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C

HibsvEHETHS T80T R = gk (CAS No. 112885-42-4) (ZOWT, Ei
PSR OREEIRTE AR FE % 2 O TR RERE RSN 2 5266 L 7=,

R BRI, SEEhRE (T > b, A X L, BEOR N, R (5).
maEE, BMEEE (v TR Ty FROY X)), dliEMEE (T REROA X)), BB A
P (O AKORT v b)), AGEsAEREN (T y REOTHX) | SER PR A ORBRAE
THD,

SR nEERRIC BT TN ORI E LN TS, vUAKNT v & H
RS AR Z 3 TR K OYHUIRAR A A ERZ IS O R A D588 Hivie 2y, Zi
O DOIESEORBUIFEEEEEETIC L2 5D TH Y | Fﬁ'ﬁ@mﬁ“ THEEZ LN, Lz
BT, B TU R UBIEICOWTIE— HEIEFAE (ADD) ORENFRETH S &
W < iz,

FHEFMERROER ) O E LN EEMERE (NOAEL) OR/MEX, 7 v MEHWz 26

T AT M FE RO 3517 2 MED AR AE K ﬁ«x 2 mg/kg IKE/H ThH -7, LML
B, Ty MWL RO 104 BT AMERER T, 26 WS EMERER
& [FERIZITFIRI Z 3BV TR~ O BN A 5 TR Y | 2S5 < NOAEL 3 mg/kg &
FH/ HDHEE SN TN D, ZORFIE~OEEIZ SN TR GHFNER SN2 &2k D
HERITRD G- T2 & SEEMERBROFER NS T v b CIHREITEER S @ i

TITHEL Y L ELSARRIORELZ T D EE 2 LD, FFHlE~OREIET ~ b CHER
ENTNDHZ &, F7o, 104 BEFEPENS AR CIE 26 BEMEEMEEBROL Y L5
BEORLDVNS N &2 B 104 B AMERER TE 5472 NOAEL 3 mg/kg {85/ H %
AHID NOAEL &35 Z L2NEY Th D &l Lz, AsBRCix, HEZ>1 T NOAEL
PEHN TRV [ hattRE (LOAEL) 10 mg/kg R/ H] A3, HpsEhmeiEr) %f’é
ML D LARNOFELZZIFIZ WEB X B, 133 T 26 B # 2RO
WT, 3 XU 2 mglkg R/ H O GAIZ L AN TGRO LTV RNZ Enh, HETHEL
7= 3 mglkg R/ H %D NOAEL & 7729 Z LIXARECTdH D &l L=,

UbDZ NG, Ty FaHWz 104 85D AR DO NOAEL 3 mg/kg {A5/H(Z
LAAfREE LT 100 (FE7E 10 R OMAAZE 10) 23 L. ADI % 0.03 mg/kg K/ H L%
E LT,
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1. A%
T b E 3R (W 1)

2. AMASO—HEA
s 7Y R = B
54, . Mosapride Citrate

3. %4
CAS (No. 112885-42-4)
¥4, : 4-Amino-5-chloro-2-ethoxy- N-[[4-[(4-fluorophenyl)methyl]-2-
morpholinyllmethyl]benzamide 2-hydroxy-1,2,3-propanetricarboxylate

(=)
EBYTY R g oK (CAS (No. 636582-62-2))
¥4, : 4-Amino-5-chloro-2-ethoxy- N-[[4-[(4-fluorophenyl)methyl]-2-

morpholinyllmethyllbenzamide monocitrate dihydrate
(& 2~4)

4. ¥R
C21H25CIFN30s3 - CeHgOr (B 2~4)
5. #FE
614.02 (&0 2~4)
6. BER
COOH
N\)\/H HO—C—COOH
cl k
o COOH

7. FEREMNRUERRKR

EY Y K7 UL, BN VEBREATHRNUAT X MEAW T, HLEER)
RERTHD, EM2) o bh=r4 5-HTy ZRAEZHELL T ACh &0 S 4,
BIGOEBN ZVERICT H EEZHNTWD, (B2, 4, 5)

HATI, 7Y R R —KFfl (CLF =97 Ry = Eiokfy) &
W9,) EAEINGYET e NAEERLPEGEIN TS, £, EHERMLE LTA
XO_EHCE (RO 56 EEWEREIK T2 e 5 BACRE K ONEEOSE% B i)



E LTV R = UK OBBIDAGE S TWND DS, SKEEMW & x5 & L
E ERIIERR S TRy, (B2, 4~6)

WL ClE, BAEEG & U QEA STV vy, RERONEE I e N AESK
fme LTHOWOTWS, (B 2)

Al ORI 2 LB ESEREIK T odeEZ B E LIzE 7Y Koy
FRYEKFIW) 2 B 2oy & AR N R GAIOAGRRGEIM T 2 LIy, BA S
D DI R EIR DM EGE SN b D TH D, (1)



. REEITERIMEDOHE

AFHIlE T, B R ORGSR TE AR

IR D BRI L, B 2~6)

HEELICEYTY B T B0

KRBT, 7Y N7 Uik CLUF =37 K7 Ui Evo,)
ERWCEBSN, £/-, SFEEpEnERRRT. 97 Rz U BiEo b vR=1
FEDIRFEE 1UC TR L 7= b D (CLUF lMearbonyl-4ClE=H 7Y K7 = fighi] Lv9,)
Z HAWTINE STz, IR R K O IR L LR Il 0 N7 WA E 7Y R
J T PRI T LT B A s LT,

P 3 AR S O A MR 2 IR 1 e OV 2 1R LT,

1. EYEREEER
(1) FEyEgEssig (Gvbh) O
Z v b (Wistar &, HESUIMES 3~5 PL/EE) (Zlcarbonyl-4ClEH 7'V K7 = Fith
SATFEBEHEREY 7Y N7 = BB 208 O Pe 5 XA XERIRINBE G- L, SihResiR /3 52
M Stz BEEA R 1ITR LTS,

£ 1 7v MeRAWIEERERERIC I 1T 5 R
e | TR P— Be b8 -
e o PESI] Fe 50 - A%k (mgfkg () PRI H
I 14C Mk 1 MFErRRRE . PR
RV MAERRREE . RS, BRI,
II il HA[E] - R OG- 10 e NS AT S T
11 JiiE 100 MAEFRIREE . PR
v SR | HIE] - BRI S 1 iR e
\Y% JAiE 21 HfE - OG- 10* MFErPPRRE . RIS, HiEi
VI | FEE o HAF] - RO 10 IAE R
VII Ak HAF] - ERPE G- 2 AR
VIII MERE | 7 AR - RRO&S 10* iR e
¥ —AM0 OFREE, ¥ (G M-1IZOW T HEIE
@ i
a. [MIEHREHER

BRAE I~VIII O AT EREHERE DS RE S T,
FCHEVEE B DS EhRE ST A — Z AN ETY 7V R = ke & OCE M-1
DIREDIYENAE /N T XA —H 23 2 K IR LT,

[carbonyl-UC]EH 7Y N7 = AR RS A fe Gk GRRRE T~11D) OREO S
MHREIL, WTNOREGEIZBWTHIZEFR U Toax 278 L, Ty (IR E 722501372 <
THEDWD B R LTz, Cmax XY AUC (3852 TIZIE B LT L7223, 100
mg/kg RERGHE GRUBREE III) O Chax 1IRGENDLOTAME L VLT L, Tie
(aff) 131 GUREED) K&ON10 mgkg RERGH GUREEID XvAdLEN-T




METIE, AR 7R LTz, Cmax X ONAUC IXRIAEZ &G LizEL 0 k&<
YTV R UEREORNEIREICHEZEN RR S, (B 2)  FEMGHERE
U N7 Ul it A& G GREREE V) OV 7Y R = U D Cuae Tie
K ONAUC (3HEL D bHED TN KE D o7z, — 5, A M-1 D Crax LTV AUC (30l
L0 BHEDOHNRE otz, U EDOZ &G, HERE OG5 O M ORGHEE,
EH Y R U O M-1 OIREZLIZIIMEERRD bitlz, (B 2)

[carbonyl-UC]EH 7Y R 7 = B RERS O e G GRUBREE V) OWIRIG% DK
SHEPEIREE XA O B G- A REFEROZE b 2R LTz, &G0 1 R OJRE
121 HiMZ@ U CRE—& (770~1,350 ng eq/mL) ToH o723, K50 24 Ff
M OREEIX 6~T7 B 5-F TIRAITHEM L, £ 120 ng eq/mL IZEE L72ZIFIE—E &
7oty MIEREORGEE GREREEV) @ AUCo24 (8,220 ng eq-h/mL) 1%, H[EHREH
Fe G GREREEID @ AUCo... (6,460 ngeq-h/mL) I[CITVMETH V. BH BRI
HONIRD 0T, (BH2)  FERGIEERE YT Ry = U ER DGR GRR
FEVIID OFH 7Y R U BREREICBO TS, KERGIZK DBE BT A L
Nnigmoiz, (B 2)

F 2 Ty MIBITLUCHRREY 7Y N7 o R 5% OBYEhEE T A —X2

SERTE EFaer iy Bh5 BRI Cmax Tmax Tiwe (h) AUCo_..
- B (mg/kg AE) (ng eq/mL) (h) | off | pMH | (ngeq-h/mL)
I HAE] - %0 1 HE 111+25 1 1.5 | 6.1 529
II 10 I 1,410+218 1 2.1 8.0 6,460
Mt | 2,070+216 2 2.7 | 7.2 13,100
1 100 e | 8,650E477 1 3.7 | 5.7 81,700
IV | HimEl - R 1 Jii3 0.9 | 44 697
o il 1.8 | 36 1,280
V |21 B - #&0 10% M| 1,230+263 | 0.5 | 3.4 | 14.9 11,000

¥ AN O%RE5E

# 3 T v MIBTDIEBIMEREY 7Y N7 = U G OFRYEE T A — 2

SERTE Pe et Feh R Crmax Tmax Tz (h) AUCo-.
) - [ (mg/kg 1K H) (ng/mL) (h) ofH ‘ BtH (ng*h/mL)
YT R o PR
VI | H[E -0 10 1t 44+17 1 1.9 151
i3 788+75 1 2.8 4,100
VII | HE - §#ik 2 Vi3 0.4 1.3 449
2! i3 04 | 26 1,747
VIII | 7 BHIY - #&0 10% Jii2 47+4 0.5 2.0 162
739+124 0.5 3.3 4,945
R M-1 R
VI | H[E - RN 10 Ik 277+35 2 1.5 1,063
i3 149+27 1 1.8 500

R OFREE




b. IRURE

[carbonyl-4ClEH 7'V K7 = RO OES GREREEID EFMIRNE S GRERRE
IV) D AUC OB EH S BEREM DO A 47 X Z 2 Y T ¢ — 3T 93%.
PREPEIRD s 6 B S 72 BEHEE O L RIGERITIET 95% Th - 7=, (B 2)

B & RN -0 AUC 2B B SN2 N7 = UBBEARZE bR
DNRAFTT A FTEVT 4 —IL, HET 7%, HETA4T% Th-o7z, (B 2)

PRE O PEIERER [11. 1. (D @] 123881 % [carbonyl-4Cl &7 Y K7 = Rt o
BAIRR 1 e 5% 96 IRFfE] DR PRI G | IRINERIT D70 < & b 40% & HEE STz,

@ o
a. fAEPRETEERE

AERAE IT SOV V OREZ 330N T HLE M OSEAR ORGP BE DS R S 47z,

HAIR] M OSSR GRS 2 I M OSHER P IRE 23 4 KOV 5 IR LT,

AR AT AR TR 1T, T2 2 C oM CImE PR & xs L TiRs
1 Rz~ L, g, B, mIE. B ROVMNEHIRE X mAEHRED 10
G ETH -T2, T, MMTREIIRREORB L & HIIKF L, #5 96 W%
Tl O A R O CRIEE IR (E&IRA & L TEK 0.1 ug eq/g X% mL
(TR K& 2o Te, (BIR2)

21 HMORERGRCIL, B8 1 RERIRIC T 2 M & Ok P A 1L, A
Pe G LIRIERRETH - 72, 24 B TIIE T ORI E S M REDK T & &
HITHD L. 168 Ktz TIXH R OSKENRE BR O TRl E ORI 1/10 BLTF O
Lot (BH2)

F£ 4 Ty MIBITDUCEFRTY Y R = U EREHERR O&5% 0
M9 M OSEARRTEHE MRS (ug eq/g XiE mL)

i Fe %5 (h)
ik 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 — —
Jiti 6.73 3.85 2.49 0.93 — —
KEWR 2.51 0.99 1.24 — — —
SN 4.29 2.22 2.43 — — —
JHHE 18.0 9.21 7.70 4.87 1.60 0.51
W fik 13.4 6.78 4.80 2.09 0.40 0.23
il 10.4 8.75 4.90 2.38 0.43 —
H 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 — —

1 AUC (10 mg/kg IAEDOFN#5) (AUC (1 mg/kg IKEOFHARMNEES) X 10)
2 AUC (10 mg/kg REOFE O 5) (AUC (2 mg/kg KEDOFEIRNE 5 X 5)



%]

130 |

118 | 084

032 | —

—  WEEHER AR

£ 5 Ty MIBITSUCERRTY Y NI o UBBIEREROR5%D
i R OStRFRA BEHEMERE (g eq/g X3 mL)

s 7 BREE | 14 BRI 21 HHE 5% (h)
24 R[4 24 I§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 —
Jit 0.12 0.16 6.85 0.26 0.13
KR 0.42 0.72 2.53 1.37 0.86
BN 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. £HF—+SOFTST1—

BRI IT (SR D HERE R GICIY B A — T VAT T 7 4 =2 X DN

ARDMRES S AT,

HETIE, B5- 1 RIS, IR OB BR< 1F & A 2T OMBHNIBENE TS
LTV, 5 48 REffRITid, TR, BBl ONH LS N EDN T HOTENE
DRI SN ZLSNE, 13 E A EDlgg TR SR IpoTe, —J7, METIE, #&5 1
REf% T < OMBRIEEREMEI I L, ML B0 | RO b oML, £

7o MRS IIHE XL W D TT N S o T, (B2)

@ Bt

ABREE I~V 23RN T, HAEE U < IIBAERE D552 UTHBIFARNE 5RO IR &

O ~DOHEFAER D I hE < 7,
Hi[E P54 96 BFfE] DIR M OFE PR A 6 (TR LT,

10 mg/kg REOHENRE O GRFCIEL, HEMEE HICH G 96 FFE% £ TIZRHITK
40%. FEITK 60%2 R S 7, 1 KON 100 mgkg REOHERE O G5RE (DI

FEfi) THFBROFMRTH -1z, (B 2)

B GRFCIE, KBR5% 24 KRR OJR PR OFEFPRIERIT, 22100 40% &
NI B55% TIFE—ETH V. HEEEGEFOYEMR L ZIEFRCTH -7, &5 168

RFfiltR £ T2, IR R ORI ORSEITIZ L A EaTHRit sz, (B 2)

10




#£ 6 Tv MBS UCEFRTY Y R = B HERR OS540
e 5% 96 HFH DR OFEHPPEIRR (% TAR)

e B R g e b Jii3 i3
- [a¥% (mg/kg A E) R # R #
I 1 40.5(38.4) | 59.0 (54.1)
I HlA] -« #& 0 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 | HE - #RH 1 44.8(43.5) | 53.2(48.7) | 33.8(33.1) | 63.1(1.6)

() : #E% 24 B o HRER

(2) EYEEHR (S @

@

IR IR

NHEREEZ v b (Wistar SR, HE 3 PLAAL) ZHWC, In situ V—"71EIC LD
[carbonyl-4ClEH 7"V K7 = M A (LA DAL (B |+ F8Ms, 2205 XU 3E15)
[2# 5 (10 mg/kg (R5E) L, #&5 4 Ktk £ TOKINATIT DWRIICED R S
7=

+ ZFE v — 7 B G RO T0% 03I S 4L, BFIr A LD b Lo &1
ERER T o7z, 22BN NERGNEG- T, £ 45% K T 40% 3 S, H2bIdiE
E N ERIE NIz T, (B 2)

@ o
a. fREE - BRIR~DBITH

kT ~ b (Wistar &, #0E 19 H, 3 VLS (Z[carbonyl-14ClEH U K7 =
R & BRI O &G (10 mg/kg RE) L. fHEk, B6M &% OE E H O BURTE MR EE O
EWNCET A — T VF T T 7 4 —%4T0, SRR ORI~ TN WG S iz,

B O HGHEMRE 2 TIOR LT,

51 FEREIZ OB HPIREE (8.10 pg eq/g) 1Z, RIEM2 O IMAE IR (2.13 pg eq/mL)
DF) 1.5 ERVRE CTh o7, A - FHRICBID 2008, i, MR OCERCIE,
FNENMBEFREDOK 4, 1.5, 2 X3 EFFE <, MR TIIH 6.5 FRWVIEE TH-
7o Be5- 24 R TIE. MRIRAIREE NG 1 R O 1/10 LRI F L7, £
BN OVEK ClrRImAE R EE L 2ot 2 L OIS T B 407225, A OFEAR Tl s
(ZIRIT A LT REER R 3 A BT,

REHA—NTOF T T T 4 —TlE, %5 1 SR OIBEORF TSN FIEE
—ZH BT, 5 24 R OB TIE, THEENE I O BFERTEMEDR A S,
FRVEDMBI 1T DN o7, (BIR2)

#F 7T HRT v MBS UCEERT YY) K7 = U AR O 5% 0
FEAR TR (ug eq/g X3 mL)

o B A% (RR) i e (RefE)
HEER 1 ” AR 1 o4
ik 2.13 0.11 DB 8.62 0.23

11



W 6.47 0.17 Ppag 3.54 —
fiti 9.71 0.24 T 3.29 0.19

JHEl 224 1.99 JRUL 3.10 0.26

T fik 13.4 0.84 JiffE 4.62 0.23
H 13.4 0.42 eSS 6.19 2.07

/NG 16.4 0.95 ¥k 0.82 0.26

LR 13.9 0.84

a: faVE SUC/HREENMY) (BRIE 9 DL/RER) . — : HIEEHEBRA AT

b. EFiA~0THE
=37 v b (Wistar &. 3 V) (Zlcarbonyl-4ClE=H 7"V K7 = U eth 21 05
(10 mg/kg fA8H) L., FPEhEaiRgs I S niz,

I AE R O OSSR S DIEYEhRE N T A — 2 2R 8 IR LTz,

FLIF PR IR S 1 BFREI 1 Cmax (7,310 ng eq/mL) (252 L, MAEHHEE (1,490 ng
eq/mL) O 5 G Th o7z, THLAE, FLHPIRE XM RE IS L TR T L,
Tue % 4.4 FEECIAETIZIIT 2 Tye (2.7 B L0 K&E o7, ZHHDZ LG,
BOGHICBIT DT~ TV RENTZ, &GR2, 7)

#* 8 AT v MIBIT L MCHERTY 7Y N7 = IRt A& 5H& D
HERE T A —H

s Crmax Trnax Tie AUCo-..
(ng eq/mL) (h) (h) (ng eq-h/mL)

1% 1,490+221 1 2.7 6,100

FLit 7,310+993 1 4.4 43,100

@ HEft

NREFEE 7 » b (Wistar &, 3 L) (Z[carbonyl-4ClEH 7Y N7 = gt % B
R OG- (10 mg/kg (R8E) L, IE-PEHE R Sz,

P 5. 24 W% £ CTITRIESHEHEME (TAR) OF) 40%25E3 o Rt S v, #5
72 W% F CITITR 47% 3R H IS HRE S 7z, PEIEERES 138 - 4~5 RFAE IR
Lol ZOFBRIZBT DIRPPEIE (%TAR) 1£24% Tho7,

512 WRiflitg & Tl L7 it 2 BIOERE Z ~ o+ FEENicE s (0.1
mg eq/lt) L7z, MEIHFRORFA~OENERIZZIEIR 33% & TN 16% T, #J 50% D
BEH 23RN S 4L (9 26%TAR ICAEY) . IBTEER 2% 07, (R 2)

(3) EWEResiR (1 X)
A4 X (B— 7 )VfE, MR 3 VC) (Z[carbonyl-4ClEH 7"V R 7 = Uit 4 BAlalRR O &%
5 (10 mg/kg AE) L. HY@EhReaings S S iz,
HURHEMHIRE D ZEMENRE /T A — X WG4 168 IR DJR K O R R 2 5 9
KO 10 1T LT,
MAEFHEHEPEIREE D Cmax 13559 1,000 ng eq/mL T, MAEHERE X —FAMEOWHED 27

12



LT7e &/XT A =2 IIMZEITA LN T2 (3R 9),
$e5- 168 Witk £ TOIRF L OZFE PP (%TAR) X, N2 21% KL TN 67% T,
MEFEIII H -T2 (3510), (BHE2)

K9 AXIBTHUCIHREY 7Y N7 o Rt HRE O #5454 0
FWEie 7 A —4

P Crax Trax Tz (h) AUCo..,
(ng eq/mL) (h) ofH BAH (ng eq-h/mL)
i3 1,120*+164 1 4.3 14.0 9,780
i3 1,000=27 1 4.4 15.9 10,300

n=3

= 10 544 168 K] R L OFEF PRI (% TAR)

eszll IR 3
i3 20.4 65.6
L3 21.1 67.7

n=3

(4) EpYEResir (L)

v (=27 AV, MRS 3 VC) (Z[carbonyl-14ClEH 7"V R = it & BAARE O
Feh (10 mg/kg RE) L., SEApsEhReaER Ik S vz,

TG IR OSKPENHE N T A —Z W& G4 240 FFH O R K OFEH =R 2 &
11 X O 12 1R LTz,

MR SEHEPEIREE D Cmax 1 2,000~3,000 ng eq/mL T, MUFEFEEE T FPEONE
DR LT, B/3T A= R RERMEEITA LN >T (1),

Feh54% 240 BEEORP L OFEFPEIEE (%TAR) (X, 212 60% KLY 27% T, 1%
XKoot (812), (BHR2)

F 11 U RT D UCHEEREY 7Y K7 = R HERE O B 5% 0
IENAE N T A —H
P Cumax Tmax T (h) AUCo_..
(ng eq/mL) (h) ofH BAH (ng eq-h/mL)
Ji3 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 b4 240 RO R R OFEFHREIER (%TAR)

TR R E
Jii3 58.6 26.2
i3 61.2 27.5
n=3 (¥ n=2)
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(5) FEWEhResir (&)
@ BIR
B (BT 7Ly N, EBRESTE) (12, BV R o U RR AR eI L B
RGO &G (B 7Y R7 = g e L C 4 mgke (AE) L, miEHoEH7Y
R 7 = R e O M-1 OFEFE DIKPEIRE T A — X 3 gat STz,
Y7V K7 o Rt R O M-1 OFYEhRe (T XA — 4 %3 13 IR LTZ,
EBY 7Y N7, #5156 0% (WIRIEREUR) (2Bt S, &5 1
RFIT21C Cax (CEE LT, Z D% IR ITIRFEEDME T L, 5 24 K212 3 Bl 2 {5l
B 5 48 REHIZIZIT BB TERIR (0.004 pglg) K& o7z,
W M-1 13, #8515 2R%ICBFI ORI S, #8585 2 R Cuax (ZEEL T,
FD%, IRAITIREME T L, &5 24 FFEEIZ 3 Bl 141, $65 48 REfiizIc 25T
ERIREA (0.004 pglg) Kt 7eo7-, (B 2)

#* 13 BICBT 2V 7Y N7 = URRIFHERE Q358 ORMEhe T A —4

YEUE%E Crnax (Mg/g> Thax (h) T2 (h) AUCo. (Mg‘h/g)
Y7 K7 = UMt 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
@ »nH

& (T 71y PR B MERONEESERS 180, B Godif  ME180) ([Ce 7Y
N7 = R RA 2 #e T K0 Bl kG (£ 97U R Ufgtii e LT 4
mg/kg KEH) L., &5 1 FRIZB T 2T F7 = R R O M-1 Ofi
AT DR S AT,

YTV NI PR ORES. ATE (7.3 uglg) KOVME (7.0 pglg) T, IR
VTR, . L. GO PREE RN, AP R ONIEE (0.15 pglg) DIEICIR 2o
Tzo W M-1 DFEE, Al (2.4 pglg) MO (1.1 pglg) T IRWT/IMEL
TR, i, PRl O, A% (0.11 pglg) . Ml (0.039 pg/g) M UYENI (0.027 pg/g)
DIEIARL 7o o7z, (B 2)

@ HEft

% Az 3EpaEhieatin (11 1. 6) O] 12\, PrtatiRg e S 7z,

e 54% 120 R DR K OFEF PR A2 14 (TR LTz,

JRFA~OPENNX, 7Y 7 = U EBEROREY M-1 & B854 0~12 FREH
(iRt R A R L, #5144 120 R OSRHPREEIERIL, 2580 1%A0H
NRB5% CTHoT-,

FHA~OYEIX, BTV 7 = UEIE R OMRGE M-1 & bl 55% 24~48 REfH]
(ChemRtEZ R L, 5% 120 KR OEPPRREIT, N E&E G580 16% 5D
5% Td o7,

Fe54% 120 K DR K OFEFR~DfpHERIL, HHED 26% Th o7z, (B 2)
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* 14 BIZBT VTV N7 = U RREHIERE A 54% 0
PR R OFEP R (GRS 5%)

HIEYE PR £
EH Y R PRI 0.3+0.1 16.2+0.6
R M-1 5.010.4 48+0.4
Al 5.310.4 20.9+1.0

n=3

(6) EMBNREHER (E M)
fEHNZBIT 57 N = UBEORBERRORS (7Y N7 = UBREKAY
& LT 5mg) Tl 0.8 K] CIIAEH Cmax (30.7 ng/mL) (22 L, AUC /% 67 ng-h/mL,
Tl 2 Kl TH o7, HH1% 48 FERIORPPRIRIT, V7Y Ry Uil LT
0.1%. EERFHW @ M-1) ELTT% ThH-oT,
Mg 4 237 FEAHIT 99%, WAizsfE 8.5 kg, &8 7 V7 7 A1 80 L/h ThH S,
F & UTUHET, 470 A a0 Do, ZAudki< Bk VR 5 LD L&
OB UER SMLOKERUIZ L » TR S D, (REiEESRITE L LT CYP3A4 ThH 2D,
(%M 3, 5)

(7) EYEnaesER (2 VNV B LDFEEMH)

7 v & (Wistar &, MERES 3 UL 4P8), A X (B—27)VHE, #E3 L), Y (h=
JAYPN, HESIL) KOE N (B3 AN) HROMLIE I TimE & [carbonyl-14C] )3 FE
BEHERE Y 7Y K7 = (1 pg/mL) OMIEUIMEEY 37 fEGR P ETE
72o Fio. B MIJET V7 I 2 (40 mg/mL) KOV boy-FetibE % o278 (1 mg/mL)
[ZOWT B [AERIZIRGES S 47z,

BREHIRT 2 Z "7 e RER 15 IR LTI, (B 2)

#1565 Y7V N7 = U BEOME XIS V8 L OfEEHE (%)

St Bkt AT b a0
(ug/mL)
Z v MME 93.5
. o R 95.0
1O R IR ) 96.6
t Ry 99.0
b hET VTR 96.9
b hou-EIENE S L X0 E 93.0
FER TR 7 v Mg 2 () 93.4, (M) 94.9

(8) KR (S k)
7w & (Wistar &, MEiHE) (Z[carbonyl-4ClE4 7"V K7 = U EsHi 28 05 (100
mg/kg (AH) L., AREHUERDFEME S 7,
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PRARE M OHEE AR 2 X 1 1R LT,
FH7Y RIEIEE L T4 74Xy DV EOREE. Z iUk EARY VB 5 ATD
FAL R O VBB STOKE LI L > TRETENA L E 2 b, (BRR2)

\)\/H
N N
Cl

\l/ CEYTY R
SO0 — OO0
l © R M1 l © 1KY M3
OY\OHac\H/O NH, o OH3C\/O NH
HN N cl I\)\/H Cl
° fR M-2 ° R M-4

X1 T MBI AEYTY ROHEERHERRE

(9) REEFHER (v k. 41 XRUBIL)

Z v b (Wistar &, MEER 3PE) . A X (B —27VHL, HERER 3 ) KOYWIL (=
7 AW, 13 Ve OME 2 PB) (2, [carbonyl-4ClEH 7V R/ = @i/ 0#& 5 (10
mg/kg (KH) L., &5 1 KO M ORI N IR H L O ORI B
PAHIE S e,

® MmIFRHKH

FEMWREIZ 31T 2 AP R OIRE A K 16 1ITR LT,

W NOEMIRIZ BT H EEREMIE M-1 Th-o 7z,

T v FORETH, R M-1 3237 RO 2 kb2, REw
Mgﬁ%ﬁf}py;y@%wo&ﬁw%xm;%ﬁf)FﬁiVMﬁJﬁW@Mﬂ
Je T M-2 DI HEEMT (5 8 B EIE 1L, %h%ﬂl%63&@ﬂﬁﬂ%f%o
Teo WECITEY 7Y N7 U e b2 < IR HETEMEZ 5 5 EIE 1L 73%
T, @IV ECTH T, MOETT Y K7 = U EREOREITEDOR 4 1%, 3
M-1 OREEITREDK) 1/4 T, T MZ iéﬁﬂ IIMHEZED TR BT,

A X RO VTIE, e ORI 2 w@%ﬂﬁu&W%M1@%Em
AXTIFEY TV R UBED 1.3 1%, VA TlE 125 ThoTe, B 2)
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# 16 KEWFEICIIT D UCESRRET Y N7 = VBB D e 5% 0
1A% Wﬁnﬁﬁ@(}ﬁg (ng eq/mL)

Y /mL
B | b | COPCTRIERE (R eedinly
(ng eq/mL) o M-1 M-2 M-3 M-4
T R
Sy |k 1,480 262 (18) | 524(35) | 164 (11 54 51
7 e 1,540 1,140 (73) | 140(9) 46 (3) ND 23
e 1,120 296 383 38 2 40
£
e 1,000 265 335 35 23 39
e 2,940 524 867 432 44 32
%
i 2.950 599 725 494 65 34
ND : s &9, ()« BEREHEE 5 % n=3 (VDI n=2)

@ RBPRUVESREY
PR B OFEPREMIIRE AR 1T IR LTz,
WFHOBIFEICE DT HIRPNSITES 7 R o UBIENEE A SR SN
T HBEHEEO IR IR S S i, REM ORI PEZE TR B
ST, Flo, WTNOBEMWIFEIZISWO T HGE M-1 OREN K S EN- T2,
HEHHORBWIEE (%TAR) Tid, 7 v NOBETEY 7Y R = U FRERE DD
12 LT, G M-1 OIREDHED 25 TH Y . 7 v FOFEPEH ORI MEZE

BBV, A X ROY LTI, PRGOS R E USRI S o T,
ZH2)

® 1T FEOREIZET L UWCHERT Y 7Y 7 = IRt N G 0
WqJ&UﬁﬂPﬁuﬁﬂi@/ﬁzE (%TAR)

. RIEE (% TAR)
e R
R | M | ke 7Y R
DR | FER | SR (%TAR) 4}\ i” M-1 | M2 | M3 | M4
T R
I 42.6 <1.0 16.4 4.2 6.5 3.2
Jii2 -
Sk £ 57.3 9.1 9.8 2.9 4.4 <1.0
7 i 7S 38.8 1.2 13.2 3.4 5.9 3.3
£ 59.4 22.2 4.6 1.8 4.1 <1.0
it PR 20.4 <1.0 8.1 1.0 <1.0 <1.0
P o 65.6 33.5 8.9 3.0 3.8 <1.0
o PR 21.1 <1.0 8.4 1.3 <1.0 <1.0
£ 67.7 32.4 8.1 3.7 4.3 <1.0
7 58.6 1.1 19.2 9.6 5.2 <1.0
Y2 -
. £ 26.2 3.4 2.8 1.4 1.9 <1.0
i SR 61.2 1.4 22.9 9.2 4.1 <1.0
ﬁ 27.5 4.7 2.5 1.6 2.9 <1.0

KR MEORIEIZIEL, 7 v b - &5 96 B A 5< Be51% 168 ], v e H% 240
H#F%J?&Uﬁwﬁ WHN T, 72, AEREONIEIZIE, 7> b, A X, YL HIcEER%
24 WFEIIR, T b« #54% 24 B, A X Fe 5% 48 H%%ﬁaﬁ&tﬁ%w PG T2 WEE (R 1 P
120 RF#E) OFEPSH OB, n=3 (/LD I n=2)
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(10) KHHER (in vitroFHER)

WD Z > MNIFR 7 vy — A5y % e 1n vitro (REERBRIZIS W T, £ 7Y K7
T URIED HAGE) M1 ~OREI RS2, BV U R 200 umol/L (Bf&IREE) s
IO M-1 OAEREIX, #ET 397.9 pmol/mg protein/sy, T 55.7 pmol/mg
protein/5> C, HEOFBHEL Y 7 fEE-o72, T OMRBBISIT, FFERD B EH
SKF-525A (IC L WAF &, Y7V FOMREHTEIT 5T b7 v—L4 P450 ORE5VR
Ihic, (B 2)

v hF N7 r—AP450 %EBlE R U o EEERERHIIE (lymphoblastoid cell) HH3ED
yuY—L&EHWT, K0 TRICBT 5T 7Y K7 = UEREORBERIEESTH R S,
t MZBITHETTY N7 = UBBEORENEEGT 5T h 7 v —2A4 P450 73 FAEIC D
THET STz, ZORER, V7V R UL, 5 O FRTRE SN L5, TEME
1%L CYP3A4 3 b i\ 2 &R Sivlz, Rz s A E @I M-1 Th o7z,

$£7o. F 7 m—A P40y FREGEDRL S 14 At MFI 7 vy —2% [T,
Y7 K7 = U REOMREHENE & F b7 1— 2 P450 43 FRERF AV OREREED
FARERTHRONT=, Y7V 7 = UG ORGEHEMEL, CYP3A4 ORRAEE TH D
TANRAT B O 6B KEHMUIENEE OB E < (FEBSFRER - 0.97197) . CYP3A4 73E
B R = R ORBNI G35 Z EavRE T,

PLbEXv, 97U R UL, B RT3 CYP3A4 [IC L {Eians L& %
bivc, (M 2)

2. TREBEAER
(1) %BHR (B @

B [o77 1y N, 4~18 i%lin, AHE 387~510 kg, 3 §H (k. ML OVEZHES 1
9) MRS IZE Y7 R PR RAI 2R 52 L0 —H 1 18], 3 HIFFRERE 05 (£
B R Ul LT 2mgkg (RE/H) L, T OES 7Y K7 = UK O
Hi M-1 OFEE %A LC/MS/MS (2L W HlE L7z (EERA - 0.004 nglg) .

FARERT OEY 7Y R U FRE N ORI M-1 OJRE 23 18 1R L,

V7Y N7 UL, RS 1 BROSFEIROEFE OB S, Rik&ks
3 B TR 26 ONENS 3 B 1 Flos bRt Sz, &&#5- 5 H#% CTldfigo
FHAFI TR ST,

R M-1 1%, & 1 BRI OBl O 28 ONFRAL, ZIMER ORI 3
B 1 I CRE SN, BG83 KOs B Tlt, 2B EERARM CTH-71=,

(ZH2)
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£ 18 BICBUBEF 7Y K7 w3 H R O 5% 0
ST 7Y N7 T B O M1 ORI (ugle) O

=7 . ¥
W | b St A (R)
1 3 5
Ji ik 0.134 0.020 0.014
. R ik 0.02 <0.004 <0.
YAy R 2y 025 0.00 0.004
e /N 0.009 <0.004 <0.004
T PR o
fHA 0.006 <0.004 <0.004
lilEhial 0.026 <0.004(2)~0.004(1) <0.004
Frfliek 0.035 <0.004 <0.004
Rk 0.023 <0.004 <0.004
R M-1 INIG <0.004(2)~0.011(1) <0.004 <0.004
A <0.004(2)~0.008(1) <0.004 <0.004
lilEi] <0.004(2)~0.009(1) <0.004 <0.004
() : Bk n=3

(2) BEHR (B) @

B 771y PR, 3~11 wlih, K 432~520 kg, 3 HH (M, MEM OB 1
5A) RSBV K7 = U RAI A& k0 —H 18], 3 B 0S5 (£
Y7 R Uil LT 2mgkeg (KE/H) L, kT oe7) K7 = U fRiE R O

# M-1 OFRE%Z LCMS/MS IZ L W HlE L7z (EEFRS : 0.004 ng/g) .
BHFRF OEYS Y R = UG M OGE) M-1 OFRE 23 19 (TR LTz,

TH 7Y R UL, B&RS 1 BEEO2EROSFE TR S, &5 3

KNS J 1% TR COAH T S,

R ML 1T, el s 1 1 BRI OV 2BIEON MO 3 I 1 1O

iz, &ideh 3 kU5 HERTIE, 2FINERRFRNMTH -7z, (B 2)

#* 19

BB YT BT = RNERG 3 H [RI5EHHRE 1 5 54% D

ST 7Y N7 T B OMRE M1 OIE (ugle) @

=7 . ¥
SHI[ == O 4k T 5‘
EwE | it HE (R)
1 3 5
Flik 0.357 0.024 0.012
. ik 0.061 <0.004 <0.004
TPy Ky Bk 0.00 0.00
C /N 0.024 <0.004 <0.004
TR o
A 0.012 <0.004 <0.004
=1il] 0.038 <0.004 <0.004
JiRai: 0.046 <0.004 <0.004
ik 0.039 <0.004 <0.004
5t M-1 iz <0.004(2)~0.013(1) <0.004 <0.004
fHA <0.004 <0.004 <0.004
ghh <0.004 <0.004 <0.004

() BB
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3. EizEHEER

TV 7Y NI = U OBIEEREIC B D &R D in vitro S O in vivoilklR D5 H %2 3%

20 IR L=, (B 2)

#£ 20 VTV N7z Uptho@netimlER (in vitro KON in vivo iRliR)

In vitro
PR BIES & [EES
1 I 22 9K 22 | Salmonella typhimurium 78~5,000 pg/plate (=S9) Pt
SR TA98, TA100, TA1535, TA1537
FEscherichia coli WP2 uvr A

e (KRB H | F v A =—A LA Z ik 875, 17.5, 35 pg/mL (—S9) Pt
R CHIL/IU i 50, 100, 200 pg/mL (+S9)
in vivo

EEREE Y SIS M= i e
/INZEAER ~7 A (ICRR). Bk 750, 1,500, 3,000 mg/kg {AE, X

HiERE O 5

EFED LBV | in vitro KON in vivo DR ERRBROFERIZTWNT L L EETH D Z &

N, BT Y R UBBIEITAIRIZ & - TRIE & 72 D8 Inm I n L E 2 b,

4. AESMEHER
(1) SHFHHR (IIX, Ty FRUA X)

EFEEWI BT AT 7Y N7 o Ut oAMEERROMRLE 21 IR L, &

R 2)
* 21 FHEIWMICBTHEY 7Y N7 o UgtE o2t E
. LDso _
RS | TRl a
Bl BRI (mg/kg (KT i)
JA (2 >3,000 TEN Y, PR BERA, TR, T
&aob LA, & G, AR AN
e qu| " > 3000 ; P, IREEREIBNHME R, B
<7 A — - .
1TENE Y, PR, IREZ b, 350
7_\\ 7L 9 A .
oSO G el IR ) 7 (S M
i T >1,000 ITENR D, R REEN, RIR. (T
JEIEN i 914 WILA, KRR RN, EKE
(670~1,247) | Nigasias
i3 >3,000 TTENRD . PR, BERA, O LA,
o i 1,905 ARAG T, (AE N OMBEFEOWRD . Wi
Z v b (1,004~3,613) |V&. fiiiBfE 4
(SD &, B | el >1,000 AL R OFERITERL
6~7 JAH) TTENR D, PR S RRRN, (LA,
JEfE IR >1,000 (RE N OMBEEEOHV) . IR T, i
R IHEeE G, BRI S
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A X Mg, T
(B—Z7VHE, | #&N ki3 >400
9~10 7>H i)
a: WTNOFMEFT RO G B TR 54 24 BFRLINIC @BV C A BTz, IREA~OREIBIER
HIR (14 B OB, b : 3,000 mekg RERGRE GECH] : 1 1/8 i, Mt 3/8 1) .
2,000 mg/kg (RELGHE GECH] : 1 1/8 1)

<~ AKDT v N T, WTOERGREEEIZHEWO TS LDso 1% 1,000 mg/kg RERT%
HONTENLLETH -7, —RIREE, RELOEEE (7 v hOA) (ITHT 580
BV HAOND @O SO T, ZNLREEREIE L, <~ 7 A28 58810 L OHE
e G ONC T~ MBI B NS Tt M LDso OIAMEL | Bt
MIH BT,

(2) KBt M-1 DAaESEHE
~ 7 AZBT A1 M-1 O2ENRBROERE R 22 1R Lz, (&K 2)

F22 < URIBTHRE M-1 OEMEEME

LDso B
TR ’ a
BT PrERE | MR (merke () AT R,
~ A | 279 (192~405) |ITEIBCD. DR, BEREN. R
(ICR . 5~6| [N PV LA
T 264 (239~291)

a: WITIOEMAT R b &G4 I @A bive (BIEIH 14 A/,

~ 0 ZJEWEN P BT 31T A M-1 @ LDso (B : 279 mg/kg AT, 1 : 264 mg/kg
RE) 1%, FEROE G L 5T 7Y K7 U LDso (7 : 1,000 mg/kg (AR
DIk, M : 914 mg/kg (KE) L0 H/hShoiz (1 1/3.5),

RO LDso 25, REENE AT X ARG M-1 O RN 7Y K7 =
HE D B BB LR O—mE B O MNCT 5720, LURBF Sz,

@ HEFRANZSEFEOSER/NGEE

~ 7 A (ICR &, 6 i, M5 VO/EE) (V7 V K7 = U I M-1 %
HAFFIRNEE S (22 10, 20, 30 XiX 40 mg/kg RE) L, Stk MISEEN
HE SNz (BIZSHH 3 i),

RE@W M-1 OBV ER/ NGERITEY 7' R = VR L [ABRIC 40 mg/kg (RETH
ST, BNVEIE TS 5 &, V7Y N7 = U 61.5 umol/kg (RH, {3t
¥ M-1 1% 112.8 umolkg IRE &, R M-1 020 R/ NSERIZ, TV 7Y K7 =
VERYED 1.8 Th o7z, (BR2)

Q@ MEENESROmMERRE

~ A (ICR . 6ifln, M 16 1L/ (SR NOEEMYEDOTY 7 F7
T URRHKAN) (500 mg/kg (AH) SITMAFHHI M-1 (200 mg/kg (AH) % HilalfEze
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Beh L, BV 7Y R = Bt R O M-1 O B3 1IE S 7z,

F MRS 2 3% 23 1R LTz,

R M-1 5% oMET oS M-1 BEX, 7Y R o OBk
HB#OMFEHOEY 7Y R = U FREROMRGEY M-1 OGFHREL Y @oote, (B
7 2)

# 23 TUANOEYT N BT UBREEKFIY) M O M-1 OHRIERENI G5
J5EY 7Y N7 RN R ORGE) M-1 OiSETiE (ug/mlL)

MM > (ug/ml)
o 5 30 ik W 60 5%
Ymin oa
B | e tim | CEF Ty R | ks | =0 F | R
/A== 75 M-1 /=75 M-1
=97 o=
A KFY) 500 1/16 35.2 9.5 25.1 10.5
R M-1 200 0/16 ND 88.6 ND 74.1

a : SECHIEUEHEMW L b 2 5 Bl FE, ND : Bitisind

PLEX D RPN G0 O S NSOE R M OV E BB B 2 JIEIzE N G- oD i
R (FREEE) o, G M-1 oBstathit, =970 R7 = EO 1/1.8 LU T
ThdrEEZLN, & 2)

5. BaMHEMAR
(1) 13 EFERMEEHR (Sv )

Z v~ (SD %, MR 18 L/EE) ZHAW=EV 7Y R = U EetEo 13 HEREFEHIRE O
Beh [0, 3. 30, 300 XX 1,000 (HEDA) mglkg R/ H) (2L A dicEaling 52
i STz, BGHRETHOBIERBRBIRIL 4 Wi & Sz, BT RE2#E 24 (TR LT,

FETBNIRIREED 1 flaETe 31T, WINbERGERC LD TH -T2,

30 mg/kg RE/ H UL EFGREOMEZ 7 5172 T.Chol d LFIE, EDMOIFE D /3T 2
—ZZEAED e < KRR CRE DA DN -T2 L n . TR &A%
IphoT,

3 mg/kg REE/ H & GHEOHET, BIROMXEE ORI BT, PRI L QMR
FALFRE TITEFE LA ONT, BHEFRIERITRWEE X bz, 1,000 mg/kg (KH/
A 5 5 BEOIE TR LR Mk B O N OFERT B RO HAVTZAS, JiERkafk
ZERIF7 <. BEFERITRVWEB b,

B OV PRABAE | A DT BT R T AF UV ERE &£ B 2 b,

[EEERER ClE, (B 2 bk < AT ROEIEDSFED b,

HEEE 1L ARBRIC I 5 #E3:M (NOAEL) % /4T 30 mg/kg (AT A | #f T 3 mg/kg
KE/H EHREL WD, (B 2)

BN ZERE S ERGLEMTIAS X, 300 mgkg RE/H L& EREOMER Y
30 mg/kg REE/ H LI GREOMET T.Chol L5, WEENRIAFE DAL FENA B Z &b
5. ABRIZIIT 5 NOAEL 27T 30 me/kg (AF/H, MT 3 mokg RE/H &% E L

22



7’9
—o

#* 24 7 v MW 13 B EEMEEEEARIC T S AT R

Be G JiGE i3
1,000 mg/kg {REE/ H | - (REHIIOHHE], FEATEIEE D
- RBC B, HE{K T
- UUEE. ALP X0 BUN |5,
K'EH, CITIKTF
- REHIIN, Na'/K b F5
- Bl oOFHXT B BN
- FRRIRaAE R (10 1)
- VAR HROERE (5 4)
- ORISR @ B) KO
B IRHIE (8 1)
- SR KIREEBE 56, K
HER 66, g S F) KO
[AIf5 <A =/VECH (5 f31])
BRI Y g/ NAFHRE (5 1)
300 mg/kg (KE/H | - JithE - JiEHE, 1TERE
ULk - BIOK S e - AREHIIIPNE], AR
*T.Chol b5, FUZU+ED REOY| - HHIK T
WAAERRR BRI T - ALT k5
- FR& X HERN « A 7, Na' /K 5
o FFI D fset K OFH B BN, B | - Aot K OE X B BB,
e M OB DA B BN JEER D AR o RN
- FFHERERER (10 f51)) . FFmpyE | - AFAIRCRES (9 B1) . MfiyaiAkiiE o>
/NG AE o S GR )
- WBEAZFEAE - A BB KOV - BamBEnS - i 1 F) kO
B IRHE (2 61) B IRHEE (9 1)
- RS KIVEERE (1), M| - B - KEVEERE (1 6). K
BEE Q6 ROV (1651 BERE 260D, M (1 F) LD
[l S = VEGHR (3 451))
< JHTEIREE Y B/ NAZERE (4 1)
30 mg/kg AAE/H |30 mg/kg RKE/HLLTF - FK BRI hE )
Lk T R L « RBC DR
- T.Chol KON gD 5.,
BIAEE KON AIG ELOIK R
o PN R OV gD FH sk BB
3 mg/kg {AH/H AT AR L

a : 300 TN 1,000 mg/kg IARE/ H & GHEOME CRA N

(2) 26 EMERMEHHRR Sy b O
7 v b (SD FK. MEKES 156 IWEE) AWV 7Y N7 U ERiE o 26 JHFFRHRE A
£eh (0, 2, 10 X% 50 mg/kg (RE/H) &8 LM T S vz, AT

ZF 25 R LTz,

FECHIE, S HRRE 161 GERRB) KON 10 me/kg R/ H 4 5-HEOME 1 41 (5aE75)

ThoTz,

IMEFHIRAClE, 50 mglkg REH/HERGHEOMET MCHC OIKTFRA LIV, i
DR TEMLATRE T DET RN BNRNZ &b, BmEFRIERORWVELEEZ RS
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iz,

MEAEACFHIRE CTlE, 2 mglkg RE/ B R GREORET ClOIKT, #fChY 77Uk Y
R K& ONT.Bil @Lﬁrfﬁif HAVZA, 10 mg/kg (R H G5 TITWTNOZEL A DR
W2 D, BEIZEAETIT RN EEZ b,

HEEE 1L, 10 mg/kg (RE/ B HRECH L TFIEER IOV T, BMTH Y, M
WAL FRE TN IR DN -T2 2 & D FTEER IR OB EIC L 5 G
RIS L&z, TR LI L TWRY, T07-0, ARERICEBIT 5 NOAEL Z Ml L
(12 10 mg/kg (KE/H EFREL TS, (B 2)

R ZARESIHAIEILEMNRESIL, 10 mgkg RE/H BGHOMECA LT
FRAEIERICOWTIIHEMBEMERH V. 7 v ME MW= 13 s a5

[I1.5. ()] XU 26 HEMAESMHEFEERRQ [11.5. Q)] BV TH AL TWVDHHTH
THY ., :h%@zﬁ%fimﬁémiﬁﬁﬁa’Wm@ﬁw&5%T)f7x%V%

DEFREDFILL TND Z e, ARBRCA LN AFHITE R 2 B 51c X E L
W L7, L7eh3-> T, 50 mg/kg R/ H 5 HEOMETHIIE, 10 mgkg M@/H#ﬁﬁﬁi
OWECHFIAIE R A Bz 2 Eovh . ARzt 5 NOAEL % T 10 mg/kg /AE
/H. WET 2 mglkg (RE/H &R2E LT,

#* 256 7 v FEMWE 26 B #EEMEEEROIC BT 55T R

B JAGE i3
50 mg/kg A H/H - YLt - JitiE
MAEHB-Glob 43Hi D _F5H- * T.Chol, UV FENKONNY 77Uk
U R _EH
- AR R (13/15 1)

10 mg/kg (AE/H |10 mg/kg KE/HLLTF - AFHmpEAE R (2/14 1)

oLk FMEATRZ L

2 mg/kg AH/H AT AR L

(3) 26 BAMTEAMSHERR (Sv ) @

7 v ho 26 BMHEEMEERERO [11.5. )] [ZBW\W T, k580 50 mg/kg (K
i/ H B GHEOREO EE e B A RED A Th -7 Z L 22D, 50 mglkg (RHE/H & G-
BRI MRS 5720, 7>~ (SD %K. WEES 15 PURE) ZHWCTEY U R
7 T UPEME D 26 BREREFE OG- (0, 10, 50 XI¥ 250 mg/kg (RE/H) 12 X 28005
BRONEN S vT-, BT RAFE 26 IR LT=,

FELCBIE, 250 mg/kg (REE/ H & GREDME 1 Fl CTh - 7=, FNERRF OB ORER, 4
R STHPRIRZ (R OZSMEEEE) D350 & B 2 e, REGREOEFHITIE,
THOMBIZB W T HFHAREL Z R THITA LT, £7o, 13 HEEH MR

[11.5. (1) ] @ 1,000 mg/kg {AE/ B FGEACBO T HREITERT 20T < /5
IR 2R3 H G A DIV T 2 G BRI & 2 BT,

e R TIL, R (250 mg/kg (REE/ B B GREOMERE) . AR (250 mg/kg (AREE/H
BEGREORE) WONTHK, O, B K& OMERAR (250 mg/kg (REE/ H & GHEOHE) OFE%}
BEOMBH LT, WIS EREIINGENC L 52 b EE 2 bz,
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PN OVl C A Dz tata tasgiig 13, VAR 7 AF URWEIC L D £ B A b,
HEEAIE, AREBRICIIT 5 NOAEL Z i & 12 10 mg/kg RE/H LEE L T 5,

(& 2)

RinZ R BRENEIRSEMHARIE, 50 mg/kg (R H B G-REOMERE T~

E_/
DR

HE L $1Z 10 mg/kg (RE/H LEE LT,

CINEFRODPETRIIIERSE) 3 Hiie Z &b, AGRBRIZISI1T % NOAEL %M

#* 26 7 v MW 26 BSOS BT SRR

Bl

I

250 mg/kg 1A/

- YLt

« PT K OVAPTT OiEE:

« o2 & UPB-Glob 43TE 0D _F5-

* T.Chol XNV U g&E D FH-

« g R O igkoDifoes My OVFH) B
DN

o /NEEFRLOWERF IR R (14/15 1) |
gt C 28 BRI AN, B R
B TOMB AR K O
TR, B OREEE
%, +HRIBOBREOL A, Vv
NEICOTEIARMIIEE R, B ClE
Kvrua7y—UHm g
12/14 5], KERE 13/14 1))

i3

- VCHE

- (REHIIIPIE] (RERDER K
20%)

- PLT XX WBC 0¥, PT 0%

- T.Chol, V “iE&E. TP, BUN,
RN Ca D _F5-. Alb, A/IG
FEEEONGlu DIE T

o g OOHES e OFA % EE B DR N

- Bl FH R BN

o /INBEFRL PRI (15715 51)) |
flg Cretatasiits (7/15 1) |
BIRHE CotetEibE. it
S ORMGEE, + fEHO#R
FEOS A, R CFE—
A7 ERRR D M O Zeaf b, v
L EITCOTIFRMIINEEE, BRET
iR~ v 77— (Mg
8/15 i, KEEE 12/15 1)

50 mg/kg {RE/HLL
E

- /NEERU P RHAIE R (3715 1) |
R CHER~ 7 a7 7 — 800
(g 4/15 B, KERE 4/15 1)

- a2}, OB-Glob 4y _E5
« JFig M OV oOFH S B EHE N
o /INBEFRL UM (15715 1)) |
flig cretatasBits (115 f1) |
BRiCIER~ 2 17 7— 80
(FE 115 B, KERE 1/15 i)

10 mg/kg K&/ H

wEATAR L

w2 L

(4) 13 BMEIEEEHE (1 X)
A X (BE—7 VA, MERER 3~5 IR ZHW=EY 7Y 7= U fiEo 13 FEER
HilfE A #e5- (0, 12.5, 50 X% 200 mg/kg RE/ H) (2 XK 2 dimh s thaliings e S v/,
FPREE R OF 200 mg/kg (RE/ H &G REO—H OB (MERES 2 DURE) (TR G/ Tk 48
WO RBRHAM NS TRE Sz, TR AR 2T IR Lz,
L AN TSNSV aWAGIEESY el
50 mg/kg {AEE/H LI EREGHEOMEREZNRM:, R ORI X3 FHI2 A BTz, 200
mg/kg R/ H # 5HEOME 2 I ABEF RO M A DTz,
EESERIZ OV T, 50 mg/kg NE/ H UL G REOMEIE T #c M OFE 6 BB
BRI BTz, Fi2, 200 mg/kg R/ H B 5-REOMEMEC A & 107 1l M OVl E &
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WX JRRIEE 5 23Tl Ze s RSSO XML 2 o T RN T &G
HFHEFHEROWVELEEZ LN,

[EEEER ClZ, ALP @ EAIZHOW TR, FHEXIFEHEEM AN A D AvIe, O O7EME
FITFIZ DD TIXEHEMED TR BT,

HEEE 13, AlRIZIs1T 5 NOAEL ZHEMET 12.5 mg/kg (RH/H ERXE L TV 5, (B
R 2)

B Z e B AEISLEMFIESIX, 50 mg/kg (KE/H DL R G- HEOMERE T
N OD#set K QA BB D HANNEE N T D2 2 & D | ARBRIC 1T 5 NOAEL Z Ml
12.5 mg/kg IRE/H EFRE LT,

# 27T A X & 13 B2 EERERI BT D BT A

5 1 I
200 mg/kg RE/H | - U7 U&Y REOALP O_EF | - JielE, R XL
- EEH R
- ALP ®_E5H-
50 mg/kg {AH/H < Mg, PREAE, HR(E ST TR - Mt
Lk - [ & QR EOM | « Y 7 UEY RO EF
- S O K OEx B OB
12.5 mg/kg RE/H | FEAT R L s AR L

6. EUEERUREILAMRER
EBMEFEMERER I TG STV, v T RALTNT v N & W30 AR N 520G
INTW5,

(1) 92 BMEINAMERER (¥HR)

~ 17 A (CD-1ICR)BR . 6 My, HERES 50 IL/EE) 2 W97 K7 = Bl
D 92 FFENEAEHS- (0. 10. 30 i 100 mg/kg (AH/H) 12K HFD AR T2 S
iz, FEMEATHR GEEEMERE) 23 2812, FFMlEEORAE AR 29 (TR LTz,

PRBECETIE, 30 mgkg (RE/ H&EGEEOME (29/50 ) THER ERBALIE
23, HEAEEMED 72 <FER & U TG RRE L 7o T AS5R& B ivZe o7 2 & 0 bR
et D EEZ BT,

FRERFRRR AR Ik, FEIEEMEA LS L C. HEZIBW T, 30 mg/kg (RE/H DL E#
G/ NERUWERTHIRAE R O8N, 100 mg/kg (AEE/ H 8 5E CZ BRI (B4
B M OVINEFULAET IR ZE RS M E OB 2 BT,

NEEMEZ L& LT, BRGHEORECHARIRIED 2~ H i1, S G-HCIT DI
I3 RT—4 (7.7~23.2%) O _LR%Z ERl-7-, 10 X 30 mgkg AE/HIERGHEDIE
AR 13 T — 2 O _EIR &) :LIEI%Z)O)J%“C‘&) D, AELHEMEREMEIA LT,
Wb AETIT R -oToZ &b, HEICLHHETIT W EEZ 2 bz, —F, 100
mg/kg {5/ H &5#@%@5@}1%@@%&%# HaT =X O LR ERY | B

(W +98) OFRABED p TSRS (0.061) TholZ ennb, KEDFEL
Bz b, METIE, 100 mg/kg R/ H 50 CHEIEARIEDS 1 B4 Hiv7-23, 52
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L BHBETRNEEZ BN,
£ OMOIEG ORI N OFABEITIL, BEICEDHEII A LN oT, (B 2)
BT ESH AL EMHAESIE, HETIX 30 mg/kg R/ H DL B 5T
FREIERSE N A BT 2 v, NOAEL % 10 mg/kg (RE/H Ea%E L, MECIEEmr
BRI T2 2 & 726 NOAEL % = HED 100 mg/kg K5/ H L3¢ E LT,
(T R IR 2T [11. 9. (2)] 2/)

2 28 ~ U A& AV 92 WEFEN AMERERICRBIT 23T R GEIEEERZ)

e h5 J3 st
100 mgrkg (RE/H | - (REERE IS 100 mg/kg (RE/HLLT
- iR EE B OB BT L

- ZERTTRINASE (WIRIAREE) (5/50 ), /INgEr
ARz e (22/50 f1)

30 mg/kg {RE/H - /NBEFRUEFABREAE R (18/50 ) . /INEEHL
Pk PEFHIZERRZE M (10/50 4i)
10 mg/kg (KEH/H [ @MHEFTARL

# 29 ~ U A& 92 WHIFED AR d0 1T 2 BT oD 8 A= B GEAEAHIE %)

‘ e Fehi (mg/kg A/ H)
PERI JEEIEF DFEAA 0 10 20 100
JHE AR e 4 (8%) 13 (26%) 2 | 13 (26%) 2 | 18 (36%) 2
I JH AR 4 (8%) 3 (6%) 2 (4%) 1 (2%)
RIS (YR -+ ) 8 (16%) 15 (32%) 14 (30%) 18 (38%)
JHE A R 0 (0%) 0 (0%) 0 (0%) 1 (2%)
i3 JF A 0 (0%) 0 (0%) 0 (0%) 0 (0%)
RIS (YR -+ ) 0 (0%) 0 (0%) 0 (0%) 1 (2%)
a : BAERNHRBREER O 5T — X O LR (7.7~23.2%) % LlAl%, n=50

(2) 104 BEELAMERER (T k)

Z v kb (CD(SD)BR . 6 s, eSS 50 UO/RE) ZFW=F9 27U R 7 = UERtED
104 HFMVREFF S (- 0. 10, 30 X% 100 mg/kg (AE/H ., #ff : 0. 3. 10 X% 30 mg/kg
RE/H) 128D AR S 7z, AT RZ R 30 1, JFHIRAEES M OV R
HR AR R O3S % 3 81 1R Lz,

100 mg/kg AR E/ H # 5HEOREK O30 mg/kg R/ H 5% GHEOHE CIRERNNHIZ A 5
iz,

FR T, 30 mg/kg IR/ H L BB GREORECRIE K OBEFE DOHEINMA A BTz, ke
BEETIE, 30 mg/kg KE/H&GREOMERE TSR OB INER 237 53, 100 mg/kg
IREE/ H B GO RECIIITIREEOR B /REMN A BTz,

SRR AR ClE, FEEEMEZ LS LT, 10 mg/kg ARE/H LU R G REOME T2
FLITHIAESE R lass, et - 22 bilals) . 28 EREORER Y 30 mg/kg K
) H B G REOMEC/NER UDHEFRIEE R, 25 GREOMEC/INEFOETFHIlaZE a2 M &
OMEN IR . 30 me/ke AT/ H UL FH¢ GREDIE TR HI4 . 100 me/kg (ARE/ H F5HED
TR OY 30 mg/kg (AEE/ H £ 5-HEOMETHURMR A ERIIEO Lo m S O#N, 30 mg/kg
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IREE/ BB GREOMEORFFEL « ZERSCAE ] RIS R NS 2 G REOIE TR X
IIRER HERDRZE (R TR0, R RO RINSE) ORI BT,

JEEMEZE & U C, IR RAE & ORI A e R s 3 2 S 4072,

30 mg/kg A/ H 5 HEOMEDITHfuEE DI AR (2/50 #1]) 235857 —4% (0/50~
1/50 f5l) % klal~7=, —J5, 3 mglkg {RE/H LI LB G- EEOMED FHMAERIE D5 A4 E

(1/50 f3)) 135 BT —% (0/50~1/50 f5) DFIPHNTIH 7=, FEHiEtc L0, ATFHi
s (IRAEHEE) N O O3S (A BT DR T2, FNENOM
AR I E (RS : p=0.024., JHHlIEHE : p=0.019) ThH-7=Z L2530 mgkg
(RE/H B S REOMEO FHMIBEE 3R G\ L DB L E X bz, HECIE, xHREE, 10
Jo Y 30 mg/kg (AER/ H %58 CHHIMAMIENN S 1 B4 S7=2%, s o 58 L b
OO N> T2,

SR GREORECHIRIRAI ERER WE-+HE) Dbz, BEEHEEICERERAE
FABEMED N B AL, 100 mglkg R/ A GREDOIMETITA B Th o 72, FIRIEAN ERGEIC
ONWTIE, FEZET < AEMBEME LA E T oTe, FRIRA K R IRIED I A A
TV TNOEERUCBNCHRT —4 (0/50~7/50 Bi) O#FPFANTH -7, LLEDZ
& DB, 100 mglkg RE/ H B GHEOREZ 351 5 FURIR AR RSO 5 AR O BN
BHIZ LB LE 2 bz, METIE, BEGIZ X2 HUIRBR AN R REE o058 AR BHE D1
INEFRD B2 -o T2,

Z OMMOREZOFEIA K O ARSI ZIE, I X ABIIA LN -Tz, (BHR2)

BihZEZE S ERLHEMFESRIE. 10 mgkg (KR8 H UL ERGEEOERE T
TRz 2 SN LN Z s, HECIEshaER (LOAEL) % 10 mg/kg (R
[HEFRE L, METIX NOAEL % 3 mg/kg (AH/H S5 E L7=,

(T AR BT 2 EhE [11.9. (2)] )
(FURBEERE~ DB BA T 2 fhE [11.9. 3)] &)

# 30 T v AW 104 BFFED AMEERIZIS T DR A GEIEEMRNA)

P58 JAi2 ik
100 mg/kg (AE/H | - (SEEHEIIENH]
- iR S0
- FRIR AR ERGa o Lo S o
HEN
30 mg/kg {AH/H o PR B e ) - (REEEEIHH]
Lk - R A o PR B Lk e )

o /NBEFRLUERF AR,
- FIRIR A ERGa o Lo S o

FEN
- BB ENESS (RPIEL - ZERFEAL
i)
10 mg/kg ARH/H /DNEUOWERTRITRUIEOR, ZNEEAL | - ZE ST (AP B
LIk PRI ZERAE, FRATEA Gt - 22 EL)

OREEURAE OFS TR RS
FE X VISR, R A
OWEER HIRORS 1), K/
FEIRIRS A ZFIE ORI
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|3 mg/kg tAF/H | | FEPEAT R L

#* 31 7 v MMV 104 BRPFED AMRERIZIIT 5
SRR K OFRIR IR S e b B O R85

KIGHE 58 (mgkg (AH/H)

i eal JEE D FEEE 0 5 10 20 100

JiEil i 1 1 1 0

1k JHE AR 0 0 0 0

P SRR (B ) 1 1 1 0
JiEil i 0 1 1 1
i JF 02 0 0 2b
FEARRES (B +ge) 02 1 1 3

AR b Jz e 1 3 3 7

1k A b g 0 1 1 2

. Al RS (BIE + ) 1d 4 4 8*
kiR AR bz N 3 1 2 1
i3 AR bRz 0 1 2 0
A b gy (M) 3 2 4 1

a : XFIEEE & ORI CHEEZER . AELHEMEIESH VU, b AR RS it DT
—% (0/50~1/50) Z&Mid 25, c: xIHEREE ORI CHEZ/ <. HEMEMEICEEZE2 L,
d: BEZHEMEMES Y, *  (HREEE ORI THEZED D, n=50

7. HEERESMHAR
(1) &hEsHHE (Ty k)

7> & (SD %, 5 lHln, WEMES 24 DURE) 2 W EH 7' N7 = U o 0
#h- (K- 0, 10, 100 X% 1,000 mg/kg AEH/H, Hf : 0, 3, 30 X% 300 mg/kg AH/
H) (2 X 240 Jei S iz, B, JECIX 6 ) O ARCRT 9 Wk &
Eie 91~93 HIFE, METIE 13 BlHH> D ASECAT 2 F M K& OB 2 &) TR 7 HE T
OHIMT, —H 1 [E&RE S, BTG4 91~93 H&IC, METATR 21 HIZHRS
iz,

BEMW)ORETIL, 1,000 mg/kg (KE/ H & GHECHelt, ARSI A O
st K O 8l ONE RO B RO DAL, 8 BIAIEL Liz, BEM O
TlE. 300 mg/kg AEE/H 5 GHECHUE, AU O RN & O A S i O
R Dt B E DD H3ERD BT,

KHBeHRE (0, 10, 100 U8 1,000 mg/kg K/ H) OlfEx 22058 (0, 3,
30 X&) 300 mg/kg (AE/H) DOMffE Al SET-L 2 A, HEICKDATERES (KRR,
SRR, WL, BRI, ERE) IHT BTG o7,

FRIECIE, TSR, AFIRIRAREROMEIC BT 1372 <, B D EEITAD
Niehote, AR, PIBMR OVERS M ClE, S &R CERAR GEREl 14 Prg U
TN 14 IE) ORAEFROFERILTRALIIZMN, SD 7 v MBI 5 BIRFEAERED
FHHENTHY, BHICLDEFITRD N1,

HEEE 1L, ARBRIZIW T, BB 33 % NOAEL Z 1T 100 mg/kg (AH/H | M
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T 30 mg/kg RE/H. JRIRIZxT % NOAEL %/ Tl & 1,000 mg/kg K/ |
T RO 300 mg/kg (AH/H LEL WD, (B 2)

R eZ B REEGLFEMFESIL. AR 28 E8WIc k4 % NOAEL
% . MET 100 mg/kg AHE/H, MET 30 mgkg AE/H ERE LT~ F7=. MEEOZTHRE
1ZxF9 %5 NOAEL %, Wb i HECTh 5 1,000 mg/kg K5/ H (1) % O 300 mg/kg
(KE/H () EF%E L7z,

(2) RAEHRMZZHREHAR (v k)

HHRZ >~ b (SD &, 11 #iE, 23~24 VL) ZHAW=TY 7Y K7 = R os]
O (0. 3, 30 XUd 300 mg/kg IR/ H) (2 X 25BN SEHE Sz, # 5 HRI3AE
BR17T bttt 21 HETE L, —H 1EERG- L=, BEW (Fo) 1XHKRSIE S,
Oy 22 BICHI Uiz, REEW (F1) 1 XZ8550ALE LR OBIER 21T - 72,

HEW) (Fo) Tl 300 mg/kg R/ A& GRE RIS, BEEORD . Ifgo
et K OV e B Bl ON il K OB O R st B B 0D ST ONZ MR IR et M OV} B
A ONZ MR OMERT RO DGR LIz, oihse TR OBIZZ T, HAEETHEDOHE
ML O (£% 0 B) OBUHMEMMTED Dz, (HREGHE, DiRIER NFE R
REIZH 5 X 2B TR B e o Tz,

AN (Fy) TiE. 800 mgrkg (AREE/ H ¢ GHECARTEHIIAMHINE ONZ IRIGBHZL K UFE L
TREOEEEIE)N T HHUT-, 30 mglkg R/ HRGRETH AR 14 H OBIE CIRIBEIZ D
BEIEDSHOT N BTN, 2 OREDIRBEIAOFEBLRIZITERZEN R E <, BFM
REBCE DD EEZ b, HAER (F) Ofrsigiemd, e (KRR, %
RER, BIRR) . FIRATRALONESSER (11 Bl ik, BREICK2EEIA LN
Dotz BEW (F1) OFRATRIZIBW T, 300 mg/kg (A A #-5-5E TIREE & Hik L
THEE OERBOBL DB DN, BREL ORI (F2) OERBIECHRITHEE
IR T2 L b AEFERENCRIEIT /2 E B 2 BT,

HEEE 1L, ARBRIZHIT 5 NOAEL %, REMW) KON F EEW & $12 30 mg/kg (KE/
HERELTWD, (BHE2)

R LR E NI ERLEFEMFIAESIL. 300 mg/kg AR/ H BGEEOREMWICARE
W, SECHRIEROMEINE, FEGHOMAENR (F) (SEEEINH, IREBHZ D
FEBLBIEIN T DAL Z &0 b B K OV Fr EEWIC x4 5 NOAEL % 30 mg/kg (RH
/B ERE LT,

(3) RESMHHER (Tv kM)

HRZ >~ b (SD %, 12 #ilih, 38~39 JURE) ZHW eV 7V K7 = ERtE o]
BO#S (0. 3. 30 X% 300 mgkg (AH/H) 12X 2B FEM ST, FeGIT0THE 7
H2v5 17 HETO 11 A, —H 1 BTz, F8E 23~24 ILA4THR 21 B IZZ234855E
JVE LR LT, 780 OFRE 15 IEOREMW) % B IR0k S BBERLIZ ISR LT,

MEh (Fo) Tk, 2858 CHRARIZIRE&ORD 1A B, 300 mgkg (&
/B R GRECIIB G IR I BREENR ), i OB R & 23 DAL, SRR
IXAREEH M QN OB OB EIMNN A B, R, oiiRiE L ONZ
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BIRRRICE G X D2 ENTRD b o T,

fRUE (F1) TiE. 300 mg/kg IR/ H B GEECEEAR GEE 14 IrE) OREROE
72 BRSO B EIED T B AVTZ 08 AL IR AR ARG VAR TR S OWEERIZ B 1370 <
HAFR. NIRE OVBARSIREIZRB W T, SR BEITRO bieh T,

HRGMIC KA AR (F) Tk, AR RE, BEE, SLRE, 1TEiEER
&, AGfReT) (R, e, M\ AR AR | T AL OMERRE R (11
BEMRE) ITBW TR GIZ X DB I A LN/ T2, PRI OV TIE, 300 mg/kg (REE
| B HRECR AR B S04 B D AR IRER O EIG 3 RHHREE & Lol L CH BT -
7=, ERSRRE (11 ) T, EEIRREIZISV T 300 mg/kg (RE/ H £ 5 8EOMEC)E
HEDALBRE O F B /2B 3 A iz, Fir RIEMOSIRITRL CIL, 300 mg/kg A/ H
B GRECERIDOEENMN A B0, B3R B 2 BT,

fabe (Fo) Tid, ARk, AFREARE, R ONNFRRAEID, BHICL D5
TR BNIeoT,

HIEER 13, ARBRIZI 1T 5 NOAEL A RE K ORI & $12 30 mg/kg (K8 H & 3%E
LT3, (&#2)

BihREZESEAEIRLEMTESIT. 300 mg/kg (K5 H BGREOREMIC A%
ISR, AR GREORIE (F) (SRR 14 IrE O B LK OMUEBIEN A BT 2
LD, KFEBRIZEIT S NOAEL %, FEM N OMRIE & 612 30 mglkg (AH/H EXE L
7o MERTIMEITEED BV o T2,

8L
=

SN

(4) RESHHER (THH)
IRV (NZW i, 13~16 IU/RE) &AWz EH 7 ) R = U ERROsfR 0% 5
(0, 5, 25 X% 125 mg/kg (KH/H) (2L AR T S lc, BGIRITAE
JR6 BB 18 HETE L, —H 1EHRG L7e, 4R 28 HIZZERHEALE Lk LT-,
REM) O—IRIE T, 125 mg/kg (KH/ H 5 58 CREIR I & ORI 23 7 5
i, BEGHARRE TR OFBISERE I IRRRE & L L CHEICE - T2, £, (REHEI
i} OMBET SR A3, 25 mg/kg RH/ B PL E#GHE T BRI A B L7, 125 mglkg
(RE/ A HERETIE, & OICHFIROMESHEROBINARD Hiz, HTlE. 25 mgke
{RH PP 5RE CIREE R & % 2 SN DA DS O M OHE A 2 & 7= b (1 41)
THROIB AR A B, 125 mglkg RE/ HEEGREOVER) (1 6]) TIIIFBORE A
BERIED TR BTz,
FRIECIx, AEFRIEE. EFRIERE L O 372 < AhaE. PR OVE# R
TIZBWTH, BHICE2EBFEITRRD Lo Tz,
HEEE I, ARBRICIHIT 5 NOAEL %, REW)T 5 mgkg (KH/H, BRCREHE
D 125 mg/kg R/ A LEE U AERTEMETERO iR o 7o L LT b, (B 2)
RinZERESHAIELEMHRESL, 25 mgkg KE/H UL LG HOREM) T
(R NIINH] M OB R B D N A BT Z ot ARiZis1T 5 NOAEL % R#E) ¢
5 mg/kg KE/H . MBIETREMNED 125 meke K8/ H L3R E LT-, (EATEMEITERD 5
IR o T,
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8. REFHMFTE

(1) —AREEIEER

FH 7Y R 7 Uk R OFEEH M-1 O—EEHREBROFE R 4% 32 LU 33

IR LTz, (BFR2)

#& 32 EY TV R U OSSR
-2 MAETEE T Ehfa 5 =Ny AR
= SEBROFEIE ("E%0) P | (mglkg (KH) (5RO BNE)
—BRAE K O TENIC 300 : EDRLIH, LEAORRTL, AT
KIFIT1EH (Irwin| ~U A w1 1100, 300 DO NEDOAIEDIL T, b SR
R, WEERRR. | GruEh | T ' b, R T
i H B LT —ABR)
—— i
% gEC (:glﬁé) % |30, 100 300 |72 E
il WL EEhRE ~ A 100~300 : #jiifil] (2/5~4/5 1))
S . #1130, 100, 300
= (5 UL/E¥)
AFYIOLER—L| wTR . 100~300 : MEIRIFHIER (57~75%)
W @popp | T |30 100,300
P Wil AAER ~ A , 300 : FBEKL LT BT — VRS
eppp | TER |30 10008001 v (/6 i)
1320) QTS 2l | NS « 1~10 : fJE—@M T (1:13%. 3 :
- M N OMENEETK 21%, 10 : 42%) . KREREMRITED
—EPEEEAN (8%) I (13%)
I 7 =
;;é rﬁ‘(%f | 0> 0% 1 850w
- - 10 : MR (10%) . #SH
- BRI R oD — LN
= DEXE L
T EAEES) | BTy b -~ 106, 1075, 105~3%X10% : BENGHEIE T (15~
Ll 8% 100 (g/mL) | 35%) ROHERGED (27~38%)
eI G L Y N S S WAL
SIS @m |6
PRAEARR R AR e 7Y
B | & A RIRE O E (3*@ HHIRN | 6
W AT RLF Uiz 7Y
. /LT . 106, 105,
g | Lot M 205 ()
| BB
AChIZ X A H§HLE -2 S
o /LTy b | 106, 105
f\H YR ,7& A A
08 o | |s0% @l
| B S T O 106, 103, WL
)L
i# | 1136 MEZE g (3% 105, 100
h A (g/mL)
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¥ BREEE T Ehfd 5. BB VT S
g REROFESE (V5450 R | (mglkg (AH) (H G5-EDOHNAAENE)
Fi 7= B EGHE _ 107, 10%, 3X 105 : #fH
#ﬁf?;/ W |1 3X108, 1075,
3105 (g/mL)
i/ IR EEEERE <104 27— BT K D i MiiEE
o FELEY R - 106, 105, 104| £EZH
. iRz (g/mL) . z;DLP FHEC X B i MR T
i
# i 7k . 105, 10+ PT X ONAPTT (25287 L
L wn
JHIIRET (g/mL)
B IRE, SRIPEMEDE Koo S . I%ENSO; : J;?&(%iﬁ,w (2)0~36%)\ Cl
fik | T P . PRt R (25~52%
3 7 ;_E/E(:)N 10} #EH 180, 100, 800 | 000 Na (ago). K+ (38%) Hhit
[0 iRl
T | AR AR A T o - | %ﬁ’ffﬁlﬂﬁ%@%’ﬁﬂiwc:; % HERE s 36
) CSRE) SR | 10 P L
fthl
# 33 YTV K7 U ERIEO FEEREM M-1 O— RSB R
¥ REEET B 5 PRI U S
& RBROFESE RIS (g/mL) (5RO HNENE)
P8 | FiH LB H B - 105~3X 105 : B (11~20%)
i3 EALEY R | 106, 107, - 3X 105 : HENHE /R (9%)
i _— wn ]
Lk 3%10%
A
JNVT KLU iz + 105~3 X 10 : ULk /IR
| somnomn| | |10 0| a0 v
e | HKBUE I
| AChZ X A%§HW0 | EAE Y B —_— 106, 1075, 3X 103 : YL S BUS
1% | WA I8 SO i 3X10%
K| e BEMGE | FETRT > - 106, 107, 2 UID
=] 7T 18% 105, 104
1/ M EEEE RE <104 . T —A I XA i Mok
i F)LE R - 105, 3X105, | HE&HH
it RT3 104 « ADP #5812 X 5 W2 1 T2
g E— BL .
IR E 7 v{j w105, 104 PT K OVAPTT (T8 L
g
(2) ZDthaEEAER
TY 7Y K7 = Ut R O EARGEE) M-1 OFGSRIREBROFE R 2K 34 L O 35

(R LT,

(& 2)
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% 34 EV TV N7 = PR OSSP R

FRATEE T B 5 55 PR
SEROFEIE (urex) P | (mglkg IKE) (B HEDHEATEME)
BHEEEIER ~ A . 0.3~10 : #EtetE (EiA(semi- solid
(~10pupp | T | 00880 )
7w h - 0.03~30 : Pritifiete (i)
& 0.03~30
(7 DL/ -
v b - 1~10 : HeHiietE (Y (resin pellet))
& 0.3~30
(5 DL/EE) -
1 X X 10|1:1 X% 10 mgkg K&/ H OERS-
mg/kg RE/H, | BECIREERIKT GHIREEDRK) 2/3)
Z vk e 7 HEE# S| 3 : 1 X% 10 mg/kg IAHE/H DRERS-
(4~5Puge) | IZ 1 T 3| BECIREERIET GRHBEEDR 20%I8
mg/kg KE%| 55)
5 (i)
7 e B AFET T Z vk W 1 7 he vy (0.1 mgkg (KE, ZTH5)
O BHEHEEEVER (5~15 VL/EE) - (2K HEEHEEERTE R
M e EEN & ER S X IR 0.2~1 0.2~1 : HHIEES N O —FBIEOEFE
3~apmp) |° ' it
A X + 5 1 H B OO EB e
(4 VL/EE) RN
LT 3~30 : fEEE L
BN 1~30
(4 P/ "
2% TR A T E T 741 FuTT ) a—, AFRALER, T4
FFAE T T O H B A X - ) Y UL ICS 205 9303DFEET (1
SEEVEF e | " mg/kg KT/ O 20 TR S) <
HIEEEIER 2 L
o ARG A — R—T-H OIER
% iﬁégﬁ HI]E 7 (3/{25%@ " 1 A—FEH OERY
7T RaeEUAFETT EAEY T FE R EEN R EE R T
O) :‘ e ,’f@ == \/% B=
%ﬁmE@@%LW (TCECR) =N 10
R G DR BEE A - IfEEE R (ECso : 7.4X 107 mol/L)
FEE R IAG k9| EAEY b —_ 109~105 - EEEE ICS 205-9303 (107~3X 106
DA (a5 mol/L mol/L) TFE T Cld. IR VERIE
T (5-HT4 Sz HAAEHER)
FHERS 40t h= 108~3X 106 : {EJRE 5-HT (2 FX
N -8~ 3
© (5HT) BRI %’gﬁ%/ Mol | 10 8 10 iz 5 1 BRSO 8X 107

W AEH

mol/L) &I I 2 Uife & 7l

3 5-HTs SRR TH S o vk b o DFEZEE
4 MEERREE (LMMP) f2A
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MATE A U i b BB B
REROFRER (=50 B | (mg/kg fKE) (B 5B HAIENE)
fi% T 7 A R AR A ctu b= 5HTs RO Y 7P
fEAITxd 2 1/EH VIR D Y A FEEETHE (ICso
ZIZEH 1.38 KN 7.73 pmol/L) .
Zv b whn | ~104mol/L |+ F—/"X > D1, Do, tr b= 5-HT:,
5-HT2. 7 FLF VU al, o2, B. &
271V > M O GABAa Z 4K H
FIPE R ST,
F 35 TH I M-1 OSSR EEAEREE F
RAE H X% i B BB ARG R
ABROFESE (%) FEE | (mg/kg (AH) (5 5B DHATEE)
B ER ~ A .- 0.1~3 0.3~3 : PeHifestE (lid)
Gy |5 '
7wk 1~10 (&) : HEHRE  (RIR)
(MR- 5~18| #&0 0.001~10 |0.1~10 (F) : BRI (HiAw)
VL/EE)
7w b . 10~30 : HEHRE (E)
e, gorm | 0| 01730
ARG 4 DRREEER WEE AR (ECso : 1.2X 107 mol/L)
N I " | 102
BIEN o

9. ZDthDFEHER

(1) PURMEEER
D EILEYF
ENEY b GULED IZEY TV R U (0.25 mg/lt) eV~ R/ =
VML - IRE T V7 X (OVA) #E6e% (1 mg/lt) 27 8A » RERT Va3 b
(FCA) L& bicHE QEME, 5EFE) LTEEL, HRbURE LTEST
U K7 Ut (0.5 mg/ll) XIXEY 7Y K7 o Ut - 4iE7 7 2> (BSA)
Wa (2 mg/lt) Z%E5 LT, 25877 4 7% — K OEER R SRS et &S
2o BPERISITRRD B -T2,

@ <HR
~ A B VYE) \ZET Y R = U ITEY 7Y R = Ui - OVA A 7KEz
b7V =0 L5 b BIZHEGREAR S (10 pg/lh) L, BELL, T bRk
E~ U ADMETUE LT v MIGERIURE LTEY 7Y R7 = (0.5 mg/
JB) XFEV 7Y 7= figh - BSA (2 mg/ft) Z%51LC, ZFKETF7 47
Fi— (PCA) Eatsni, V7Y N7 = U BRIEOFRBESIC X DG
ECAL NSy AWAYIESoY
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@ YF¥
T (3 PR ICEVTY R UEE (1 mg/lt) UTESTY R U
-OVA (2mg/lt) % FCA & & b2 &G 1 HAE, 5EE) L, BfELZ, Z
NODOAMET X DOME TUE LI-E/LEy MIERPURE LTEY 7Y Ry
et (0.5 mg/lt) XiFEY 7V N7 =i - BSA (2mg/lt) Z#%5- 1T, PCA X
SO ORHEERMEREESE (PHA) SUSDET S vz, Y 7Y N7 = R ohF &
HAZ X BGMHERIGNTREO Lo Tz,

PLEX Y, =9 7Y 7 U, PURMEITREO bivan Sl Sz, (2R 2)

(2) FHEEMRBBERRIIGT HFE

Z v bEHWE 13 BEEFEAMEEMERER (11 6. ()], ~7 A& HW= 92 BN A
PERER [11.6. (1) ] KOTZ v & HWeE 104 BERPEDSAMERER [11.6. (2)] 128\,
TR H A TSR DFFE A VRIS SNT= 2 LD IR EIESE R 6 5 50
BafEnTung,

® v rdD

7 v bk (Wistar 5%, WS 5 DURE) (28 V7°) K7 = Ukt 7 BRERRD#5- [0,
0.4 (MEDA), 2, 10 ik 50 mg/kg KE/H, BK : 0.6% hT H 2 M) L, &k
e 5 24 WEEIEE (FHERRBR Tl s 2 %) ([0 7oy —2a %2 L <, A&
AR R ~DEE: (WEEE, /70y —2aZ U8, F 7 a—2i P450
BN OK TS GHBERTENE) DS S,

BERE & B 12 50 mg/kg R/ A% 5RETT b7 v — 4 P450 EOHENN &L O TSR
AERTEMED LAD BNz, 26 OFMEIEER~DOHEIL, 7= /7 vEH
— /U ERE (40 mg/kg (RE/H, 7 HEIEEER) L0 RETH -7, [EHERER [T H
Rt A G (0 X% 50 mg/kg (A5/H) . RFEWIH 2 K] CTiX, 2 TOREHE T,
STPREE & ORICE BRI BN o1z, (B 2)

@ ZvhQ

7 v M EHW= 104 BRZES AMERER [11.6. (2)] 128\ T, iFlgoS s
OEE (F 7 a—25 P450) KOYEM: (7-EROD. 7-PROD X O* UDPGT) 2NHIE
SNz,

KIS O & B IEMED A 3K 36 lITR LTz,

SR OTEMEIL, 100 mg/kg R/ H B 5EEOMETIRAIE L 7= 4T O3
FESRIZEBW T, 30 mg/kg (RE/ H B 5 REOMETIX UDPGT % Br< 3 FEFHOIEM i
FRIZBNWT, HFEREINN A ST, FRIHETIE 7-PROD OTEME EH- LA F &5
HOMEL Y LiEh-oT-, (BIR2)
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# 36 T v bEHWERN AR 5 B CGHIEERE O & B SUTIEED
RHRRER 1 & L2

P H?%%ﬁ%ﬁﬁ%% B 58 (mglkg (KE/H)
D& BT 0 3 10 30 100
F 21— 1 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 1.1 1.3 1.6*
F |2 bo— 1 P450 1 1.1 130 | 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

@ ¥R
~ 7 A% RWTEREPAMERER [11.6. (D] I2BWTC, RO EEEREOE&E (5
k7 m—2AP450) KONEME (T-EROD, 7-PROD O UDPGT) HMIE Sz,
KIRETERE OF B XEEO A 3T IR LTz,
SERHIEERTENEIX, 10 mg/kg (KH/H DL EERGEEOMERETIX UDPGT %#Fr< 3 &
O IR BV CH BRI Z 7R Lz, FRI2HETIE 7-PROD OEM: EHF-Hen
ML bEdoiz, (BH2)

£ 31T ~ U AZANTFEDR AR 5 IR O & B SUEEO
RIIEE 1 & LICRE
prgy | TSGR 55 (mglkg (RT/H)
DE B FEE 0 10 30 100

7 b7 m—2 P450 1 1.4%* 1.7%% 2.2+*

i 7-EROD 1 1.7% 2.6%* 3.4%*
7-PROD 1 6.1% | 12.3%* | 24.6*

UDPGT 1 1.2 1.3%* 1.5%*

F b2 m—2 P450 1 1.4% 1.7%% 2.5%*

i 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) RRIRREICx T HFE
AHNDOBEAT K2 FURBRRE I KT B2 R 2720, 7 kb (SD %) IZEY
7V N = WA 14 BHREEREFE OG- (50, 100 AT 200 mg/kg RE/H) L, 7=
J Ve S — )L OPER &l LT, FRRIRA~DORE G ST,
100 mgkg RE/HLERGHL T = /) 7SV — R ERETHFI 7 0 Y —LADF
7% UDPGT {&EHOA EZR EADBRO bz, (B 2)
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7 v MZ Ts KON Ty DML HIRE Z R S/ 5 L 5 R REZ2 A 35 &, FlK
TR O TEEA~DORTT 477 4 — KNy ZE#EIC L 0 i TSH 238 EF- L, HUIRAR
SRS ERNEER AT D 2 E N HILTWN D,

F7o, M Ts KO THREOIK FIL, HFF a2 UDPGT #3812 L 5 Ty O EIHE
MOTTHEEIC LI VEZ D Z ERmbN TS, (BR2)

10. EMZHTFHHRE
YTV N7 UKW 2 Ay &4 8 FHEERAMERA I TS, B
REWER E LT, BPERZ, & L AST, ALT X UY-GTP O_EH-Z 14 5 HH¥RERET
NZHEERN RS S GESEIIO TS 0.1%AK0) . EEICE 72 b ifE ST
%, (& 5)
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. BB

E'IE%EI’JE’%%LOL\'C
( 1) BiaEEHERICONT

BARFEIECHOW T, SEE L EARN IS, WIRbRIEORRTHH T L
Mo, BTV N = UEBEITARIZ & o TRIE L 2 D BnmE TRV EE 2 b,

(2) BEEMEHHERIZDOLT

RISV TIE, 7 v FEHWE 13 B RO 20 26 HH O£ 53R 5RIF N
A X % = 13 B ORe 53R A 5 <7z,

WTHORBRICEBW TS, EemlET g A b, HigEEOHEN, FHiE
K, BHRILELETH T, 72, 7 v b TIEBI&L OVF#~O AN NI E O& )3
H N, Ty NTIEIND OFEERT RUICHZEN A B, WECIERE ik U TR ER
BT,

BROIEWVHETALNIZZEL, 7y MWz 26 HEEOMiRE D 5RO
T % 10 mg/kg K8/ H B G5REOMEDFHHIFER TH Y . NOAEL /% 2 mg/kg (RKE/H TH
o7z, BEZOWTIE, 7'&@%&07 v FEHAWE 26 EFHSEMEERERBROICIV T,
10 mg/kg (AH/ H O HE TR GIZ X 2 2ITZ o7z,

(3) EBEHSHERUENSAMRERIZ DT

MR R ER 1 X S5 S L Tu Ry,

FENANEZONTIE, T AT v b E AW I G ST b,

~ 7 A% AWZRBR Tl 100 mg/kg R/ A &% GREOMECIFMIES (IE-+HE) o
FEABERE NI LT,

7 v NERWZERAERTIX, 100 mg/kg RE/ H B GHEORETHURIR ANE_E R g (TiE
+IE) OFAESEFENSHIIN L, 30 mg/kg R/ H B GREOMECHABIIEE (BRIE-+HE) o
FEABEE NI LT,

W OEMWRE T A DAV IFRIRES; (IE+) (oW Tk, CYP2B 4 FfEdD
PEIRECH D T-PROD 1D FHRLER~ 7 ZOMEKRNT » S OMETEWZ & DNl
([11.9. Q@OKUO]) ShTEBY, 7= /) VX —HBOTat— g ORhEME:

DR ST, MO L AR L BETX 2o T,

T2, T v b THRLNIZRRIRAN LR ES (BRE+HE) 2oV T, 100 mg/kg IR
/AU EOEGIZLY | T UDPGT OIEHESAEICHENT 5 2 &3 ([11.9. (2)
QKUPR)]) ENTEY, KRBT 2 HIRIRA L FRER OIS AL O, T
Fu X UDPGT OFFE, T, OREHEROTTHEIZ L2 MF TIREDIK T, ZHUleE
IR TEEOF ﬁﬁxf\@zﬁT 47T 4 — R JEFEDME T FE R, oo TSH
REEDHININ U7z Z &I K 0 REBL U 7= TREMEDS B STz,

&k\%ﬁ7)kﬁi/&ﬁi$¢_kofﬁ R AAY - (iee: A L EvAN ANy /N > N
N OIEGORBUIIEREEHIRFIC L Db D EE X b,

A X &AW EOFMERBR I STV, ERERERBROFE RN D, T v
NERBED T a7 7 A VERLTWAZ L Ty bEHWE 13 B HAMEREERER T
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I BIVIEZFMERT I T » MCERIZR O TIZRNZ LD, A XITBIT 532
07y A LT v FEAWEEHOREFEBROMRESBZICTEX D LT LT,

ROLEWHETALNIZEENT, T v AW RGER T4 b - IFIEE A
B RETH Y . T LOAEL X 10 mg/kg {KE/H, HT NOAEL /3 3 mg/kg IR
H/HTh-T,

(4) EBFEESHHAERICONT

AT AT DWW TR, 7 v M E AW R BRI 2B U7 3 35k (A s,
JEER R QML e 53k, FAEEMERR) ROV 30 & o 38 AR a kiR s S
iz,

T v N AW ARG, 1,000 me/ke ASE/ F S REOREL Y 300 me/kg
(REE/ A B GREOMECURIE, AR O EIINS], B EORDEN RO Hit, Bl
Bk % NOAEL |3/ T 100 mg/kg A8/ H, 1T 30 mg/kg (KH/H Th o7, M
KEDZIHREIZKRTT 5 NOAEL i3V b xmHETH D 1,000 mgkg (AH/H () &
300 mg/kg (RE/H (M) THo7-,

JEPER S O AL 5388 i, 300 mgrkg (RER/ H % 5HEDO RFENM) AR BB I,
BV RO, RIEGREO A VIR IS, IRBBIZA A D, RE
K ONFy REz %35 NOAEL 1% 30 mg/kg (AE/H TH -7,

g EMERBR Tl mOm@gM@@a&ﬁﬁ@t@% B sIERR %, RGO
FRVE BT 14 g o R OMUEEER A i, REW L OBk 2% NOAEL
1% 30 mg/kg RE/H Ch o7z, HATEMEITA LR T2,

U X% AW R AT CIE, 25 mg/kg IRE/ H DL B G REORENM) CIREREN
P S O R & D 3 7 f?ﬂh REM)IZ%3 % NOAEL 1% 5 mg/kg {K&E/H CTh-o7=,
PR T GIC L D BFITRED BT, BIEICkd 5 NOAEL (3EHETH D 125
mg/kg KE/H TH -7, & Tﬂ:/r IR DT,

2. BmBEEZEHEIZ DT

Y7V R7 o UEE, SREEGEERRICBO T TR b RO RIS ST
Wb, T AT v N & W3 AMERERIZ I\ TN M OFRIRRR A la BBz A
BOFEDGRD BV, T b OIEEORBUIFEREEm T IC L 2D THY | B
ﬁ#ﬁf#ék%z%ﬂtoLkﬁof\%#79P7my%ﬁmowfﬁéﬁﬁﬁﬁ

& (ADI) ORENFRETH D &l L7z,

%#7)%&i/&ﬁ®%@% HRBROFE R H15 B - NOAEL OfyIMElL, 7
k% iz 26 s SRR O3 1 2 EO IR H-5< 2 mg/kg K5/ H
Thole, LLEnG, AFBROT N ED 10 mgkg AEHE/HTHHZ Lirb, KA
FOFEMEBEOBIEIL 2 & 10 mgkg (AHE/A L ORICH D EEZ HNTZ, 7 hEHAW
7=k 0 EHo 104 BEZEDAMERERCIE, 26 EMHAMEEMERER & RIS
TIHHEA~OEN LI TERY | i< NOAEL 3 mg/kg RE/H PR EIINT
W5, ZONFHIE~DEENZ DWW TR G NER SNz 2 LI K 285813580 b
otz Z b HEYEESIROMER D 7 v M TIERENIEERH D . METITRHEL D b
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RS AROHEZZTHEBEZONDLD, HH~OREITMT » N THRRINATWD
ZL, Fe, 26 BN ENFEBROOKGEDOALD 5 (2, 10 X150 mg/kg A/
H) THHDIZk L, 104 HFFED AR TIZAKA 3 (8, 10, 30 &1 100 mgkg
M@/ H) ThdZenb, BRWEEEZBESEWAEKNL ARSI, 104 BEEFRE A

MR TS 5472 NOAEL 3 mg/kg K5/ H 2 A% NOAEL &35 2 L3S ThH 5
ST U7z, ARBRCIE, HEZHOWT NOAEL 7355 Cuvuy (LOAEL 10 mg/kg
(RE/H) 23, SEENRESERORE R DRETHE L 0 S AFIDOFEEZITFIZ W 2:?%2 Em
13 WL 26 @ AEFEMEROIZIB VT, 3 XU 2 mg/kg (RH/H O#EC
BITFEO LN TWRNZ &b, METHE LI 3 mg/kg K5/ H %MD NOAEL }:Jﬁit
TZEIIFHETH D & L=,

EYTY R RO ADI O EIZ 472> Tk, 20 NOAEL (2222455 100 (F
7510 K OMEARFE 10) 2 L. 0.03 mg/kg (AE/H LRET D LN EUITHL L&
2 BT,

LEXD =97V F7 2 RIEO R SMERFERHEIC WL, ADI & L TROME
AT 2 LEYE LB BND,

YY) R g 0.03 mg/kg (AH/H
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CRIRE 1 - K/ S RYSERETE)

WP AR
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 5-0x0- des-p-fluorobenzyl mosapride

(RIHR 2 - REEFHEI

WP 4R
5-HT o b=y B4 5 Rafy b 72 I)
7-EROD T-T "X LN T v O T ALl
7-PROD T-X R LYIVT 0 ORT VR A LRSS
ACh TEFLay
ADI — HEBEETAE
ADP TF )Y VR
A/G tt TNT I TaT )
alb TINT I
ALP TIVHYIRAT 7 2 —F
ALT TI=VT ) NI AT 2T —F
(=7 NVEIVBENLEVER T VAT 2 —E (GPT)]
APTT TEMEAEER Y b1 R 7T AT AREH]
AST TANRTGXUET I ) 8T AT 2T —8
(=7 VB I Ut afiikh7 > A7 I —8 (GOT)]
AUC SR FE AR T R
BUN M RFEESR
Crax i () R
ECso 50% A 2R
Glu Jva—=z (i)
Glob razy
y-GTP VINE I ST UARTFL—E
Ht ~< h7 Uy M
ICso 50%1E M FH E R
LC/MS/MS Wik a~ 7T 7 4 —I% T NEEHTE
LDso PHEEE
MCHC SRR ER if (A SRR P
LOAEL e/ VR
NOAEL pill== oy
PLT 1) vEER

42




PT =0 N = R 7
RBC FRIEREL
T TH DY
Ts F)a—FP A=
Ty Frux
TAR WP G- S
T.Bil WEYLE
T.Chol Mol ATo—L
Timax R TR P B R
TP T
TSH RO A VE
UDPGT NRT=tua7=x/—)LUPD /7 a Rl
WBC M ImERE
(B8]
1. DS 77 —~7 =</~ ARt B RS REEE eI R
B 1% GEAR)
2. DS 77 —~7 =<~ L AASHE i AER N RLESGEAGRRGEE Y eI R
1% : BTERE GEAR)
3. The Merck Index, 15t Ed. 2013
4. FANUOE AASER i iERE. 2011 4F, C-4978~C-4982
5. [EIESIRSCE. YU bEEIWERELGER] AR FEY Y R = UiERE A
EF LR, 2012 FEHUET (D)
6. FWIHEIEMRETR—LAR—, BHERL ST —Z _— 2
7. DS 77 —~7 =< L AR S B ESR L E R S AGR A e 2 L OVt

EE e FE1% - BINER GEAR)

43



	調整用 審議結果 (モサプリド) 140826
	140819【調整提出版】動薬評価書案「モサプリド」

