, mEFHoOEY
7' RO M-1 OSEPEHRE X T A — & D3t S iz, BT IRk 7 v~ K
777« o7 DEEGHEN (LCMSMS) &AW T To72,

YT REORE) M-1 OFEWEIRE ST A —F2 2K 13 TR LT,

WY NiE, &5 15 0% (WIEEREUR) I8t S, &5 15~45 55%%
ICHRRIREEICE LTz, EORBRIESCHITIET L, &5 2 KEEI#&IC 3 i 1 61, &5 4 I
M Ix 2l CERRA (0.001 ug/mL) K& 72 -72,

R M-1 1%, 85 30 pZIC2f G St E0%aR L HIRIXE Uil
IREEZMERF L, 5 24 Rtz 3 P 2 B CEEFRS (0.001 pg/mL) A& 7o 7=
3, 5 8 RIS EEIRAN & 72 o 70 1 i35 24 ReR IO EERA A % 5
& (0.002 pg/mL) 25RH S N7z, (BH8)

# 13 BB I LY TV R7 o U RRIGHERE O ¥ 5% OSYie T A —4

HIEYE RREE (ug/mL) Tmax (h) AUCo~ (ug-h/g)
7Y R 0.005%+0.003 0.41%0.29 0.00413£0.00185
1R M-1 0.003£0.001 1.08£0.38 0.0207=x0.00658
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., #5-1
REMRICB T 27U REOMCEHY M-1 O ASRET S iz, sy i
LC/MS/MS % Wi 7=,

TH 7Y ROBEX, F=9H (1.01£0.15ug/lg). F 8 (0.65+0.31pglg). &FH_
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H (0.59+0.08 pglg) KUY (0.17£0.03 pglg) T, KT, HIUH (0.041+
0.015 nglg) . /M, Wi, Mk, &R, ARG, fifi, (LR, M4 (0.001+0.001 pg/mL)
OIEIE T L, FHAIELE RN (<0.004 uglg) Th-7z,

R M-1 OREEEE, T (0.140.02 uglg) KOV (0.037-0.003 uglg) T
< WUTHER (0.015+0.006 pglg) . /MG, FUF., LA, PO S5 L 55
H. M4 (0.00220.002 pg/mL) DNAIZAT L, FHA. IR O =8 I3 E &RAAR
fiti (<0.004 pglg) Th-olo, (ZH8)

@ HEft

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

#5712 iR £ TORMOFEF PRI AR 14 (TR LTz,

JREA~OPEIIL, TV 7Y RAE 24~48 FEEI#% ., A M-1 235 12~24 B
Mz im PR EAZ R L, &5 72 Rtk & COVERRFREEIEERIL, ZhE2hks:
BD 0.36% K% 1 0.64% T -7,

FhAOPET, BV 7Y RREE 12~24 BRI, R M-1 23 %5 24~48 i
MZICREdEtEZ R L, &5 72 K% E cofEpdat=ix, chetnis5 80
11.77% K X 3.25% T - 7=,

B b 72 WEfE % & CORKOFEEFA~OEY 7 U R EOREY M-140O%BEIR X, &
HE?D 16.03% Th -7, (B 8)

#F14 BT HEV TV R o UG E R OG- 72 Friig o
PRAE OFE R (BeG5-&Eixtd 2 %)

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) EWEhResir (&)
@ BIR
B (I 7Ly N, EBRESE) (2, BV R o U RR AR eI L B
RGO &G (B 7Y N7 = gl L C 4mgkg (RE) L, miEFHOEHS7Y
R = P N OMRGE) M-1 OFRE O IEMENRE T A — 2 Mgad STz,
TV Y NI = RN O M-1 OSYEIE T A — X 2K 15 TR LT,
YT R fgE, G156 0tk (RIEEREIR) (IZa2finbit S, &5 1
IRFHI2 1T Cmax (T LT, D% IRAATIREAME T L, 5 24 212 3 511 2 31,
Fe 5 48 efi2 11T CE IR (0.004 nglg) K & 72 -7z,
W M-1 13, &5 15 %I oi Si, &5 2 FFEZIZ Cnax lZE LT,
D%, mAITIREME T L, &5 24 FFE#&IZ 3 il 141, 5 48 Fefiiz 26T

4 M-1 ORITEY 7Y R LTEH
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EERAR (0.004 nglg) Kk 7e-7=, (B 2)

# 15 BIZBT 2TV 7Y N7 = UEEEHIARE 0B 5% OFRYEIE T 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, M HEMOESRES 150, MER G4 ME150) ([2eY 7Y
R = PRt A 2 RS K 0 R &G (£ 7Y R Ui LT 4
mg/kg fAE) L., $&5 1 FHERICEB T 2EH 7Y K7 = U REE R O M-1 OfE
AR DR S 4T,

Y'Y K7 BRI, IR (7.8 uglg) ROVMNE (7T.0pglg) TEL, &
VN, A, R, oCER. MEUiER. REWG. AR ONMILEE (0.15 pglg) DNRITIEL 725
7o A M-1 OIREEIX, g (2.4 pglg) LOVEE (1.1 pg/g) Tk, RTINS,
R, Wi, Wi, GO, AE (0.11 pglg) . A (0.039 nglg) K OVIENT (0.027 pg/g)
DIAIZAEL 72 o7z, (BHR2)

@ HEMt
F& 7 WS pshrestir (111, (6) D] 12T, HEtEERD = S iz,
5120 H#F’ﬁf&@ﬁ&@ﬁ%%@@% 16 (TR LTz,
JRIEA~OHEIX, T 7Y N7 = U N O M-1 & bIc&E 0~12 %

(ZheEdEiE R AR L, 5 120 R OIRPREEIERIL, 22580 1%
MR B5% THoT,

FHA~OPEMIE, BV 7Y N7 = UFE R OMRE M-1 & b I2BS- 24~48 FEfEIT%
(iRt E A R L, &5 120 RS OFERPEIERIT, 2h 2 EED 16% 5T
5% T o7,

#5120 K2 DR K OFEF~DfHERIL, H&HED 26% Th o7, (B 2)

# 16 BICBITAEY T K7 = U ER O&R 5% 0
PRI R OFEH IR (R EBIZxT 5 %)

HIEYE SR %
EY 7Y 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) EEniessiz (N)
EFNCRBT 2T 7Y N7 = O HERE NG (£ 7Y K7 = K
& LT 5mg) Tl 0.8 K] TIMHEF Crax (30.7 ng/mL) (232 L, AUC 1% 67 ng-h/mL,
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Tue 1% 2 K T o7z, &5 48 FFZORPPRIERIZ, £ 7Y R s LT
0.1%. EERHW @ M-1) ELTT% ThH-oT,

MIEH 237 FEARIT 99%., AisFE 3.6 kg, &5 7 V7 7 A1% 80 L/h Th-
oo BTV R UREEIE, & UTHIET, 4703 u XU OV ERolift, Zilc
fe< TR Y VB B NOL OB U ER S NMOKERKIZ L » TR S D, (R
FIF L LT CYP3A4 THDH, (B3, b)

(8) FEyEhEHER (2 VNV ELDIEEM)

7 v & (Wistar &, MERES 3 UL 408), A X (B —2)VHE, HE3PL), v (W=7
AP, BE3PE) KON (B3 AN) ko iy idimE & [carbonyl-14C] X I X I
WET Y 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 FRRICHRET S T,

BRBHIKS T2 X NI REERER 1TITR LI, (B 2)

#£17 Y7V K7 o UEEOMIEXIIMEEY 7B L OFREEEE (%)

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

(9) KRR (Svb)

7w b (Wistar %, M) (Zlcarbonyl-4ClEH 7'V R 7 = Feth 2% 05 (100
mg/kg RE) L., FREERD FEhE S/,

PRI S OEE RIS 2 (X 112 LT,

FHFY RFIFELE LTI a_X DO, 2 U< ELRY VB 5 LD
AR O P VB 3L OKI I L > TR Sh D L EZ b, (BR2)
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\L O ‘:E",j'7o U F\
OH3C\/O NH, OH3CvO NH,
COOC — (O
l © R M1 l Feais M-3
o oHSC\/O NH, 1o OH3C\/O I NH,
R M-2 S AR M4

X1 T MBI AEYTY ROHEERHERE

(10) REEHER (Sv b 41 XRUHIL)

7 v & (Wistar &, MERER 3P0), A X (B — 7 VfE, MERES 3 P0) KOML (=
7 AW, 3 Ve OME 2 PE) (2, [carbonyl-4ClEV7' U N7 = U Esti A n#&5- (10
mg/kg (KH) L. &5 1 K O i ORI R ONT IR H L O ORI B
DNHIE S e,

@ MmiIEhREY

FEMFEIC T D PR OIREE 22K 18 1R LTz,

7 v FORETH, RE) M-1 3237 R VRO 2 kb2, REw
M-2 eV 7Y K7 = UBEED 0.63 5 Tholz, Y7V K7 Ui, (G M-
1 KO M-2 OIMBEFRHEEHEM SO 2EEIL, EEi 18%, 356% &N 11%THh
oz, METITEY 7Y R/ = VB R 2 < IMBEFRBEHEMEIC O 25513
73% . REMIVBETH 7=, MEOTH 7Y N7 o U R ORI 4 15, 1%
i M-1 OFREEIFHEOR) 1/4 T, T~ MBI 2RENCIEMEENTED bz,

A X ROV TIE, AR ORI EZZI TR BT, (G M-1 OJREE
I3A X TITEY T R UEED 1.3 %, VLTI 125 TH o7,

Ty~ (), A X (HERE), v (M) IRV T 4 FEORE M-1, M-2, M-
3. M-4 3K S, ZOREITWT OB RE S M-1>M-2>M-3 Xt M-4 OJE
T, FEAHIIM-1 ThHhoTz, (BHR2)
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# 18 FKEMWRIIEIT D UCHE# T 7Y N7 = VR D 5#% 0
MAEP AL (ng eq/mL)

L (ng eq/mL)

TR MR

BfE | PRI YU K7
(ng eq/mL) o M-1 M-2 M-3 M-4
Sy | 1,480 262(18) | 524(35) | 164 (11) 54 51
7 i 1,540 1140(73) | 140(9) | 463 | ND | 23
It 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 : g, (

@ RPRVEHKBEY

PRA G OFEF G 23R 19 1R LT,

) AT 2R 5 %

n=3 (Y HED% n=2)

WTHNOEMFEICB W T RPN OITET 7Y R o UEENEE A SR Sh
T, HEHEMEO KR SR S, B ORI 2SI 58D B s

o7z, Flo. WITNLOEMREIZIBWLT HE M-1 OIRE N R b EIo7T,

HPOREWIRIE (WTAR) Tid, 7 v FORETEY Y N7 = IR DMED
12 LIF, ARG M-1 OIREEDMED 2 5 TH Y . T v hOZEPRE O RLIZ S
ATz, A X RO TR, BPRE ORI R E 2RI B o Tz,

ZH2)
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# 19 FEWRICERIT D UWCE#R T 7Y N7 = VIR D 5% 0
PR O REIRE (% TAR)

. RS (%TAR)
e | RIEN: .
) | Ene SR = ] R
g | MR | B (%TAR) 4%\7 i N4 M1 M-2 -3 M4
T R
e 7S 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
2 -
= 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
1k -
. £ 26.2 3.4 2.8 1.4 1.9 <1.0
i R 61.2 14 22.9 9.2 4.1 <1.0
# 27.5 4.7 2.5 1.6 2.9 <1.0

a : HBEHEEOREIZIZ, 7 v b 5 96 Ik, A X @ 5 168 Iltg, L« 5 240 FF
DR L OFENHW I, £z, MGHPIREOREIZIL, T v b A4 X, Y b blokb 24
BEREIE DR, T v b %5 24 BiflijtE. A X &5 48 BFEIRR KL OV - %5 72 B5fil#% (M 1 pC
1% 120 BERE) DFESHV LN,
n=3 (YLD n=2)

(1 1) KREEER (o vitro 358

WD =~ MFR 7 v Y — Ay 2 A= invitro fGERBRICB W T, BV Y K2
T UFRE SR M-1 ~OEIV RS, Y7V K 200 umol/L (BRef&IREE) IR
IO M-1 OARKEIL, HET 397.9 pmol/mg protein/7y, T 55.7 pmol/mg
protein/53C, HEOHBMEL V T (5E -T2, ZORBEISIE, P RHBHEH SKF-
526A IZLVBHFEIN, BV 7Y FORFBHNIIIT HF 7 v —L4 P450 ORI RIE S
iz, (B 2)

ANF L~ 7 m—2 P450 FEBIN Y o/ _FFERERMIE (lymphoblastoid cell) HIZRDI 7w
V—LERANT, HoTREICBT 5TV K7 2 UBBEOMRBREES D, Al
BIFLEY Y 7 = UERORBNIEIS 325 h 7 v—2L4 P450 53 ROV T
ST, ZORERET Y NI = BRI, 5 FED 7 7O S 5208 15X CYP3A4
DEHENT EDVRENT, BT E A EME M-1 Th -7,

o, F 7 u—LP450 5y FREG RO D 14 N\OANIFI 70y —LZ2 [T, £
B7Y NI UEEEORENEIE L F - 7 v — 2 P450 45 1R B O EHEMEOFE
B~ bniz, 7Y N7 = UBREORBNEMEIL. CYP3A4 DR RAPYE CHHT
A NAT | O 6B /KB bIEM: & OB E < (FEEIFREL : 0.97197) . CYP3A4 23EH
7V R = UEEOMRHC G35 2 LaVRE T,

PbEXy, =97 R7 o UEiEIE, NCIEEICCYP3A4 IZ LG ESNs EEZD
i, (B 2)
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2. ZREHER
(1) %88 ) @

A (RVAZAFE (), FAVAZA FELEONFL (M), 4~5 22Hilin, AE 108~
200 kg, HERER 2 BE/REA, 19 P PREE GRBR 1 - M, 3B 2 1)) IcE 7Y Ko
VEAERA A 1 A 218], 3 HREBEGIROBS (£ 7Y R/ = gl e LT 1mgkg 1K
F/A) L. BGREIIRGHETH 1, 2. 3, 4 HOFF 4 Fii, RIREEIIRGREOKR G T
1 BRZIZEBWT, MR oe 7Y FEOGEY M-1 OJRE %2 LC/MS/MS (2 X0 #JlE
L7z (EEBRS @ 0.004 pglg), [FIERORERZ 2 23 T3 L7z,

BAAREPOTH 7Y R EOMGEH) M-1 OJRE %% 20 KO 21 (TR LT,

(555 1]

YU NI HRIZRBOTREBGKT 1 L2 HREO2(ER) G, 3 HIETIE 2
TERD DRI S AUT223, 4 HRRICIT 8RO &R AR M & 72 o7, /MG ClERie& 5
BT 1 BRRICEEEND, 2 BIC 2 A B S0y, 3 BRI &R TE
BIRARGG & e o7z, A, BB OB TIlE, BfdR G/ T 1 HELIKE, 2Rk TE
BRARM TH -7,

R M-1 1%, IR W TRAICBEGHE T 1 LUV 2 B O2EE) B Sz,
3 HELUB I AEA CERIRA AR & 72 o7, Bl CIlImER G/ T 1 BRI R
5. 2 BT 2 RS SN2, 3 BRI EIR T BRI AR & 72 72,
/NG TIIRAER GHET 1 BRI 3 EAD DR S8, 2 H R LARRIX A8 T &R
A & 7r o T, AL ORI TR G4 T 1 BRLDRE, 2ER CE &R T
HoT,

KREECIE, &2 COMBRICBW CERBRARE CH-7-, (B 8)
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#20 FCBTLEYTY R UmiiAl 3 A TSR 0 5% 0
FAEHEY 7Y N ROREY M-1 ORE (uglg) O

HIEWE FHAE | B GE A% (B)
1 2 3 4
EFHTYUR | A | <0.004 <0.004 <0.004 <0.004
JifiE | 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 251513 TR Lz,
() : BB n=4

[558 2 ]

YU RIE, RIS WO TR ST 1 ROV 2 B%RO2EE) S, 3 HE T 1
BRI S N7225, 4 BRICITER CEERSANN & 2o 70, /MG TIdRk&x b
T 1 HRIZ LEEDS, 2 BIZRIZ 2 @R D Sz, 3 HIZLIBEII2ER CF
BIRFRG & 22 oz, A, Bl OB Tl B 54T 1 BE LK, 2k TE
FERFART M CTh > 72,

) M-1 13RI B WD TG G T 1 OV 2 BIRO2ER) G, 3 B TiE 113
bR Sz, 4 BRICITER TERRTANN & 7o 7o, BlEClImks G4
T 1 BBOEMEENS, 2 AR 3 HETIEZN TN 2 A LR S, 4 B
TIIAEAR CTERRFAN & 72 o7z, /IMETITREEGHT 1 BZO 2 ER6, 2 H
FON 8 HETIXENEN LEED SR S22, 4 B ClIER o e BRI A &
7eo Tz, AR ORI Tk, Bef& 5447 1 BIZRLIRE, 2R CERRARm CThH - T,

SHEEECIL, 2 TOMICB O CERRARM ChH-72, (B 8)
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%921 B DEFTY R R 3 B RSREIE OB 550
TS FRORED M1 OIE (1g/g) @

I E 4| MR | RGP ()
B 1 2 3 4
£ Y 7| A | <0.004 <0.004 <0.004 <0.004
UK 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
/M | <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 251513 TR Lz,
() : FHEIEL n=4

(2) %BHR () @

BRIV AR A FE, ME4TH, AE 557~690 kZEY 7Y K7 = fethflfz 1 B
2 [0, 3 HRsRHRR QS (£ 7Y R U@ s LT 1mgkeg RE/A) L, #5E
BRI, HIENBE 4% K O 5L T IRRAOICERI L 723U R o577 R O M-
1 DA LC/MS/MS IZ LV HlE Lz (E&EFRS : 0.004 pglg), FEkORERE 2 7T
T3 L7,

HHFHDOEY TV REOMGEHEY) M-1 OIRFEAZ T 22 MO 23 1R LT,

[555 1 ]

FHT Y RIIHIEE G0 SRR G T 72 FEfi% & CORRERTREARN EER
R CTh o7, HW M-1 1305 24 B DR S, kiR 58T 6 B
HBITHETRE (0.008+0.002 pglg) Z7s Li=th, BG4 T 24 B LI 2@ A
TEERAAN G & 72 o7z, (B S)
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%92 T HEFTY Ko R 3 B RSREIE OB 50

FLHHEY 7Y REOIE M-1 ORE (uglg) @

HIEWE TH 7Y K R M-1
e 5-BRkGHT <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&BEGH&T% | 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 IR R, ERIRALL T 22T B3t TR L,

() BB

[FA5% 2 ]

n=4

YU FIIAIEE G 12 R D B Bt G4 T 72 Bk £ TORRE R TR
ERIRAARN CThH o7, M M-1 13, F5FIARTNIEBIRARN Th o 7203, wlalk

HHT 12 KR b =BT SH, mfé G/ T 6 Kkl

EE (0.013*

0.006 pglg) Zm LTI U, Bk 5457 36 WREIZ LIRS XA EAR CE ERR A

Ligolz, (BH8)
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%923 BT BT T Y Ry BHE 3 F RIS N 550
FLHFHRE S 7Y RO M1 OB (uglg) ©

HIEWE TSR & M-1
e 5-BRGHT <0.004 <0.004
WIEP %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
REEGHETHZ |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, RN 2508513 TR L,
() : B n=4

(3) %BHR (B @

B (o771 R, 4~18 i, (KE 387~510 kg, 3 5H (M, MELR OVEBMES 1
9) MRS IZEY 7Y R PR RA 2R 52 L0 —H 1 18], 3 HIFFRERE 05 (£
B7Y Ryl LT 2mgkg (RE/H) L, M OEY 7Y K7 = R RO
i M-1 OFEE%A LC/MS/MS (IZ X W HIE L7z (EEEA : 0.004 pg/g) .

Rl OT T 7Y B = R O M1 OREZ R 24 IR LTZ,

VY R UL, RS 1 BRORERO SRR O S, sk b
3 B TR 2B R ONERG 8 Bl 1 fio bRt STz, Ff&#es 5 H & Craffigo
FHAFI TR ST,

R M-1 1%, Beidd 5 1 BRRITTIR OVBIR O 2FRE DN AR, /N & OO 3
Bid 1 FICRI SNz, BG83 KO 5 B Tlt. RN EERARM TH-71-,
(ZHR 2)
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* 24 BIZBTLEYTY B = CRREERAI 3 H H5RHIRE A i 5% 0
FRE P EY 7Y N7 o PR K O M-1 OFRE (nglg) O

=7 ya. P2
W | b St B (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
TR yo
A 0.006 <0.004 <0.004
RERf 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
JilEi] <0.004(2)~0.009(1) <0.004 <0.004
() : K n=3

(4) ZBHR (B) @

B [T 7Ly R, 3~11 wiffin, (AHE 432~520 kg, 3 85 (M, MK OEBES 1
5H) /M) (IZEY ) R = AR RIAI AR L0 —B 18], 3 B EFRERE Q&G (£
B R ofigti e LT 2mekeg (KE/H) L, #kTOTY 7Y R = U fRte KO,

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

YT R UM, G 1 BFROEERO 2Tt S, Kifkk5 3

J OV A% TR COZ2H ThiH S 47,

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

Hahre, midseh 3 KOS HIR Tl &N ERRFAKG ThH -7z, (B 2)

#* 256 BIZBT LYY F7 = CEREERAI 3 H H5RHHRE A i 5% 0
FAEHEY 7Y N7 o PR K O M-1 OFREE (nglg) ©

=7 . P2
1 3 5
Flik 0.357 0.024 0.012
. ik 0.061 <0.004 <0.
TPy Ky Bk 0.00 0.004
o /N 0.024 <0.004 <0.004
TR po
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 N <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
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(5) BRBI—H—
THZY RO RS (& LT MOFOAELFICEY 7Y FEF
FNTNU LOREN A ONT=Z L b, TEAE L HEES LD M-1 258~ —
—& Lz, (B8

3. Bi=zEMHER
Y7 KT = Ut OB IR A B FD in vitro KON in vivo iRBROFE R4
F26ITRLTZ, (B 2)

#£ 26 VTV N7z Utio@netimER (in vitro KON in vivo ikliR)

in vitro

iR POES = i
1 I 22 9K 22 | Salmonella typhimurium 78~5,000 pg/plate (£S9) Pet
s TA98, TA100, TA1535,
TA1537
FEscherichia coli WP2 uvr A
Peto (REE | F v A =—ANLAX—fifilk |8.75, 17.5, 35 ug/mL (— 2
B CHIL/IU #fifa S9)
50, 100, 200 pg/mL (+S9)
In vivo
A H Y ST = i
INERER |~ v A (ICR%R). ‘BhEHI 750, 1,500, 3,000 mg/kg & Pt

H, HRRE O%RS

EREDEBY | invitro O in vivo DB REMERREROFERITRHROF D 53
Wb TH L Z EnD, BV R o VR KR OGE M-1 134K & - TRY
B IR DEmE I EE b,

4. 2EEHHER
(1) 2EEMEER (ZI9R, 5y FRUTAX)

FKHEEWI BT 5T ) R o U tEoO2MEEERROSRAE 2T IR L, (&
& 2)
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#* 27T [HEEZ BT LEY T N7 = RGO

. ‘ LDso —_—
Hhyfi PR | PERI (mgfkg IKT) FT AL
Ji3 >3,000 ITENE D, PP SRE . BEEN, R,
e " >3 000 ;:}’L/u\ IREHTIANHE R, AR A
<A E—— <4
_ ITEND, PR, IREEZM b, A9
SO G el I ) 7SS M
1k >1,000 ITENR D, PR SLE . REEN, VRIR,
[ i 914 WALA, IRED, BB A, REE
(670~1,247) | Wil
YA >3,000 ITENR D FPRARER, BEEA, (WA,
G 1,905 AR T2, (RE N OMBEFEOR, it
_ " i3 (1,004~ |V, FiBfER4
7> b
(SD . 3,613) —
67 ) BT | iR >1,000 B T OZERITE AR
ITENE D, PP ELE . BEEA, (VLA
REMEN | el >1,000 RENR OBEEFEOJD, IR T, it
IR, igsita, MEVENsEREE
A X MM, T
(=2
Fifi, £ ica >400
9~10 7°H
fin)

a: W NOFMEAT R SR 5-Y H 38544 24 RN 822 BTz, IREA~ORENIBIE2
M (14 ) Ol B172, b : 3,000 mg/kg %@Qﬁﬁ BELH - 1k 1/8 1), it /8 1)) .
2,000 mg/kg (RERGHE GETH] : 1 1/8 {%J)

~JAKDT v N T, WTHOHRGREEEIZIHVO TS LDso 13 1,000 mg/kg (KE I
HONTENLLETH -7, —RIREE, RELOEEE (7 v hOA) (1THT 580
BN A LN @O SO T, ZNLREEREIE L, <~ 7 A28 58810 L UHE
WPENFE G ONT T » MBI AR AES-Tlix, Mo LDso DFAMEL | Bt s ot
MBI,

(2) KBt M-1 DAaMESHE
~ 7 AZBT A1 M-1 O2ERBR O RA2 £ 28 1R LTz, (R 2)

# 28 ~ U AR LY M-1 OEERE

p ‘ LDso I
B | BB e i
<A | 279 (192~405) |TEIBCD. DGR, MEREA. MIFC
(ICR %. 5~6| & PETUVLA
TEI) 264 (239~291)

a: WITNOEMRTR b 52 BIC @k b (@ISR 14 Af),
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~ U AEENE G BT AR M-1 @ LDso (M : 279 mg/kg /K, M : 264 mg/kg
(RE) 1%, FEROBGREIZ L2 7Y R = B0 LDso (HE - 1,000 mg/kg (ARH
L b, M- 914 mglkg (RH) L0 H/hED o7 (§1/3.5), T ATV CEET
HE, ®YV Y R UMY (M 1,538.3 umol/kg ARELL |, M : 1,406.0 umol/kg
RE) . A M-1 1% (B : 786.5 umol/kg (AH, Hff : 744.2 pmol/kg IKE) & EHW
M-1 OakR/ NEGEEIL, BV 7Y R = U RIEOR 112 5 Th -T2,

FRED LDso fED B RERENE G X A6 M-1 Ot mENnE Y7 K7 = U
HED LB LIZFRRO—maE 5NN T 5720, LLFBsRE & vz,

@ HEFERNESHOSMR/NGEE

~ 7 A (ICR &, 6iffn, M5 VO/EE) (287 V K7 = UBEE I M-1 %
HEFRIRNE S (27010, 20, 30 X% 40 mg/kg IKE) L, S/ NEgEE |
BTz (Bl 3 BiE).

R M-1 OS2 ER/ NSSERITEY 7Y R = VRt & [FIFRIC 40 mg/kg (REETH
SN, BNVEHEA TS 5 &, 7Y 7 = UM 61.5 umol/kg (AREE, Rt
) M-1 1% 112.8 umol/kg (KE &, A3 M-1 O2i NSEEIL, )7V vo =
VERYED 1.8 Th o7z, (BR2)

Q@ MEERNRSFOMmMITHREE

~ A (ICR %, 6lHin, WS 16 W) ICatm/ MStEEYE0EY 7Y K7
T UPRIEKFY) (500 mg/kg (RE) SUXREY M-1 (200 mg/kg fAH) % HEIFEREN
B L, Y7V R U ORI M-1 O FE PR 2 HIE Sz,

KM AE PR 2 3% 29 (TR LTZ,

Rt M-1 5% oiEr o M-1 BE1X, =970 K7 = UK
H#OMIEFOEY 7Y F7 2 RIER O M-1 OGFHRE LY &hotz, (B
4 2)

29 ~UARANOEYTY K7z BRI K ORI M-1 ORI 5123
JHEY 7Y K7 R OEY M-1 OfEP i (ug/mL)

#5830 451% B 5. 60 751%
Fg K a
PORRL | el EEE T | i | =50 1 | (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 : SECHIEUEE S %L b« 5 BIoOFE, ND : Bitisind

PLEX Y BRSO S N B N OVEIEESELZ B 4o 25 REIE NI G- oD i %
R (1E<TEE) 6. G M-1 o8stsEHT, 97U K7 RO 1/1.8 L
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TThoreELADN, (B 2)

5. BRMSMHHER
(1) 13 EMERMEEEAEE (S k)

7w b (SD %, MR 18 VU/fE) # W= 9 7V K7 = UEetao 13 EMsEHR 0
5. [0, 3, 30, 300 X% 1,000 (MEDAH) mglkg (KE/H) (1L % HarE i Eh®E
i STz, BHRE TR OBIERBIIFIL 4 Bl & S, BT RA R 30 IR LT,

FECHII FREED 1 Bl 25T 31T, W bEGHRICE DD TH T,

30 mg/kg (RE/H UL BB GREOHEZ A B 7= T.Chol @ _EHIX, ZDOMOIFE D /X7 X

(2D 72 < MR CRIE DA LN -T2 Z Lnh, BT R & 13 A 7
IphoT,

3 mg/kg (REE/ HEGREOMET, BIROFIRTE RO ST, RIS L QMK
AL CIIRE N LT, BERNERITR VW EE X b, 1,000 mg/kg A/
H&@ﬁ@%fiuw@@ﬁig@ﬁéﬁUﬁﬁEi@ﬁmm#Eﬂt#\fﬁﬁﬁ%
HIZE TR <, BEEFRERITRWEE 2 b,

JHFE A OV RABAE 2 A DT AR ERIL Y R 7 AT VEHRWE &5 2 bk,

[FIERRER Tl RIS 2Bk < BIERT O BIEDGRD BT,

HEES 13 AR C 31T 5 7 NOAEL) %1 C 30 mg/kg K/ H | T 3 mgrkg
ARHEH/HEREL WD, (BR2)

RIWREZEESIT, 300 mg/kg (R H LA # 5 EEORER O 30 mg/kg AR/ H uﬂ&ﬁ
FEDOHET T.Chol k&, EBEEMEOIK FTENALNTZZ En D, RERIC
NOAEL %/ T 30 mg/kg {AH/H . MT 3 mg/kg (A5H/H & #%E L=,
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# 30 7 v EMWE 13 AR T S EEET R

b5 J3 i3
1,000 mg/kg REE/H |« RERGIINH], AR
- RBC B/), HE{KF
. ) VHEE., ALP & O'BUN E
. KT ER. CIHET
~JJT'<%%SJJD\ Na /K 5
- B DX} B BN
- FFHIRCIE A (10 1)
- BfaIAHIROERE (5 51)
- BRI - R @ f) RO
EIRAMAE (8 )
- BRI - KIREEBE (541,
MoE-EiE (661, Mg (84
K OEIE <A LBk (5 151)
- BRI Y o Hio/ AR (5
)
300 mg/kg (RE/H | - VEHE - PiE, FTENED
oLk - K B e A - PREEHGINPNH], FEEH SRR
*T.Chol k5. NV ZUxY Rk | -HtIKT
VBRI T - ALT 5
< JRE X7 HENN < JRZ R AN, Na /KLt 5
- PRk ODOHERT Ko ONFH < EE B HE AN, - PR DHERT K OFH* EE D 1Y
Rl Rz OV O FH 6 BN TN, ReHEROFE T AN
- FFHERCRES (10 f51)) . FHRmEyEm | - HAREiES (9 1) . AivaiAskiia
IS A 2 DR (5 41)
- B FEIE g BB KO - s - i Q6 KO
EIRAMAE (2 1)) %}ﬁéﬁéﬁ% (9 1))
- R KIREERE (LB, | - SRS j:ﬂ@“%’”%”é‘ SRR
FoEEsE (260 RO (1 H@ B (260D, Mg (1 F)
1) K ONEIfG A :J:/I/EWK (3 51)
- IR Y o HiO/ AR (4
1)
30 mg/kg RKE/H |30 mg/kg (REH/HLLTF - K EOHE M)
Pk TR R L « RBC DR
* T.Chol XNV A& D L&, ilE
BIENENAER K O AIG EEDIR T
o [Pl M OV gk oD FH e BRI
3 mg/kg K&/ H mEIT R L

a : 300 }2 0" 1,000 mg/kg IRHE/ B & 5-EEO 1T 2t

(2) 26 BMERHSHHE (Sv k) @

7 v & (SD &, MRS 15 VU/EE) ZHAW=T97 Y K7 = U ERtE O 26 FEREFEHIRE 0
#eh5 (0. 2. 10 XU 50 mg/kg (AE/H) (2 X 2 i Ak met il 52 S /-, FethpT i
3 31251~ LT,

FECHNL, SHHERE 141 GERRIA) KON 10 mg/kg AE/ B BEGREOME 1 4] (&535E8)
ThoTlz,

MR TlE, 50 mg/kg RE/ HEGHEOKET MCHC OIK FA B8,
DORAE CAIMZ NET AT RANALNIRNT LD, BHEFIHERORWERILEE XS
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iz,

MEAECFRIRAE TIE, 2 mgkg RE/HESHOBETCL KT, TR 77Uk
RO T.Bil @J’:ﬁﬁiif SIS, 10 mgkg (KE/HEGRETIIOTHOZ (L A b
RN D, BEICEDEETIIRNWEZ I b,

HEEE X, 10 mg/kg {ZIKE/ H# GRECTA LN HIEERIZ OV T, 8 ThH Y. m
AR TN BN o T2 2 LG AT LSS OFFEIC & 2 0
B E &z, B L I L TWRY, F07-0, ARERCHIT 5 NOAEL 2kt L &
12 10 mg/kg RHE/H ERHEL TS, (BR2)

B LEZRERI, 10 mgkg (K H & GHEOMETH O FBIERIZ OV TIEA
gﬁ%‘é ERHY ., Ty NERAVE 18 BN ERMER (115, (1) ] LU 26 HEEHA

MERBRD [11.5. Q)] IZBWTHALNTWAITRTHY . 260 2 BTl
ﬁék%@ﬁ@ﬁ’WM@ﬁw&EET)f7x%yﬁ®é§%%ﬁ%ﬁbfm5:k
D5 ARFERCA BT IFIEE R 2 5 512 L D588 LI L 7=, L7=53- T, 50 mg/kg
IREE/ H B G HEORECYTHE, 10 mg/kg A5/ H &Eﬁiwﬁk&f‘ﬂ%ﬂﬂ@@kﬁm b=z,
5. ABrizE1T D NOAEL /7T 10 mg/kg (KH/H, T 2 mg/kg (AH/H LF%XE L
7=

# 31 7 v FEMAWE 26 BHEHEEMEFEEROIC 0 23T R

P Jai3 i3
50 mg/kg 1AE/H - ViEHHE - PiE
AEHB-Glob 43H[D_F5H- *T.Chol, UV FELONNY 7Yt
U RO EH
- IFHRaiE R (13/15 )

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

LIk TR L

2 mg/kg K/ H BT LR L

(3) 26 AFIFEAMEERER (Sv k) @

7 v h@ 26 BMEFESMEERERO [11.5. )] 128\ T, KE&EEO 50 mg/kg (K
/B & GHREOREDO EE AT NRIED . CTh - 72 Z L v 5, 50 mg/kg (RE/ H % 5-
BEOTMEFT R A2 MR T 5720, 7 v b (SD &, WS 15 PURE) Z W CEY 7Y K
T UPREE O 26 EREESRE DB S (0, 10, 50 XX 250 mg/kg R/ H) 12 & 2B
DI STz, BMERTR AR 32 1R LTz,

FECBIIE, 250 mg/kg (RE/ HBEGHEOKE 1 B TH -7, WEERFORE ORI, &
N SHPIRE (R OZMEEESE) D3SEIN &5 2 Hivie, FEGREOEFHITIE,
THOMFRICB DT HHAIREZ R THIIA SN, £/, 13 B AMERENRAR

[I1.5. (1)1 ® 1,000 mg/kg IR/ B GHEHIBN T HBEGITRRT 2 EEE /e < 7
PR 2R b Fr DRI T2 2 & v h . BFEHIZRSELE & B2 bz,

lEFRE & CIE, MY (250 mg/kg (AT H &% GHEDOMERE) . FRIR (250 mg/kg {ARHE/ H
B GREORE) WONIHK, Coigk, AR & OMERAR (250 mg/kg (RE/ H ¢ GREOME) OFExt
HEROWIMN AL, WIS REEIINGENC L 52 b EE 2 b,
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TN OBl C A DV AstamUas . VAR 7 ATF UHRWEIC L D L B2 b,
HEsa 13, ABRICEIT 5 NOAEL ZMElE S 12 10 mglkg (RH/H EEREL TV D,
ZH2)
BhhzeZERIE. 50 mglkg RH/ H R GHEOMERE Tl ~D52 2 (NEER LY
RERSE) NHONIZZ b, ARRBRIZISIT 5 NOAEL Z MM & $12 10 mg/kg (A

/B ERRE LT,

#* 32 T v MWz 26 B ESMEERBRO BT L BT

e !

I

i

250 mg/kg R E/H

- S

- PT 2O} APTT OfEE:

- o2 L UB-Glob 430> |5

- T.Chol BN LASED L5

o FFRRL OV Dk R Ok 7R

O

 JNEEFRLOWERFIRRIE RS (14/15

%) . R C o2 BRI,
RIS otz KO
IERERR RN, BRSO
FEBSEEZRL, -+ FERG OO
SA, U EiCOTIR IR
W OB~ T —
s (g 12/14 F, KERE
13/14 f51))

+ T.Chol,

+ it
- (REHIMHME] (RERDE K

20%)

- PLT X OWBC o8/, PT 0%

il

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

o JH RS o OFH % BB DR N
« B FH R BN
o /NEEFRLCERFAAE R (15/15

%) . FHgcletatazibs (715
Bl) . BIRAE COB IR

4. BERGOREEER, +
TRIGOWEONS A, g
i cFE—47 B kO
T (N IR TR QAN
HpRAERE, B ClER~ n >
7—HIn (Mg 8/15 il KR
B 12/15 1)

50 mg/kg 1AE/H LA
S

o /NEEFRLOWERTRBAE R (8/15

), BRiClER~/ a7 7y —
s (W 4/15 51, KERE 4/15
1))

« a2 J2UB-Glob 4yiEi > _E5
« FFlE R O oAE R EEEHE N
< /NEEFULMERFRIIRIE R (15/15

#) . R cleffaiitE (1/15
w). EHCEA~s a7 7 —
w115 1, KERE 1/15
i)

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

(4) 13 BMFEHSMEHER (1 X)

A X (B — 7V, MERES 3~5 VU/EE) 2 W=7 R = figtio 13 @ RsaH]
FEOf&h. (0, 12,5, 50 X% 200 mg/kg (RE/H) (2 X A MiaMEtaings 35 S 7,
KTHERE K O 200 mglkg (RH/ H B GREO OB (MERER- 2 VUL ([CBG& T% 48
M OEEFABRIA 2GR E STz, BT R AR 33 IR LTz,

FEEBNTA BT,

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

JEEREE B DUV T, 50 mg/kg REE/ H DL BB GHEOMERE 2 g #xt & OEX EE 80D
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A A BTz, £7-, 200 mg/kg (RH/ H $5 5-FEOMERE T A & 4107 g OEligioo 5 &
WANEJREENEE 5 23 TN DS FRR0 SURMIRFREA L 2 o TN Z &
FMEFRIBERO R WVELEE Z BT,

IR CIL, ALP @ EFIZOWTIE, [ IFEIEEm A vz, Z Ozt
PRI DWW TR D ZR S B il

HEFE 1L, ARBRICI1T 5 NOAEL AT 12.5 mg/kg (AH/H LREL TV 5, (B
& 2)

RinZeZBRIE. 50 mgkg KE/H UL _EEGREOMERE CIHgOMx & OFE* B 20O
HWINEEN A BT Z L b, ARBRIZISIT D5 NOAEL ZHERET 12.56 mglkg (RH/H & 5%
E L7,

#£ 33 A XZ&EHW= 13 BERETAMEEM RIS T 2 FRET A

BhE 1 I
200 mg/kg KE/A |+ RV 7 VLY FEOTALP O E5. | - ik, BT T
- fEEIEJRD
« ALP ® EH.
50 mg/kg {AH/H < MM, PIEHE, #RAE ST - IR
DIk « gDt R ORI EEOREM | - FUZ7U®U Ro_EH
o JH RS I OFH % B B DR N
12.5 mg/kg (RE/H | FEMEAT AR L TR L

6. BHEFHERUENAMEHER
MM ERABRI I E G S TRV, v T ARDT v b2 T IED AR DN R it
é h‘( A é o

(1) 92 BREFEINAMRER (YHR)

~ A (CD-1ICR)BR *%. 6 i, WS 50 IUEE) 2RV 7 1 K7 =
® 92 AMIEAIHE S (0. 10, 30 X% 100 mg/kg KT/ H) 1 X DN AMGRBR)N EhiE &
i, AT GEIEEMRA) 23 34 12, IHHIElEREORAE A7 35 | R LT,

PR T, 30 mgkg (RE/HEGHEOME (29/50 ) THEZR EFARALNTZ
23, MR 72 < BER & U CREGICBERE L 72 it AASERD Do 7o 2 L Dy AR
M7ebDLE 2z bk,

TR AR ClE, FEEEMEZA L E LT, HECBW T, 30 mg/kg R/ H DL R
BREC/NERU U HETFRIAIE R OB, 100 me/ke A/ H #5558 T BTG (B
B K OVNEF TR ZE a2t O A B T,

TEFAEZA L & LT, 2 GHEORECITFHBBRIED 2 i, KBGECIT DR
5 RT —4 (7.7~23.2%) O _FR%Z EEl-7-, 10 &0 30 mg/kg AHE/ B 5HEOFRA
KIS 5T — % O LR & E)NC ER S @%af% D, AEZHEMRREMETIA T,
M AEE TR enh, HEIZEDEETIT W EE I 6, —F., 100
mg/kg K/ H &%i@ﬂﬂﬁﬂ@ﬂ%ﬂi@%&%ﬁf YT —X O ER%Z BRI

(WMIE +98) OFASE D p EIFEEREE (0.0561) THo7=Z &b, HEORELE
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Z BTz, METIE, 100 mgrkg AT/ H % 5HE CIFMREDS 1 FilA b7z, 512X
LEAETIRWNEEZ BT,
£ OMOIEIG ORI N OFABEITIL, B E DB IA LN o1, (B 2)
BN ZEEESIE. HETIE 30 mg/kg RE/ H DL BB SR GRS N bz 2
&b, NOAEL % 10 mg/kg (RH/H L50E L, HETITEMET AN A LN -T2 &
725 NOAEL % s &0 100 mg/kg KB/ H & 5RE L=,
(TSRS 2 EhT [11.9. (2] &/

#* 34 ~ U A& 92 BEIED AMERRBRIZ I H AT R GEIIZNERZ)

Beha JAi2 i3
100 mg/kg RE/H | « (REHIIIENHI 100 mg/kg A&/ HLLT
- O B B HEN FMEATRZ2 L

- ZERTFRINSE (WIRIAREY) (5/50 ), /INgEr
ARz e (22/50 f1)

30 mg/kg {AH/H o NELUPERTFHMIRAE R (18/50 1)) . /NEEFRLL
Lk PERFRZE s YE (10750 B)
10 mg/kg REE/H | FMEAT AR L

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

F£%)
‘ s Pehg (mg/kg RE/H)
PERI] NS OFESH 0 10 20 100
JH e e 4 (8%) 13 (26%) 2 | 13 (26%) 2 | 18 (36%) =
It JHRAaE 4 (8%) 3 (6%) 2 (4%) 1 (2%)
JHFARRaRESS (MY + ) 8 (16%) 15 (32%) 14 (30%) 18 (38%)
FHF A R 0 (0%) 0 (0%) 0 (0%) 1 (2%)
i3 JH AR 0 (0%) 0 (0%) 0 (0%) 0 (0%)
JHFARRaRESS (MY + ) 0 (0%) 0 (0%) 0 (0%) 1 (2%)
a : BRI it O 5T — X O LR (7.7~23.2%) % LA, n=50

(2) 104 BRMENAMERER (S )

Z v kb (CD(SD)BR . 6, eSS 50 UL/RE) Z W= 8 27U R 7 = UERED
104 HFMVREFF S (- 0. 10, 30 XI% 100 mg/kg AAEH/H ., #ff : 0. 3. 10 XI% 30 mg/kg
(RE/H) 12K DHD ARG Sz, BT RA R 36 12, MR & OHIR
HR AN LR ERE O3 A %3 3T 1R L,

100 mg/kg AHE/HFGREDMEN Y 30 mglkg AR/ H #-5HEOMECHA TR ININH 23 7
bz,

FR T, 30 mg/kg A/ H UL EEGREORECRIE K OBEFEDOHEIMA A Bz, ke
FHE T, 30 mgkg R/ A & G5REOMERE CHFIRE EORIMER 2 A S, 100 mgkg
IRE/ H B G HEORECIIIEEEOR B2 EMN A b iz,

JRERARRR IR Ik, FEIEEMEA LS L C, 10 mg/kg IAH/H DL ERGREOMECTE
FLFHINESE (APEEMaEs, et - Zeiafbiiliate) . SR GEEO”ER O 30 mg/kg K
B/ A B GREOMET/NEER O EIFRIREIER . 5 G-REOREC/INER ORI e 22 ZetE &
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OMEN IR . 30 me/ke AT/ H UL ¢ GREDIE TR HIA . 100 me/kg (ARH/ H $25HED
IS OF 30 mg/kg AT/ H $e GHEDMETHURIR A RGO SLOE S O, 30 mg/kg
IREE/ B B GREOMEDRFFEL « ZERSCAVE G RIS HE R NS 2% G REOIE TR X
ITRER HERDRZE (R ER8 . FEE RO RINSE) O BT,

JEEMZA L & LT, IR A OV RAR AR RIS 23 A BTz,

30 mg/kg (AH/ H &5 REOMEDOFFRIERE DI ASEE  (2/50 B1]) 23 FT—4 (0/50~
1/50 ) % Elal>7=, —J5. 3 mgkg K/ H L& GREOMEOITHIREARAE O 5 A E

(1/50 B) 13T —4 (0/60~1/50 B) OFPHNTH 7=, FaHATIZ LV | I
N (W) M ORIl O AL A BT A DRI 1oy, ZNEILDOH
SRR I R (TS - p=0.024, H?%Hﬂﬂ@%% :p=0.019) TH-7=Z L7 5, 30 mg/kg
IR/ B I GEEOMEOHIRIEE IR G X D8 L 2 2 bive, JETIE, *HREE, 10 &
O 30 mg/kg {AE/H &Efﬁifﬂﬁmﬂ@%ﬂ%:% 1 BABITEDS, RIS DFE AR D
HEINEERD Hp o=,

SR EREORECTHIRAR AN EREE BIE-+HE) AAbiiz, EAMEICEELRAE
FABEMED N B AL, 100 mglkg R/ B GREOHETIIEE TH > 72, RSN EREIC
DONWTIE, AEZET R HEMBEMELAE T oTo, BIRIRAN R AEO R AAERE

IFWTNOBRESEHIBWTCHEET —4#  (0/60~T7/50 §) OFPANTH -7, LLEDZ
2: NN 100 mg/kg RE/ A 5HEOREZ I 0T 2 HURIR A R0 R EEE O3 AL O NI
BHIC L BB LEEZ b, METIE, BB X2 FIRIRA I RIS DR AR DHY
i mu&') LIV T,

Z OMOIESEOFEFE N ORI, B LA IA LN oT, (B 2)

B LEZERIX, 10 mgkg (KH/ Euiﬁffﬁi@ﬁk&ﬁ&fﬂ?ﬂ;ﬁ XTI DB
Ni=Z &Enb, TR/ FMEE (LOAEL) % 10 mgkg AE/H %@ L., METIE
NOAEL % 3 mg/kg K5/ H &3%E LTz,

(T R A R 2 ah [11.9. (2] &)
(RS RE ~ DB B 2 MshE [11.9. B) ] &)

# 36 7 v bEMWZ 104 BEZEDSAMRERICI T 2E3IEATR. GEIERIRZ)

e G JAGE i3
100 mg/kg AHE/H | « (AEESIIHTH]
- IR EE B 0
« FURARA B R o SL oo @ &
DENN
30 mg/kg A/ H o JF R B ek e ) - (REEHE NP
ok - ARAEHEAE o PR B e )

* /NBEFU RTINS
- BRI A ERGa O SLom S

DENN
- BIEEHES (BRI - 2850
KL 5]
10 mg/kg AHE/H < INEHULYEFRERE, /NER |« RRIFIE GHERM R
ok OMERFHRRZE Rz, RRRAIL B e - 22 b B

R
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AEHIRE (RS TEEGE .
BN UL, ks
A ONER _EIRORE7-/)an,
RSB ZEIEOEAN)

3 mg/kg A/ H AT R L

# 37 T v MEFWEZ 104 BEZENS AEEBRICEBIT S
PSS Ky OVFRR AR A BB R IS D8 A= 4K

PSS SR e (mg/kg AHE/H)
i sl NS OFESE 0 5 10 20 100
JHE iR e 1 1 1 0
1 JHFmA e 0 0 0
o JHFARRaAESS  (MYE -+ ) 1 1 1 0
iR 0 1 1 1
il 5 JHFmAe 02 0 0 2b
JHFARRaAESS  (MYIE + ) 02 1 1 3
Ahia bR i 1 3 3 7
i3 AR bR 0c 1 1 2
. Al EREE; (IIE -+ 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 E ORI CHEZE < . AEHEMBNES Y, b« BARNHEBRE G O
—4 (0/50~1/50) Zihid 5, c: xFHEHEEE ORI CHEZR <. HEMEBEEICAEEZERR L,
d: BEZRHAEMEES D, *  MIREEE OB TAEEED Y, n=50

7. EERESMHER
(1) E£msEERER (v M

7> & (SD %, 5 lln, WEMES 24 DURE) 2 W EH 7' N7 = U ol 0
#h- (K- 0, 10, 100 XI% 1,000 mg/kg AEH/H, 1 : 0, 3. 30 X% 300 mg/kg {AH/
H) (2 X 240 I S iz, B, #ECIX 6 i) & ARCRT 9 Wt &
Eie 91~93 HIE, METIE 13 B HAELAT 2 L OB 2 &0 TR 7 B £
TOHMIT, —H 1[G S, HESB 5646 91~93 B2, MEFIEIR 21 B ISR
Ihie,

BEM)ORETIL, 1,000 mg/kg AR/ H B GEECRE, AREHIENGE], A OV
et K O 8l ONZ RO B RO DAL, 8 BIAIEL Liz, BEM O
TIE. 300 mgrkg AT/ H £ GHECHUIE, AEURHAR O RN K& O A S 1 )Y
(W Ok RO H3FRD BT,

BHGHE (0. 10, 100 KUY 1,000 mg/kg (RE/H) OREZZhEhofeb58E (0. 3.
30 XN 300 mg/kg RE/H) OMEE AL SET-& 2 A, HEICKDEGERET] (RER
SR, WIS, BRI, ERE) \TxTREIIA LIRS T,

FRIECIE, AfERIEE, AFIRIRIRE L ORI B F 1372 < . GIT X D BT S
e ote, SR, IR OB ClE, e HEECERAR G 14 PrE TR
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B 14 Brg) OREROFERIKTRA LN, SD 7 v MBI 5 BRRELOH
FNTH Y, FEIZE D BFITEED HRhoTz,

HEEE X, ARBRICEBO T, BEMmIckd % NOAEL %/ C 100 mg/kg {K=5/H., #ff
T 30 mg/kg (AE/H . MIEIZkd 2% NOAEL 4 # Tl & 1,000 mg/kg ARE/H .
W Che s RO 300 mg/kg (RE/H LERE L TV D, (BHR 2)

RWEEZEST, ARSI 28T % NOAEL %, T 100 mg/kg &
F/H, MET 30 mg/kg (RE/H LE%E LTz, £, MEEOBSHAEIZxT % NOAEL %, \»
ThbEHETHD 1,000 mgkg KE/H () KO 300 mgkg (RE/H () &&%E
L7,

(2) AEHRWMRELEARESHR (Sv )

T >~ b (SD SR, 11 ##h, 23~24 IU/EE) ZHW=EH 7Y K7 = R O]
OG- (0, 3, 30 XI% 300 mg/kg IKH/H) 12X 25BN EE S iz, BeGHARMITAT
BR17T B DMtk 21 HECTE L, —H 1[G Lz, R Fo) IXEARDM S,
i 22 HIZHIRR UTe, B (F) 1328850 E LR IR OBIZR 21T - 7=,

HE) (Fo) TlE, 300 mg/kg (RH/ H &G CEREHINING], BEEORD . Higo
ot K OVFE T B Bl ON T Mz OV D A6 B B D HE NG N MEER IR oDt Mo OVFE G B
A N IR OMERT BB DO DR BT, oihse TREOBIZE TIE, BB ok
I OVEFR S (B0 B) OBUMERIZGED vz, HIERGE, /oifikie &L ONEE R
REIZIR G L AT b -T2,

AN (F) Tk, 300 mg/kg ARE/ H 5 58 CAREHE NPT ONZ RIS BAZ L UG
TREOEEEIE)N T HHT-, 30 mglkg R/ ARGRETH AR 14 H OBIE CIRIBEIZ D
PEIEA DTN IA BTN, Z ORI ORRIGBIZLD ISR ITERZEN KX < | B3
REMZ L DbDEBZ bz, AR (F1) OITEIVERERA. @ﬁﬁ%ﬁ (R, %

AR, BER) . FIRAT AL ONESSER (11 #ipE) ik, REICK2EBIIALNR
motc, FEW) (F1) OFIREFT RISV T, 300 mg/kg %E/El&ffﬁifﬁﬁ’éﬁikt@ib
THEE OERIBLOBD DB O, BREL ORI (F2) OERBIECRITHEE
WIeoTe Z Edh . AFEREINZREIZ WV E B 2 v,

HEEE X, ARBRICEIT S NOAEL %, RME O Fy Wi & H12 30 mglkg (KH/
HERELTWD, (BH2)

R EFERIL, 300 mg/kg RE/ H B GHEO B AREE NN, FECREERD
s, [AEEGEEOHANR (Fy) (SIREHEIPH], IRSBIAORBREIEN A D= 2 &
b, BEMW KO F B85 NOAEL % 30 mglkg R/ H & f%E Lz,

(3) HESHHR (Sy M)

HRZ >~ & (SD %, 12 i, 38~39 WU/ ZHW=EY 7Y N7 = RO 5|
BO¥E (0. 3. 30 X 300 mg/kg (KE/H) 12Xk BB FEE Sz, HEITERE T
H6 17 HETO 11 B, —H 1 [BfThiviz, &#f 23~24 LA IR 21 HIZZES5E
R LSRR LTz, 7% 0 OKEE 15 IEOREMW & B IR0 S B BERLZ ICH IR L 7=,

HE (Fo) Tid, SEGHECHERRINC MR EEOBD A L7, 300 mgkg &
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H/H BSOS MM P B ERE . RIEN OMERE R 3 B AL, SRR
IAREEH AN QN A ORI OB BN A ST, EREGE, /iR & O
BAIRRBICHR BT X DB TR b o T,

falE (F1) TIE. 300 mg/kg R/ H & GHECHZ R GHEl 14 PrE) OREROH
B2 PR OB IR 2 D AVTZ 03 ARG A AR AR AR ) OWE BRI B 13 70 <
AR, NI VBRIV T H, & EIC K D EBFEITERO bivenoT,

AR KA AR (F) Tk, AFNRE, Rl BEE, Hfbikie, 1Teiikeems
. AGERE) (KRB, %H FOEEL BRI BRE) ., #%ﬁ&oﬂ”“ﬁi (11
TEREF) ([ ZB W THRGIC L DT A b o Tz, PRIV TIE, 300 mg/kg (AE
/B BEGRETR AR U iﬁ%*’ﬁ@ AR OEIG 3% BREE & bl L TR RITED -
7o ERGRA (11 EEE) CTiE, (EERIBIZISV T 300 mg/kg IR/ H £ G HEOHE TR
HEDL BB OB DB, Fi REMW)OFIRET R ClE, 300 mg/kg (AKH/H #
HSRECERBOIEMD A BT, BRI L EZ 2 BT,

fald (Fo) ClE, B, AFRIAE, IR ONERRAEID, 52K DE
EGLONSY WAy

HEEE X, ARBRICE1T 5 NOAEL % R K OME IR & 12 30 mg/kg fAE/H &
LTW5, (ZH2)

R ZAFERIL, 300 mg/kg RE/ H B GHEOREMWIC B RsEBR O EN, [AB G4
DOIEE (F) (S5 14 IrERALRO PR R OB BIER R ST 2 &b, zliiit% z
BT 5 NOAEL %, REMWKOWAE L $12 30 mg/kg KE/ B L i%E Uiz, AR

D BRI T,

5
Fi

(4) HESHHR (V9H)

IR X (NZW i, 13~16 JU/EE) ZHAWi=E3 7Y K7 = et o sl 05

(0. 5, 25 X% 125 mg/kg R/ H) (L AFRAT RIS 7z, B HHIRITAT
k6 HH 18 HETE L, —H 1 [EEG L7z, IR 28 HITZHIEALE LFIk LT,

REM O—IRIE T, 125 mg/kg (KH/ H #5558 CREIR I E ORI 23 7 5
i, BEGHARIRE TR OIEBISERE I IRRRE & Ll L CHEICE - T2, £, (REHEI
R OMERE BB A3, 25 ma/kg ARE/ H LA B3 50 CH BRI A bz, 125 mglkg
IR/ BRGRETIE. & DICHIROH EEOHMIGRD BT, HI T, 25 mgkg (&
Y/ H B G RE TR EM R L & 2 B A IED S O MM OB S -8 (1 41)
CHgOBEER A BV, 125 mglkg R/ H & GHREOFEEM) (1 41]) CTIIROM A
BETEDSFR O B LT,

FRVECIX, EFRRIEE. AEFRRIEIRE L OWELIZ R 13722 < L AhEE. IR OVB#
TIZBWTEH, HHIZL A BRFITHED Lol

HEEE I, ARBRICI1T 5 NOAEL ;5_» l@a%f 5 mg/kg (KH/H, R CREHE
D 125 mglkg IRE/H EFRE L AT e o e E#iE L5, (B 2)

RWEERERIX, 25 mg/kg (KE/H uikﬁﬁ@léb%fﬁ@tmﬁuﬁnﬁﬂ N OMEEE
OB HNT-Z Lt ARBRIZEIT 5 NOAEL 2R T 5 mgkg (A5H/H, JRIE
ThemHED 125 mglkg R/ H LF%E LT, EHZHEITED v o Tz,
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8. EHEFHZE

(1) —AREEIEER

YTV N7 = U OFEEREHY M-1 O—SEHEREROR R 2% 38 MU 39

R LTz, (B 2)
# 38 EBYV TV N7 U O—RSRPEE B
Wl meoER s B | s (fgf i« SR
| RO ToR) | R % & (5D BT W)
—RARIE R O TENC 300 : BRI, LSO, AT
BIEFAR (rwinis| - <72 | oo DERORORMEOIET, &R E S
B IGERER, 2| GIURD | ’ WL, R TR
. L7 —akER)
< EE B EY N
e RSEERIE (;UZ/;) @ 30, 100, 300 | AL
Ti A ESRE ~o2% | e 100, 500 1007300 < Bl @5~4/5 )
_ (5 PL/Hf) ST
TIAF VAL EE =L wTR o 100~300 : HERIFRIESE (57~75%)
FEIREE R @epopy | |30, 100,300
HFUTOILAAER “UA | 300 : WRIONUT b7 —LaERsT
Gpopp | (30 1004300 o (e )
19721 QRTINS 2 || FE « 1~10 : fE—EE T (1 13%.
B N OMENEET] 3:21%., 10 : 42%). KEREIRIMT
" BO—BIERN (8%) %I
A X 0.1. 0.3, 1. (13%)
IJ S
ﬁlé (5 J5) IR 3. 10 « 3~10 : FERE—E RN
- C10 ;DB (10%) . R
- BRI D — BN
z - DI L
U |hoEABES | 106, 105, |10°~3X10% : ABULHEEF (15~
‘D%,; I | 3% 105 35%) S OEEEGD (27~38%)
(g/mL)
EaEE | B | [ D
RIS @y | RN 6
AOETHSBSBC | o [ D
B | X DIk OREIER (3*@ IR | 6
Al
AT RUF VAT 106, 107, L
| LommiEy| | W |8x107
7 | BRI (g/mL)
ACh 7k BHEH L 106, 105, | @B~ L
R EILTE S .
wivrs | e | [sx 09
(g/mL)
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w|  memEur | wwm | Bb (f‘bf i« SRR
M| RO ToE) | R % & (B B BT WE)
i RS TR O 106, 107, WL
EI)ILE
3] PR e |3x105, 100
X\UE
7 (g/mL)
. T B B 107, 10, 3X 105 : #i
X106, 10
% RSy | [P0 10
e whn|s,
3X10%
(g/mL)
1 MREEERE <104 1 3T —FUFHREIC X D i MikE
EI)LE 6 5 - 1 I
o AEVE | g |10% 10% 10 %U:ﬂﬁ%‘ I
- iiiklz3 4 (g/mL) « ADP #5802 K 2 i/ MR 2 T8
2L
-
0 [ A 7y b . 105, 104 PT X ONAPTT (252887 L
L whn
IRV (g/mL)
B IRE, R EMEHE e + 100~300 : JR&EJHD (20~36%) .
. e =V e
fligk | ik . Cl et &) (25~52%)
v (8~10| #H [30. 100. 300 N A .
& o) + 300 : Nat (48%). K" (38%) #iii:
v Ry
T | PR = IR BAR D EE SIS X B BEIE A%
JFRIFEZ > b
7 " f 1 B - sy
o CSR) HIRAN | 10 AR L
% 39 TEACHI M-1 O— %P EERTS
W OBEIEE T B 5 InE: ARBRE
2L SEROFERE RS (g/mL) (e 5-BD N
P8 | OV B BhES) -+ 105~3X 105 : fEEdgEY> (11~
B E/LE 6, 105 %
f_" J : %/ ~ - 106, _10 . 20%) -
e ik 3X10% « 3X 105 : HENHE /TR (9%)
A
JIVT KLUz - 105~3X 105 : i IHg5R
. E)LF . -6\ -5\
o | Easmtbpn| L |10 W axaon
A | BEREUE
| ACh(C X A HHOE| |=LE Y b - 106, 107, 3X 105 : Uk S 1D B4
A i | ™ 30
R | FEBEE | FEEHET > - 106, 107, WAL
N 7B 3% 105, 10
1/ MREEERE <104 1 3T —F UFHREIC X D i MiikE
L~ -5 -
i £ :ri/ ~ —_ 10 \_3>< 10 %Miﬂﬁ?j B i
i R4 5. 104 - ADP #HEIZ L B I/ IMRERE 21 5
= L
ZIN J_Jl]l\»yzb? = - 2%-‘
e[l 7@{{&% o 105, 104 PT K ONAPTT (50287 L
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(2) ZDithDZEEHER
YTV N7 T PR O M-1 OFNFEHERBR O R 2K 40 KU 41
(R, (B 2)
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£ 40 BV TV Rz U FEHE OSSR S R

WA UL s | 85 (f‘bf i« SRR
i (5% 0% % & (e LD HATEIE)
HHEHEEER <A 0.3~10 : P (i) (semi- solid
(5~10PL/ | O 0.03~30 |meal)
)
7 b - 0.03~30 : PRt (iA)
& 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 OERS-
mg/kg RE/H, | FECIREERIET GHIEEEDRK 2/3)
7w b .. 7 HREIEER#S-|3 1 1 XU 10 mg/kg KE/H ONEES-
A~sPED | T 1BIT 1 U 3| BECIEEETIET GHREEDR 20%
mgkg KE 2| JH59)
&5 Cax?)
7 ha B FETT 7wk 7 hery (0.1 mgkg (KE, T
O EHEHEEER (5~15 L/ | iEhEr 1 5) 12X BHEHREEATE A
)
T B el A X 4 N 0.2~1 : FRIED L O FEH5O )
(3~ JL/RE) FIRN 0.2~1 -
S X +—is 1 B RIS O EE L
(4 PL/Ef) i1
:‘le/[;c&/ E;L )}\ . 1~30 3~30 : FEiGEE e
A FE AP A 122 HE W A Tnarg )a—), AFRALUR,
fF1E T T EE R A X - 1 % ) XU ICS 205- 9305DFFTE
VR @y |" (1 mgfke KEMm O 20 45 FEEIRAE:
5) CHEIEEERICEER L
S AR A — T E O YEB L
gégﬁ Bk AR — F (3/[;5%1&) P 1 N—FH OEE LT
T RBESAFETT) BB
DR EB TN HA 10
e (VEECANHA)
IR 6DREEERES - IfEE R (ECso : 7.4 X107 mol/LL)
PSS SR UNAE 23| BTy b _— 109~10% - EPERE ICS 205-9308 (107~3 X 106
HAEH (G5 mol/L, mol/L) TF7E TGl IHERIRVERE
T (5-HT4SeHAFEHER)
im0t r b= o . [108~3X106 : KR 5-HT (2 FAtER
> (5-HT) F5i :E’g‘;%/ o Sm j’yims FSTE B 1 FH ARSI 3 107

x4 S 1EH

mol/L) &I I DU & 47|

5 5 HTs FREWERCH 5 hr bt b o DOFRIFEE

6 et (LMMP) FEA
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GE .
H TR
BATE A U B (mg/kg 1k AR

R OFEAH (U9 ) (I G-EDHENE)

B NS
58 4T

=14

b 7 A A R AR ctr h=r5HTs KUY Y VT8
FEAITx9 D 17EH EUSRIRD Y 7 RiEATHE
(ICs0 : Z4Z41 1.38 LTV 7.73

umol/L) ,

« =% Dy, Do, B h=2 5
HTi. 5-HT.. 7 FL7 U ral,
a2, B. LAY M KT GABAa
SARIZBIRIM R S,

Z v b win | ~104mol/L

# 41 FEAEHY M-1 OFIEPE R

WA o | 25 (f;j i« ST
FRER ORI (VS0 TR &) (B 5D HATEI)
BHHYEHEEEA ~ A o 0.1~3 0.3~3 : PEHfietE (Heiki)
Groap | '
7wk 1~10 () : PeHedE (i)
(MRS 5~ | #&0 0.001~10 |0.1~10 () : PEHEdE (HRIAD)
18 PL/EE)
A 10~30 : PeHifiedE (&)
(K, B~ | #&0O 0.1~30
i)
TR 4 OFRBEER IR (ECso : 1.2X 107 mol/L)
SIS F L {ﬁijF e | 108107
BIEN i mol/L

9. ZDihnEMEAER
(1) PuRMEELER
D ELEYEF
Ty b BUYEE) (T TY R U@ iE (025 mg/lt) ItV 7 Ko/
VI - IR V7 > (OVA) 56 (1 mg/lt) 27 vuA 2 MERT Va v b
(FCA) L &bl b QEmE, 5EH%E) LTEIEL, FRPURes LTEYY
U K7 =t (0.6 mg/lE) XXV 7Y K7 VBt - iy 7 17 2 > (BSA)
fEAEY 2mg/lt) 2#%5 LT, 25777 4 7% — L ORI L S Bt S
7o BHAEROSIERRD HivZen o7z,

@ <9IR
~ A (6L ([ZEY Y N7 = U TV 7Y K7 = Ul - OVA A2 7KE2
BTV =T L0 e & HICHEERENES (10 pg/ft) L, BHIEL, ZiubH DR
E~ D ZDIMETUE LT v MIEERIURE LTEY T R7 = U (0.5 mg/lt)
AFEY TV R =l - BSA 2mg/lt) 285 LT, &G LETF7 4 7% —
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(PCA) JohatEng-, V7 N7 = U O#F KRG L DM TERD
LR Te,

® HHYFx
Y BIYED IZEY Y R Ul (1mg/lt) XUTES 7Y N7 Uikl -
OVA 2mg/lt) % FCA & & bICET#HE 1 EME, 5E#EE) L, BfELZ, i
S ORBMEY X OIME TUE LI-ELEy MIBEREPRE LTEY Y N7
¥ (0.5mg/lt) TEH 7V K7 =Rl - BSA (2mg/lt) %851 C, PCA i
KO RILEREEE (PHA) BUSHBET SN, B 7Y N7 = RO 55
I X DBEHEROSITRED AR T2,

UbXY, £9 7Y 7=l PURMHIRR bhpn Ll s n, (R 2)

(2) FREMRBEERIHT 258

7 AT 13 EHTARERERER (11 5. ()], ~ v X% 02 S A
PERBR 116, (1)] KO b &IV 104 SIS AMERSR [11.6. (] 1250,
FEROAA AR OFRAVRIR ST = & TR REBIR R s
BEFSITS,

D v D

7 v b~ (Wistar 5%, WERES: 5 DL/RE) (28 H 7Y N7 = U4 7 AR D #5- [0,
0.4 (MEDFA), 2. 10 XL 50 mg/kg (KH/H, BEK : 0.5% b T 5 MEIR] L. ik
e b 24 BEREIEE (FHERBR ClImidk s 2 W) 1[0 7oy —2a %2 L <, A&
HRETEER~DOEE (THREE,. I/ Y —AZ 78 F N a—AP450 &
N OV FESEMAREIIRERTEE) D et S vz,

BERE & 12 50 mglkg AT/ B GHETT b7 v — 24 P450 SO O FEEEY;
AERTEMED LAD BN, 26 OFMEEFER~DOEIL, 7= /7 vEH
— U ERE (40 mg/kg R/ H ., 7 BREIEEN) L0 bRETH -7, FERER [7 A
Rt AL (0 X% 50 mg/kg (A5/H) . REEWIH 2 K] CTiX, 2 TOREHE T,
SITREE L ORNCHBERZT R BN - T, (B 2)

@ vt

Z v b &AW 104 8T AMERER [11.6. (2) ] 128\ T, RO LS
OEE (F b7 o—2aP450) K OVENME (T-EROD, 7-PROD K O UDPGT) 23HIE &
iz,

KRR OF B UXEEO L E K 42 (TR LTz,

SR OTEPEIT, 100 mg/kg PR/ H £ 5-8EOMETITAIE L7- 2T O H
BERICBW T, 30 mglkg RE/ HRGREOMETIT UDPGT A< 3 FEEE DI %
FRIZBNWT, HFEREINNA ST, FRIHETIE 7-PROD OTEME EA- LA &5
HOMEL Y LiEr-T-, (BIR2)
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% 42 T v M HWTEEED AMERERIZ I 1T 2 FM SR O & & X EMED L
CatefEa 1 & L

Pl HT%?@fﬁﬁﬁfﬁ%% & (mgkg AEH/H)
& BT 0 3 10 30 100
F 71— 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 |2 m— 2 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& FWTERN AERRER [11.6. (1) ] 128\, FHBORM RO G & (5
k7 m—2 P450) K OYEME (7-EROD, 7-PROD } U UDPGT) HHIE &7z,
KIRETERE OF B UXEEO A K 43 (TR LTz,
SEWHEERIEIEIL, 10 mg/kg (KE/ H DL G EEOMERETIX UDPGT #BR< 3 &
FE DI BV TH BRI AR Uiz, BTl 7-PROD OfFM: EF-HEAS
X HEmol-, (R 2)

#£ 43 ~ T AERAWTRENAMERRICRBIT 2 EREEEE OGBSI IEHE O
CRHBRER 1 & LT8G

Pl U SN #h55% (mg/kg E/H)
DB SUITEE 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 k7 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 XY 2728

AN OBGAZ L 2 FRIREERRIC R T B R 5720, 7 v~ (SD R) ITEH
7V NI = WA 14 B REEERSFE DS (50, 100 X200 mg/kg {AH/H) L, 7=
J23ve S — )L OVER &l LT, FRRIRA~DORE G ST,

100 mg/kg RE/HUL EHRGRER T = ) SV E X —VFREBHTHFI 7 n Y —ADF
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1% UDPGT iEEOR ELR ERANEO BN, (B 2)

7 v NI Ts KON Ty DI HREZFRAIR T S5 K o kg EET 5 &, FUk
TSRO FHEARANDRITT 4 77 4— Ry ZHREIC Z 0 i TSH 23 EF- L, FRRAR
Aha ERIEESRBAET D Z E N LTV D,

F/o, M Ty KO T IBEOIK T, FFFr %> UDPGT #FEIZ L D Ty OFEHIHE
MWOTCEEIZLVEZDZ 2RO TV, (BR2)

10. ANITHBIT55HR
EHTY RN = UBREKF & oy & A NAESEEMER S Tngd, BERAR
RITERI & LT BHEATR. Ly AST, ALT KO-GTP @ L5 21 5 IHEREREE O
(ZEYEDN A SN GEIEAE IO TS 0.1%A5010) JSETEICE > 726 b s ST b,
(& 5)
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1. BRfEmEETE
1. BEUFMEEFIZONT
(1) BEEHERERICDOLT
BREEC OV, SEE Rl S, Wi bREORERTHH Z &
D, EH TV R USRI L - TRIBE L 22 2 8E#IET RV e EZ b,

(2) BERMSEHHERIZDONT

RISV TIE, 7 v FE AW 13 B L2 0 26 #0558 0N
A X% N 13 O F GRS e ST,

WTNORERICIBN TS, EARmMaT IR A o, THREZORM, Tl
K, BRUEELETH-T-, £, 7 v N TIEBIRL OVEBE~ORERE QN DR A3
HHNTZ, T v BTIEZ NG OFMAT RITHEZEN A DAL, Ml bl U TRz
ot

RHEWHETALNZREL, 7y MEHWz 26 HEEOREIRE D BGREROIZE
7% 10 mg/kg /B EG5HEOMEOIFHMIIEKR CTH ¥ . NOAEL (% 2 mg/kg {AH/H T
ol BEZHOW T, AR LK OYT » b2 vz 26 @l atE s BRIz B8V T
10 mg/kg A/ H O E THEGIZ L 22T Lo 7=,

(3) EBHEHERUENAMRERIZ DT

PSP FRMERRBRI L SEHE S AL TR,

ERANEZDONTE, T AKRDT v M a2 W EERN I E ST D,

~ 7 A% AWZRBR T 100 mg/kg R/ H & GREOMECIF RS (E+H#E) o
SEABEREHEIN LTz,

7 v FERAWRBRCIL, 100 mg/kg (K5 B &G EEORECTRARIR A0 ERES (TRIE
+IE) OFAESENEEN L, 30 mg/kg KEE/H BeGHEOMECHH RS (MRIE-+E) o
SEAHEEHDEIN LTz,

W OB TG A bV IHES (BE i) (2o Tk, CYP2B 2 FHiDs
EIEChH D 7T-PROD IEMED EH LR~ ZADORER YT » h OMETENZ & B3

([11.9. @ @KURB)]) EnTEBY., 7=/ 3 e X —AHOTFaE— g OhEM
DIRE STy, OB LA RBLL B ETX 2o Tz,

F7o. Ty N TAHALNTHFRIRA ERIER (BIE-+HE) (2oL, 100 mg/kg &
/AL EOEEIZLY | BT UDPGT OIEMGEIZHEINT 2 2 L avdlE ([11.9. (2)
Q@KU ]) EnTEY ., AFERIZIT 5 HRIEA N RIS OR AL O, T
Fr X UDPGT OF5E, TiOREIHEMOTTHEIZ X D1 TyREDE T, ZiUlft
IR TEE N N EAEA~D R T T 4 77 4 — K3 ZHEDME SR, id o> TSH
IREEDEIN L7z 2 &IC K D IEBL L 7o TREME DS MR S 4T,

R, VY N7 UEITAERICE o TRIE E e A BEEMIT VW &b, 2
O OIEEORIUIIEREEERTFIC L2 b EE X BT,

A R & AW ROFMRER T S TR0, EYERERBROFE RN D, T v

NEREED T 0 7 7 ANV ERLTWHZ L, Ty MEHWE 13 HERdE MR T
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A OITZFNEFTRILT » MCRR2 L O TN Enb, A XITBIT 2830~
077 AMET7 v MERWEEHOBEERBROM R ESBICTE 5 LB L,
ROEWHETALNTEEEL, 7 v M E AW GRERCA O - AR OA
BTN CH Y . 1< LOAEL 1% 10 mg/kg {AE/H, M NOAEL /X 3 mg/kg &
H/HTH-T,

(4) EBABESHHERICONT

AT AT OV TR, 7 v b &AW R G R 2518 U7 3 5k (e e,
JEIPER M Oz AL P iR, s AEmMERR) KOV & AW 238 AR et 9 <
iz,

F v k&AW ATERERER T, 1,000 mg/kg (A5 B #5EEOIEN O 300 mg/kg 14
H/ H B G HEOMECYRTE, AR R OREIINENG], BEEEOBDENGRD Hiv, Bl
Wizxtd % NOAEL 1346 100 mg/kg (AF/H, T 30 mg/kg K&/ H Th o7z, WM
DEFEREIZXTT D NOAEL 1TV biemHETH S 1,000 megkg (AH/H () KX
300 mg/kg KHE/H () ThHo7z,

JERER K O 3% 5388 i, 300 mg/kg AT/ A #% 5 RED REBM L AR TG,
BrAEVSEC RO, REGREOHAVIARERINS], IRBBIZENZ D, REW)
KON F REWIZ 5% NOAEL 1% 30 mg/kg A/ H Tdh- 7=,

FAEFERERCIL, 300 mg/kg (RE/ H B GHEOREMWIC B REB %, R GHED
FRIZERE 14 g AR ER L OMEERBIEN A v, REM L O EI 2
NOAEL (% 30 mg/kg A8/ H Th o 7=, (AT SR> T2,

UYX & AW EMERER TIE. 25 mglkg RE/ H DL B GREO BB CIAERN
mﬁﬁwﬁﬁgﬁéﬁﬁgh REMWC%9% NOAEL (% 5 mg/kg (AHE/H ThH -7,

JRIR IR G L 2 BE TR 6T, KIICxT 5 NOAEL (I&xmHETH D 125
mg/kg KE/H Th o7z, fERTEIEIRA LR T2,

2. BAEEEZEFEmIZDOLT

HEEEES DIV b Er b= 4 (5-HT4) ZB/ERT A=A N THHEY
7V RIZOUW TR SRR RER M 2 580 L 72,

HENRERBR Tl F 0TV 7Y K7 = UERE O HERE 0% 550k (3 mg/kg KHE)
IZBWT, V7Y RO Crax 1% 0.005 pg/mL, Tmax 1 0.41 Eifil, AUC 1% 0.00413 pg-
h/g, R M-1 @ Cmax 1% 0.003 pg/mL, Tmax (% 1.08 ., AUC 1% 0.0207 pg-h/g T
Hotz, &5 T2 H% £ TOERT~OEY U KEOGEH M-1 OMPEIERIT, &
HED 16.03% CTH -T2, BA~DTH TV K7 = UEREORERE O£ 535 (4 mg/kg
RE) 1IZBWTC, Y7 U RO Crax 13 0.13 puglg, Tmax 13 1 . AUC 1% 0.731 pg-hig.
R M-1 D Crax 1% 0.016 pg/mL, Tmax 1% 1.7 BE#, AUC 13 1.348 pg-h/ig TH o7,
%572ﬁﬁ%if@ﬁﬁ¢m@%%fjF&@ﬁ%%h&1@%%ﬁﬁi 582D
26% T -T-, fEFHANZBITHEY 7Y N7 o U EEOHERRO#S (£ 7Y K7
VEEEOKFI L LT 5 Ing) TlE, Cmax (% 30.7 ng/mL, TielX 2 Fff#l, AUC 1% 67 ng-
h/mL. TH-o7=,

50



BB T, Rlcey 7Y R = U (1 mgkg K5/ % 1 H 2108, 3 HAR
flfE OG- LIzl e, =97 FEOREM M-1 1%, #5451 ~3 B&AICHHBL OV NG
MO SN, BA EIED ISR S ien o7, 7o, Bligooid, €97V
N3RS 20 o723, RE M-1 1338 5- 1~3 BRIt S e, £o, FHitnro
E, BV N3 E T, A M-1 3RS 12 B0 DB G/ T 24 I
Mtk E Chitisniz, BICEH 7Y F7 ViR 2mgkg KE/H) 21 H 1[H, 3 H
s O G L3 BR ¢, £ 7Y NI G 1 ~5 B E O CRibi S =2, &
AL BB OV MBI W TR, 885 1 B O Siviz, &M M-1 1%, fiP, JE.
R, Bl VNG TR G- 1 B ORI S vz, B 7Y RIENZAR ORI (35
& U TR M OVFEOAILHICEY 7Y R EFZENRENLL EOERERHR LN D,
jzgﬁéﬁitl:@&?ﬁﬁéﬂéﬁ%%% M-1 25 ~—h—& LT,

(21T DACEHRRBRI LI STV, FOFERBRICBWTEYT U K&
RET% M 1 2SI CRIBREE R S v, FrIZB I O TIEAE M-1 D403 &
NizZ &int, R M-1 13 10%TRR 2 53 TH 2 TREMERN @V LB 2 T,

F7o. @MW M-1 13~ U AZB1T 5 atminliRiz sV, LDso 23RN G- Tl
EH Y FEY B> 7228 (K 1/2)  FRIRNE G- TIEEY 7Y R0 &< (1.8 %),
KREBRENRNST=Z E0E, G M-1 OFMHITEY 7Y RERBRETHIL EEX
7=

Dbz e, 1E<HE Trfﬂﬂx]‘%%%%’f i EH 7Y REOMGEHY M-1 E3RE LT,

Y'Y R T, SFEEEEEERICBO TO TR S RO RIE LT
W5, T AROT v & RWTEFRD AR\ T O IRAR A e R i
BEOFEDFRD BV, T b OIEEORBUIFEREEH T IC L 2O THY | B
BREET H L EZ b, LT o T, B 7Y REOREY M-1 120D TS —
HERE (ADD) ORENTHETH D &ML=,

YTV R = R OSFEREMEREROR ) 655 617 NOAEL Of/IMElE, 7 >~
7z iz 26 B MR EEROIZ 1T AHEOIFHlafE R 235 < 2 mg/kg (KH/H
Thole, LLEnG, ABROT N ED 10 mgkg AEHE/H THHZ Linb, K
FOFEMEBEORIMEIL 2 & 10mgkg (KE/H EOMICH D EEZ BN, 7 2N
7=k 0 EHo 104 BEZEDAMERERCIE, 26 EMHAMEEMERER & RIS
THHEREA~DOEEENH B TE Y . ZHUCHEES< NOAEL 3 mg/kg A/ H25%E S 4L
TW5, ZOFMIE~DOEEIZHOW IR GIIMINMER Sive 2 L2 X A BRI
NIpinol=Z & EEIRERBROFMERNG T » M CIHRENTHEERH D . MECITREL Y
L RELSAFNORE LT H EEZ HNDD, FFHa~ORENIMET ~ N CHER ST
HZ e, Fi, 26 FEEH AN ﬁ%ﬁ@@&“ﬁ?i@/\tm (2. 10 & O'50 mg/kg &
H/H) THDHOIZH L, 104 BT AMZRER TIZAN 3 (3 10, 30 X 100 mg/kg
KE/H) THDHI LD, BN EZEZERIT, 104 BRI AMERER T 51172 NOAEL
3 mg/kg IAH/H ZAK|D NOAEL &35 Z L2NEY TH D MW Uiz, ARBR T, 1
IZ2WW T NOAEL &5 Ty (LOAEL 10 mg/kg (A=E/H) 73, Hy@EhieRBRO
FERD OREME LV SAFIOEZZIFIZ WEEB 2 B, 13 HH X 26 H M
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FMEREBROIZIBW T, 3 T 2mgkg KHE/H OFEIZ L AT O LI TWRnZ &
e, METHEONT- 3 me/ke R/ 21D NOAEL & Z724 2 LIXAHETH D & fIkr
L7

FH 7Y R ADI OB FEIZS - > T, =D NOAEL |22 24%5 100 (FfizE 10 KON
A% 10) Z3EH L. 0.03 mgkg (AFE/H L%ET5 2 ENmilThs L&z BN,

XY B 7Y RORGSERFEFHMHIZOWTIX, ADI & L TROEEZHHT %
TENELE EEZDBND,

EHFU R 0.03mgkg (KF/H (FH 7Y R e L70)
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CRIFR 1 - Y/ S R SFRERN)

PR AT
M-1 des-p-fluorobenzyl mosapride
M-2 5-0x0- des-p-fluorobenzyl mosapride
M-3 3-hydroxy des- p-fluorobenzyl mosapride
M-4 3-hydroxy 5-oxo- des-p-fluorobenzyl mosapride

CRlfR 2 - IRENEFREFE)

PR Eayin
5-HT o b=y B4 5t Raxs ) FZI)
7-EROD T-T R LYIIVT 4 O T VA LEER
7-PROD T RX LYV T g OBT VR ALRESR
ACh TEFLay
ADI IR — H G
ADP TF ) VR
A/G tb TINT T T
Alb TINT I
ALP TIVIVKRAT 72 —F
ALT TI7=T ) NI UAT2T—E
(= NHEIVRELEVEE N T VAT I —E (GPT)]
APTT ER AR [ (S N = I N 78 AV e [
AST TANRTGX T I ) N T AT 2T —8
(=72 I UgAxafig 7 27 I7—8 (GOT)]
AUC FEWR L MR T TR
BUN MHpRFEE T
Crnax i () HEiRE
ECso 50% 11 ZhiR
Glu Ja—A (i)
Glob Jgazy
y-GTP VINE IV T UARTFL—E
Ht ~v R Uy ME
ICso 50%1E M AR
LC/MS/MS Wik a~ s 797 4 — |82 7 NEESHTE
LDso FEESE R
MCHC SR I ER i £ R
LOAEL e/ Nt
NOAEL ilicssa e
PLT M/ IRER
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PT A= N = B AR
RBC TR ERER
T TH IR0
Ts rN)a—RHAfa=
T4 Fux
TAR e G- TS
T.Bil e ey
T.Chol ol zxro—iL
Trnax R R P ]
TP wa B
TSH FR AR A L E
UDPGT NRT=btn7=x/)—)LUPD Z)V7 o fRlinfslis 7
WBC H MmERH

T fEHEROREIEY & LT,
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1. DS 77 —~7 =~ I~V AR EH. B ER S EOERTCAGRHFEE VeI R
1% GEAR)

2. DS 77 —<7 =<~ AKRASH. B EIEELEIR R REE eI N
B 1% : WTERE GEAR)

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

4. FARUE AAIERFMFEHE. 2011 4, C-4978~C-4982

5. [EIESIRASCE. YU bEEWERELGER] AAIERFEY Y R = UiEsE TR
TF LR, 2012 FEAUGT (i)

6. WHERLBERAR—L—, BHERL ST — 2 _— 2%

7. DS 77 —~7 =~/ L AR B EK SRS RS AGRH RE R L ORAT
EE 7'e I R 1% G BIEE GEAR)

8. DS 77y —~7 =</l LA B IR S OGS AR e ARG A 2 M OV &
Bt AH7m I 2% GEAR)
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