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C

FAEBRRERAITHL TEXT7T 27 F ) (CAS No. 113507-06-5) (22T, FEHGHRF
Gkl JECFA XU EMEA ORMHiiE, ZNBURFERKE 2 TR RN 4 320 L
7o 7ok, ARl EpERE (Flyt) RO (Ft) ORBREGEEDSHTICiRT ST,

R PN AR B 1, SR RE (T > b, R EROVE) . B (T b, A R
KN in vitro) . FREE (F. . BEAONE) ., st afEE (72, Iy o
FROGH) . matEmtE (v v A, 7o MEROY X)), BrEErE (f X)), 1BHEEE L O
MM (R T ARODNT > N EERAREE (A Ty b UEFRROM X)) iR

DRRAETH Do

TX T F UL, SHEEGEERRICBO O TR EETH D Z b, RIS
ST E 2 DB ERI RN EBZ DTz, £z, ~UAKDRT v M Az Ixri
TN AAEOFERBRICB W TN AMITERD STz, LEER- T, BWEERE
2 CUF [REZEES] L0 ),) X X 0T 7 FUITEGEERN AWE TRV EE 2
ENDHTEMND, ADIARET DI ENARETH D & LTz,

EXTTITDT v RO AFERROER )G, B NIRRT SE
XTI T O FEIC L DBENTEEINDD, B N TIET v FERRD P-jEx X
J BRI ORBL L, HAEBRORAMZEL THALNDLZERDEXF T I F O
RENZBET 5 + 7 1 4 P450 3A @/\%’@ TIHREHIDHEBLL  HAEZ LA LTINS
ZEMD, AFESIT. b FSRICBIAEXR LTI F U O RBIC L DT T

MEIERE LSRN EZTZ, £, CF 1 v U A& AW ssAmtatin Rl n#s)
IZBWTC, REMWIC N BRSO THBIROA BRI A Hi-23, NOAEL 1%, 1.5
mg/kg (KE/H CTH -7,

EXTT 7T OMBEEMEIC OV TR, HEIICEBIL THD A LA T F o XY
T T OMRREEE ORI EN A OND T L EBE LoD, SR T A
DAV, Bk 2 S SAE ORRSR EE A T BRI PT R A o TR B
T, T v MRS XEHWEERER T, EEEZLE S5 L BEOEIEN A BTN D
ZEMDLARERIL, BX VT 7 T OMREMEORRGEIZES < | A b 0 LB X
PR FNE A B R L2 BN OZ 2AREI T A E &l L7,

XTI F OO R DR DIROWHAR TA LN EIL, A4 XEHN
72 90 HEHEAM MR (REERE) (1281 5 HEMBEN A E K MBI RO TH
». NOAEL i% 0.3 mg/kg A5/ H TH - 7=,

AFERIL, 2O NOAEL (22455 100 (FiZE 10 L OMERZE 10) Z# M L, 0.003
mg/kg K/ El BEEXVTIF DO ADI ERE L,



I. i REBYMAEEROBE

1. A%
T HUBRERA

2. BYHSD—HR4A
g XTI F
g4, . Moxidectin

3. k24
CAS (No. 113507-06-5)
Bk, (6R,23E,259-5- O-Demethyl-28-deoxy-25-[(1 £)-1,3-dimethyl-1-butenyl]-

6,28-epoxy-23-(methoxyimino)milbemycin B (ZH 2)
4. FRK
Cs7H53NOs
5. #F=E
639.82
6. EE

HaC™”

(S 2)

7. EABMRMERKR

EX T TR B R OEIZBUTINEREE B OYMIR A R OBRERD 72|
SN D FAERERRRICTH D, (B 3) X T 7 F 0%, WEY Streptomyces
cyaneogriseus subsp. noncyanogeus D BRFEEEFEN) Tl D~ T 7 F 2 HALFANAE
fiT D L CHEEINDAKRDO~ It A7) T T77 N ThY, THRATTF U
ANV AT F U IV A 2 EREEITIALL L TV D, (B 4)

TV AT F AR, BRSO R B CIERAB M ORI 235 T 5, TERIRIEE LT
JEERIMED 72 X UEEBH O Cl A A 2T FUWICHER LT, Cl Ofsdsitat: 2 H N <



MRS R DR 2B B S5 LD LB LN TWD, £, 7 I /B,
it (GABA) B ALt U 4 REIARI CL v 3 e biEad 5, (B 5~8)

WA ClE, BX T 7 F Ud, FAROCETIIR O UL TS (HESEHE 0.2 mg/ke
RE) 12X, WHATIHHEREIART 4 o550 HESEH & 0.5 mgkg RE) 2LV, BT
FHERE O S HERET & 0.4 mg/kg (AE) 2LV EHESND, (B 9~11)

AT, BAERGE LTh FEALAFEIRLS,) OWNEBEAE B OWNIFA: Rk
BRAIE L TGRS TS, (B 13) b FHEREME L TOREGIIR,

AlE], RIS <EM RIS O FIREHRRRGE (LS ~OBEISIER) 126%
DR FEE DR E DFHMERE 2 ST D,

1 pour-on: 2 EHHAE S, DEEEMOTFIIHT 80l (S 12)



I. Z2EITRIMEOHE
AFHNETIL, HEPRFHEEEE. JECFA K1 EMEA FHii#, SNEFEREZ2 T &
2, BX VT I F OB T A MR A L=, (S 3~56)
FRAAE ISR 2 BRI LT,

1. EYBRESER
(1) EYENEEEHER (Tv k)
@ HEEOHRSHER Gt
Z v b (SD &, MEESS 2 VU/EE) IC UCEESRE o7 7 F o 2 HR & 5- (1.5 mglkg
(REE, VI . o— i) L. 545 24, 48 OV T2 BEREIDSR, 3K OWER kR %4
AT,
BEHEMEL, MEEZ N EH 95% M T 92% 33 PR S AL, 0.7% AR R I
PEftE A7z, FESHR D S IS IR T S o Tz, (BHR 3)

@ HERU7BEEORSHER (5. Htt, K38

F v b (HERES 5 DL/ 12 UC KT X7 7 F o Rk 0 &5 (1.5 33
12 mglkg RE, ¥ a—9l) U, SR, FEROKEREF OHSHEENRE SNz, £
7o 7 b (MERESS 15 DU/BE) IC UCESRTE X7 7 F 0% 7 B D 5 (1.5 mg/kg
(RE/H, B a—h) U, FERE ORSEEHIE S iz,

HEFRE OB GRFCIE, 1.5 XV 12 mg/kg (RE/HBGREE Hio, BH% 7T HREIET
(2, 58D 59.7~91.3% D BEHEMES FEHIZHEE S 41, 2% A 23 IR I PR S 472
Zenn, FEHRMRREIIET & E 2 b,

TXTT 7 F L, BT CHLOMERD 20 52 < FREE L Ci=as, 7 HBIRE RS-
BRI T, BREMITIA SR D > 7= (no evidence of bioaccumulation), BN,
P M OV /g R OV S8 (Tae) 13, 20240 11,5, 3.9 KX 2.4 H CTh o7z,

(ZH 3, 14)

FEHEPE AR L OB ) 6 85~99% AN i, RELIKRTHDHEF LT 7 T

(85%) MEERR D ThoTz, 6 FHHEOMENHY (23-7 MG, W< D9 DE
J e Raxi @, Cl4 & Rax o A FAREE) C4 b R X FuRGE
¥ . gk O#ER TAHLNZ, ZRHOREWIE. Ty PO 7 vy —2EH
Uz in vitro DIGHFERER CHRRO b, (IR 3. 14)

(2) EYEResER (%)
O BRTRUMIKNESHER (MERE
P UCHESREX VT 7 F U2 TG (0.2 mgkg (AEH) Lzl Z A, &5 8FF
IS IIE TR ERE  (Crnax. 60 pg eqkg) (ZEE L2, Tl IREWEADER VT2
FATHEESL L 56 R TH Y | EERHUHEM IS & T6 FFfil Th o 7o, FRRIME
5. (0.2 mglkg (KH) KTl TllEFALNRN Tz, (BH3)



@ KETH5HR (9h. HEf, K3

A (L7 p— N, BB, 1 BRRS ROSKHREE) (2 UCEGRE X T 7 T U7k
2 HER TG (0.2 mgkg RE) L, R, #R OB OBEGHEME R O
HIE ST,

PR, . B —H AR OFE OO B BT S V72 BRI N KRR R & 5
112, N, EhEL. AR ONERT (A ONEED) AR O HERTE MR B M OSRHORTE
Pk DR LT I F o DEIEEE 2 IR LT,

BREFR D EN SN BEHEMEL, 57, 14 k128 BEZICENZEN &
D 73%., T1% NN TT%% H$HT=, PEOFERRITEPCTH Y | KRR TENLIHK
B 32%, 41%&N58%% Hdic, HEGHEMEDRK 3% R HEIN S, i
Wirp OFBEHNEMER LS EE 2 A (BN, BIE& O L0 & 10~40 5
mo T, MBGHEMEOHRIT, SR & OFEF T 0% L2, fahFkEmIL7e
WIZ EDTRENT, BX T 7 F U RRNT FOREMI DI NTIORERIZIBW T HaHH
kR S, BBV CIIREBLROEX T 7 F U NEER K T, JET
DIBTEHEMED 75~90%% 587, 2 O (C-29/C-30 & R 2 F /LG
WKk C-14 & Faxd AFAREW) OBR, WTFNORSIZBWT b ki T
HEHEMED 5% &2 TR Sz, B0 0obT R REmix., £TE/ B Rax
REE OV FrX ARG Th o7, (B 14~16)

# 1 FBIT D WCHERREX T 7 T O 5 (0.2 mg/kg (KE) %0

B G- BT 2 BEHEMERIREE (%)
e 5% E% (H)

A 7 14 28

SR 0.8 1.8 3.0

£ 32.2 41.3 58.1

T —H A 29.8 17.6 11.6

= DOt 9.9 10.0 4.2

i) 72.7 70.7 76.9

* 2 MR ORBETEERE (ug eq/kg) M UOMHETENEZ ST 5
EXTT I FOEE (%)

el s | N Ty (F)

J ek 109 (48) 77 (40) 31 (36) 11.4

R ek 42 (74) 38 (71) 13 (77) 11.8
B A A 21 (62) 10 (50) 4 (50) 9.0
NEEREN 898 (95) 636 (88) 275 (91) 14.3
ahli ] 495 (83) 424 (76) 186 (86) 12.2
B HE 1,118 563 127 —

() ATk

10

HEHECHT AEX LT 7 F 0BG (%) LT,




® KTHEE5HR (H5m. KHh

B (A7 o MR, BB 1 B OME 2 BE/RE R L OSHIRE) |2 14C AR
XTI F UAERA A IR TG (0.2 mgkg (RKE) L., 53, 7. 14 X128 H
B OBGEAL, M8 O EIER HR ORBETEED B ot (E &R 5 pglkg) 12
L VHESTZ, Fo. BT ORI R O EEHE I T2 X 0T 7 F 2 Of
AnmEEEss v~ 8777 4— (HPLC) (ZXVHIE SN,

Kl Mo OSSR R H ORSEHE M E ORISR T 2B T 99~100%TH Y, X T
FUMTERNS E LCRE SN, X T 7 F AT KMIEN T O BEHEM D
84% (EZAHE) K1 83% (M) W NIRRT OMFEEMED 80% (EBHE) KO
81% (M) % Hdi-, IR TIE. TX T 7 F LT OMBEHEMED 82%% 58
72o 2FEDT /& R G (C-29/C-30 & R A F L@ N C-14 & K
733 AF U 1. BEEHEMED 10%AM CTh -7, (B 14)

@ KRTHE5HBR (FLitEt)
HIZETX VT 7 F o2 TG (02 mgkg (8FE) L. i HEENRIE ST
HIFHFOFX LT 7 FUREL, B5E A O L OF% OVEFLFF S TZEEh 103
NN 132 pglkg Th o7z, FIHHIREITEE 7 H1% T 23 nglkg, #5-21 H#% T 10 R
lii~12 pglkg Th o723, &5 22 H#%ITIT 10 pglkg Kiii & 7p o 7=, (B 3)

® RT7AUHESHER (Hot)
A (BB, 3 BE/IER) IC UCHEGREX T 7 TV IR T 485 (0.5 mglkg
RE) L, REOEFOBBGHEEHIE ST,
PRFBENEMIRE 24 31 Lic, RAPFEINE, BEHIZHATOZR IR oT2, R
HBEHEMESE G- 2 X TOV9 A& TIFMR MR (2 ng eq/l) K Ch o703, £ D%,
#5-10~14 A% T, 369 2 6] #745 M OR737) Tl &Nz, (M 15)

# 3 BT D UCHEEREX T 7 F L OBEIRT A5 (0.5 mgkg KE) %0
PRABEHEERE  (ug eq/L)

i AT %A (H)
x5 0-9 10 11 12 13 14
#741 <2 <2 <2 <2 <2 <2
#745 <2 18 11 12 7 5
H#737 <2 2 2 <92 2 <2

® R7FEEHE (Oh. KB
(N7 4— Nl EEE, 6 SR GHE, 2 BUXHIERE) (2 “CHGREX LT 7 F
R BRI S THRIBR T A% 5. (0.5 mgkg (RE) L, R, #ELOHER (F
lige, Mg, NEERARA. EFERRERI & OKHERERD) HRORBEHEEDS BE ot (R HHBRAR
2ugeqkg) IZLVHPESNIZ, Fo, ML OFEF ORFH HPLC (2 &0 HlE S
iz,

11



52 e 14 BEOBAAREH ORBEHEERE 2R 4 (IR LTZ, &5 2 BEOR
BEHEMEREE X, FEFICIRS . REMIOREIZ TE R o7,

HGHEMEOHRIL, 3P (90%) THHRT (86%) LV b7z,

KN QRS EREN T CORREMITE X T 7 F U N EERRS T, BIBHENED
5% % 5T, — DO TR ORBEHEED 5% %2 5 DIXA B
Do Tz, MO TIE 5 FOMENF I HRE S, 14C EHT T 7 F U 1EHFA
ERWERERR [D.1. ) QRUG] TRIESNZHO LD 2 DT/ B R
A (C-29/C-30 & Ry A F LREM MR O C-14 & Rk 2 F /A0
¥y hBEmot-, (B3, 14)

g, BN O TP CIEE 27 7 F ATFNFVRIBEHEED 39%., 55% M ()
39%% 157z, C-29/C-30 & Rux A F/ARE NN C-14 & R 2 F UG
Wi, #5 14 B OIS OMBEHEDOZ NN 11% L N 17% % L=, Zhb
OIS OFHA T H [RIE SNz, 1BEIL 2 ugeqkg AR TH 72,

FEHY 11 B TIIRBENEMED 51%BNEF T2 F o ThY . FTEREW
? C-29/C-30 & K% XAF AL 9% TH o7z, MO IENZ Ik
TEMED 5% AT T o 72, IR TITRBEHNEMED 0.1% X T 7 F o Tholo, R
I D 26% % 5605 T Ra RGN 31050 Th - 7208, Z T
ORIz EThHo7-, (B 17)

# 4 BT D UWCHERRT X T 7 F o OB TG (0.5 mgkg AE) #%0
BAAHR RS MRE  (ug eq/kg)

" 5% E% (H)

v 5 1

JHF ik 2~4 5~26

R ek <2 3~18

Al <2 <2~3
KAERERS 7~10 33~259
eaEN] <2~T7 12~129

@ R7FBEHEE G, K5

WA GRNVAZ A R, AR R O 3 50) I UWCEGREX 7T 7 F 3
&R T A4 85 (0.75 mgkg (KE (1.5 58) L. E5EZS 10 HEE T 12
REHFIRRC 1 A 2 [\l L AERE Lo, EGHEENESE Y T L—a o
— (E&ERS 4 ppb) 2LV, R HPLC 12 & 0 JlE 47,

L R BEHE Y E O F IR 1%, 6 il 5 B TR - 5~7 B#%I2A 541 (5~31 ppb) .
6 Bt 1 Bl Clif 5 9 HZICA BT,

FHBEHEE O EIRE 2R LT 6 B 4 FloFt 4% HPLC I X W HE L= &
Z A, RHEHEEOHHERIL, 88~99%DHiH TH VY . X T 7 F TGS
DI TT%% H5d7-, 2 FOREY (C-29/C-30 & Ku % X F AR &L Y C-14
B Rad v A FURE) 1L BEGHEED 5% Al Th -7, (ZHR18)

12



R7A %5 ELitd. 9%6)

WIHLE (RIVA R A R, THRE 705 kg, WL O, 5 G8/8E, X RLE
19 L/H) [ZEX VT 7 F R ZHERT 4085 (0.5 mgkg (AF) L., #BREE1
RO U, BRI 2 1R B D S (R R i A TeD D1TEND 0 K 9 1T 544 5 HIM
ERNCERE L, OBV Lz, 505, 1, 2, 4. 5. 7. 9, 11 K15 A%D
MR OFL (1 B 2 EHERL) A8 L., EX 25 7 F U BEH HPLC I X v lE &
iz,

SEMENHE N T A — 2 %K 5 Uic, BBREE 1 CIIEREE 2 12T, R UL
H D Tinax DK Y AUCo-5 DHENINE ONZHIF O Tie DIEEN R SNTZ, Zh b
DZLnG, tho~ratr A 70 v 7T 0 NrORT A URBNZBT DS & R,
FRBERRE LD D B EITE BRI E OWIUZ KR E SFEEL TWDH Z L0330
bz, (&H62, 63)

£ 5 IR LEF VTV FURAIREIRT A5 (0.5 mglhkg (KHE) &0
e ST A =X

ol | s Crnax Tmax T2 AUCo5 AUCo15 -
A | BB L) (H) (H) (ng- F/mL) | (ng- A/mL) [PV (0)
i | L | 8662570 [2.80=1.80% | 586140 | 257176 | 440285 -
2 | 3.93=1.80 | 7.00-001 | 2.87+0.70 | 2.900.80 | 19.7-8.30 -
o L 1186760 [8.20- 110%[ 4015120 | 3405199 | 57.1£290 | 0215009
2 | 15.37.80 | 9.000.01 | 2.20+0.80 | 7.791.70 | 645-30.0 | 0.25+0.09
n=>5

o GEREE 1 FRO DITEIOMIIRZR L, #lEREE 2
#: p<0.05, # : p<0.01. ## : p<0.001

— e,

(3)
@

EaEsiR ()
20, MIRAEUVE TREHER (RIR)

Fe54% 5 AMERD H1TEDHIRD 0

FIZUC R > T 7 T a0, #IRMN XU T#G (0.2 mgkg KE) L7z

& A, BROBGRFCIIR G 9 REE%IZ Cuax (9 ug eq/kg) (ZEEL, Tield, 19.5 FF
MTHo7z, HlREGRCIE Tield 26 K TH -7, O K OFIRNE 5IZBET 5
FHXTH 7038 FE i T EifE (AUC) 7 DR HEG-OWIERITH 28% & & 2 b,

RN EGRFCIE, Cmax1E 12 pg eq/kg, TielL 8K TH Y | EHWIGEIX 76% TH

-7, (B 3)

@ #BO%kEHER (B, H)
¥ (8 HH) 1T MC ERSUIHER T T 7 F o2 Bk O&S (0.2 mgkg (K
) L7oAER, B EICHT2REICRIL, #ETH2% L UIRT 1% A Th -7, (&

& 3)
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(4) EyEhResir (&)
@ FIRATRSHAER (R
5 (B ER) |2 UCHEHRTEX T 7 F o 2 HEF kNS (0.4 mgkg (KHE) L, 3
WIEhRERBR N £l ST,
M5 TGRS 1 34% 5 2 31412 3.3 ug eg/g T o722, TR LRI L, #%
5. 168 I [#1#%1213.0.03 pgeqlg & 72272 EX T 7 F L DOEH 7 V75 Z13.0.036
L/h - kg KETHY ., ZOWENMEME (VA) 1X4.14 kg AETH-7=, ZNHD
TODRT A= NG Tye 2N 79.09 i L HH Shi-, (B 11)

@ #BOTSHATR (IR, KH

S (BER) IZUCHEREX T 7 F U2 HERR &G (0.4 mgkg (KE) L., #H#k
H ORGSO AN IE Sz,

SRS I RN PE T 4% G- 6 B4 1T Cmax (0.134 pg eq/g) (232 L 7=, WILR (oral
availability) % 40.05% Cdh o7z, Tue ITFHARNEGRECA LI SO L RIRETH
o7,

5 168 HEEILIPNICHEHENED 77.3% 05 S, T7%H3#EH~DOHE . 0.3%
DIRFSOHEC o o 72, FHR CITRRBENEEDR T0%NEX T 7 F L ThY | £
DOt 4 FEEOE 72K LA T I A D2 (ENENOEIG I T FE T ST
D 0.28~3.45%), T HOMREHITEIC C-14, C-24 KOV C-28 (iZIiT ik
Rz L AT TV,

TEHEMED KER /3 TR 2> S ATRE TH -~ 72 (96~100%), %5 168 K% D
RHTE RS 1R, BRI L OB IV TERER 112, 40, 10 KT
690 pg eq’lkg Tho7o, ZORERIZIIT DRBENEMIIXIT DX 0T 7 F o OEIE
X, AT, R, AR OB TEINEIL 61%, T8%. 48% M UN87% Th -7, #i
2B ER 6 RO HBES L, 2056 5 FENFEE S, FERHY
%, I, BE L O A CIE N E VR BEEMED 10%, 3% N 14% LA~ Th -
=03 BRI CIEERO B o T, (B 1)

(5) MPEMEEE/NRTA—F (Tv b, FRUVFDLE)

A FERONT v M UC R SUT SH R E X o7 7 F U2 R0 AT G- L, &
1L D FEHEPE A E Sz,

W, Cmax X OV ERERERFH] (Tmad) ZHM LK 6 1R LT, K FHEE#%,
TIE UCHERREX T 7 F AL RIIRIR E N, ETIEO TR NME > 72 (3
B8O 76%), MHEETES 10 Rk £ Tl Cuax [CELTZD, TieldEN-o72, 4
I 2fEEDSHEGREX > T 7 F o 2R T RG- LI 2A, Tl W E< ko7 (140
i), ERONT v MBI D80 #&E% CTld, WIERIIRIEIAE )~ 72, B4, 1
1E M OUMBHZ I T DRSSO RIZ L 0 | AR 2T O RGHEM XISk
ALTNWD I EWRESNT, & 15)
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£ 6 Tv b, FROECIBTAIESREX T 7 F o OHEERR O IR FTRE%D
AT T F L OIEYBEEE T A —% (F#+SD)

ELYL 7w b S ¥ 4
PGS & L qn| AN KT
55 (mg/kg 1K) 0.2 0.2 0.2 0.2
PRERENEL 9 (M5, ME4) | 2 (E2HE) 3 (EBV) 3 (LB
IR (%) 18.6+4.6 24.4. 21.0 75.9+18.3 103.312.0
Cmax (ug eq/L) 13.1+2.3 8. 9 12.3+1.2 47.7£9.3
Trax (h) 48+1.2 10, 8 8.0+2.0 7.3+4.2
Tz (h) Ik 23, M 45 18, 21 88 75+19

¥ QHADZF LD

(6) REEFHER (Tv b, £FRUFEDLE)
Ty MAKROEEREX VT 7 F 20, RLerF K EXUIRT A 5L,
FFE TR OB OEIGNHIE Sz,
FERER TICE L O, BRI 0SR20 GHAR (T h=KU L, X
2 7 —)V) KOVKTHItH &z, 25 CRIBGREMEDO IRy (86~95%) »3 it &7z
ZEDD, MERRREMIIMETH D Z R ENTL, (B 15)

KT Tv b FROFECBTDERE T LT 7T ORGHRDOSHMHT O
WHBEHEIE ST D EX 7 7 F o ROREHOEIE (%)

ELZ/eE 7w B - *
e 5 e BT KT A KL T

58 (mgkg AH) 1.5 0.2 0.5 0.2
BehA4E (H) 7 14 14 7
ETEXTT T Ji ek 55.9 40.3 39 51
R ik 37.2 71.1 55 52

Al 63.9 50.0 39 92

il 86.4 76.4 76*%, 817 91

C14 &t Faxy Jrik 7.5 11.7 17 6
AF ARG 5 fik 2.6 5.3 7 4
fh A 1.4 7.7 11 <1

il 1.0 1.7 2% 27T 1
23-7 MG Jres 0.7 nd nd nd
5 ik <0.1 nd nd nd
A <0.1 nd nd nd
REhh 0.15 nd nd nd
C4 B RFaxAFL| I 7.5 nd nd nd
) 2 2.9 nd nd nd
A 4.2 nd nd nd
REhh 6.9 nd nd nd
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C-29/C-30 & Fex | A& <0.1 9.1 11 12
AF ARG = <0.1 2.6 5 12
fHA <0.1 4.9 10 <1
sl <0.1 1.7 2% 37 2

*LUORMAENG, T ASERiENS. nd : BRETRFORG

(7) B2o0V—L7vEA
7w b I, EROBE (% 4 PES3ER) OfFlEE VW T “CHEREF 7 7 F
ORI 7 m Y =07 v A 2% L, FONIAEE HPLC I KV HlE LT, 458)
YR H2RH 7 0 7 7 A AR ST,
fRAZR IR LI, EXTT 7 FUPNFEERI ThoTo, FEWFRERIZISVTHRE
MOENINS oz, Ty by IFEROEE TR, BEREMED 10% %8 2 5%

BBV T-, (BIR 19, 20)

# 8 HEWHONI /vy —L &M UCHEREX T 7 F D

(Tv b &0 WFE FEH

A FaX—a BN a 7 7 A DL

e—ymg | BN | TR | & TIE: F 7
4 (%) (%) (%) (%) (%)
1 3.52 1.12 1.84 6.11 1.69 9.34
2 4.73 0.73 3.16 2.29 2.65 4.83
3 5.85 0.19 0.24 0.21 0.10 0.38
4 6.18 0.24 0.39 0.07 1.10 0.09
5 7.41 0.12 0.10 0.31 0.72 0.60
6 8.61 3.07 13.12 5.15 21.25 1.77
7 9.92 1.19 0.61 2.70 0.21 1.61
8 10.72 0.80 2.11 1.01 2.84 0.85
9 11.51 0.06 3.72 — 1.61 1.08
10 12.70 0.51 1.09 0.85 0.22 1.53
11 14.00 0.18 0.48 0.74 0.21 2.12
12 24.62 0.94 2.01 0.90 2.78 1.24
13
(BT s F) 32.42 90.37 70.25 78.63 65.06 69.18
14 40.50 0.48 0.86 1.04 — 5.41

IWEFE R OBE TR, in vivo TOEF 7 7 F o OFpEREAER I E M S 727 o7, in
vitroilBR (T 7 vy —L07 vt A) IZBWT, HFoN7REMNA 2 TORT S Bt
[CBWTRRRTH D Z M Es S, (B 21)

Zw b YR A W FE BEXOKONEEZ W T, UC FERREX T 7 F
DOIFI 7w Y =07 v A 2L, 5o %4 HPLC I X VHIEL T, £E8W
BT @7 1 7 7 A Vi s v,

F T bILFRAFHR A LI, KTEHE VW REH STz, C29 8 Rk AT

16




NGB S, IR CIIREEY O 0.4%, FTIE19.3%% T, (BH 22)

T )V EZ— L EEE LT (Lacaune Fli, WERES 2 BEMEE) MOV 772y
VERG LYY (NZW Fi, 3 JU/EE) I ONCENENORROEMORFI 7 a v —
LEANT, flix DY b7 m b P450 [HEA] (BEXa=L7 hxT R, AF IR 7
o h)=Y = XtaF 7 b7 THRY) (XD UCHEFREX LT 7 F o DR DOARL
BICRT 2B A I L, EX LT 7 FrORENURD S b7 1 L P450 D4y THEICD
W L7z E 2 A, UCHEEREX T 7 F o OREITIEY 7 1 L P450 3A BNEET
b5 PRIz, (B 22)

2. REHER
(1) REBHER ()
O KET#HE5HR
a. 12 5 (B0, 3 B/ ) 12 SH SRR T 5 o5 7 F o & Half P45 (19 0.4 mg/kg
REE (2 f58) L, %57, 14, 28 K149 HEEOMERTT OREERZIRE SN HIE S,
WRAR IR L, (B 15, 16)

# 9 BT D HIERTX LT 7 F o OHEKR L (8 0.4 mgkg KE) %0
BRI PRI (ug eq/kg)

e BG4 B (H)

A 7 14 28 49

J ek 148 97 47 17

i 92 46 21 <10

A 29 39 <10 <4
RAEHEN 974 778 350 181
e 920 685 359 182
B HE 6,220 570 667 35

b. 4 (8K OMES 18 BH, 6 BH/RES) ICE X7 7 F o 2B TS (0.2 mg/kg
KE) L. #%5 14, 21, 28, 35, 42 (N 49 HEOMMBTOEX T 7 F U BEN

HE Sz,

FERAFKI10ITRLT-, (B 15)

#£ 10 FHBIH2EXFTT 7 F U OEPIE TS (0.2 mgkg KE) %0

BAAFRP DXL T 7 F UBEE (ug/kg)

- B B (H)
14 21 28 35 42 49
JiHe 14 15 <10 <10 <10 <10
"5 ik 27 29 22 19 <10 11
TrERHERS 275 243 225 153 77 141
B HE 3,269 3,848 4,019 2,332 1,326 1,178
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c. (T U HAZHERE, KB, 6 BEREAVBEGRE, 3 BE/XHRES) IZEX T /T
FHRIROE (28 HfE4 ) ETFHEE (Wb 0.2 mgkg (KE/H) L, KEH
BRECIIREHRE 14, 21, 28 K356 Az, HERGH TS 14 X135 HED
AR A K ORSERIEN T DB T 7 F U IRENHIE Sz,

fERER 1IN LTz, NI, RIERGREORKEKE 14 BHED 1 flOA TER
R (10 ngrkg) =2 5ME (13 ngkg) NAHT-, (B 16)

#* 11 BT EXTT 7 F U ORENRCHEIR TR 5 (0.2 mgkg (K5/H) %0
HEWi M ORI DX 77 F 1R (uglkg)
. o st G#% B (H)

B vl 1 91 28 "
A& A CEEE) <10~13%* <10 <10 <10
(28 HigE418) | BN CFMH) 247 193 85 377
B A CEEME) <10 <10
HERG (CE2(E) 171 20
(IR E72 L) n=6

* GBI 5 FI S I S e o T,
T IR SOV T 5 pglkg ONEEHEZFHREICHEH L=,

@ R7AREHER
a. FZEFTT 7 F 2 (06%HHA) ZHEIRT A &G (EF77F L LT05
mg/kg (RE) L, &5 7, 14, 21 K28 BEOMFER OHH OEX T 7 F 8
FEMN HPLC (dYei, MHRA 10 pgkg X L) (2 X0 HIE Sz,
fERAE R 12 1R LTe, BB IEWTRORERIZEBW T H AT 70~120 pg/kg
DR S U723, OB CIEW TN ORERIZEBW T O RHBARG CTH - 7=, (&
FE1T)

= 12 BT HEXTT 7TV (0.5%HA)) OHRIRT A 85 (0.5 mg/kg AHE)
B OMBER OFERE T OEF 77 FUEE (ugke XL L)

e 5% A% (B)

A 7 14 21 28
JHiIRiS <10 <10 <10 <10

J ek <10 <10 <10 <10
ek <10 <10 <10 <10
/NG <10 <10 <10 <10
%) <10 <10 <10 <10
REN 93+15% 97+21 100+27 80+10

* . ER)+ESD

b. 4 (NL T — RHl, T~8 D Hilin, BB OME, 3 5/ReR/FG-RE, 3 B/ IR
[ZEF T 7 F o (0.6%HA) ZHAIRT 45 (£ 5 7 F 2 L L7TO0.5 mgkg
RE) L, &5-7, 14, 21, 28 K35 HEDMMET DOEX 7 7 F U RENHIE S

18



iz,
FERAR 13 IR LT, R EE IMhoOME L Y &, BRI L, &5 35
HIZIZERRR (10 ugkg) K& 7e->7-, (S 17)

= 13 BT HEXTT 7TV (0.5%HA]) OHRIRT A 85 (0.5 mg/kg AHE)
BOKMBETOEF LT 7 FUBE (ug/ke)

e 5% A% (B)

O 7 14 21 28 35
JHF R 11+2.1*% <10 <10 NT NT
i <10 <10 NT NT NT
%) <10 <10 NT NT NT
5% 21.0+12.3 | 36.4+11.8 | 31.0+29 | 10.1+0.3 <10

* oo E£SD, NT : o

c. (T TAROT 2 0 ASZHERE, 15 7 H vk, 6 SE/FE SR 5RE, 3 Ba6HIREE)
IZEF T 7 F o (0.6%HEA]) ZHAIRT A5 (£ 5 7 F 0 L L7TO0.5 mgkg
KE) L. #&5-3, 7. 10, 14 XU 21 BRI (EEN KR ORSED KON (1855
S OMRE) R OEX T 7 F URRENIE S,

fERA R 14 1R LTz, HRFRREITOTORE R THERR (10 pgkg) AKlifi T
otz NETPREIIFREORE E & I Lz, (2R 14, 17)

#£ 14 FBIFLEXFTT 7TV (0.5%8A) OHEIRT 4 $5- (0.5 mgkg KEH)
BOREER OHARTOEXTT 7 F L BE (ugke)

- Be54% B4 (H)

A 3 7 10 14 21
B A <10 <10 <10 <10 <10
MR A <10 <10 <10 <10 <10
e 561+ 32* 63+18 63169 <10~65 <10~50

JEENAER | <10~211 71+27 6569 <10~170 31+17
¥ FHESD n=6

d. FOEFTT I F o DRT A FE (0.5 mglkg IKHE) 12 & HERERN 2 3Bk (5
INROSKE) FEhi Sz, #5-7 A% 5 7 BRI TS 35 LN 42 A% £ TOM%
HOEX T 7 F UARENHIE S,

FERHIRE 2K 15 1R LTz, #5-7 HZ OB 1641 (11 ngkg) ZkrE . A,
Ffge e OIERA IR EE I E BRI (10 pglkg) Kl CTh -7z, (B4 15)
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# 15 BT EXFTT I F L ORT A %L (0.5 mgkg (AFE) %0
el DX T 7 F R E (ugke)

kB K% B4 (B)

7 14 21 28 35 42
SN 21 36 31 10 <10
PREs| N/A 92 106 77 65 67

N/A : %472 L (not applicable)

e. ‘B (L7 — NRE, MEKE. 5 ST 3 BRER/FRGRE, 3 BRI (T EX T
F o (0.5%IEIK) & AERT A b (0.5 X 1.0 2 {55 mg/ke KE/H., 21 A
fAC5EHE) L, Kb 1, 7, 14, 21, 28 XU 35 HEZONTE, i KO
R PRGN R D X LT 7 T AR DNHIE ST,

RAEFR 161" LT, &R 16, 17)

# 16 FTBITLHEXTT 7T (0.5%ER) DKIERT A 85 (0.5 X% 1.0 mg/kg
KE/H) H%OFIEL ONENTROEXRT T 7 F U E  (ug/k)

BhH8 CIILEG - wofde 5% B8 (H)
(mgkg (AE/H) | (FH/MFA) g 1 7 14 21 28 35
0.5 5 Ji ek 4 11 8 5 4 2
' JilEi] 56 141 163 94 88 41
Ji ek 41 39 34 11 8 7
*
1.0 3 XI%5 AR5 | 393 | 386 | 337 164 132 92

(BICEEOREE S L) \
* o IREBES- 28 N 35 HARIZHIE L7-8t oo 7 5 il

(2) ZRBHER (4 - 2

® ETHEEHR
a. WAL @I ITEXTT TR R TG (0.2 mgkg (K8E) L., #&54% 25 H
MOIH T OEX T 7 F URENHE Sz,
LI RIS 1 BRI (60~201 pgkg) L7210, #4514 A% £ TIZ 20
nglkg K E IR T L, #4523 BURBIIHRH S e< 2oz (EERS 10 nglke).
(ZH 15)

b. RGO HL (33 §H) ([ZEX VT 7 F 2 20 1~67 HRIDM DR 5B A
TR TG (0.2 mgkg (RE) L. 2% ORMO 7 HEOFH X OAEEN 740
HIE% 24 FEREIDLN ORISR T OF %37 27 F LB EE R RIE ST,

2, 3 KN4 HEEOIHIEED 99% FRREHERA 23 17T (TR Lz, /ol 2,
3 L4 HtEOFLHFIREIL, o5, 6 LONT Hi: (10 pglkg VX I3A) X0
HAEEICE ST,

FHORENITIZEBT 5 99% FIMEFBRAOFPAIL, /oAl 14 ALRNICER G- Sz
FINBAEENTAFHD 122 pglkg 725, 433N 70 BIZES-S 720 62 nglkg £T
Thoiz, A, FiEL O g CIIFRBIIA DN ->Tz, (B 15)
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2 17 SEIOFICBIT X TT 7 F Ol FRYS (0.2 mgkg KE) %0
O3t 2~4 A O T OEX T 7 F UPEED 99% IR EHERA

P Syt A (H)

14 21 28 35 42 49 56 63 70
Ot 2~4 HEOFLIHIZEBIT 5
. 32 30 27 24 21 19 16 13 10
99%_FFRMEFAIRA (uglkg)

@ R7AREHER

a. WHLA (RVAZ A UFf, RREROWIEEASS 4 50) (28X 2T 27 F M0 % BiRIR
TA S (FXVT I/ F L LT05 mgkg (AE) L, 5% 10 B, 3Lit%+k
B L, AL OBE B — L SN HH P OEX 7 7 F URED HPLC (8
A 10 ppb) 12X W HIE ST,

B D 7 — ViR B O R R 1, 385 2~5 HIZIZA B, Z DR 10~22 ppb
Thoiz, #5 6 HLETIZ, 1 FlOADNERRT KR L 72-7-, 8 fla7— L=
FLT IR IR E 2 ISR &E (14.2 ppb) 27~ L7z, (B 18)

b. AFDHIRBIINCEX T 7 F 2 (0.5% A 2R 7485 (0.5 mgkg ()
L. &5 21 H#&E CloAENTFAONEL QIR N 540 R OEF
T 7 F RN HPLC (Bekrit, PR 2 ppb) (2 X W #lE S iz, 14 (18 BH)
TG 24 FERDAINICRE L VBEL . BG40 7— L LI-wIE (ot 1 HORLH) %
Beh L, % 3~4 H QEHOAS H) TRERCHW=, FHicon» T, &5 11 H
BETITOM U 98NS, o1 (24 BEEILIN, #IFL. 1 HH), 2. 3. 4 X7
H#ICEE LT,

EBX VT 7T UL, &G 3 HEROREN LA TN TAORE (146 ppb) K OYT
i (10 ppb) O FIZESIFRE LT\, TX T 7 FUREIL, 5O MAEET
DOEFEINEL 2D NKE T L, &5 11~21 HEORENOATN-F4FTIE, 4
FIOIEH TR (2 ppb) Kiifis 22-o7=, TRIFHREREL, &5 21 BEORE)N
HEFNTZ T TIE 11 ppb THHo T2,

R EREN RS 3~6 BEOHMICOI- i Sz, &5 3 BEICHEL
72 1B DATAL T IEEIL, 16 ppb ThHoTo, KH 4~6 HED 4~6 HIOFIFLT
RIS TR 11 ppb Th o 72, (B 18)

c. A (RAA LA A, 8 ) IZEF T 7 F B & HRIR T A 565 (0.5 mg/kg
KE) L. A2 &5R140%5-% 28 BIR. 12 FFEMEZ 1 B 2 [BERE L ¢, FLit &
ORI O X7 7 F RN HPLC (O, IO ELUMHIRR 10
KON pglkg, FHARHOE RS 100 pg/kg) (280 RIE SN2,

FLIHFHPIREE I 5% 2~9 [B] H OFEFLRERIZIUVNT 10~26 pglkg THY | # 5% 3
[0 H OFRFRTIEL 5 FITERARE TH o7z, HKE% 13 M H ORER O TIIERR
¥ SRR Aoy
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FLASHA PR EE T P54 10 O 11 B H OFELEES 0 8 iR 7 iz 330 T 110~260
uglkg ThHo7h, 8B 1 FlITERERBARN ChH-T-, 5% 20 KON 21 [B1H ORF
SROFLEN R E X 2H CERRBARM CH-7-, (B 10)

d. WA GRAAZ A UFE, 3 §H) ICEX T 7 F U FIZHRIR T 445 (0.5
mg/kg (K8E) L., IITEEGERILOBSG% 7 B, 1 B 2108 (10 X014 K |
FNLBEITHRE 14 B ET1 B 1[E (F#%) SIRL T, tHhosxs7 27 F Uik
FEDNHIE X a7z,

FLH R 13 5% 3 B H OFERLIFER D 2 Bl CE R TE 72 (13 KUV 18 pglkg),
HH OFEREE 1T 5% 11 [B1 B OFRERTAH LI, TEi 25, 30 &34 pglkg T
ol % 21 MIE (510 %) LIEOFI IR 161 (10 pgkg) ZBrE,
EBETER) -7 (10 pglkg K4, (B[ 10)

e. WA (Z V=T U, 6 BH) ICEXTT 7 FUBAIAZBEERT U5 (05
mg/kg RHE) L, FitE2HFEG% 21 A, 1 H 28 (10 LOY 14 Fefilf) BB L T,
FUH R OFLIE R OFX 2T 7 T RN HPLC (Bt EEEL ORI IZ
NZEI 0.4 KTN0.2 pglkg) 1280 HIE S 37,

FLH PR Y, 5% 1[0l H OPEALIS T 1.37 pglkg ThH o7z, #5443, 5 KW
7[5 H OB TIXENZI 16, 159 KON 7.4 pglkg & 7p o7z, REREARMTh o430
TREEIE 0.4~33.9 pglkg OHFIPFATH V| #54% 2~20 [BIH £ TOMITHY ENE R
iz,

LB PR 1, #5654 5. 6. 19 XN 21 [HH DS TENEH 15.98, 9.55, 2.33
KON1.72 pglkg ThoTz, (B 10)

f. WA (KT 545~745 kg, 22 5H, & 5-FHMGRT 5 AMOFL & 14.3~30.4kg/H) 2
EX T T UK R BER T A 5 (0.5 mglkg (KE) L, fit 2854 10 AR,
1 H 2108 ({5 K OW )5 15 FRE) #E3L L T, ST 0T X5 7 F U HPLC
WXV HIE SN,

FERZ R 18 1R LT, FLHHIREEL, #5- 60 Kifil# (19.1 ng/mL) (2@ & 720 |
5. 240 FF#1213 3.9 ng/mL & 72~ 7=, (B 62, 63)

# 18 BT DX VT 7 F UBIFIHEEIR T A8 E (0.5 mg/kg (KHE) %0
P oEXTT 7 FURE (ng/ml)

B H%ERE | 12 24 36 48 60 72 84 96 108 120

SEHEEE* | <LOD| 6.0 114 | 153 | 191 | 174 | 16.7 | 165 | 17.2 | 11.7

B G50 | 132 144 156 168 180 194 204 216 228 240

SERRAEY | 121 9.7 10.4 7.8 7.7 5.6 6.4 4.9 4.8 3.9
<LOD : RS (0.1 ng/mL) A

* o EERREE T, LOD ARGEOT — 23R L, EEIRA (1.0 ng/mL) RimOfEIF SRR Z T

HH L=
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(3) %EHER ()
@ BTHREHER
a. F (EBEE, 13U I UCIEREF T 7 F U A HEIKR TS (0.4 mg/kg &
H @A) L. &5 7, 14, 28 K136 HZOMMH ORI HIE S 7,
Tk 2 19 (R LTc, MR T T b % < AT TR b Do T,
NER P DR FRRRIREE 3 e 5 28 AR K V%536 A& TEidoTz, (B 15)

# 19 FIBIT D UCHESREX T 7 F o OHER 5 (0.4 mgkg (AFE) %0
BRI (ug eq/kg)

" 5% E% (H)

A 7 14 28 36
JHF R 118 83 16 12
i 54 24 <10 <10
Al 27 23 <10 <10
KAEER 934 448 49 87
eaELN] 819 363 44 79

b. T (MR, 9 DoHE, BB OWMES 8 BERER) IZEXF YT 7T (1.0%
HESHFAD 2 1B50F 2 BTG L, Mikho®F o7 7 FURENNE SNz, 5
2 [AFe 5135 1 5 10 B % OSGHMOZETIZ T 7=,

FERA R 20 1R Uiz, AR ORKIREL, 55 1 [B#5- 10 1% T 63 ughkg (CF¥)
41 uglkg) ThoTo, TDH%, B2 RHERG%21T-5TH 40 ughkg #Hx H5%FMEE R~ L
TEIRIZ A S 72 o T2 (8 115 20~50 %), AEN R O SERrHCid, 7
EHLEG-50 HEETHRE L Qe (9, 15, 23)

# 20 FRIIBIDLZEXIT T (LO%ESHAD) @ 1E3E 2 [ME F&RE#D
KAk S O G DEF VT 7 T URE  (uglkg)

=) 51 ER5% A (H)
10* 20 T 30 T 40 T 50 T

JHF R 21+8 29+8 <10~25 <10~13 <10~12

i <10~18 21+5 <10~17 <10 <10~16

A 41+20 29+6 <10~32 <10~15 <10~22

REN 222 324+89 234+41 139+42 164+69
1 [EEENL | 1,542+E700 | 652697 | 551+377 125+41 177+96
75 2 Al G- 1,353+1,176 | 660+234 | 207+106 | 185+127

*o1EERGRE T 2[RERGHEE

@ #0 (FLoF) HBE5HER
a. “F (FBE, 3 HEM ) 12 UCHESRTEX LT 7 F U2 RO (FL o) 85 (0.4
mg/kg IAE) L. &5 7. 14, 28 K11 36 HIL ORI IENHIE Sz,
FERAE T 21 1R LTz, MFRBRIREE IR Tl b 2 <. IR Tl b D 7eino Tz,
HEN OFCFERE RS 13 #% 5 28 A% L 0 #4536 HE£ TmE < | [REEOFE R TG
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By [O.2.3) M al lcBnThbibinTinsg, (2 15)

£ 21 EZRIT D UCIEEREX VT 7 FrOBERA (FLoF) #b
(0.4 mg/kg (KH) HROMIEERE (ug eq/kg)

o 5% A% (B)

R 7 14 28 36

JHF R 79 45 <10~17 23

R Mk 22 18 <10 <10
N A 12 <10~11 <10 <10
RHEHEN 411 351 79% 183*
e 345 284 62* 171*

L UL OMFRITEIE L. 536 HZOEOEWZ EX MDD BTV D,

b. EEHAWEEX LT F 0RO (FLrF) (0.2 mgkg (AE) KGR 27

B (N ROKE) FEhS iz, &5 7 B%20 7 HER TG 35 142 H#EE T

OFAFEF DOEX T 7 F U PREN HPLC (RHBREA 10 pgkg) (2L 0 HIE Sz,
HEMGIHIREE 24 22 1T LTz, AT, BIEA OFhRDs BI3FRRRI I S e o 7z,
(ZHi 15)

# 22 FIIBITDZEFTTIZFUOKA (FLorF) #5 (0.2 mgkg KE) %0
el DX T 7 F R E (uglke)

o S BE5% % (H)

AR Pkt 7 14 21 28 35 49
M| KKERERL (S1E)) 66 80 44 29 N/A N/A
KE | EEAERG GEEEE) N/A 25~58 | <10~23|<10~26| <10 <10

N/A : %472 L (not applicable)

c. BEFLAE (BMERE, MEME, 3 BE/MFRUF GHE, 2 BE/RFRTIREE) (2 EX 7 7 F 2 (0.1%
XX 0.2% 8K #HERED (FLo9) &5 (0.2 mgkg (K#E) L, 57, 14, 20
KON 28 AZROKMEET DOEF T 7 F AREDRE Sz, ER RIS GO}
PHECRENT,

FERAEF 23 1R Lis, fHR TR I A DI T, (B 24)
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# 23 FIIBIDZEXRVT 7T (0.1% X 0.2% A OHEREA (KL o) #5
(0.2 mg/kg (AHE) HOKHFETOETXLT 7 F L BE (ugke)

" 5% E% (H)

W 7 14 20 28

J e <10 <10 NA NA
ek <10 <10 NA NA
iR <10 <10 NA NA
RGN 65.7114.6 79.7+19.6 * 44.4+19.5 28.6+15.4

n=6 *0Ok&n=5
NA : 857 } O 14 BEOFHA, Rl OV lirh OZRREDS 10 pglkg Rt Ch 7=, &5
20 KON 28 A% DOFREHZ DUV TIEHT LTl

(4) BREHER (B
JE (77 5171, 15~16 D Alin, 5 B/ R) IZEX VT 7 F U 2R 7 A H5- (0.5 mg/kg
RE) L, &5 7, 14, 21 KO 28 HEOMBHF OEX 7 7 F URENHIE S,
NERAHFRE 25 24 (R LTz, JEMIZBRS &, WINoOMECHIREITEERR ()
i 24 nglkg. ITliE 6 pg/kg, B 11 pglkg) Riich-o7=, (B 15, 20)

# 24 FEIIBITDEXFTT I F L ORT AL (0.5 mgkg (AF) %0
el DX T 7 F R E (ugke)

e B5%H% (H)
AE 7 14 21 28
izl 126 155 57 31

(5) REHER (B
S G ITEXTT 7 F v %7V ZHEREOES (0.4 mgkg (K#E) L, #&
.28, 35, 42 K149 HEO PRSP OEX 77 F URENHIE Sz,
Al IR L IR IR W TOARERTRETH D . &5 28, 35, 42 KN 49
H#CTENTH 221, 165, 131 10131 pglkg Tdh-o7z, MDA RAIETGHLRE TR,
EEREAR (10 ugkg) KiiCThHo7z, (B 11)

3. EizEEER

EX T T F o DOBBEIEICE T AEFE in vitro KON in vivo iREROFE R A% 25 Y
26 | TR L7z, (IR 3, 4, 14, 17, 18)
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= 25  In vitro i Bk

fRAcE H EYSSES & i A
18 IR 22 R H3| Salmonella typhimurium |50~300 pg/plate (£=S9)
B TA98, TA100, TA1535, X
TA1537, TA1538
Escherichia coli WP2 50~2,000 pg/plate (+=S9) o
uvrA~ =
HTEZERZE Bk | CHO #ifd (HGPRT EE(7) |0.01~15 pg/mL (+=S9) r
%ﬁ =N
ek B ER | CHO il 1~30 pg/mL (£S9) s
~ DAY 7 —~< g 10~115 pg/mL (+S9) oo
(L5178YTK+-) 5~25 pg/mL (- S9) -
#* 26 In vivoilliR
fRAcE H EYSSES JiEEs i e
GeafRBEER | 7 > MEREHIR A i£3k8
0~150 mg/kg R 3.8
15, 30, 60 mg/kg (A,
SRS 5 G- (£33
Btk 12, 24, 48 FRFfH]
AEH DNA & | 9EE T ~ T 0.1~30 pg/mL -
sk (UDS) B -
/IR ~ 7 A E R 7.5. 15, 30 mg/kg IRH, Kk
HAElRGRE O & G- -
FFED EFY | In vitro o N in vivo DB rmEMERBROFE RN T b ThH D Z &

Mo, BXTT 7T ATERICEL o TRIE L R DB RS RN B X BT,

4. AEAER
~ A Ty b, UHEEFROEEZANTERS T F 0RO, BN L O T#E
2D AEESTARONTWS, fRAR 2TITRLTZ, (B3, 4)

< A% AW ARG X B A EERBRIC BT 2 B E S IEEE FCh
ST, EFEIE, BS 4 B E CILEalcBiE Uiz, SRS 14 BRI
FEAVE 7=, WERAEE T RIS A Do Te, BX T 7 F U 2 MEENE G L
e~ T ATBWTHREkCh -7, (IR 3)

7 v FERWEEF T 7 F L ORRRGIZ X 5 BRIV T, THENET,
=99, IRk, IR, FEREGRD . TR RN ONE A~ OISR ON S I AN FEEL L
7o FECEMCIE, ., BlEL OO 5 > BIEE Sy, 5% 14 HEOBIE
IR TR S IEAE SN EW TR E IIREO Do T, XU T 7 F %28

e G- L2 T v MZBW T b [ARRkO MR X O E w8 bivie, (B 3)
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DY X LN EF T 7 F RIS KD BRI, B S 2 2t
IR bl (B 3)

# 27T FEWREIZBITLEX T 7 FrORmEtE

ELZLEn PRI B GRE LDso (mg/kg &)
B & 84
i3 | 42
~ A ki3 o] 50
B JEZEN 86
e T 263
B & 106
Sk MERE JEle 394
s BT >640
lﬂﬁfl@ D&A 3.28 mg/L (5h LC50)
S B T >2,000
75 T | 100~300

5. BRMHSMHER
(1) 28 BEIFERMEMHRER (vHX)
~ 7 A (CD-1 %, MEHES 5 IL/EE) Z#MW-EXF 27 F 00 28 HRUREERE (R
AHEAE L LT 0, 34, 75, 100, 125 XJZ 150 ppm (0. 6.9, 18, 23, 24 XiZ 32 mg/kg
(RE/HICARY)) 12 & 2 AR 2 Fhi S -,
100 ppm VL E#FGHEECTIHETEI G (80~100%) . 150 ppm & GHETIXEHINIELE
L7275 ppm H5HETIX 1 BT L72DA T, 34 ppm & GHETIIFRTHL R0 > T2,
—MRRETIE, 75, 100 K TF 125 ppm #HGHET, IR, BHib~OBEIS, FRICK
HHEEDOIHINEO SR A BT,
IMIEEAIPT AL, IR i, SR OYR BB ORI T, GR35 58k
LW T ORI b\T%ﬁ%ﬂtﬁz’)th (&P 3. 25)
AFERIZIBVT, 75 ppm LU B GHECHREL, BE~ORBSE N BT 2 & D
©. NOAEL (% 34 ppm (6.9 mg/kg AT/ HIZAHY) &2 Hill,

(2) 28 HEIEZMHEMHHAR (Sv M)

Z vk (SD H&. MEHER 5 VL/EE) ZHAW-EXTF 7 F o0 28 HINERE (JBEE
JEEE L LTO0, 100, 200, 400 XX 600 ppm (0. 12, 23. 26 i 31 mg/kg {K&E/HIZ
FEY)) 12 & Btk FE b S vz,

400 ppm VA EREGRETIE, &5 8 HIZE TIZaeBIn s L, 200 ppm #&-5HEDOME 2
FIH, BRI P2 FE T L7z, 100 ppm &5/ TITSETHNI 2D o 7=,

—fRIRRETIE, 200 ppm VA EREGRECRE- 1 HiE) HiEsNGH, IRk, JE, S B &
OZIRDGRD HiT-, 100 ppm #EGHEORET, Bl 2003, B2 B (5/5
) KO3 HiE (165 128D b7,
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AR L OMAREHIII IS, 200 ppm VL FHERECHEISHED L7728, 100 ppm #5-
BT I A LN o Tz,

MIREARIRRA N OMILIRAA LA Cl, 200 ppm &2E5-REDOMERED Alb, D TP |2
BERBDOBHOIL, 6O UITEBHEEORIZES bOEEZ BT, 100 L
200 ppm HHGHEDOIET AST @ EF-. 200 ppm #H5HEDMET Cl DB DN S U723,
WIS IEFEFRFENICH Y, TEX T 7T ORELIIEZEZ NIRRT,

WTHNORECRBNT S, HEITERNT 2 EE~OFEBII A LN - T,

FR M OV ERAH AR FAOMA ClE. 400 ppm LA B H8E &% O 200 ppm £ 5-EEOSETCH)
Wre, T, B GCWE. MREL B, AUIRIR. REEL. JRER KR ONEEL RO ZEMEN RO
BT, ZNOORTRIL, BEEEOMD 27~ 88T UL LIEA 55 #7228k
Th-o7c, 100 & 200 ppm HHREOHELFT » B TR, BEIIALN -T2, (B
3. 17. 25)

AFRBRIZBWN T, B 2 KO3 B D 100 ppm 5REICHE 569 2 UGS H3
Do Z £y NOAEL (3% E & 417, LOAEL /3 100 ppm (12 mg/kg {88/ H (ZAH
Y) EEZBNT,

(3) 13 BEIHEAMEMEHE (Tv k)

7 v~ (SD %, MERER 10 IU/EE) Z#RW=EX 7 7 20 13 BRI G (R
BEEL LTO0, 25, 50, 100 XJZ 150 ppm (0. 1.9, 3.9, 7.9 XiZL 12 mg/kg {KH/HIZ
FEXY)) (12 X B AR R R A I ST,

150 ppm HE5REZIBUN T, M 3 BB UTHASEIRAEIZ 72 V 22585 PALE STz,

—fRIRAETIX, 150 ppm & GHE TR RT3 2IMBES0S, WBIR, O TE), Rk
T OVRIZ X BHREBOIHENR I~ BT, 100 ppm #E5RETIX, BRI 2 B0 SH3 %
5.5 BB, 14 BREZIZIIHEE Lz, 25 X OV50 ppm &GEETIL, LV RE
PRI XA DR T2,

fEAEEI, 150 ppm KGHE CHREGBILEH 2 BN Uiz, hoRECITRTRRE & Hlik
LTI BN Do T2,

{KEEIL, 150 ppm #GHET, H5EIMA% 6 BRI 0 L, 70 OB & (&
HERO R L7, 100 ppm BEGHEOMET SRR 23 DTz,

MR, MR L FAORE L OYRIRA Tk, BESITRNT 28 XA L0
>z,

fFEs & ClX, 150 ppm HEGHEOME T, Bl ORI Mkt & OFExF B E OO

uHM&UDM@WﬁEE@ﬁm@ 86 B2, 100 ppm FHGHETIL, METRIB O, 1
TR OMEx & OFERTEEOMMN A BTz, 25 &K TON50 ppm F5RE T, llerEED
BEAIIHA BN T,

HRe G QYR BRI G, WTNOBRSEECHEICEKT 2 BT sn
ol (B3, 14, 25)

AFRERIZIB\N T, 100 ppm LA B GHACEA T 2s0s, MECRERD 37
L= Z EvS, NOAEL (£ 50 ppm (3.9 mg/kg IRE/HITFY) &2 bz,
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(4) 28 HEIFEAMSMHHER (1 X)

(X (B—27VFE, MRS 2 DL/ A HW=EXR 7 7 F o0 28 AMBAIKRE (&
AHJREE L LT 0, 20, 80 XX 160 ppm (0, 0.5, 2 X|¥ 4 mg/kg (KE/HIZHY)) 12X
% Hf M AR R e S A7,

160 ppm FHHETIX, RIS AR, EEGH, L TREZRE L2720,
BeGBMG 5 HiRIC—H. 2 HREICO2 0 iRk 2 52, 7% 0 ORI 50 ppm (1.25
mg/kg (KEE/HIZARY) 285 L7- (CLFARRERIZIUVTI160/50 ppm 58L& D, ),

—fRRETIZ, 80 AT 160/50 ppm #5258 TRk, #5(/) (languid appearance) |
B, BN, NEH, =59, MK, BEMIC T 2SO, B OFIE, 3SR
YD IR NIRRE K OSEER & IEFALEN R EF T2 & E M TE ARWIRIEENBIZR Sy, Zh
b OB L, HEREA2RD L72% 0 160/50 ppm H5RHETIEEIE L=, 20 ppm #%
BRECIE, BRI A Do T,

IREE L OMBER R, 80 KT 160/50 ppm £ 58 TR L7223, 1 HEFEFZICITEINICES
THNIIETE LT,

MIEFHIRA TIIEATA LT, IRRMEIRE CILER Th o7,

g E I Z OV T, JECFA RHIE TIE, FEEROMe &k OFERTERE ORI, 80 LT
160/50 ppm HERETH LT EHE L TWAHN, ZMNBIFERI CIIeR 5/ TH LA
7= EHEL TV D,

BT, BGITERRT 2 B I IA BN -7,

FRERARAR AR T, 80 &N 160/50 ppm G- REDHETH - ERBEDIK TR S
72, 80 ppm FHHEETIE, RO 2014 FOBRERAD R H -T2, (B3, 25)

SEINBORFEENCIE, 2GR TR O ORI EEN D Lz 2 & 2H A
NOAEL Z#fXETERho7c L LTS (B 25) 23, JECFA FHfi# % 20 ppm #%
RSB O B OFERT RO OWTOHREITR S (B 3) . ZNBUFEE &
OV JECFA FHliE Tld 2 O H & TRRICHFEBRR S LIZA Dz & ) #ids i3z un

(M3, 25) Z&nb, BNEEEERS AT [RAEZES) &v)H,) TiE. 20 ppm
BRI D REROMET S ORI ERE OB 23k L 1T S Teho T, LTzin >
AEEETIE, ARBriZEIT 5 NOAEL % 20 ppm (0.5 mg/kg (AHE/HIZAHY) LREE
L7,

(5) 90 BEEZEMHMHHER (41 X)

A X (B — 27 )VfE, MR 4 YRS 2RV EXF 7 Fo 0 90 HRREEHRS: (B
BHJRFE L LC 0, 10, 30 /% 60 ppm (0, 0.3, 0.9 Xi 1.6 mg/kg R/ HIZFY)) 12
B QY iz Vo WINESY) (R AWy i

BRI IR T D7 T2,

—fBeIRAEIZ OV T, JECFA = TIE, 60 ppm HGREC, Wik, Rk, i, e
DOIEEN G M O IDF8D BT LA LTV A 723, FDA EEFCIL, JitiRO A &KL
FO7R 38 AR SR OB N 18P ORI I S U7 L3 LT b,

(REE L OMBETRECIE, 30 ppm DL B GREZ, FAEEFZRBD B2 LT,

MIEFAIRAT, AREFFHIRA K QYRR IV TR XA Lo T2,
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iz BB ClX, 60 ppm &% G-HEDOMECONROKEXTEEDOWD, M T N EROME LY
A EE R PE DR DY DN A DT LIAL, *EHERE & [FRR Ch - 72,

JRERFRRE IR A I B W TR LI A BN -T2, (BFR 3, 14, 17, 25)

FDA &£ Cl, FiR o B AFA 72 38 AR OB Ot D3R 2 PRH (2 NOAEL
ERETERNol2L LTS (B 14) B, A X &Mz 52 MR
[I.6. ()] TIHXINOOFMEEEITAGILT, BEENRRNZ &6, AEBSTIE
B L TB RS e oTz, £o, ZMBUFEECTIEL. 30 ppm ML F&REGHETA LK
N OWT, SRR ClEA bR e D2 b Th b & L TH
PEE BT L TR (B 25), UL, AZBSTIE, FHEMEFEMEERCIX 45 ppm

(1.15 mg/kg KH/H) BHGHTHONIRERD AZFBESHR L TND 2 EnD, K
B CA BT 30 ppm LA GREORERN T BB L L A Te LT, LMﬂof
AFRESIT, ABRIZEIT 5 NOAEL % 10 ppm (0.3 mg/kg A/ HIZAHY) L&%
7=

6. EHSHERUEINAMRER
(1) 52 EffEHEEEER (1 X)

A X (B — 27 fE, MRS 6 IUEE) AW EX 77 Fo 0 52 BREEHRS (&
AHRAE L L C 0, 10, 20 X 45 ppm (0, 0.26, 0.52 XI% 1.15 mg/kg (AHE/H)) 2k 5
TR TR R A FEhE S AT,

—fBIRBEIZ OV T, JECFA FEMETIE, SRR 218 U CEtlri 3780 %zm‘
(REE TR HRRE & [FIRRICHERS LT L 3 LT 528, FDA BB ClT. MEHIcHE T
723, 45 ppm HGRERERID DA LN 2 b F I EEEREERTE R CIL, &5
L5 EEZBND—ERETIHZ2WA, 10 KT 45 ppm £ G- HEDOHED R EHE DT
5 13~26 HIZHEIZD LizZ L 25 L T\ 5,

MEFAIRE, MR L ORI 2 BEIR8O T, IRFMEAIR
HITEF TH-oT-,

M OV B AR ORI B W CRE I A D N2~ T2, (B3, 14, 17, 25)

AEZEE TR, FHEIZOWT, EERFERFER X FDA &kt (B 14, 17) 1255
%, FDA RO #EAZIH+2 2 L & L, 45 ppm GRS IRERED 2 35
ML W LT, L7z »> T, ARERIE, ARBRIZEIT 5 NOAEL % 20 ppm (0.52
mg/kg (RE/HIZHY) LERE LT,

(2) 2 EREEHESHEISAEHERER (TIX)
<~ A (CD-1 %, MEHES 65 DU/RE) % FHV /- 2 ERTRATHR G- GRATIREE L L0, 15,

30 X% 60 ppm (0, 2.5, 5.1 i 12 mg/kg IREH/HITFY)) & XK DIEMEFEM AN
OFARBRDN I S, RBRBILE 9 1%, 60 ppm HGRE TN LTZ720, &5
% 50 ppm (7.9 mg/kg (RE/HIZHY) 12 U7z CAPAREERIZIWT 160/50 ppm
BHEE 20 9,),

—BEIRRETIE, 60/50 ppm BEGRECHEAL, THEMEIC T, R, R REE N OVl
MBS ézm‘_o AREAHAR DBt D 13 RN, 60/50 ppm &5HEDMEIFE - T2
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FERLE XL, AT LT 10 BlEEHEIO 2 HRANZZESE S 47, 60/50 ppm & GHEORET
%, FECROEINEIA DR Do T, ERGHEOMOENZINT, OO 5
FMEEI IR B o T,

RETIX, 60/50 ppm & GEEOMETHR G-54E 0~8 Wi, BEFEOBICI LD L
B2 DIHBMIB DA BT,

MIEFAIRAE T, %512, 18 KN 24 7NABICEB T DGR EF I bk -
770

R T REC 1T DI M OV ERAHAR RO Cld B it snis o7z, £/,
W NDIEEZ OV T O RABEE OB LN~ T-, (B3, 14, 25)

AFRBRIZIS\ VT 60/50 ppm $3% 5-BHTFET, T 5 DM - 2 L hb,
NOAEL /% 30 ppm (5.1 mg/kg RE/HITHY) &F 2 bz, BOAMTRD b
N7z,

(3) 2 ERIEMEHEISAEHERER (Y )

Z v~ (SD #%. MEHES 65 ILRE) ZAW=EF T 7 F o0 2 ERTRERS (R
JEFEL LCO0, 15, 60 X% 120 ppm (0. 0.8, 3.2 Xi¥% 9.8 mg/kg AH/HITHY)) 12X
DGR S ANEDF AR e < 7e, PURPHLE 8 %, 120 ppm 58 THET
N L7272, #5484 100 ppm (5.1 mg/kg AR/ HITAEY) ([CRIU7Z (U TFAGER
[ZBWC 1120/100 ppm FEEE] L0 9,),

120/100 ppm #5-HEDME 4 BIH, F5-BilhE 1~8 I T ITZEHSLALE STz,

—CIRAETIX, 120/100 ppm & 5-HETHTEAL, HREL. 28, BBl JRIC K D9E
DVEN L OSSN AIELN R 2 BSOS A BTz, # 55 % 100 ppm (2B U= & 2 A,
IIHOFTRITIEA L, o GHETIE. D0 emtEMEmEo b ho Tz,
120/100 ppm B 5HEDOMET, Fe 5841 U 5 LRI RERHC L THREZRAEOK I
HONTN, BHEEEZW U T% TSR LRk CTH - 7=,

2 ME OB GHE T H O MIFHIRAE, R LR L QYRR IO TR TR
D ORI Tz, IRBMPRRE T b GHHICA ERITRIEA bR o T2,

B T REC I 1T DI M OV ERFH AR RO ClId B gt a7z, £/,
W ILOIEBEAZ DWW T HIEME O A Do Tz, (B3, 14, 25)

AFRERIZIBNT, 120/100 ppm $HGHETE G- &A1 U 5 LIRS AL DOm0,
REOEK FNRA LN, HEEZHUETIIINSOFRIZEE LI-Z &b,
NOAEL (% 100 ppm (5.1 mg/kg (AE/HIZHHY) && 2 bivlz, BORAMETERD b/
N7z,

7. EERAESMHRER
(1) 1 HREESHHER (Tv )

F v b (SD . MR 25 IUEE) ZAW-EX LT 7 F o OIS (RETHEE &
LTCO0, 25, 50 X/% 125 ppm (0, 1.8, 3.9 X% 9.8 mg/kg A/ HIZFIY)) (2L D 11
RAGEFENERBR (2 MR N PHRBRE LTSNz, WEE2Am 9 BRI
Fra VAIEAR L ORI R 208 U T, Fo JECBI LTI, IREHIRE A 0, 5, 10 KO
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15ppm (0, 0.4, 0.8 TN 1.1 mg/kg RE/HIZFEY) (2P U TIRERIZ SN L7z,

Fia VIATHR « 22U, 125 ppm & GHETIE, BEMYOKRERIIH], AFE SO
WD K OFEEE B D BEIND I S A, 2 TD Fra ZEFRDNEIL 0~4 HIZHE LT LTz, 256 &
V50 ppm HGHETITBEMN A ERZEIIA LT, RER, 2R, R L O
PEVIENL, RRREL RS Ch o723, 2T Fr EA3, R IzseT Lz,

Fup VR « Se3LiR s, #5828 U =% ofE ik, AEERITRO 5T,
SRR K OVEIREU S & 3BT 72 o T2, 10 ppm REHETIE, 231 4~21 HOLEW)
(ZEFROIL T RA DL, 15 ppm #5RETIE, #2704, 7. 14 X' 21 HO W& O
PIREDNED U 353300~14 H K0 14~21 H O IR OALFRIHREE L 0 K> 7=,
5 ppm GEETIIEEMIIC T D BRSO LR o T, HEREOBEMW K O Fip 12
DERCIIABEREIIA LN 2D Tz, (B3, 25)

ARBRIZE T B AESEFEEIC k95 NOAEL 1%, 5 ppm (0.4 mg/kg AR/ HIZHHY) &
Ez b,

(2) SHARLTESHHR (Tv k)

7w kb (SD %, WS 25 VLR ZHW-EX T 7 F o ORHRE (RATRE &
LTO0, 1. 2. 5 X% 10 ppm (0, 0.07, 0.15, 0.41 X% 0.83 mg/kg AE/ H IZFH4))
2L 5 3 AR (2 B/ AdlEatEakBRs Sdht S vtz AQELRR G- HAMIL 70 B & L
7oo Fio MO Fop B 2 HEAE 2SI TR L T, IRIMEARZ1G25 & & 12, Fi, Foo XN Fap H)
WMEIEL IR L CHIR L, 2o oihoisEiligsas CHREMIOATHES, TEREKLD
PIIRAIRZER) (DU T B AR P AOR A 2 530 L 72,

BEWTIX, WTHOH P, FIAOF) [ZBWTH, mUWVIETERITERD HAv7en
o7, 1. 2 KOS ppm HERETIL, iR, B, ERAK ORI ORE) OREZL
b, BIHEGRE I RRICEE L CAEREITED b -T2, 10 ppm H5RETIE,
RBLAT (F2) . AR OB O (F1 L O Fo) OREARE OB 728 23 B 47z,

WEW I, 1, 2 XTS5 ppm EGREOVRTE, MR OVESFRIZ, It L [F% T
bolz, 10 ppm HGHETIL, AFROAERIK T2, Fra A TA% 0~21 HIZ, Falf
TH% 0~4 HIZH BT,

BlE (P, F1 KO Fo) KO@ERENZIREY (Fi. Fan KO Fa) OFR TlIR G
(2B U7 522 3 A BT, AR & OVEIAEFERR (primary and secondary sex organs)
DIREAHRR PRI W T O BFIIA bR o T, (B3, 25)

SANBUFEEFCIX, WEMWOALFROIKR NIIE =T — & OfRPINTH V. HEKFME
Z7eho T EE LTS (BIR25) 25, SD 7 v &z 1 AT ERER (1.
7. ()] TH, 10ppm (0.8 mg/kg RE/HIZAHY) LLEFGRACFERROPT ARG SLIT
WBZ LD, AEEATIHH@EME AR L, Lizho T, AEERIE, ARBRICKH
T, 10 ppm #HEGHEOREBEN) K OB, EIETURE DR S OV EFZROIK I
FHNT=Z LD, BEW O OAFEENEIC %5 NOAEL % 5 ppm (0.41
mg/kg (KH/ HIZAEY) EEE LT
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(3) RESMHHER (¥IX)

1T~ 7 A (CF-1 5%, 30 PU/ED) IZEX T 7 T2 4R 6~15 HIZHRH#E 185 (0,

1. 5 3 X% 8 mg/kg R/ H ., FAEL . =—29l) L7, 8 mg/kg R/ HBGREDIEL =R
ootz BID 2 BHZEX T 7 T U a2k O &S (0 X% 6 mg/kg (KE/H)
Lto

FEM) Tk, BEERAERED 6 mg/kg R/ H UL FRGHAZIBWOCOLRE I,
8 mg/kg REE/ H &% 5HETIL, 30 FilF 14 BIAMRREAAOME (REMEK T, EEISGH (ataxia)
K OWERAE: (bradypnea)) % % L7213 Lz, 7=, BEIEOK 2L KE
NGRSO BT, TR, Z ORI 2R DA I FE M SR o
7, 6 mg/kg M@/HTQ@%‘T %, 30 1§J W 4 Bl FEE SUFZERBEALE S iz, REE O
REE TR 6~9 HIZ ICHEBERMR T2/ L, iR 9 LUV 10 HIZB W TIHEEED
HEIAK T3R80 %fmlo

JRIETIL, HEHEROAEZEINA 3 mg/kg (AH/H UL FFRGRTHE S, 3 KO
6 mg/kg (RE/ H &5 TENEN 53.5% KN 96.9% T~ 7=, 1.5 mglkg R/ H & HHE
&Uﬁ%’ﬁi“( ITENEN T.2% KN 6.3% Th o7z, w7 L L TRETES (manubrium
fused) . H#FHEZA! (cleft palate) EXA Bz, BIEHHS (manubrium fused) %% L
f_ﬂﬁﬁ@ﬁit@tﬁﬁu ¥ 6 mg/kg (AH/HIERGHHIBWTOHAZE BT (3% L 0% Gf
FERE), D& OHBRT, %F %’Ei&()\ 1.5 mg/kg (AHE/HEHRETIX, ZNEhbod 0
0.7~1.2% &N 2.8% ThH-7=DIZxf L, 3 XN 6 mgkg (KE/HEGHETIE, ENZi
47 7%&0“ 95.9% & A EICHEM L=, 3 &6 mgke (KE/HERGHTIE, O&EFTOEL

4 (skull palate incompletely ossified) % 2T DRIEOEIENEEIZHEML, ThE
zh 49.1% K% 11 95.2% CTdh > 7=, 1.5 mg/kg (KH/ H HHHECIXA BAEITHE S oo T,

(&M 10, 26)

AFRBRIZIBN T, 6 mg/kg (K H LA G HEOREMW) BT E X ORE O T80
b= e, REMWxd 5 NOAEL 13 3 mg/kg fAH/H., 3 mg/kg {8/ H LA F#%
HEORBYICATZHBEROEINN RO b2 &b, R % NOAEL X 1.5
mg/kg (AEH/H £ &2 BT,

(4) ESHHR (v M)

RS~ & (SD %, 25 VUEE) ZHAW-EX 77 FromfRniEs (0. 2.5, 5.
10 3UF 12 mglkg (AH/H, = — 1) (X 28BN FE sz, &5 2 IR 6~
16 HIAT> 7,

BEWIClI, SEEHIEAR SR -7203, 12 mglkeg AR/ BRGEET, JRICK DHE
T5Y R OMILREAEHL L7z, 10 mglkg RE/H UL FRGRETIX, REMYOIKEOA E 72
DR OB E DO A BTz, ZIH OB ClIE, #5%OMM ik 16~20 H)
(2, EEE L OMKEOR EREINNA SN0, R FEEETHIE L TH, xS
b L’C%ﬁ“‘ﬁiéciﬁ&b EEThoT,

FRVETIE, 10 mglkg R/ H DL ERGHET, DER, BRWE. EO B EReED
Ay EM);E: = HOMRRBOFERENR AL, (B3, 17, 25)

A BRIZI1T 5 NOAEL 3., RE) M OB YEIZx LT 5 mg/kg (RHi/H & & % BT,
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TR TEMEIIRED Do Tz,

(5) HESMHHR (V9H)

R ¥ (Hra:(NDFE, 18 IU/EE) 2 HAW=EX 7 7 Frommmltnies (0, 1,
5 X1% 10 mgkg REH/H, & 2—l) (K28 ERPEmRI N, KGZIEE 7~
19 HIZHEM L7,

FEMW Cl, SR E OBGIZ X DETEHIITA SR - 7203, *HHREED 1 51T 10
mg/kg NE/HFEGHEO 1 H175, R O G-OHSOFRFIET Lz, 1 mgkg KRHE/H
P HRED 2 51 KON 10 malkg REE/ B 5RHE0 1 BIASRERIRE P ICHREE L7223, STk
BB L TR Z o722 13B 2 6T, BAESEITY T — X DN TH o7,

5 mg/kg R/ H UL & GREOREM) T, H 2B E O 20 5 RERD A
FEEL U T2, SR GEEOMIREIX, XTIREE L R CTh o 7o, HIREE & bl LT, 315
BERENT D8 BIT A DRI -T2,

FRIECIE, R, B VAE OWELIZBRECRE Ch o 72, XTIREE L it L,
WTFNOREHETS, #h. PR OB ST OFAER TN Doz, (B
MR 3, 17, 25)

AFRERIZBN T, 5 mg/kg (K5 H LA EREGRRTEATE ORI % F 5 (RERD DA B 1
722 b, REMICHT S NOAEL 1% 1 me/kg (A5/H, JRIEIZKkd % NOAEL I35
EHED 10 mgkg (AE/H L5 2 bz, EFREITRO bvehoT,

(6) FHESMHHR (1 X)

KGRI DL BB O E LT, IR LA X (B —Z/VHE, 24 VURE) OERE
12 BB 42 BETITbhZY . BX T 7 F U2 0s (9 pgke (KE/H (HF
HED 3FR) L,

ITRRGRI BT A DT, BEGRED O N B B I A Do T, (B
3, 25)

(7) AESHHR (X)) <BEBET—45>

MR O ENERO—BE LT, A X (BE—27 0V, BER #E) Z2Hvizexy
77 F O AHEE (9 pgkg (RE/Rl, 30 AR 18] 4 7~H e 5) w8 Fhi S
iz, FROE, FIHRE) R OBSERGHI BT A T, FIRR KL OYR B R AR
(CBWTAHEREIIRED bhnoTe, B 3)

(8) HE=MHER (F) <BBET—42>
MEAHZEXR VT 7 T U2 TS (0.6 mgkg (RHE) L7okER, G 2R3
PEON, BEIEIZRL. HEINEE U TIRA~ OB IZED Givie o7, (B 3)

AR LT F o2 THS (0.6 mgkg RE GEEHAED 3 (58) LIk,
- ORBEIIRD LR o T2, FROEITIERE TH Y | KL ORROMZ OR R
EF¥Thotlz, BFEARLER Tholz, (B 3)
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(9) RESHHER ) <BBT—F>

IERA (1835 BH) A FHIWT, MHEDH 1. 5 2 U3 3 =i, =X 77 F 0%
HRIEZ &5 (0.6 mgkg (KE HESHAEAERED 358) LR, AEZEITIRO L
NnNigmoi=, (B 3)

IR (15 8H) 2 HWC, ERREFRRIC, BX 27 7 F o2 a5 (0.2 mglkg
RHE) L7HoRBRICBW T O A TR b o7, (BH3)

(10) REFHAR (F) <BEBT—4E>
= (20 5H/RE) % AW C IHEO R ERICE 57 7 F o 2 HE F#5- (0.4 mg/kg
K (RRAED 258) LR, R ICEIIEZRD bnihoTz, (B 3)

(11) RESHHR (B) <BFBT—4>
STIRIS 2 VT, IR R 2 84 T i DRk 2 7o C, BEX T 7 F U B %
O$eh (1.2 mg/kg (RE/R] GEEARED 3 f58) LR, MMRNREICZEIGED b
minolz, (ZH3)

8. WAMER
(1) 1. 3RV E=HRE5558 (&)

Ao (T U AR, 10~12 D Allin, EEER OMER 2 B OB G RAREIC
HoT, 0.5%EXTT 7 F U8k 3 HREIART A &G (BB (0 mgkg {KE/H), 1
f28 (0.5 mg/kg RHE/H), 358 (1.5 mg/kg AE/H) X 5 58 (2.5 mg/ke (KH/H))
L. BSPR & O B AR A 2 2 51 L 72,

—ERAETIX, 3 KON 5 (FEHR RO 1 FNEONTHHREE 2 61T, WIER G4 Ikt
DEEDIENNA BT, IR GZITHE Y . 1 KRR L7z, SHREED 1 FloA
T, &5 2 KON 3 HZIC LIRS bz, 1 B 2 [BIOBETIE, BEUM
IR T REERE I AL N0 o T,

BEEEL, BRIV T, BEHHIZETA DN -T2,

UK TR IR 2R CRECTH o T,

MR AR S MR A PRI Tl BGRTR OB 554 ORAEEI A RICE
B BMUIEA BN D> T2,

PRESE B ORI i, R GCEE L7253 S o Tz,

et - 20~22 BRI 2B 25 Ui, SCId, BeG- 2B U 7= I3 A b7,
FIRRIEFIZ 5 [EEIR SR OTIBRECRIZR L7 41 O3 D (FEIEERR 2T RE
L0 Tl JREREEE bI A b N o Tz, (B 14)

(2) 5, 10 RV 25 fEERGSHER ()
A (7 AR, 12 A, BEER QWSS 1 BE) DS HIGRIRETE TD
FHRIIR > T, 0.5%EFX 7 7 F U URE AR T A 45 (5 558 (2.5 mgkg &
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H/H)% 5 HIf. 10 5% (5.0 mg/kg KHE/H)% 2 HEIXIX 25 58 (12.5 mg/kg {KH)
ZHE) L, BRAR L OYRBRRARR AR 2 5N U7z, ST IR A e G- LTz,

—fCIRAETIE, 10 T 25 f5 B 5 TG IR E DOIR O FInA b ATz,
WIEHE 54212 5 (5B 5RED 2 Bl TR E OFREN A HTZAS, B 5 1 RFRLIN
(2O UTe, $5B0A 3 H OBGA2IC 5 (&K GHED 1 5] CHFUNREE OMER OIS A
STz, BEOFEHETIE S 1 BRI LANICIE R BICmiE L, A& 514% 7~14 B O#I%
AR BT L D DIMMOFB I 52 Do T, B B ORI & 7= 97T FL
BRI 218 U CAR bR T2,

EEERIL, 2flchW GaE BEORPAN TH -7,

REIL, 2L bR OHMECEB L TEML,

MRFHIRRE N QMR A LR Tk, ERAREFE AL -o T,

PRERA B ORI Tl R G5CEE L7253 S o1z,

TR L O AR IR Gl Al 5 7 BRRICARE 1 P25 LT, 780 O
IR 14 BIRICEIR LT, SIRIRHC B G0 B U 72 Bt 2 e 3~ 2 A8 1 3
HIVT, FIRFACEIEE LT 41 ORe HHFk (FEER 2 TaR&E L) TiL, =
A T DIREARR TRV IT A Do T, (B 14)

(3) 2 RU 5 BEHREHER (F)

ETIE, WREHAED 2 35 5% (FnEh 0.4 XL 1.0 mgkg (AE) ##&0 (KL
VF) HH LRI, AEERIRA DN -T2, EIZEBIT5 NOEL 1, E &5
TiX 2.0 mgkg (AHE (EEHAED 101%) Th-olz, ZHLY LEHEOEEGIZE VIR
U, 2R, IR, =L ONEBANE Z 7=, (B 3)

9. ZTOfhDHAER
(1) RE—XRIEMEER
UHX (NZW ) % 7z 72 R RS  E S, X2 T 7 T D&%
BRI L0 P JERRE DR DI NI DT T Z e o T2, (B8, 17)

(2) BR—XRIEEEAER

THX (NZW Ff) 2 AW IRRS BN i S iz, BT 7 F o e fbgEN
[T (0.1 gL L7ema. FEEOIRFRERD GO b, BRI, &5 48~72
R ICHIE L=, (B3, 17)

EB (7 AR, 10~12 2>Hilin, 3 B GHEL DN 1 3/ HE) R (FH
# (lower fornix)) I[ZEF 5 7 F 2D 0.5%HR 7 A L HH % 4R (0.25, 0.5 X1 1 mL)
L. R7 A RO BRI L DRHENTIR O, SHRERICI A B R K %
LAY,

ATOFTHRIBENIZEF T 7 F UL, RICE D #ONTRES L, &5 1 RF#%
FCIZIRO T HBEPRIEICA BTz, SR 1 REZICIE, IROBFITA LN -7, W
ThokbE, WTIORERIZBW T HIRORIETA LR -T2, (B 14)
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(3) RIERAEMER

ELEY b (= U—F, 1) ZRAWTEEX T 7 T ORERAENERERD Buehler
EIC &0 FE i S TGS, RERAEDGHUIA b o7z, B L 1-7 e
2,4~V = ha_XB T, PREINZGERICH RS, (B 3)

10. —HREIEER

HEHED B REEARBRCIE, TX VT 7 FUIA A 7 F o L RIEOBEF T, t-
TTFN-ET T BRARATFAR— NDT > N OREEBREAR~ORES 2Rt LT, Bl
HEACIL. EX LTI F NI N= R T B RADT v N OIMEEA~DFE S 2T LT,
THHDRERMNS, TR VT I FUNA LA T F o L RREOREF T GABA-A Z &K
IEEER T 2 EARIB SN, Fi2, A FERICRHT AIEAEFICE ST L0
EEZ BN, L, AUV AT F ATEBOERET 2> Z L mbiu Ty,
EXTT VT UCHYTUIE L AREETEWE B bND, (BH3)

XTI T OIEITFHNERN S A7 V) —= ZTRBRIC K DB,
EBXTT 7T UL, EHENEME, M, OHAECUIEREN b AR KT X T, Fim,
EARIMERZPRIN G S o T,

B SEIRE OTIV G IR A I L=, Zhbidhie 22 I AR XIH = Y
ERIC L0 BB S D R OTER Tld o7,

F7o. BAE Y MO T EEER 2 TIE LT, (B 3)

11. EMZIBTHHR

TV AT TR, BRBRCHTE B IR RO R A T D, & OVERIBEEI
HEFFHEEN DI TIr BN DIRE MO 7V 2 2 B Cl A A v F v FUHER L
T, Cl OfEHEMEEZ IS, #RSHE-CH RO 2 oMms T D LB X5
NTW5, £7-. GABA AR ) 7 REEEAL Cl F v xL & AT %5, GABA
RFFIRITIBNT S FER AR O AR iZE TH 0 . IFHIHD GABA
B CL F v 2L & b BAME RN OO ET 5 EEZ BN TWS, (BB 5,27,
28)

B RT T 47 (18~45 5%, 5~6 L4/ I[TEX T 7 FraHERRO#KEE (0
(7R, 3,9, 18 XiX36mg/t ) L. t MIBITHLeM, MRSy ERE
MR BT, 9 LT 36 mg BGHITIE, MRRIE TR E T & IRV OB EOER
BT ET D80 2 AR T, oIk cR G S,

LZEMEFHMETIL, X FT 7 F 37T vR & L THRGEAHINT 5 & —FY
TR R NP EE O PRCROA E RS (XX, R, BIRE) ORAERN DT
L T To iy, — RS EZ R T, ARMERBRETHL I EWRBINT, EX VTV
F L DOIMBENRETIE, Tue 23T LT- R EEOFMEN THEICHEILEL Z2o7- (Y
20.2~35.1 H),
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9 KU 36 mg OFGETIE, MR LT, @iENOEEUZ XY | Tnax OIEELE
MOAUC OF BRI RSN, LD L, Cuax D EFIIH BTz, (B 29)

— Wt LSRG ORI TEEUE O/ B (27 4ME ISEX T 7 F o 2 A
BOfh (8 mg/t k) L. EXF 7 F L ORI KT ENENT B O R T~
BT,

Moy U7 SR M O EN Oi1  8A UT- g OB BT A — X &3 28 (TR
L7z, ElEIOFBREZERE UI-EE Tl Crnax 1E 34%HM L, Tmax 1%, 5.3+£2.1 K
W& 72> TRIEE R Lz, AUC 13X 44% ML, BT O54iERE (VAJ/F) 1% 40%)
L. BOEERORNTOEE 7 VT F A (CLF) 13 35%d Lz, TiellhERE
BIFA BRIl ZHOOEENL, BFEL EHICEX TV F U ahb LIckoE
WFRORIFSROEEIN & —E LTz,

A ZNAA 2 BRSO LERIC, BRMIICERDH 2 B0ITRD B>
7=, (ZH30)

# 28 EFEBMECRITA2EX YT 7 F U OREBRO#KS (8 mg) %D
BARMEIRE R T A — X

Crmax Tmax T AUC CL/F VA/F
(ng/mL) (h) (h) (ng-h/mL) (L/h) L)

by 58.9+12.5 | 3.7£1.5 | 784347 |3,387+1,328| 2.76+1.28 |2,829+1,267

EIEEAE | 79.1126.3% | 5.3+2.1% | 700307 [4,885+1,483*| 1.78+0.54% | 1,708+ 724*

*: p<0.05

HpE. 5 AL EO&ME (12 44, 28~38 i, RE Y 64.0 kg) (CEXF LT 7 F v
ZHEREAES (8mg/t M) L., WHLF OEEEZR ZMEICI81T 5 3ENRED ST~ H T,
PG JAEAER A2 B DB EUR (AT O,

MAET PR 4,18 1.59 FER%IC Cmax (2L (87125 ng/mL). Tield 832321
R, AUC 1% 4,046+1,796 ng - h/mL T -7z, FitHizid, %580 0.701+0.299%
DS S, HoaBE T 0.056 £0.024 mg Td> - 72, it ~DOHe P EANMAE 5 ke
DA ETHERESNERIIRIN S NS IGET D & ILEDORE 1 kg 4720 DE
B30 0.011 mg & 720, it Z 0 L7 i~ o2 8Z 8%, REEORE 1 kg 24720
DORRAE (£ 0.125 mgkg (K5E) @ 10450 1 K (11 8.8%) Th -7,

TG 8~90 H %O EHEGEM RO 12 FilHh 9 Billcisn T, FEAHR 512B
HLARWNWEEZ SN EFSNWE SNz, &b EHEEICRE Sh-AEFS0T.
RO (4 #)), WHEEm (2 Fl). Sk, UA LV AEREER KO A L AV F5GE
JBYYE 2 ) THoiz, (B 31)

EFEXTTIFUERUYIuY AT I T N THDLANNATF AL B M

EdAh L LT SR TS, (B 32) A ~VL AT F U ORKR TR b afERIE
LA ENFERLEEET L LD TH -7z, (BH28) ZHEMICBIT 234D b D
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IZOWTORWERIZRD TEEDOFGRFCOLED Hiv, WElR, JEIIA, SiEsod
AR TH o7, (SR 5, 27, 28) ZiULH OHRARYEIRIL. 1FHEW O GABA
B Cl F v X V~DERIC L 2 b D EHEI S D, (B3R 33)

12, PHEZUINGBETRILAYFUHEOEEEFEIZDNT
P-KiE& R 7 I . INEEAIINAS 2213 U4 DFRRICTAE L. SR A RE
FHE RN SR A~PEE T2 Z 3BT D, P-BEZ LR 7 I Ko Tk
SNDFEEORFEMEIIIAME T2V, ITFERE OB OIREERICBIT AT A 7 F
RA IR T T NS T2 T YL A7 F U LD TR O mEs 1 & P-pEH
R B OFRBE R OREREMENE S L TWA Z ERALMICEINTE =, (B[ 33)
KEWIREIZI T D P-HES o "7 B 7 XU BUCBE T 2 A A L FICE LT,

(1) CF-1Y¥DXR

CF-1 v~V ADFFEDar=—%, T/3A 7 F N L5 PR E DS PEA B
ZEDHBINTWED, ZORFED I =— X P /7B E KB LTS (abebla
(1) ZERHLMNIENTZ, (B33, 34)

CF-1 ~v A (MEHE) (2T 32X 7 F 2 XIA IV A 7 F 2 ORRERIR (A =~ i)
Z HEGREFE O 5 (0.2~0.8 mg/kg (RH) L., FAEEO TR & @RS ERE L Y
IRESMEREIC B L, ENENORE R, PHELY /7 H OB EE IOV TR L
7=

R ERE T, ML KON D PR L R ENRELTEBY, TR T F
KD M H L OWRN~OZEFERHININT D720, TV A 7 FUHAIC L0 3% S D ik
PEIZK U CIER I MV VESE 2 n T, HIREESE (Pstl KON BamH 1) Z MW H-H
Ty MEIZEY ., abebiElG A RT~— B —1X, BERESEVERE Tl (RS C
I, HHXUIH-THH Z EPRST,

BHARIC LY | v~ — I —OBEEEORENE L NREOERMEZF 2L 2 A, Z
DOBEIEITEE DA T NVOIERNZHES T D Z LAV LT,

Lankas & (1997) O#&5 L USROG GEAIZ LD . @RS TIE, FIZ abebla
DIFEBLT D VHLE O T D P-HEZ /X7 DRI L TUVeds, abeblb &N abebd 738
B 7RRIESONTIEEE T P-FEZ LR BORBUTIEFR 2 L-LTh o7 Z &b
PRI DT~V A 7 F RUTHT DRGEMENL abebla B FIZIRE SN D 2 & AVR
e X7,

RPN D P2 o R 7 B OB B A T AU L TR Y Bia AUk 7L 2
7 F UM OMREEDORZ M B IRET D, abebl ()R BEEMERE L, -
abchl (41-) TliX abebl (++) L0 & PP LT BBV, abebl (++) L LK
L CHRpRRR (CNS) DRSNS L E X bivz, (B 35)
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(2) SDZv hk

SD Z v I (dEiEMfE 36 DT, FEARARME 4 VT) 2 FH 2 P-BE S o /X7 B8 B akiings
S S A7,

TEHR 20 H OUEGRHE 4 ()2 ZZ255E0E U, SR O IE O VRERESS 1 Bk & OV
IEHaELE L CERRRENZ, B OW T, B bR S, TR 2 6175
3T E OBPERIE Uiz,

T ) OIFMRIMENT E AR S, A1 2~20 H OFTVER OB 253550k & L CERER
iz,

IR 20 HOREMCIEL, 5. IR OZERC P-HE & o7 B OB HER STz,
FESFIRMED 5 Tl P-BE 2 L X B3t S o7z,

FRVE B AR Cld, 225 T O P-BEZ o X 7 DOFHUTA% 8 H £ T LR o T,
A% 8 H T%E@%%;@én LIt BN BLED NS L7228, 474 20 HIZRWThH,
FRENEI L ARZEIGIC BT AR BB D W E B2 Bz, ICiE. Bl 20 Bs4d
#% 20 HE CWTNORTH PHEY > X7 HOIBINTRD HILTZA, @MW) TO3
BEA 100% 95 &, A% 11 HUETTIZ 10%LL FTH Y . A% 14 H T 19.1%. B
T 5% 20 HTIE 89.0% & HERIZLES T P-FEY L X7 B OHEMIGRD bz, (B
36)

(3) 141X
a2 U —ROBFEOIHREEMIL., A UL X 7 F N L5 AR ED B D E N 2
ENH BTV, ZOHRERIZIX P-HEX LRV B % a2 — N3 5 abebl Bin 1D 4
RSO RENH D Z ENH LN STz, (B33, 37)

(4) EF
b MZEBWTHHEA D abebl Bl -OZRNMOLTEY . WL ODDOBEE N
ABCB1 ORBEIZHKEL 52, HETHHIYAF L o7 =XV 72TV ORO#%
BACBIT 2 MR EICET 5 Z EhfE SN TW5, (B 27, 38, 39) ZD9H
¥ 8435 L L 2677 (ML O—HFEZA (SNP) & ABCB1 O3¢Hl&E, FEAENE & ORSEMEIC
DWTIIHE 2 OEE DT TO DD, FERITO06RE L TV D, il ZIE, 3435 fnlzD
WL, C3435T2HEICH1T 5 ABCBL ORBIEAK FSE D LT 2HMENH DN
(M 38), M E-LDwEbH D, (B39 FRRICHT 2 REEICD
WIS 2o Te LEE STV 5, (BH40) 2677 (L2 DUV TIE G2677T3H33E
WHEIRE I 2N S/ 5 L SN TWD, —F, IRERICBIT 28 EITOCKR T T 5
LHEIN WD, (B33, 40)

2 3435 (LD C D T ~DEER, 73 /i a— L TEBLT, PHiX 378 (ABCB1) ZDOHd
W2,

3 26TTED G 6 T ~DZER, ZHUTED, Ala 725 Ser ~D I A AZEHENEZ 5 Z LG,
FEREMED L HE ST D,
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b FORATIE, MEMME, I, BhE WE. BIE &R ONREIZ PRS2 o7 8
FHLL, Z< OEERLOERNIE TEEREHZH-TEY | IBETIIAT e A kL
FELVOEREICHBES LTS I ERMBNTWD, (B 41.42) Fiz, EifROEM
JRIZHRBLL, 2 OGA TR Z TN O TFo TN EBEZX LTS, (B 43) 4T
PRI, AERATENC IR OB R E R AR P-FE & o 7 BBl L, IR AR
LCW5, (BHE42, 44) HERTPEIGIIRIEOM, Bk, IR, 8%, 06 OiEEC
P-¥E% /3 27'E 0 mRNA 238BLL, ZOREIIREOME S &I L, HAZITRK
ANHZEL CGROOND, (B 41.45~48) F7-. HOMATIE, MBEVIIC P-
Wi 5 22X T DMAIMEE O APfE B S OIK =R 5 i =8 T OFPRS R RiBISAa I 2R EL L
o ELHDH, (B 43)

2B BED L Z A, B MTRBWT PHEX L/ B ORI RIBITHEIN 2% B 72 1=
I EOFMETHE STV, (B 36)

13. PHEAVINIBEEEX D TIFUOOEHFEIZDONT
(1) PHEIUNIBEEX T F UHRROBRZRIZONT
® o - HEtt

~ A (FVB ROBFAER KO PYES 2737 BRABR (abeblab (1)) (2, M
BIRDTSNA T FUHSHI AV ALF 2 2T ) AT FURPEF LTI F
V) EERIRN. B R SUTERE DG (% 0.2 mglkg RE) L. SAIOMEE, ik
AR PR 2 HPLC (2 X 0 lE Lz, F7o, EMIRNIEEALIC in situETRET V&
FHWTMEOEM D 7 V7 7 o ZMEZRIE LT,

BRI OIYERE/RT A — R &Fe 29 |TR LT, KR~ A TlE, AL ATF
KO T ) 27 F OO 5%0 AUC BEZICEIN (@4AROZNEN 1.5 &
U383 1% LI, XTI F o TIIEB A LN o T, AR~ T 2 LR
W27 ADAEMFHIFIFHZROIE, A~V RA T F U RO T Y ) AT F o TENEN
1.7 KO 1.9 T, KIS~ T BT DFHBOEEMP RSN, XTI F
TIE 11 BIREBEB RSN o T, AN A T TF U RO T Y ) AT F o OifE
POBEIE PHES L BORBEZT DNER LT 7 F AT BEZ T RN &
DINE STz,

BT~ o 2 ORI~ O ZAD/NGOEN D 7 ) T 7 o AMEDOEFOHIE, A
SR T F RO T Y ) AT F U TENEN 1 K43 T, &EHIZ P 3
BIRAAEOREE AT L THNICHRtE SN D3, EX T 7 F 0 TlT LT & PoEZ
PR BNHRAE LT & T 2 8RNI 72N 2 L VR E T,

e 2 J O 24 W% OAFI O AT K O 23 30 IR L7z, 3 AL BN
FFUEDN. #2524 BERAZ DT Y ) A 7 F o ORPIEEE TEF AR~ 7 2 K OV
YU EBITHREITE T,

B b 2 RE2 231 DB AT~ 7 2 O e i H e Ll o= 2 KR~ 7 2 D if

4 PWEX RV E R a— N9 5 abeblaiBin - MO abeb1biBin 1% KIE LT R (2R 49)
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MBI, X T 7 F o TlIho 2 KL 0 IR (L ~L A T F U T
TV I)ATF LTI MR 2L I LR T/ F o TiL b)), PhEX L I EIZX D
NS OHEH T D 72N Z LR ENT-, (B 49)

# 29 BT~ A KONPHES LRI BRI~ T BT HA VA T F
TFY ) ATFUROEX LTI F OO (oral) ITEIRN Gv) 5
(0.2 mg/kg IKE) % OIEWENEE T A —X

e . AUC;, 2 AUCqa1 2 MRTb Fe
JH S Sinl] d
FAEETR o L) (ng-h/mL) (h) ) | I
A YL A | PR 11 533.4£108.7 | 711.7%£305.0 18.7+4.7 46 17
JFv | RIEM | 1,489.91282.0 | 1,140.7+225.5% | 22.8+3.1 76 '
=Y /| BpAER | 2,183.3+£575.4 | 777.5+192.1 10.9+2.6 35 19
AU F | RIEH | 3,2364534.2%*% | 2,123.4230.2**F | 23.3%+7.1 65 ’
X7 | BAR | 1,680.6+29.9 643.7+47.5 54.2+16.6 38 11
JFv | KIER | 1,544.2%+131.5| 663.8£128.9 69.5+10.4 43 :
n=6~11
*: p<0.01 **: p<0.001 (Wb AR C)
a : 5% 0~24 B BB H S 7= SRR — Rr R T s
b : #5144 0~48 BN B R H S 3U7- 88 O 545 O - RE R
¢ : RABFOAEMFHIFIAER F= (AUCoral/AUCyw) X100
d: FH =F g | F apem

# 30 WA~ ZRONPWES R ERIEMN~ T BT AHA VAT T
T ) AT F U ROEFR T I F U OR FERE (0.2 mgkg (K5 #%0
AR OV BEE ONT # DR EE o R~ 7 2 L B3Rl < 7 2D b

I AE PR Jibd R
A | EHETR (ng/mL) (ng/g) R fi
&5 2 IR |5 24 iR | &5 2 FfiIR | &5 24 IR
AL A | BRI | 89.9+11.9 30.0+9.0 2.7+1.3 2.4+1.0 o7
7F | R$EA | 50.7£20.1 27.0+22 | 384+13.7% | 64.7+9.1**
=7V | BRI | 2269+42 10.9£4.0 1.0+0.1 0.1+0.0 91
A7 F | KREERL | 172.9143.3 |158.027.4%*| 16.4+4.1%% | 29.7+12.1%*
EXT | BpAA 47.4+5.9 28.2+8.1 3.9+3.9 6.0t5.2 5
JF | REA | 45.7+7.6 40.1+10.9 15.7+2.5% | 65.7+23.6*
*:p<0.01 **: p<0.001 (WP b BRI L TO) =
a: KA = Uibdrhy e/ i e R i (9@5@] [ DR B i AR A @Tﬂ-j;i_l):l
@ ERMRUMMER

~ 7 A (FVB ZROBFAT KON P-KE & o 7 BT (abeblab (7). 2~8 PL/EE)
IZA NN AT F U XTETX VT 7T ORBEIR AL . DMSO) %2 Tieh (Z2n%
#10.11~2.0 11 0.23~12.9 umol/kg 1AH) L, BMHEOFTIUOW TG LT,

KR~ T AZBITDHA XNV AT F U ROFEX T 7 F D LDso lEENZ41 0.46
J 2.3 pmol/kg (RKE T o7z, EX T 7 F MR PR MK, A ~L
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A7 F L0 RN~OBATIIRRE TH -7,

LDso |20V V2 # 5AZ I THIE STV EE IS, REIBA~ 0 2 R QP AR < 7 2|2
BWT, AUV A T F U TIEENEN 270 LT 210 pmollg THY . EXT 7 F
TIXFENEN 830 KT 740~1,380 pmol/g THoT-Z LMD, X T 7 F o Dtk
FEBUZNIA VAT F o 0 EWIRFRENAVLIETH S Z L BRI, (B 50)

7 v O GABAZFET ¥ RN D ar e L Wy 7= & 22— K L7z cDNA
EIEANLTET 7V 3 AT )V ORI Z AN TA NNV A7 F U R ONEF T 7
F O in vitrolZBTH GABA-A O AR & OFEHEAER % Heifig U7z,

AN ATFURPEXRTT 7 FUTEHIT GABA o7 v A7V v 7 IEHbE
THY., [OLEBE Lz, B /UREIIA -~V A7 F T 1.52+045, EX LT 7 F
T 0.341+0.56 Th-7= (p<0.001), GABA OIIEE LT=A ~IL X 7 F o K OEF
T F UKo THIEEZ SNDRKROEBIEHIZZN T 418.7£66.1% KT
257.4+40.6% CTH Y (p<0.05), AL AT F L DIFNIDOZFRMRIZBNTED
GABA fEf #8509 % Z LAVRENTZ, (B 50)

VUUEDZ LG, abebl BInTFZIEFIZHAT DB AR OEY K O abeb] Ein %K
HLTWDKREROBMNZIT DA VAT F U ROEFX VT 7 F 0 OMiEaEED
EE, NI 2EREOEWV LY GABA-A ZRIEE OFMBEMEROENZ LD
DEEZ B, (B 50)

® HHERVIEA

~ 7 Z (CF-1 ZOEARI R P-4 & 27 B /RAERY (abebla (1-)5) 1Z 3H (kA
YL A FURNT SH BT LT 7 F U AR &R s (e 0.2~0.45 KO
0.2~0.85 mg/kg RE) L. 5 4 KO8 24 B4 1 F1 K O HRRE RS 2 e A
voFb—varhyrAZ—itill (LSC) ICLVHIE L, £, v—F oy REEE
ZFHWTHITRRZ NS 2 &I L 0 RO EE L E &b L, h5-mE 0
FREEMHFEBLOBIR M O DIFIRIZ OV TR LT,

0.2 mg/kg (REZ B GRFOE G- 24 REHEE O I H M OV ORI R 2 2% 31
(R LT, K~ R8BI 5 A XNV AT F U ROEX T 7 T2 ORI DR
I F NI 100.8 KT 140.2 pmollg & EX 27 7 F L DIFnEn-o T, BER <
A3 B RIEH~ U A DOEAAEFIREITE X 0T 7 F U O EMED o T2,

KR~ 7 2B BT EFEIE & Ut ic o nW it £F T F
I%. 0.7 mg/kg (A5 (1.09 pmol/’kg) D#5-T, 0.35 mg/kg {AHE (0.4 umol/kg) DA
YL R G F UG L [FIRE O R LI 2 D, BXUT I F U O
PRIIA IR T F AT 275D 1 THDH I EIRENT,

ZDOZ EIE, TEAEMIOREEDIENINSEX VT I FUINA YL A T F AT L

5 P-fES Ny a— N3 % abebla o2 KIELT-RHE (BH51)
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T CNS ZHIEICBIT A FEEHMEIMEN IR OEANMENZ Sk D EEZ D
ni=, (ZM51)

# 31 AR ZANONP-Z 7 ERER~ T X ZBTHA VAT F L
EX LTI FOROFKE (0.2 mgke (K5) 1% DI OFRH#E T D
RS (pmol/g X mL) WONZKERI~ v A L BRI~ o X[ O

P AXYLA T F EXTTITF
’ By R tha By A R tha
JlES 1.5+0.2 100.8+26.2 | 67.4* 9.0+1.6 140.2+46.5 | 15.6*
JHF R 44.3+2.4 |286.3+112.2| 6.5* | 124.8+384 | 234.2+85.2 | 1.9%
iz 49.7+3.3 | 208.5+97.7 4.2 86.71t32.8 | 149.9+59.6 1.7
FER | 173.6+225 |1297.2+193.6| 1.7 105.1+28.4 | 218.3+88.0 | 2.1*
H 41.0+8.6 96.0+49.3 2.3 153.2+34.5 [242.6+1485| 1.6
ik 26.7+29 | 142.3+355 | 5.3*% 95.8+21.5 | 200.2+739 | 2.1%
JiE 11.8+0.3 57.9+15.1 4.9* 58.7+t13.6 | 105.1+36.5 | 1.8*%
=i} 24.6+2.2 97.9+58.9 4.0 96.9+25.0 | 149.3+74.1 1.5
A 1.9+0.5 10.7+4.7 5.5% 10.0+3.1 30.7£17.6 3.1%
N 14.7+2.6 85.9+26.6 5.8* 59.8+14.7 | 139.9+54.3 | 2.3%
fit 14.6+0.6 |144.1+101.9| 9.9 61.3+10.3 | 129.8+499 | 2.1%*
kTS 9.8+0.8 33.3+16.8 3.4 18.3+5.1 21.5+8.7 1.2

n=4 (f{~NATFTL), 6 (EFXFTT7FV)
*: p<0.05 (AR L T)
a: b = K$EM ) B4R

(2) EXLTOFUDEERINDE
D PHERUINHE

7w b (SD %) HKROIFHIEREEIRIC UC E#HTx 775 (5 umol/L) %R
L., _Z/3316 (10 pmol/L) DAFAE FROFEFAE FTHE L, K78 0, 1. 2, 4,
8. 24, 48 KON 72 Bt DHINDE X5 7 F o O DORFM OIS %2 LSC 12
L OHEL,

B:#% 24 Witg DT 3 IUFE FOFIBICEIT 52X 7 7 F 2 KO EERGH
. MESINED 47.55+3.62% %N 10.79+1.99% Th v . IEFE(E F TITFENEN
25.93+1.60% & N 7.17£0.74% CThH -7, Fl=, NT/3IVOFAE FCIL, B 24,
48 KON T2 1% ORI DE X5 7 F L OIEEITE ) > T T v S OATHIN TR
HENTFERBEWIL. 7 bOIFI 7 0y —2 &AW Tt S - RE

(C-29F /b RuXx AF G LRLCThHotz, TXTT 7 F 0 KOEEGH
o AUC 1L, XTI /3IVEE FCENET 67,36714,267 XY 9,840%1,540 ng-
h/mL. FEFE F T 51,073+1,605 %11 6,660+810 ng-h/mL THY, T/ )L1F
£ T ClabsE 28 U CHEICHEMm Lz,

6 PIARKRE, L& o E T A P 7 B OFEKFES IR L T iEch bz
EREIBILTWND, (BHE 52)
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PLEDZ Emn, RTRIVDNEEEIIAIC PAEZ LV EOREE & L TER L=
W, BTXTT I F D PHES XTI L AN ~DOPEE A THE LT & E 2 b,
(2P 52)

P-#ES LRI EEFELL T D b MGG SRR (Caco-2) K&UM X AR,
U8k (PBL) (2o —430-1237 (Rh-123) ZWSIILEEER L2, T30,
ARXNRATF v BT ATF U RO TT I F U DOIFE N L OFEFE FOMIIZE
(7% Rh-123 OHEHY - WINOFRAL A G2,

Caco-2 Ti&, Rh-123 IZHEHDOHMIEE LT, ~T /NI VOFAE F T, H5# 60
53% D Rh-123 OHEHED 63% Lic, A~V AT Fo | BT AT F U ROEF
T FUDFETTH T4%, 48% KN 62%I Lic, A ~IWNATF U RO T A7 T
> D ICs0 1%, FNZ40.10 XV 0.12 pmol/L TH V| 58717 PP > /X7 B EE
HZRLTED, EXT 7 F 2D 1Cs51% 10.0 umol/L &, ZFDOFLEERIZFH-> T,

Caco-2 |Z81T % 3H ik A~V A 7 F o SH iRk E 7 A 7 F 2 KOV 3H ke 3
T F L DRTRIVIEFHE PSRBT HPEHMIN ORI ENZN 7.7, 7.2 K 2.5
ThOH., WInb PhEY RV EOIEEEZ bive, XT/RINVOFETITBIT S
FeE3 2.7, 24 HOV1.3 £ 0 WTNHARNTIRIUZL Y HEIND Z VRSN
770

RT PRI A YV AT F U O T A 7 F 1% PBL 525 O Rh-123 OFEH % [Af2
VR L7223, B 5 7 F 13 PBL 7> 50 Rh-123 O LR 2R8I
EERoT,

INEDIEMNL, RTRI A PR T F U RO T AT F UL PRES R
BOHETHLN, TEXTT 7 F U OIHE L LTOWEITA VAT F U KROET A
JF AT/ LB SNz, (B 53)

@ P-HERZNNIEUNDEEZ VNI E
Z v b OFHIEEFMIC 4C BEFERTE T 7 T U EBRML, XT783 0 (10
umol/L) . MK5718 (100 pmol/L) , 1 > KA %229 (10 pmol/L) , 7'B~ 3 K10 (3.8
umol/L) KO I b LEAYL C (5 pmolL) DIFE(E FROFEIFHE T 5 15k
% 72 BRI ORI ORHGREEE BIE LT, N ZNOREBIRIC SV Cille,
FMREZBATHIN Tl fix OZAMMES X7 & (abcbla, abcblb. abecl, abee2
M N abeg2) M35 72 WFE% £ CTHRILL Tz,

T HOtESE, PHEX N EOETHD, (BH53)

8 mA 2 bV LTDsZRIROHEMT v % T =A ¢, Multidrug Resistance-associated Protein
(MRP) fHEAITH D, (B 54)

9 JERT A FHHIRESRE, MRPHEAITHD, (B 54)

10 JREZEE T34, MRPFHEFEAICTH D, (B 54)

1 Aspergillus fumigatus MWEETH U7 e X7 VLAY, Breast Cancer Resistance Protein
(BCRP) HEAITH D, (B 54)
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MK571, X T I)L A ¥ RAZ U ROT a_Rxy ROGET TR, BXF 0T
7 F D AUC IFZFH 48.7%, 49.8%. 49.9% % N 57.2% F THEIZHIN L7223,
7 I MLEATY Y C OIFE FTIEEEITA LR -T2,

ZOHIRIET MZ LD MRPs BHEA] (MK571, 1> RAZ T VRN B Ry
R) &, P-BEZ LR EIER & R £ TN T X T 7 F R E 2 N &8
ZEMHA LT, (B 54)

abcg2 B a1 & EEAN ST MCDK-2 fifd D HjE % Hv T, SH Z%kEx 77
T ANTXF T DEREREDMRE S T2, FT72. abeg2 ZRELLTWDHT 7Y Y AT )L
ONREERLZ T, SEREED RR S S v,

EX VTV T OBMEIICEBT DHEINI S TN TH 720N, EXF T 7T
I% abeg2 ZFELL TWDT 7 U Y A H ) LYIREHIR TlIzh=Ra it S -, s
IZ. FHTLWBCRP FHERITHL T 7 U RUFERICL Y HE SN, (B 55)

FLIT53 U6 M OSBRI I 1T Dk & o R B OREN AL T HT-DIC, w7 A
(FVB ZOEATRI KN abeg2 KIEH! (abeg2 (1)) ZHW=EXT57F 2 (0.5
mg/kg) ST 5% O FEMERERER D e S A7,

HNAF~DEF T 7 F L ORWE, KIEM~ 7 A TRD L, #IRNEG-% O
(ZxPT DFH HRE OTE AR~ 7 R T 2 5@ o7, IBNEY), IBH RO
FHEFTT I F ORI, WA ATENS TN, MFETREICETIAON
7ot

EX T 7 F UL, RO SWNE ON R K OMEY T FR~D A2 31T % abeg2 O
G2V REH, abeg2 DIETHDH Z ENHALNI /-T2, R, abeg2 EEFXF VT
7 F oL OMOMAEROH Thie b EEZRBMEFAICENL, I OARAOFREIC
abeg2 MBEHE L TWA A THD, (B4 55)
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. BamiERIETE

1.

Els#EERCAARICE T HEEE
(1) JECFA 2T 5l
JECFA Ti, 1995 EICEXF T 7 F LU a2 LT\ 5, BXF 7 F 0 OFMEER
FHIC BTl b BEM O 5 2580, 4 X &2 HV 2 90 HMH A EEREBR AL
7-{EFC. NOEL % 0.3 mg/kg &/ H Ch 7= L #fii Lz, JECFA 12 NOEL K&
OEFX VT 7 F v ORI AR 5 7201 IO - BRR O R 27 iR & 558 L 7=
BRI 200 I LT EX LT 520 ADIL % 0~2 ghkg KT/ H &3 L=, ADI
AR SUAA TIN5\, —Hik Sz, ZOADLIE, 7 b OASEBHREC
O BNDEE L, +OREEREGZ 56D TH D, (B 3)

(2) EMEA 28+ 55

EX T 7 F0E 1993 £ CVMP 12 K- THIO Gl S 7z, Y4EF, ADI 23R E
THICY > T b R4 > MET v M &2 Wz 3 HREBSERER CA LTz
IREW DR T T 5 & S, NOEL 0.4 mg/kg (AH/HIC CF-1 ~ 7 A BT 5T
— & DRINEAH O 7o O DEAAFE 500 %A L, ADI i 0.0008 mgrkg AT/ H &% E S
iz, ZOfEE, MEFEERBRICB O TA L2 (NOEL 0.3 mg/kg RE) & DfH
(ZA DR BB E T TS B LN, (B4, 9)

1996 £, CD-1 ~ VA LI L T CF-1 ~ VAWK LIZA LA T F KT 55
ST abebla B n - FEDZERIE R AL Z LT AIRIC L 5 S DT, abebla Ein1HED
FESRIZ TN 1 0 S\ B 5 B L R TTH D PHEX R B D RN G| & i
ZEIND T ENRINTZ, T ORISEMERFIL, PHES N7 EHRIE L TR CF-1
TUALD G, A VLA T FUARENRIKIZBOTIE 90 fFE <. T OMOMRKICE
WTH 3~4fFEnoTe,

Ebic, HRPTL T HALLEDE RN 200 pglkg REA FRE LTA LA F
DORRAFTGIC L DIEREZ T TWAD, FAERZENERIZ L 52 (Mazzotti SKith) %
BrE . EARZRIWERIZSHRE S Tuneny,

Y AERGE LT EINZEX T 7 F UL TH, AUV AT T L [REED
FERAEE T I ENTEDL LET D Z EIFAHNTH S & S, FIREHMETHWS
M- LR OCEMREI TS S, A X&HV- 90 B EHAMETEREBR A O
72 NOEL 0.3 mg/kg {K8/H 2, CF-1 ~7 2% W=7 —Z OXRIN{E OEF T 7
T o ORI OS> A T A DOAHEE 7 RHEREE L 0 224558 200 Z#H L,
PSR ADI & LC 0.0015 mg/kg 8/ H SR E S iz, (BR10)

X 5|2 2001 4Ei21%, CF-1 v 7 A& AWl CHE LN RERICES & ADI ofEE
(ZEAT A EERRH S, (ZH10)

FEIRTIE, CF1 =7 ADEXR VT 7 F KT Dzt () : RHAZE) 139
FHENDHOTIEHRL, BEX T 7 F ORI AWV Sz s A7 AL
PITHDHEEZOLNT-Z END, BafRENE 200 775 100 ~E [ & o, 4 X%
FAV= 90 H M HAMEERER ) B 15 5 7= NOEL 0.3 mg/kg (R H/ HIZ 2224545 100 %
WA LT, B ADI X 0.003 mg/kg K8/ H LRRES N, (B 10)
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(3) ZINBAFIC I+ 55T
ZINTIE, A XEHWe 1AEREEEERRICT 5 NOEL 1.12 mg/kg {K5/H &
B & TR A TR C R T D RMATEES A BTz 5 mglkg (RE/H ORO A&
25, NOEL 1 mg/kg R/ H 122244552 100 %3 L. ADI % 0.01 mg/kg /A5/H &
E LT,
A X% W2 90 H HH AR T, REEIHNHE A 5472 0.9 mg/kg M@/
H M O B 3 A H AT 1.6 mglkg R/ H FEHESUTKE T~ L) |
%, NOEL I 0.3 mg/kg (A&E/H ThH 5, ZDaERO NOEL ORIZIR & TA %zhf:
T RRA X, 0.9 mglkg (RH/ B GHEORETH BIVTREEIIHITH L3, Z
DRI, B X e e 1 AERIEMEEMERER T, 1.12 mg/kg (KHE/H D
B THONRN->Te, ZOZ END, 90 AR EMEFERD 0.9 mg/kg R/ H &
HEEORETH BIVTAREENINENIL, 872 b DO Th D rIREMENH D & i, 2RO
NOEL Zf%ET 57D RikA > b & LTHEIITIIRAWEEZ BT, (B 56)

(4) FDA (21151
B BIESEMEOEWEWIREIC I B8/ NOEL (%, 7~ ho 3 i (2 JFf) A&
SRR T B 7z 0.4 mg/kg KB/ H CTh o7z, X VT 7 F UATEBERIOIE N AWE
& OREEMBAIE 7 < . BFEEMERR Tl B AMUTAEREEMEI XA DR -T2 Z &
Nh, ZORMEGHAERO NOEL 23 5 %4 50% 100 8@ Th 5 LB 2 b
72o NOEL 0.4 mg/kg K8/ HIZZ2224%4 100 2@ H L CTEX 7 7 F > ADI 0.004
mg/kg RE/ HNEH SNz, (14, 18)

(5) BRIZHIT+ZEHE

HARTIEL, X TT 7 F 0% 1998 FITEEE (EKERLPICEE T HEi HEHK
i D IEVEERE BT D B A ERES LK ER M - FHEAFRES) IRV GHE S
nTn5,

EXTT 7T ORI DR/ SWEEIL. A XEHWZ 90 HREINIE
PERRBRIZH1F D NOEL 0.3 mg/kg (KEH/H TH Y, X VT 7 T L OMFERA~DFEE
L LT %5 200 TER LT ADI % 1.5 ng/kg IRE/H &ML T 5, (B 57)

2. BmEREFZEIHEIC DT
(1) EXITIOFUDEEICEHTS P-FEZ L\ EDFEIZDNT
AXILRA T F L RT INRA Y F DT~V A7 F L H8IE.CF-1 ~U AL SD 7 v b
Z WG BRI D A IV AT TF RTINS R F o DA R OPEIE P-JE 2 X
BOWERZTHZ ENHALNIENTWS [T, 12 D RU@)]1, 7 v hOFia%
AW Imvitroidk [I. 13. 2) @] 76, X T 7 F U0, PHEX XV EDORE
ThHDHZ EREE, Caco2 ZHV- in vitroidik [T, 13. (2) D] 76, £DME
BIIANA T F o0 T AT F AR THN EWRE SN, £, X077
F AL, PWEH LRI ERIERID FVB ~ 7 A (abebla/hb (1) ZHRWi-fe535 [1I.
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13. (1) @] 6, EX T 7 FrONME ORI 5 P-HES R BOREITA
NNATF RIS ) AT F AR TNS N ERRSNTN D,

BFEOWE X X7 EIREAEZ V- ER [T 13,2 @] o, EXF T/ F
1%, P LTSN OBE S R ECHEIN S LD Z E MR STV B,

F7o, Hix DY~ T r L P450 OFFEHIOIHEAZ W in vitro#®BR [O. 1. (7)]
N, WCHESREX T 7 F o ORFITIEY F 7 1 b P450 SA NEETH D Z L DR
INTND,

AZBRTIE, BX VT 7T OBEE P-WEY T EORELE ST DD, D
ITA WA T TF R T ) AT F AR TUNES L X UT 7 F ORI
AR DMTAET 2D &Il LTz,

(2) BEXSTIOFUOFEHEIZONT
@ mwiESH

P-Hi & LR BRI D~ T A (abeblab (1) % Wz #5388k [T, 13. (1) @]
Mo, FEOKBUZEF T2 F UM UL A 7 F o L0 bW MR ST
HHZ ENTRBEINTNWD, £, PHEX 7 EREAD~ T A (abebla () %
AW 538 [T, 13. (1) @] &b\ T, BMTRREIEEE LiceXxy T 7T
DML, A~ AT F oD 2THD1IRETHLZ EIRENT, EblT, T
> h D a1PeyGABA-AZFRERBLS =T 7 U Y A H )V OIRERIE &2 V- in
vitro iR [I. 13. (1) @] TlX. AN ATF L DIFNEFTTIF LD
GABA {EF AR 5 Z L AVRE T,

UEDZ L, AREATHE, XTI F U LAV AT F o OMREEE S
D ERBLOZEL, HEAIOMANOERENE, GABA-A ZHFMEIZKIT 5 GABA fEHOH
5R, TR AT Uy Z N ASOREEBFE L OARKOIEROEWC L D LB 2 T,

Fo, FFEEMRBRCAH DIVIRR, B3 5SS O R R
DWTIL, BB T A2 o TR BT, 7 v MO X HW-atatlik [T
5. RUV6. (3] Tix, HHEEEZFLD LBEDEENRALNTND ZEND, K
FERIT., BX VTV F L OB OW IR < . ARt o L& %
7=

Q@ HhEHESMN

CF-1 ~7 RAZMAW=3AmEmaER [I. 7. Q)] NEMSN TS, AR T,
CF-1 v~ U ZADOBE TN RHTIIH D08, X T 7 F o OfEICBIT 5 P&
INTBDEEIIA NN A T TR ) AT TF AR TSN EEZEZLND T
ED, AEREESTIE, 887 —F 3T, @EoREEERe LTS =
Ll LTz, ARBRIZHW T, HEMC N BREOFHBIEROR B/ EINN A BT
23, NOAEL (1.5 mg/kg {R&E/H) 2336400 T\ 5,

SD 7 v F&EMW- 1AM ER [T. 7. (D] KOS AR [T
7. Q1 2B\, AT OWREW OALFROIK FRA L=, NOAEL (£
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