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Y5 BEETARBRTHS ML 725 K1 (IUPAC:4-27 1
H-3-LFN-1-AFN-N- [4(p- IV F X)) ©5 7 —-5-H /LR
XY I POV T.EEEERBRBEZZ AV TREMERZETMmE ERE L 7=,

FAMICHE LR IX. BENESR (T v ) | EDERES (R,
FXAY b)) | hERES, KPES. TEEY, DR, 2EEE (F
v b, vURX) | BAMEEE (Fy b vUX, 4X) | BEEE (F1X) .
BIEBERIAE (o b)) | BRAKE (voX) | 2HR%EE (T 1) .
BAEEME (T b, vF) | EEEMHEARETH S,

RBRBEREIL, BBAME, BEEE., £RICLE > THEAL 2RI EREHEIIR
D BRI T, ' ,

ERROEZHEOR/NMEIXT v FEHWE 2 E£MBEEMNE BB ALKEHES
RERD 0.56mg/kg KE/H Tho bbb, THEPERILE LT, 2245 100
TER L7z 0.00566mg/kg BH/B % — HERFAERE (ADI) t®RELE,



I.FFEMEREOHRE
1. Hi&
25 A

2. ABESO—BEL
i : A7 R
4 : tollfenpyrrad (ISO 4)

3. x4
IUPAC
& :4-70a-3-2FN-1-AFN-N- [4-(p- N U NFF )R D] ©F S —N-5
-ANFRFYFIR
#H4 : 4-chloro-3-ethyl-1-methyl-N- [4-(p-tollyloxy)benzyl] pyrrazole-5

-carboxamide

CAS(No.129558-76-5)
Mg 47 ven-3-2FN-1-AF N[44 AFNT 2 ) F) 7 2= V] A F ]
NH Y S S — -5 REH I K
4 @ 4-chloro-3-ethyl-1-methyl- NV -[[4-(4-methylphenoxy)phenyllmethyl]
-1Hpyrrazole-5-carboxamide

4. HFR 5. #FR
C21H22CIN3O2 383.9
6. HiER
CHZCHs I
o LY
L Hy
CHy ©
7. HROER

FVT7 287 Fid, 1991 i = b FHASIC L VR SRS A BER/ T
HBBATHY ., TOEABBIIZEI Far FITICBT3EFEEROBAEIC LS
DEEZLND, P72V VT Fid, EATIEVWTROEIRBNTHLBESR TV
Ve WAETIL2002F 4 A 24 BIZEHE, FELHLTMDTHRESN, FES—XT
28 b (CFRR 14 BEEE) £EINL TS, (B3R 1)

7, 2006 - 1 A AARERA S L ¥ BETRIEICE S BEHEE GERIEK
VLI R, X7 F V. ERXAEIE) Bipdh, B 86,87 0ERIBEH S
T 5,



I. SBREEME
LEFEEMRER ([-1~4) X, M 7227 FOEZF Y —LBO 3(REL 1UC T
BLELO (pyr-C-bA7 =T F) RO M) AVROREEH—IC UC TEH L
D (tol-MC-FA T x EF F) ZAVWTEBINE, KEERERCAHDEE LR
WCHE D BRWEE P 7 = BT FICBRE L, (/2B R OCREESERSIT
B 1 B2 I RERTWA,

—t

. EBiEREG R
(1) 2y MIBH58MERNEGRER (HNK5)

Fischer  » b (—HEMEHE 4~5 T) 2 pyr-HC- b7 =2 BT F Imgke BE (K
AR . 20mg/kg £FE (FHE) X tol-4C- b7 =BT F& Img/ke FE (K
AE) ' AERTCTHEHERORS L., $ENEGRBRREREEINE,

2if FHRAEREOCHBIIR 1 ITRIA TV,

K1 ENPHRHEREEDS

BEE EAE (lmgkg (k) BAE (20mg/kg AE)
PR HE i3 HE (3
Tumax (hr) 2 4~6 6~8 4~12
Cumax (ug /mL) 0.268~0.304 0.253~0.284 1.93~2.22 2.23~2.37
Tz (hr) 12.1~16.4 11.0~27.6 12.6~16.3 11.5~14.2

FV7 =5 R 5% 72 R LIS EE (TAR) @ 80%LL LASHEH &
i, 5% 168 BF D #E PRSI 88.2~93.2%TAR., RYPHEMEIT 1.7~3.0%TAR
THY . FEKPHEHER 0.1%TAR RETH o7z, pyrUC- h 7 = V5 K51 48
R OREH pHEMEER 1Y 51.8~69.5%TAR CThotz, FTELREMOBEHEREIIF 21
RENTWS, (R 3)

£?2 ERFSICET5ETLTHBORDIBGIEE (ug /s BB

540 Tmax {5 #5168 BEE%
STl (5.40), H(1.92),/5(1.68), B X .
pyr-14C- 1 f8(1.35), L:ME(0.795), miE(0.425) ETOMBT0.08 UT
M7zvt" 71 FF(5.70), § (1.96), /iB(1.46), W&
(EfA&) W | B(1.38), 18 E0815(1.11),. LI (0.877), | £ COMEET 0.08 AT
14%(0.580)
tol-14C- JiThgE(5.56), H(2.47), /INB(1.84), Bl
Mzesb” 70 | B | (1.65), AR50 (0.928), 0 (0.890), | £ TOMEHE T 0.08 LT
(EA&) M3%(0.459)

1 e RS RBRIC BT 20mg/ke KE (HAR) RSB LERINZ,
- 8 -




R (5.74),'F (2.08), /NB(1.48), B
e | (141,18 0505(1.39), L0 (0.883),
Mm4%0.647
B (25.2), JiThE(18.6),/ 5 5(13.4), <R
HE | (5.85), Blgi(4.88), M#E(4.14), #Hf5
pyr-14C- " R

T 0, 0.0),/ME(12.7), . -
FREB e Be.o2, wIE (550) , BEME ;fif’§ﬁ“ﬁﬁh
(5.17), B IE(4.95), L (3.06) ]

MIEHR : &5 4%, BAE : &5 6 M

BHi(1.6) JEIH(1.27),%8
&AsR5 (1.11) 2 #5(0.99)

BL% 48 KA E CORRVE~DOPHIIZBWT, RFEFTR M 72087 FIIR
HoHT, REMIIET LO%TAR U T Thot, BEBRTIX M 72T K28 4.1
~15.1%TAR. X541 & LT PT-CA.Sul-OH-PT-CA & T} OH-PT-CA 3% Fih 23.9
~48.9%TAR. 5.3~11.7%TAR KU 6.4~12.9%TAR B bhi-, 5% 48 B %
TORHFIZIE, PAT722EF K2 ND.~0.7%TAR @b, @t e LT
PT-CA-TA. PT-CA-GA, PT-CA (ZhZh o EoEE) . Sul-OH-PT-CA KX
CO-PT BEFhEh 31.3~42.9%TAR, 4.7~7.7%TAR BT 3.7~7.4%TAR b b
7
CpyrMC-h AT = VS FREARIEARSE L, 0. T BROHEIED
FORBYRERNEORER., M 7T RIELALFRD LT, TERHHDIT
PT-CA TH Y., HINERBHBEOH 90% %2 5D Tz, AEECEERIZLZR
WP OER AT — ATERIBD O o T,

P72 T FOFERBEREBIZI NI AAFDBOAFAEORE (PT-CA) &
VCENICHEL BT Y - AVBROF LEEDOERL (OH-PT-CA) | 24 (Sul-OH-PT-CA)
Thy, RUVUATIVESD CNESORZEIZLTH»ThHEELZLNE, (BER
4)

(2) Sy MBI aRARENKRSROLADTRERVHLERBRER

SD T v kb (—EHEA S5 2 pyr-UC- M7 =T FEBBEEEEED (160, 320
mgkg BE) #E5L. M7= E7 FORAERDBREREOMIEPREROHELE
NEERFFE ShE,

5 6 REEOMEEPEENX, 160me/ke ﬁiﬁﬂ’%‘:#f 4.08~8.34ug/ml. (7 FFiH
BIFET L2 141 16.7pg/mL #E: <) | 320mg/kg K EHR EFH T 5.18~6.97ug/mL (3B
CEMERL) Tholk, 160mg/kg FEHRESHE T 72 BE#IZIX 10.3~18.0pg /mL
LY, 168 KEE THLHEERETIIROD LN Ad o7, 320me/kg KEREEH TIX
168 F#ffi46 ¢ 11.8~19.1pg/mL & 2 o 7=,

168 REE#Z O B NESH T DS EIRFRIZ, 160mg/kg KEFK ST 0.2~29.7%
TAR L6 2&E N RE <, 320mg/kg BER G TIX 48.4~53.5%TAR ThH o7z, /7
BRSSP OB ERFRIIEEEH T 1.9~4.8%TAR Th oz,
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B O ORI REN-EB L LT, FRAROCEASDPETEHRNEIIER
BIEFICEAEE TCERSCERSNEZ 00, HEFBIIEZE SR TV O TR
CABEHPITRELTWAILZZbRAZ L L. NENEDTERERIH 3% L7k
WIEMnH, M Tz ET FOREEREICL Y HOEHEARHENSIZ EITLS
bhEEZOLNE, (BES5)

(3) Sy MBHLH2BMEREGRHER (REHRSE)

Fischer 7 »» b (—EMEHES 5 L) IZ pyr-1#C- b7 = V5 FXIE tol-14C- p 7
TVESF (BEDH) %, lmgkg AE/AORET 14 BRIRKERSENBET S,
B ENEMRBRBERE SN,

14 BERERGEOLMFIZIHIT D Towx « Coax BT T2 IZHETEE L 8 B
0.26~0.30pg /mL K (* 18.6~20.7 M TdH ¥ . M T 12 B, 0.51pg /mL K18 45.8
FEth-oT,

mAERE#% 168 REREITO P HEMEIL 92.1~94 9%TAR, RPHEMEIL 2.9~
BAUTAR Tholr, EELEBOBRFHINEITLE 3 IRENTE Y, ERRERL
B Li-ohmBERThot, (B8 6)

£33 REESICETH2ETHBOREREEE (ng /g #3R)
B 55 Tonax K555 215168 BE %

IFB(7.77), B hE(2.98), BEFEH
(3.01), KI5 (1.87), /1 15 (1.86), fiF i
HE | (1.38), B#E(1.48), .08 (0.951), | HEHA (0.89) ,BH(0.76), FZRE(0.57)
FERE(0.748), H(0.602), BI%0.55),
pyr-14C- 1 ##0.516)

bV72vE" 74 P (11.3), ®BENEM(7.27), 584
(3.06), BH#A(2.88), XIE(2.16),1585
it | (1.66), /NE(1.35), L8 (0.906) , | EfE(1.20), FEls (0.86) , FENE(0.62)
Bl % (0.91), Bz %(0.888), F ik
(0.72), m#E0.710)

T B (8.88), 7&E I (3.55), %8 A5 K
(3.02), XIBQ1.75), /ME(1.39), B8

| wi;oj;;(;r B | (1L.28), B (1.40) 8 (0.803) , | NGRS (0.95) , BB4(0.63), K% (0.55)
D88(0.731),5(0.368), HEE(0.324),
m##0.311)
X5 12 BRI

14 ARIREHREHE 24 RELUPICEBIT 5 RECE~OHMRICENT, RETIX L
TV ET FERD LT, KEWII2T LLO%TAR LT Thote, EFTIE T
=T F30.6~1L1%TAR, f{i#th & LT PT-CA. Sul-OH-PT-CA KU OH-PT-CA

_10_



NENFR 57.2~65.2%TAR. 12.5~16.4%TAR R TX 11.1~13.8%TAR ZD H i, %
DiIZVT b 2%TAR K ThH -7,

pyr-“C- M7 = VT Fi 14 ARIRERSE, LRI 72 0B 5 PR
LT, ITEAER PT-CA Tholz,

R, BPORBPYONRE -V RUSHHARIC>WTR, REROKRS L EE&ED
REOETIZLEAEEETR D BN, BB

(4) Zv MBTREBEBHERUVAAPBITERER

SD 7 » M (IR, —BEE 4[L) i pyr-“C- M7 = V5 F% 3me/ke KEHE
BOREL, BEBBERCLHBITERR (5 24 BEZECHAE) PERIH
77

BEMFEERCERFTOBRHEIIRESE 12 BETESEEICEL, BAMIET
2.90ug /mL, BIRFETR—T08Tug /g THY ., BEMBFRVBERT PR—
b RO O KES 1L PT-CA ThoTz, _

FLH PO REITHREE 12 RECRSEEIGEL., M T 0.82ug /mL, L
T 23.2ug /mL Thotz, ILHTORBHOXREDIZ, PT-CA DAFIL AT )LE

(PT-CA-Me) ThH-7-,

LIRS OFSNREITRRIC EF L, BB pyr-UC- b7 BT FERE
% 12 FeRICARR I B SRR & bl - 7, HIBMEEP OB OXKE 51X PT-CA T
Hol. (BEB~1D)

(5) S FIFB S-9 in vitro RIZH 1T A LM
invitrofS#%E (T v FFS-9.4mL) i pyr-4C- P V7 = 25 F0.1lmg Xit Img .
tol-1C- b7 = 2T F 0.1mg B FFEERRE 1mg M %, 37C T 3 KA v F 2
—3i g U, invitro RBERBRPER S L,

72 E7 P 10.2~12.4%TAR &, EERHHE LT OH-PT-CA |
PT-CA XU CO-PT-CA BEhEh 24.5~32.4%TAR. 13.4~16.2%TAR E X 9.3~
13.2%TAR tRiH &fz, Foftl, 12 EHORBEDHIBRERVCRESNLEZER, WTFhd
8%TAR LA FTh o7z,

M7 27 FORF in vitro (VR TOZTEMRBRKIE., U7/ —LBRO=F L
EOo-1MOBEERRNIVIZFLROAFLEORLTHY, FOM, P17
UMD, N-AF LSO AF AL, S5 —ABOFLEDOE =L EA~
DEBRTHDHEEZ DN, (BE12)

2. EPHREGRR

(1) &¥
TR (BE: TR 25) 2AVC, EHENEGRBEER S, ZARBRTHAW
LNERBRERHEEIRLTO®ED Tho i,
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i 137N tol-4C- f L7 =BT R tditﬁm%??
rA 727 R
FRERIX Sy ® @ @
BB AT B B RERCIEICEMOE
m@ﬁmm% -~ Al > Py == P,
KA T e 3 HE% %ﬁlm@%ﬁ_ 10 ARI%E
EPRIPOEERICH L | RERCERTBNETO
ERAT Hh A o DY
S T - oK
RERENE | AER 1. 2, 4 B | BmEk BA%7. 28H | Bht% 3, 7, 14, 28 H
HReE 1pg/ml 7.5mg/mL 750pg/mL

HBRO Tk, EHE~ORFEOBITIIRFMICENMLEZ 00BN LE R UE~
DBATIIA 2L, 4 BRRIT 53.9%TAR 4R T, 0.4%TAR NIEET, 0.2%TAR BETRED
bz,

HBROTCEOPRICBA SN KM EITERBWIZEBITL., 28 B TRIEOLEEF
mOEEIZAA LIEE, EROFR~DOBITIIZEAERD biahot,

RBRO T, LMHERUVREE bREWCKAEIPERE LT, 28 HE T 87.1~
91.8% TAR BEEIZHFH LT\, FFABOER VREIZBIT 500X 0.1%TAR R
WTHY, FAEHA~OBTIIRED bhviaboT,

KT IV T =2 ET B 89.5~93.6%TAR(132~206mg/kg). EERHHME LT
PT-OH,OH-PT.PT-CA EU*DM-PT #3580 b7z 0.2~0.3%TAR(0.3~0.7 mg/kg)
BETHY. TOHOREIRERBEHIINTR S 0.2%TAR0.4 mgkg)PA T THo
Yl

tol-UC- "7 =27 FEFOREH E LT T-AM BB DN, 28 HET
0.4% TAR(0.4 mg/kg) TH o7, BETIE ML T2 ET F8 92.2~93.6%TAR(0.76
~0.80 mg/kg), FEMRHW E LT PT-OH, OH-PT, PT-CA KUt CO-PT D5
723 0.2~0.4%TAR(0.002~0.008 mg/kgf2ETH . T DMMOBEE SIS
DT D 0.3%TAR(0.002 mg/kg) L T Cdh oz, tolr UG- bV 7 = 5 FiER OfH
e LT T-AM M5 biiedd, 28 H#% T 0.1%TAR(0.001 mg/kg) Th -T2,

M7z 7 FiATIEBONTRIBEA SRBEENZVA, REEREE. PO
RAFNVEOKRE (PT-OH) ROEZFY —NVBROTFNLED -1 fLOKERL
(OH-PT) R (L (CO-PT) . F DL, N> DT I 4D C-N#EE ORRZE(T-AM)
REUOEZS—AR1IMOBRAFAE (DM-PT) ¢E2xbNhT-, (B8 13)

(2) xRy

tolrMC- P A7 =2 VBT FXEE pyr¥C- L7285 FESDLABER

(0.5mg/mL) ZREEIEXMOF » XY (BHE K 1Ky bYEY 8SmL THIE
HWEmICEA L, MHEE®R, 7. 14, 28 BE@@yrUC-F7 o5 FiIZ 28 AED
FNCEEB L, F VIR 3EMENEGMRBRBEN I i,

-12-



tol-UC- PN T =2 BT ROF ¥y XV BIT 5 BEHAETE (TRR) ITMBER T
80.0%TAR Th-7=755. 28 HEITIX 58.9%TAR (¥4 L=, HBEBIzB T 54574
3. MEEE TS IEIZ 90.6%TRR. FEKIC 9.4%TRR TH V., 28 HE TIIAEIC
99.7%TRR, FEIZ 0.3%TRR Th -7z, LHE 28 HEDPAETII ML T =BT A
55.0%TRR(4.63 mg/kg), EEfHH L LT OH-PT. OH-T-CA. OH-T-OH K&
CA-T-AM B EHNE4 6.4%TRR(0.54 mg/kg), 3.9%TRR(0.33 mg/kg). 3.7%TRR(0.31
mg/kg) B * 2.4%TRR (0.20 meg/kg)iBH b, FOMOREE S h-RE#BIINThb
1.9%TRR(0.16 mg/kg) LA FTh o7, M 28 BEDOBER T MM 720V 5 FEG
REITOTR S 0.1%TRR (0.03 mg/kg)ki Th o 7,

pyr-¥C- M7 2 VT FOX ¥ BT DR EHAEEIL 28 A #% C89.4%TAR
Tholo, EHEPBIZBITH0MIZNEIZ 97.2%TRR, #EEKiZ 2.8%TRR Th o /-,
SE 28 BHOAETIEI A7 2B 5 RS 49.8%TRR(4.71 mg/kg) . TEREM & L
T OH-PT, OH-PT-OH, OH-PT-CA %} PCA 3% N 7.89%TRR(0.75 mg/kg).
3.40%TRR (0.32 mg/kg). 2.93%TRR(0.27 mg/kg) & U* 2.11%TRR(0.20 mg/kg)FB ¥ &
L. TOMOREEINEZREDITVTRD 1.6%TRR(0.15 mg/kg) A T Th o7z, LR
28 HEORHERTII A7 =2 V5 FiiS 0.41%TRR(0.034 meg/kg) BB D v, i
v d 0.16% TRR(0.018 mg/kg) K Tdh - 7=,

M7 2 ET FRXF» XY CREBEMES CRIREh, £2< OoREMICSESh
B, FEERA~OBITHIIEL . RBBKIZ. Y —NVBOTFILED o-1 fLOKE
ik (OH-PT) . ©F V=N BEVFINLFX IR DLV EDEESWRS OBILHSER
V7 2 FESOMAGHE (T-AM) | BEOERLETL D b LAH R DO
TAXNEOE (T-CA) TharitE\Erbhnlz, (K 14~15)

(3) $%

tol-4C- hV 7 2 V7 FXid pyr-1C- PV 7 = V5 RS EERK (1.0mg/mL)
. bbb (B fEK OREXRFREL-—KLEIC 4amL AL, tol-MC- T =
VT NOETIIARER, 14, 28, 56 HEIZE, X, BEL, pyruC- T2 VT
FAFEETIL 56 BIZRICIELE, 53 HRICRES, TH-ChERL, bbbl a2EmE
PEMBRBRIER X,

tol-MC- b T =BT FOL BICBIT 2REREBHEIX. AFEER T 32.6%TAR.
56 B 1% T 32.8%TAR TH ¥ ERHA LTI Do Tz, 56 B OHEBEFIZBITS
AL AEE ERCRETENEN 83.1%TRR. 7.5%TRR X TX 9.3%TRR Th Y .
RERERETAHEED 95% L EIXTRERICHEELE, EOLEE~DSHIT 0.1%FKHE
ThoT,

ML 56 AROETI M7 2B F K28 20.0%TRR(12.4 me/ke), TERHBH & L
T PT-CA, CA-T-CA X IR T-CA BZNZH 9.1%TRR(.6 mg/kg) (A&EL ST, LU
TE#R) . 9.1%TRR(5.7T mg/kg) & R 5.1%TRR(3.2 mg/kg) o Hil, EDMOREES
nEAEDIEVTR b 2.0%TRR(1.2 mgkg) LA FCHho 7, 56 BHEOREITIE 1.02
mg/kg OIRBFHAEEBRBO LN, TOSHL M7 =285 F38 0.79 megkeg BE L.
FOMORFIX 0.02mg/kg LT THoTe, LS8 HEORATRE MV 72 ET
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FIZRD BT, REME LT CA-T-CA ORIEED 0.2%TRR(0.02 mg/kg)zs8 D Hi
7o

pyr4C- M7 2 EI FOLBICBIT 2R BEREREIX, LB 56 AT
23.5%TAR Th o'z, EHEPIIBITI0HITLBE, ERVEETENLETR
86.1%TRR. 7.28%TRR & (* 6.62%TRR TH v ., BREIZIBE T IHHED 5 5 86.4%
RRFICHFEL W, BT MM 7225 F25 28.1%TRR(21.1 mg/ke), FER
#PE LT PT-CA, OH-PAM, PT-OH KU OH-PT-CA % THh 14.6%TRR(11.0
mgkg) (EEEEEE, UTRL) . 7.8%TRR(5.82 mgrke), 3.8%TRR(2.83 mg/kg)
RO 2.8%TRR(2.06 mgkg@Bd bh, TOMORESILEZR#HIIVTHLD
1.87%TRR(1.40 mgkg)LA FChotz, RE T I 7 =5 RS 4.28%TRR(8.24
mg/kg)F8 8 L, ME I RE®mITV TR b 0.06%TRR(0.12 mg/kg) LT THh - 7=,
RATE VT 287 28 0.02%TRR (0.003 mgkg) & b FhLraBboRT, R
#Hi L LT OH-PAM 28 0.26%TRR(0.035 mg/kg)zR s Hiv, F O DOFE S - 1h35t
BT b 0.02%TRR(0.003 mg/kg) LF Th o7,

MZ7xET7 FOLBIZEITDEEMHERIT. NIATXFROATFAEDE
{B(PT-CAY L., IV —NBL FNIAFFIRUDLEOREGES OB SHEE N
7 I FHEEOMAKSEOH-PAM), BELTERTD M IAFFIRUDALESDT
AEALEOEBE (CA-T-CA) TharEEBXbhE, (BE16~17)

3. tHPEHER
(1) LRPEGRE FROELE. EIMNEL. REEHE)
pyr-4C-r A7 2T FRIZ tobUC- "L 7 =/ E5 Fa, BEL (KT 5
WAE) ICELHED 0.75 megke LB EHICEBML, FROSET G, KL
TOl BiFE. mALEET 183 A, HKMWEH TERCRESEHS T CiL 28 HHE., 30CT
ArFa—FL, HEPEMRBRERINE,

MT7x2 V7 FOLEDCOMLEE T HEORERIC X 2283070 < ., ¥EH
IHFRBEMLT C 3~5 B, Q0% BRI IX 29~34 B, HKAISEET oYX 127
~179 R TH o7z, FROGFFICBITIEESHEDIT PT-CATHY . KgLHE TR 7
~14 B %12 29.5~31.9%TAR(0.22~0.24 mg/kg) . BE L ETiZ3 H#£IT 14.9~15.1%
TAR(0.114~0.468 mg/kg) THRA L 2o, FoDffi, PCA, PT(A)-40H 78, FhF
hWEBIET 12.5~15.8%TAR(0.094~0.119 mg/kg). 4.5~4.6%TAR(0.034~0.035
mg/kg)BH b, EOMOIEDIT T D 2% TAR0.015 mg/kg) AT Th -7z, ##
FEEWE L LT CO: AR TRICKRIB T T 12.9~42. 1%TAR, m&H 1T 39.8
~722%TARBH N, HEEEEBYOREIRD LD, FEHBERWIX
pyr TRk tol F|MREAA L D &< R T 91 B&IC 80.7~50.9%TAR, =it
3T 183 BH2IZ 14.6~32.6%TAR ThH -7z,

WREEICBIT 3 TELHEMIT PT-CA THV., 28 BT 2.3~7.5%TAR 5o
bivlz, BEITH TR M 7225 FOABREADLNE,

M2 BT FOXTESEERIIFNIATZFVBOAFAEOERPT-CA), +
NITELS FPIUABROBEPT-ODEVT 2 FESDOBETEPCA, PAM)TH D, B

.14..



T COCAMESNDBDEERZBND, LRF TOLSMMITHFRIMENBEE LT
waEEZbNI, (B 18)

(2) TERBFEAR
ABOEATE &EL : Al &MEROEKE. @t ks 2HAVWT +
BRERBRRER I,
Freundlich DWW %% K iX 722~1520 Th v, ABRESHERICIVBEL-E
EHE Koe 1X 15.1X103~149X 108 (F#] 63.8X10%) Tholk, (BHE19)

4. K&
(1) mAkH>BEER
HERRO M7 = VT Va7 = CBHEER (pH4) . VU BEER (pHT) RUERY
FAEEENE (pH9) OB BENRIZIRE 0.04mg/L &2 X5 lcmi =4, 50£1°CT5 AEA
VEFa—rasl, MAT = ET FOMKSERBNER SN,
ERENE, BEETTOTRL 1ELETHY P T2 BT RITMASHRICR L
TRETHDIEE L2 bR, (ZH20)

(2) KpESMRAE (BRABRTAINIIK)

tol-UC- P AT = VT FEFEROK, FIKICERE 20ug/L & 725 X 5 ix =%,
25+ 1°CTC 58 Brffi & / »%BH (300~800nm DHIFH T 765W/nf£10%) L. K
K BRABRMPERE S,

58 BEB B OBEKEORNATIE FAZ7 = S KA 30~31%TAR. EELSEY
& LT CA-T-NHz 78 23.2~23.3%TAR. FD#o4fFHE LT PT-0H. PT-CHO A
5%TAR CAT@B® bivic, BEHT TIIRBREAKREUGRINIAT 58 K% TH 87.3~
BIINTAR B M7= EZ7 FELTHRELTRY ., BLAESEPBD ORI
Y

M7 =BT FIXESRSN, PREEITHEROK T 85.2 Bef, WA T 35.0 BRI C
HY. FHCBITOIEK (L& 35" ) oXRBEXBECTEhEh, 114 H, 11.3 A Th

27,
M 727 FOXTESBEREBIZINIAIFVBOAFAVEOBRLIC L
PT-OH, PT-CHO KR PT-CA OERk L., Thizki< PT-CA 07 I FHESDRAEIC

LB CAT-NH: DERTHB EFE L bR, (BE21)

5. tiIEREAR
KILKEE + B OB L2 AWT, M 7205 FRUKSESBEY S L L
T TERRERR (FHEARVER) BSEEINL,
HELBMEIERETRAILREINTEY., MV 72 EF FELTIX3~34H, +
NT 2T R L4y PT-CA, PCA L DAETIE3~4T HChoT, (BB 25)
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F4 TIREBHBARE GERFRH

- . | AT T EF
PR RE L Mr7e=E7E | s igin PT-CA, PCA
- KL 6 9
FEARE | 03meky o L H H
TR 34 H 47 H
K 111 5 1
FpE Y 300g ai/ha )TIJJDE@:E[E:I: i 0 A
PhigtAE L 3 B 3B

KEZNRRCMS, BERRT7 a7 7 24ER

6. FRERR

¥ BERVEZAVT, M 7205 FERU 6 BEOREW (PT-CA, OH-PT
EUCTCA(F=vU, b=k, 27, vV, X< 2WTHHF) . OH-PAM, OH-T-CA
EU CA-T-CA (I29TH1r) ) 2HdBbeme LI ERERBREERE I,

RRITIHE 3 I RENTWE, P72 BT FOREHEIL, 525~600g ai/ha T 2
B L, Bfwch 1 BRICNELZLY (BRE) @ 228mgkg Tho7chd, 3 BiER
7 HRIZIE., F1ER 16.0mgkg B 8.84 mg/kg ¢ HFE LK, PT-CAIZEw 5 W D
Hh 5 0.03mg/keg LATFRH X7z, PT-CA DA DOREHIIETOEET CRESIRA
hot, (BHE22~24, 88)

e RERBREICESE, M7 v¥F R (EibemoRr) 22EIHIREE
ME LTERNTRIESNIBED L DERENIEEBERENRR 5 ITTRENTWS (B
Hm4BR) . b, AMEEEREOEEIR, BRI TWANITEFBEINERFE»
bBMZ72rE7 FRRKOBREZRTERENE T, SEIFFINZIEFRLZX (U
—TZVERYIFEFRE) |  FITFD, ZRLAEI, K, P, =T EE
2 TOHEAEDICERSh, ML - ARCLIBREEEOEERE RV EEREDT
W4T 2 77,

£ BRPIVERIIhD ML VES FOEEERE

EHEFH ANR(1~6 5 % E kR (65 LA L)
(k& : 53.3ke) (fk&E : 15.8kg) (A HE : 55.6kg) (kE : 54.2kg)

HEE

(wg/ AJF) 128 59 128 136

7. SHESENRAE

M7= ET FD SD 7y bEAVWESEROEZERER, SHEREEHERER, 26
BMASBHRR, ICR U A ZHVWESERNZHERBREERE SN, BRIIFE 6 RS
T3, iEfk e LT, B, BEMEE i HERET. H1T5H, AHAL. RV,
BB, FERREE, WRAFEBERCILMEAEOENERRD b, (BB 26~32)
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#6 SUHSHAREREE (R

®E LDso(mg/kg &)
B socor I T i
a2 CMC-Na K&K 260~3806 113~150
FV—7 86 5
7y b | BE Rk >2000 >3000
(LCs0) (L.Cso)
A 2.21 mg/L 1.50 mg/LL
CMC-Na K& 114 107
YA | EEH F Y —7H 80~100 50~80

SFEONABMBIZIOWTSDFy hEAVW-AEOENEBREAEREINE, BEIT
R TICRERTHWS, T-AM LA ORBEY TIERE LT, BREBOET. IRIg T=.
MEBA, FRIREREE, FIBEET. TH. LAREOERERRBD LR, (B8 33~42)

£ SUSHEREREE (KM

LDso(mglke/
R v solmg/kg/{KTE)
HE (1513
) CMC-Na K¥iK 27.4 15.4
PT-CA FU— 7 62 54
_ CMC-Na K&K 70.8 35.5
OH-PT FU—7 W ~ 30~60 30~60
T-CA 600~2000 >2000
T-AM >2000 >2000
CA-T-CA ] . >2000 >2000
oHT-CA | CMC-Na A&k 2020 >2000
OH-PAM 1100 1100
PCA >2000 >2000

8. B EWMICHTSMBMERUEMEFLERR
NZW U3 X2 AV IR— RS SERR R CEE — KR EERBRRER SN TRV B
BRURECH L TREOHEESRD bz, (2] 43,44)
Hartley /€ v F &AW KEREESERE (Maximization 15) BEBINTEY,
REREEERD LR, (BB 45)
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9. BB
(1) VERMELAREERE (Sv )
Fischer 7 v b (—EEMHES 10 00) %2 BV IRAF (R : 0, 15, 80, 160ppm : & {E
BERERZXRSZH) BHICL? 90 BREALESERBRIER SN,

£8 Sv o0 HRMBEIMSHAROEYREERSE

k58 15ppm 80ppm 160ppm
R ERRE HE 0.91 4.78 9.33
(mg/kg {£E/R) e 1.01 5.17 9.32

BREHTRDONEERFRAIRRIICEER TS,

FRBRIZB W T, 15ppm LA LR SHEBECHLLEREEN, MTEHEEEMNED S
Nz &b, EEMEIMET 15ppm K (M : 0.91mgke KE/BRRE. H:
1.0lmg/kg ARHE/ AR THDHEELZ LN, (B8 46,47,11)

£9 Zv 90 AREREEESEBRTCIOOAERR

RE5EE HE i
160ppm | - HEEFEM L - /R
- P - y-GTP, P %X BUN 0
+ MCV. MCH K O Retic #0 - PREEHEX - LEEET
- TG ¥4 - FATRRE/HEEX
- WL D BB BIBROREGER - b - EOEEERERAR K
EEHEM - KRB R ORE B AR
- FrEBedk - BB OFE 0N
- BECEEIREMEEX - N—F—RoEaik
- ELREALIRME LR OB
- N—F—BSWTTER VB AL
80ppm |- HEHEINMEH .« RN
Ul |- K#Em - EEEEM/
- MRS - hEEEM - WBC ¥4
- BRIV g o BRI - MCV, ALP, Glu UK ##ht
- DEMEFFAREIEX + TG. TP &1 Alb ¥4»
- B, D, RO ERSM
- FFiEsE - BRERHE
- FBIEIIE Y >/ oo JE A Fa A
+ CHEHERFHBRE AR R
- EEMRME EROBX
' o N—F BT
15ppm |- HFEREEEHGMN - FHLEESM
ULk

P REEEEOZ LEREREVY (UTRAL) .
- 18 -



(2) WARESHSERB-S Fa Y FYT7ORERUBRBICRIZITESR (S )
Fischer 7 » b (—#Mft4 7 %) ZRAVWEE RE : 0, 15, 100, 200ppm : F1
BRESREREX 1028) 51282 4 EREAKEEABRBEB S,

F10 Sv k4 BREBESIUHSHEAROFESREIERS

RERE 15ppm 100ppm 200ppm
R ERE | M 1.32 8.07 13.6
(mgkg FE/H) | B 1.27 7.81 13.4

HEREHETROONAEELFAREE 11 KREATWDS, ARB TR A2
T L-ABREDC LR, FFMldoI har FY 7HBAER, MM 720 ET7 FRECLS
T FRFITORIAX—EHEFICER TR EE2 L 60T,

AFBTEB VT, 100ppm BL LIRS FEMEME CAEEMIMAESRBO ORI 215,
MRS b 15ppm (B @ 1.32meg/kg FE/B ., M : 1.27Tmg/kg FE/BH) TH
HrEZbh, (R 48, 10)

11 Svh4AREINSUSRBRTROONIHR

®E#H K i3
200ppm | « FFHERGAEX - 2mnF L-EBREEOC LR
- FFIbrar Ry 784 - FRMRIEX
» S b= R THAE
100ppm | - {&EBEINIE - {REEMEEI
BLE - BEIEOBAER - EEEEORAHEM
- FFEEEEOBEIEE - FFHEEROHEMER
- 2t LHBREO LR
15ppm | BEFTRAE L EMERRRL

(3) W BREAMSEERAE (v2X)
ICR <A (—FERES 10 IT) ZFWv7=iEBfE (B4 : 0, 15, 100, 300ppm : R&KE
WMERNF 12E8E) BEICX 5 90 BlomAaENRER1S EZiEShi-.

£12 vIR 0 HEBAESHEROFOREERE

B EgE 15ppm 100ppm 300ppm
IR R | B 2.4 15.9 46.2
(mg/kg FE/R) | M 3.0 20.2 57.9

ARERITIBV T, 300ppm # 5 EFHERE CHFH B B3890, & CRATRR D AST 890,
DECEEWEI, T MCHC BARRH LA Ehd, EFRERITMEET 100ppm
(i : 15.9mg/kg EHE/H ., M : 20.2mg/kg BE/R) THBREEZ LR, (BE 49)
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(4) 0 HRBSHSHERR (/1X)
B AR (B4R PHVWEITEAED (B0, 1, 5, 10mgke
EH/R) #5ICX3 90 PREASEMRBR P ER SN,
10mg/ke A2/ H #2535 CHUE & USRI E., K0, Smeg/ke KE/B DL L& 551
HETIERE, HETREND ., HETREROKKME (bme/keg (KE/B OA) BEDLNE,
FRABRICBWT, bmgkg FE/A U LR SBBHETELERRD NI b,
EEBEREITIEREL S Imgkg FE/ATHDH EEZ LN, (B 50)

(5) W AME2ESEARGGEM (£ X)

E— 7K (—BEREE 4T FRWEZ I EAEO (F& 0, 10, 30, 100mg/kg
FHE/H) ‘REICELD, SR ZHERTI72H0 90 BRESMESHEARBRRER I L
7= -

7272 L. 100mg/kg K8/ AR SEHIIIRE 41 A ORET 5/8 HINIEL 2W LHEEH
B, EFEDD 3/8 Fl b BHHECHIE . A HEE TR UCEBHEENO BB bz,
FHRLUEORSIIRE LB SRS 49 B TEBRENE,

FREHTCROONAEEEFTARE I3 RERTHS, (BRB51)

13 AXPVBEREZIHFEARTEOON-SHERR

5 HE i3
100mg/kg | - ZET- (140 - FET (26D
BE/R - BUFEHIAER (1 4)) - BRIEHASEE] (1 $1)
- REET., SEERS - M¥E T ERERE DARE O
+ Seg LhD¥EM. Eos DA - BEERELD
‘ - BiRER
< /NEER TR ZE Rk
30mg/kg | - FET (180 - FFHIRE O i ER 1S
FE/HLE | - ALT RO BUN #A0E 72 i385
&
- RERA
- BREERL
- FRHIE R URBROZEE
< EROMEFHIRZERAL
- FFHfEE ofFaeeEsin
10mg/kg - gt < MEM:
EE/BLLE | - BR{E. REHRE - ER{E, REEEE
- WBC ¥/
- T.Chol, TG KUV Ig&ERA

(6) W HMESEREEEAR(TY M)
SD F v b (—EfHESE 1000) 2BW-IEEE (B .0, 15, 40, 80ppm : FHKE
BERERR 14 2R) BECLAESHMEEMRBRAELE I,
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#14 v b9 HRESMAEEUSROFHREERE

REEE 15ppm 40ppm 80ppm
SRk RE | B 1.0 2.7 5.4
(mg/kg KE/H) | #E 1.2 3.2 6.0

80ppm #S-H O MEHECHEERMNINE, M CERARBDARD bivi, HREEITER
Hohhotk,

—MREMEIC T S BB R L b 40ppm (B : 2. 7Tmg/kg {KE/A | M : 3.2mg/kg
BE/R)THHEBLILNE, (HE52)

(7) FLT7x2ESF. KB PT-CARU OH-PTO 28 HREHEANSHRBR (Sv M)
Fischer 7 » M{(—#MERHEE 5 IK) 2 AV 7=REF (0, 3, 10, 30, 100ppm[ b7 = &
7 Fit 3ppm #5H# <] . FHREEREIR 15 28) #ECLE M7z

7 K, 54 PT-CA ETO'OH-PT @ 28 B B SEEERBIER S,

%15 5w 28 AREAMSMEABROTIYREERE (me/ke KE/R)

58 3ppm 10ppm 30ppm 100ppm
T ET R 1 0-9 2.5 8.0
HE 0.9 2.6 8.2
oT-CA it 0.3 0.8 2.5 8.1
iv!3 0.3 0.9 2.7 8.5
OH-PT i3 0.2 0.9 2.5 3.4
i3 0.3 0.9 2.7 8.8

FREETROONLEEERRIIER 16 I Eh TV S,

FRBOEEMHEIT, PV 7 = V7 FidlERE T 10ppm (4 0.9meg/kg FE/R ).
PT-CA {IMEHET 10ppm (B : 0.8mg/kg fKE/H, # : 0.9mg/kg FE/H) . OH-PT
/IHET 30ppm (2.5mg/kg KE/H) |, #T 100ppm (8.8mg/kg EH#E/E) THHLE
zZbhil, (ZM53)

#16 Tv 2 BREAMHSHARTED Oh-BERR

wRER

FATZ 2T F PT-CA OH-PT
a3 e HE i H e
100ppm | - REMMIME) | - GEENEE  |(B0ppm LFEL) |- EESMOH |- BLEREM (BHITRRL
- EERRL |- FEEEERD B - BRCBLER
- TP} s E R I
BEEREN | - B - TR
- BRAT.ERO| EX ik
BT - SR ARRRAE A
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30ppm |- FROBER| - FleEmmm |- SeEmmm |- s - HEE|30ppm ST
B | s A BHFFRAR L
10ppm |BHFRRL  |[#EFRAZL  |[SMHFR2L  |SEFRLL
LUF

10. BUESHRBRRURMNALRR
(1) 1 FABEFERE (1 X)
= AR (—RMES 4 2RV eAR0 (B -0, 1, 5, 10[# 564
M6 5B E Tk 20lmg/kg AE/R) BEIC LD 1 EREBESERBREERBEI L,
BREHTHRDONEEEFRER ITIRIATN3S,
FARBRICHBVV T bmglkg A H/H LA L EFEMERE T T.Chol R IEERBAO SRR
Dol b, BMEMEIIHREL S Ingke FE/R THBLEZ bR, (BR

54)
&1 A1 FHENESERBRCTEO SN =SHERR
BERE HE i
10mg/kg f£#H/H | - FET (141 - ZET (1410
- EERUCEMERD - EERUCEHEERD
- FRHfaE o e - FFHBERE DT ER MRS
- IEMR Otk
- HFHERE - 7 v R FRInE
5mg/kg KE/A (- Tt - DRIE
L E + T.Chol R 'Y VE§E M |+ T.Chol UV VISE A
- g + A/G EEE TR Alb o380
lmg/keg AE/B [FEHFRRRL T AR L

(2) 2 MBSt/ RAALLGESER (S M)
Fischer 7 v b (—RfMERES 50 IT, " REIEREEHEES 10 L) 2RAVWERE (R :
0, 15, 40, 80 ppm : EHRFEBREIIR 18 2R) 5T LD 2 EREBHEEME /R
AMEGFERBBER S,

£18 Svb2FREHEEE/RIVAVEHEEBROTHRFEENS

535 15ppm 40ppm 80ppm
EEmREERE | B 0.56 1.50 3.07
(mg/kg (KE/H) | B 0.69 1.85 3.79

BEREHTRDONEFMHFTRIZEK 19 IR EN T3S, £RBRITB VT, 40ppm
DLEBREHETHRECELREEENE, M CHREEMMHERED NI LD,
R MERE X & 15ppm (B : 0.56mg/kg fEE/H . H : 0.69mg/kg fEFH/A) THh
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HEEZONE, BRAMIRED OREPoT-, (55, 11)

#19 Sv b2 FREEHEEL/EFAARFESRARTEOOA-BHRR

BERE HE i
80ppm | - {KEBINHEH < B, B, DL . BARUBITHRE
- EfHEEA BEOEM
- WBC 4 - AN—F— RS WTTHE
- fE. R ONL R EREHEN
- N R TLE
- BRI D R8O BERE AR ARSI &
UNRAE REERGE
BIrALRAE LR DOER
40ppm | - FERUELEEEREN - EERME
Bl E B RAE LR O TH - EEEREREAD
- WBC #E4
- N—F—RoBeEll
- BRI YD i ORMERBERE
- PR EAERT ARG/ NMERE R OB
+ BEALRME LEOEX
15ppm | #FMERRAZL EMERFTRZ L

(3) 18 » ARFSAAMLRE (THR)
ICR ~ 7 X (—BEMERES 50 IE) % FIV 7= iBEF (B : 0, 15, 150, 500/400/300%ppm :
AR EIIR 20 38) BEICLD 18 » BBRESAERBRERE I L,

®20 voR18 y ARRFAMSROFYREFEERS

k58 15ppm 150ppm 500/400/300ppm
EEIRAERE | H 2.2 20.8 60.9
(mgrkg £H/B) | M 2.8 27.1 75.9

EREHTRDONEEEFRIZE 21 ITRERL TV 3,
FHBITHBWT, 150ppm Y ERSEME CEERERIDSERBO ORI LD, &
EHEETHREL b 16ppm (HE : 2.2meg/kg (FE/H. M : 2.8me/ke FE/H) ThHHLE

Zbhic, BBRABERO ORI T,

(M 56)

XEEmMAED 500/400/300 DR LIL, 500ppm THRERZ ML U/ BETHERE L bIEERIMS ., 5
HEOBRLZLPCERRERRBOOAE- M0, AREHES 13 BAEIC 400ppm CH L.
FOHRLBERBHE L TCRDOONTEZ L5, BE 20 @I 300ppm KH U2 Z 2 BT

Do
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£&21 vOR18 5y ARRAAMERCTEDOL-BEHEFRR
A 3 HE fHE
500/400/300ppm | - fE. FERCEIFHLEEEM - EERIIImE
- BERUCKEEEEY - hEE | - FFHEESEMN
¥ - B, FERCGTFERHOEN
150ppm EL_k - REHINIH - BEENL
- EffEND
- %) - REERD
15ppm BHEFTRAR L EHFFRRZL

1

1. SRRRESHRR

(1) 2SR (SY 1)

SD 7 » b (—REMfERER 30 PC) % FW=IREE (JRiF : 0, 0.75, 1.5, 3mg/kg KE/A)
BHIZ LD 2 A BEMRRS ERE S i,

BREBHTHRDONEEMFFAIIR 22 ITRERTWS, EE8HO P HATHERD D
NieaBEEX FTiitRCPAECHFRBR CHIEROLORZVW I b, BEHORSW
F. HERDHDIVWEFEH RIS T EHENREEIC L 5 TREMEIMEL . KERH bIE
R ZE L CRERSICE > T, BHBEOBS R UMEFEIRE T 5 —REEFEN
BREBCOMEOEREFEOATRMb oo EHREIZL Y, kIR ELELDE
Zxzb5hi, '

0.75mg/kg (FE/A U LR 523 REY CHBILEEORD BRBH bnin, wiEfa
REERFRBRE( 1. EERESHEER (2) SBICBVT F1 A F: R0 RE
BESBRF SRIERER, WIRoEARHREBRICE W TIRE - MiatEasleaic 2%
BRODONRNP-E I EnD, BEEFHICESBOLRVELEEL LN,

FRBOBEYR ORI T2 EEEET, LD 0.75meg/ke KE/ATH
HEEZ BRI, (BR57, 10)

&22 S 2HREESRCEHLAEBHERRE

- BH:PLIR:F B:Fi.. B:F:
E 1 HE #e

3mg/kg | - HEEERED 3 BIZEC (#tEX| - B RRY REIF IS

HHE/A 2, WK EREET
” EE R
% ESRHIRE R
% SRR

HERET
1.56mg/kg |l.5mg/kg FE/QLLTF| - {REHEINHH 1.5mg/kg EE/BLIUTF| - BEFEED
HHE/HL (TR L EER AL

L 3mg/kg Y EmR RE MM BB INFDH] NB~ DR -
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kBB B ETERETG HirBRRG WEHEFEICL
HE B OB AR e AR D3 IR e BEZRL DB ZE SR EALL
AR HELFIRE NB~ DR, FSrERORE
¥l B REHITEICX] - EEBMIDE
Ji b B B M fde et B R HEENEEL
FafRAExr - HeER| - L E R
¥ - MERRIER - HEE
2
15mg/kg |- (REHEINHNH s INB~DOIERENE|1.bmg/ke RE/A L TEERTRAE L
FE/BLUE MEFEic L o ER
HNEAl
0.75mg/kg |BHEFRREL
EHE/B

(2) 2 RREHR -RHRARESERHABRR- (Sv )

SD 7 v b (—EfilE (BE3R) & 15 IC) Z V., fFiE - WAL 5 F B OE
ME GRS (B : 0, 0.75, 3me/kg (KE/H) &5 L. KitRASESHERIHAREE
BEhi,

HEM CiX. Smg/ke KE/H R SHO P A TEERMIME L CEHERNLD, Fi it
RCIHERERET., FEHHNFHECEERRED, FiETCREBEERERY ., BEEERE
BWAONREH LT,

RECid, 3mg/kg FE/AREHEO Fy A CEESEMME . R - hEEK
T (£E#% 4 BOHETIX 0.76mg/kg FR/BREETLHLET) . ME~OHEENEY
I LAEEANRE, F R CIIEERRLD, WG - KERET., B~
FENEDFBIC X D EENRAl, BRECHBMEKOMLY, £% 4 B OBEBO
CD3-/CDASRA+HAZR D L5 | 4% 21 H B iz BT 5 8 CD3+/CD45RA-MBRER (]
CD4+/CDS- R DIE T, 44 10 B DS CD3+/CDA5RA-HREBOET & oie Y
YRRV Ty FOEEPIRD b,

FRTHROONAEERITHEDL 6T REEY CIliktEaE k CHRatEn g igigic
HEBRED NGl b, M7 ET FORMBAIZH T2 0EH TR
HohnkELbNE, (BB 58, 10)

(3) ESHAR (Sv M)

SD v b (—EEME 24 PT) DR 6~15 BIZ#EIE L (Ffk: 0,1, 3, 4.5mg/ke &
H/H) B5T3REFZHRBBRER SN,

BEMTIT, 3megke KE/A U RSB CEEEMDE R CEEERORED DR
Y cal

BB CiX, 4.5mg/kg KE/ARESRCEAR, EVWOREREARBO LN, B
ik, KEBOBHFHEORIEL LTRBSERS LWE/MERETHY . X bICER
BICH TR RO EnD, ZEHT M T 2 5 FORSEEEZRERT EELT
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FhweEExbhi,

FRBRICBWT, B8 Tlt Smg/ke FE/B U ER S CHREHMMAIE, BIET
X 4.5mg/kg FE/AREFECEAERRBDODLA-Z 0, EFEMHEBEIETH T
lmgkg BRE/B. RIET3mgkg KE/ATHHLEZON-, REEHEIRD LN
Holz, (ZH 59, 10)

(4) RESHRR (DY)

HAEBEEY ¥ (—FiE 16 L) Dtk 6~18 BICHHIE A (50, 1, 3, 6mg/kg
HE/R) BETHREBURBRBEREINE,

BEHCIL, émgkeg (fE/BREH CHRERORLD, BE (14) RU2RET (1
#) . 3mg/kg FE/BHREFHTHET (1) BEBHLIT,

JRIRTIX 1 RU 6mgkg BE/ARESHTERER (B, BREBRESH) 2F5T5
BROBEREO LREBBO LN, BEEESEIC OV TIXRERICEET 5 ELRN
FROLARNI &, BN OWTITEREIC L TR W L RUEET — ¥ OfH
NTHEZENLREICIBZEETRERNEEZ LN,

7235, 3mgke AE/AREHO 1 HlOFEPORTIZHOWVWTIE, REABRREOR
K. D5 o1, FEECBROBL, BBOZERE2 EOMREE, EREBELX
ERICLAEEBL LN b, FERIXGEERD ., EEHED D VITEEINE O®
AL, BEOSFREREL LEEDEEZ LN,

FRRBRICBWC, BB T Smgkg FE/ARSHECEHFREOCBLIC I A ETH
RO, BETCHRERSCLZ2EREBIIFEOON 2ol b, EEHRI
B#% C 1mg/kg AE/B . %Er6m¢g¢§m1%6a%x6nto&%ﬁﬁm
Honpholz, (B 60, 10)

12. REEHERR

M7 =207 FOMER AV - DNA BERR, BREREERR, Fv/=—X
NER S —BEEMRCHL 2 AW REERERR, v~ v ARV E/MERBREER S
ni,

Fx A =—ANAAY —HEMRCHL # AV - LG R FHEBR CHEERSRED D
hic, EOMORBRITTRTERIETH - 72(F 23),

RAEEERERBTHENEE CHILIFEEOERARBD NN REEROEERES
EEEROONT, oRARE TR SN in vivo NNERRBRTRIETH -T2 &5
b, P72V ET FIIERICLE - CHRBOBEL 25 L5 BiEEHE2nboLE
Zbohl, (K 61~65)
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#23 RiEUEREREE (RD)

R *& MEBBE - 5 & R
in vitro |DNA a8 B. subtilis H17, M45 0~20000 pg/disc (+-S9) Rk
IR a8k 2 S.typhimurium 0~5000 pgiplate (+-89)
ERRRERARR TA98,TA100,TA102,TA1535, Bt
TA1537 B
E.coli WP2uvrA%k
usz, =y Fyrf m—KNARY— 0~85.8 pg/mL (+/-89) S9mix
R | R M (CHL) EELET
T
in vivo |/MEStER ddY = 2 H: 0,36 12 2dmg/kg 58F
in vivo |/1EX (—BEiEHES 6 IT) #f : 0,18, 3.5 7, 14 mg/kg 5E | [
(2 B HEREREANRS)

) +-89 : (UM L REET R OEEET. -S9: KB TREFEET
M7 2 BT ROREY PT-CA. OH-PT, T-CA. T-AM. CA-T-CA. OH-T-CA.
OH-PAM K * PCA OHMIE = AW IR RAREERBRII. WThbBRETH -, PT-CA
ROOH-PTDOF ¥ f =— X NARY —EEEMBCHLIU)Z AV ReafkEERBRE T
v FERAWEIERBIIVWTRLOERETH ., (E 29 (BE 66~77)

& 24 BREFUESREESE (KHED)

28 %ggf 4 WERE - B5R | BE
- PT-CA =g
OH-PT R
T-CA S tvohi ) &
e e L Lyphimurium

BIRRER T-AM TA98,TAL00, TA1535, 0~5000 pg/plate (+/-59) R

= L TA1537 ¥ E.coli
HER CA-T-CA WD2uvzd b = ¢
OH-T-CA [E3i]
OH-PAM . B
PCA B
utafk BE PT-CA | Fa g o Xrbx s — Rt
SREY OH-PT il B8 SE RS AT MR (CHL/IU) 0~1250 pg/mL (+/-89) R
B PT-CA |sp5oh 0, 5, 10, 20mg/kg K HE Fate
(in vivo) OH-PT (—HEEHES 6 IT%) 2 HRTEEERERR RS Ra

XEAREHOR 10 L5

13. TOhOFHERR
(1) BRI a2 FUYFPRERAWE invitro HEARE
Oy bt PV FY TR (BFEER) 2RV E-ERAFTORSH
v MFEAWT MV 722085 FO invitrelZBITBI b FITH (BF
EER) FRIEEEORENBER S,
M7= PRy MFFIPayFITRORERYBCEELE
(IC5=0.0078ug/mL) , EEREAHAIL ComplexI ¢ EXx bhiz., (ZHE78)
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@I DEHE Fa FY 7 Complex I FEIREAE O #5t
PIYLBERANWTCIILZ 2 ET FROUARHEY PTCA DI =R T
Complex I FEFHZE I DWW T OBRABEB I,
P T7 2T FRIFParyFITOEFEESR Complex ] 2 HELE
(IC50=0.003pg/mL) . ¥ PT-CA DRREIZZ LD THML -/, (BB 78)

(2) 9 ORI FIFUTREBVEERERE - invivo FICE TS EENERS
OS5y FEHWCEREQNRSEZONREC2LGTD L7z Y ES FREDME

(BE5EERMOME)

Fischer 7 v + (—BEHE 3 IL) I BAENR O (BfE : 0, 160me/kg A E, % CMC-Na
KER)EE L., 5,15 RU'30 DBICHFRECG2MFTDO L7 2T FEEDORIE
DIER E T,

HEOLmFES b7 BT FRESE 5 bR bh, #57% 30 4TI
BEfE (BF - 0.80pg/g, 2MH : 0.030ug/ml) &7 oiz, ARBRTERDONITFEN
ZMPOREL, ZRHEPEEOMEE - REOI b FYTAHRBEEZRTLOT
E20R, T raryFI7THREEELSIEEZTORTSR M7 ET FRI b
2y KU TRREET S EZ 2 bhic, (B8 79, 10)

@3y bOFE FaY FYUTBRRICHT S%R in vivolin vitro B in vitro FCOHRE

SD 7 v b (—#f#t 2 I0) (CEEAERRD (B{E& 0, 160mg/kg &, i CMC-Na
KER) BE L. 30 ABICHBEER LTI b FI 7oy a @R eamsL . .
Ty DI by FY 7HRERICHTHERICOWTOREBER I N,

T T FERELET v PTHE. BRERICET A3 (NADH-state3 /
Succinate-state3) X 0.27 Th V. BALERE 0.42 I3 L TH LML L, &L
BELOHEBNIDS, HEEIX 41.7%THY, Fv b in vivolZBW TS b R 7
MERPEEERABEERE L TWHWBE EEX bR, (BE 79, 10)
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M. BRETFM

BRBICET-EHEPHNCEEI M L7 25 P OB MBEEETMEERE L,

7 v FEROEEDENEAREBRICBW T, BERRSEo2n FiREMEAER O
T 2 . MET 4~6 EIRIC. SAEH T4~ 12BRBICRRICE L, EBRANTIX
Toax fHECTHME. B, BAREHRECOE CHEARBEIZZRD b, EREERE
BEPTho, RFLLE MM 70T FIXRH LAY, KB bOAEKNED
1LO% LU T Chot, BEF2ADIE I 72V T FREUTER#YWE LT PT-CA.
Sul-OH-PT-CA &} OH-PT-CA BRI, BHFIHRE M T7=22ET7 FEHT
MIFBH L., ETENRBH L LT PT-CA-TA. PT-CA-GA. PT-CA. Sul-OH-PT-CA &
O CO-PT AR DOz, FTEARHFEEIZI N IALZTHIROATAROBRILEEIIC
F T —ABOFLELEDR, AETHLLELLN,

Y. Xy SV ROD b EAGEERENEAHBRSERSATSEY, M 72rb
Z F, f#@#¥ & LT PT-CA, OH-PT. T-CA. T-AM, CA-T-CA,, PCA, OH-T-CA &
R OH-PAM 72 ERRBD BT,

THEFEMARBERE SN TR Y, HEPLEBIIFRHESGT T 8~5 B, #HXH
FHETT127~17T9 BTH Y | TEHEDIX PT-CA Thote, BALE CIILEY IR
DHHRPoTE,

KEMADFREROESBRBEREHE STV, MASRIEIED NS, oA
BCiotafE S, BRI 35.0~35.2 BRI C. BHIICBITAER (kiE 35° ) oX
BABRET11.3~11.4 HTH o7,

KIWRERE + R O REEL 2 AV, M 75 FRUSBSEMEdE L L
TEEERR (FRARUVCEE) BEEINLTEY, LRI M 75 BT 3~
84 B, M7 VT R4S PT-CA RRPCA & DE&EH T 3~47T B TH -7

B3 BRERCEZANVT, P75 FEO 6 BEOASMY (PT-CA. OH-PT
EOT-CA(F=2v Y, b= b, B9, FvyXY 13 EWVWTHHT) . OH-PAM, OH-T-CA
R CAT-CA(Z2 T THI)) ottt e LIE/EHBREBRBRBER SN TEY,
M7 2T FOEREEIK, 525~600g ai/ha T 2 [BIHA L. REEH 1 BEICIHE
Lzt s (RE) @ 22.8 mglkg THo7B,8 BERERT T BEICIE., FhEh 16.0 mg/kg
K884 mgkg EHE L, PT-CAIZ&E w5 VY OZH NS 0.08mgkg A FTHRHE &,
PT-CA LA DRFDIZIECORGET TRV EN o,

M 7285 FOSMED LDso X7 v bOKET 86me/kg K& (FV—7H) | M
T Tomghkg KE (AU —7H) . v XD T 80~100mgkg FE (FV—7#H) .
#ET 50~80 mg/kg K (3 Y —7 M) | BB LDso iX 7 > F O#ET 2000mg/kg (FERE.
T 3000me/kg AEB, BA LCs0id T v b DT 2.21mg/L T 1.50mg/L Th o iz,

K3 PT-CA OSMEED LDso 1T v + OHET 27.4mg/kg FE(CMC-Na KEK)., #E
T 15.4 mg/kg FE(CMC-Na A ¥#E) . K OH-PT 0&#EE N LDsoid7 v Ok
T 30~60mgkg AE (FV—7H) Thoi,

HEAEBEHRBRTHEONREEZNHEIT., v~V AT 159mgkg FE/B. v BT
0.91mg/kg KE/B RN, £ X T Img/kg RE/H Tho T, HEEHEIRD LR oi,

BHEFERCRBAERBR TR ONZESERIX, 7y MC 0.56mg/kg KE/F. ~
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AT 22mgkg KE/H, 4 X T lmghkg FE/BETHHEZ2 b, 2B, v b &
RAWi-EatENRBRCREEAER CHFERUCBLHEEEMBRD bh, EEHEIX
0.91mg/kg KE/ARM TH Y BEFEEIB LN h o R, LV EHAMTERINET
v MBMEH/IRPAMFERBROEEZEEROERELN TN Z L5  ADI OREIC
Ty MEEBH/REBAESRBROBEEMHESZ VA Z LICBICBEIRRWEE LD
iz,

2HAEEARRCEONLESMERITZ. 7y FTCO0.75mgkg KE/BTHB LEZ LN
Y ral

FESHRRCEODNE-EFHER., Ty FOBBHH T Imgke FE/B. KRIET
Smg/kg FE/A., VI XORED T lmg/kg KEH/H, BREComgke FE/BTHBLE
Ao, WTFNLEFEERRD bhihoi,

REBERRIIME L AV 2 DNA BERR., EREATERR. Ty =—X A
R Z—HEERRCHLD * AN Raf RERR, ~vX2HAVW/IERREERBENT
BY, Fx A =—IANARY —EEMBE(CHL 2 Wi fa kB E RSB CHEE RIS IR
HDONTER, FOMORBRII T RTCERETH- -, RAEKEFRBR TOBERIGILER
EOBHTHY . MEREOFRIIVWDH LN TR, F-. +O0SARE RIS
7o in vivo /MERBR TR Th o Z &b, ERIZE > CTHIE L RSB EEMET 2N
bDEEZ BN,

{$#% PT-CA. OH-PT, T-CA., T-AM, CA-T-CA. OH-T-CA. OH-PAM R (X PCA
THEY AW ERERERRBRIERSATEY ., WEhbRETH o7, PT-CAK
VOH-PTDF ¥ A =—ANARF —BEMBECHL/IU) Z AW e sBRERRE T
v PERAWEIABERBRBERIALTED., WFhbBETh- T,

EERBRERIL, BEHOREFMARHEL P L7 VT F (EbEHoR)
ERELT,

BRBICBITOIEZFERRUCR/IEFEEERR B IZRERL TS,
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%£25 RRRICAHIESHESRUBIEHE

i, EENE RAENER .
B R (mgrke KE/H) (mgrkg HKE/R) %
S b |90 HEIEAM B — HE - 091 HE : FFHCE R
MR i — i 1.01 M B HAEEREM
90 A HE 2.7 He: 5.4 MEAHE ;42 N4
MR M - 3.2 I - 8.0 (FREEFHEEEED b hiaw)
2 ERNEHSM (B 0.56 # : 1.50 B PR OB EEHEN
B AEGERRE |1 0.69 M : 1.85 i e s | B il
e GERAERBRD BV
2 B AR FEMECRESY |REpEkCREEY (REY '
0.75 1.5 HEHE - AR AR
REh
___________________________________________________________________________ R : RERINS
RAEZERR BE ;1 84 : 3 B - REEMME
¥ O3 s B :45 K EAE
(EHFBAEERD B
<A [90 HHH & o 15.9 HE - 46.2 WEHE - AFHEE RS
FEHERARR #E - 20.2 HE : 57.9
18 4+ AR B 2.2 # : 208 HE . FEEImEHI%E
ZEB AR M- 2.8 W 27.1 i - AT R
(BEBRAETRDENR)
THX | BRAEFEERSR BEh - 1 BEd : 3 BE#Y . FERI(OHED)
H W:6 MR- B R EERTRA L
. (HFBAEERD B i)
A X |90 B FEE S 1 5 HEHE . RS
EHalE HE -1 5
1 FEFHEE HE 1 b HEHE - T.Chol ROV IBE
EHAR 1 i 5 Wi

1) FERERDIFERTRD O BEFTROMEL R L,
— EHENREELREIBHRBIIRETE 2ok,

BRELERLSBEEMFEESE, FRBROESHEOR/MIET v M2 H W 2 £
BHEEEBAEHFESRRBO 0.56 mgkg FE/B ThoTnZ &b, ZThzERE#HLE LT,
LR% 100 TR L7 0.0056 mg/kg KE/H % — B EWFAR (ADD LRELE,

N

ADI 0.0056mg/kg &E/H

(ADI RERMER)  BESEEIAEHEEER
(B TE) Z v bk

() ' 2 FF 1]

(&RE-FHk) REg#R &

(EEMHE) 0.56mg/kg AE/H
(R2HE) 100
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<Bl#k 1 : /5 RYDRE TR >

%7 54

CA-T-AM 4@ INSNEL NT = ) FVERER

CA-T-CA 4, 4- 4 X% v VEEER

CA-T-NH: 4[4 (73 ) AFN)T = ) % V]IRBER

CO-PT 3T EFA4 I ur-1-AFN-NA(p b Y FF IR TAE T S — -5
FAREFYIF

CO-PT-CA " 44 @ TEFAL 4700 1-AF AT — -5 L N)IAR=ZAT I
JRAFN]T = ) X UVEEER

DM-PT 47 vn-3-F N N-[4-(p - U AFF IR DY T S -5 F R
FYIFR

OH-PT 4-7mn-(l-bv FaxieFn)l-2F - N-4@p - YAt )~o9
METF S =5 I NRFY I R

OH-PAM 4-7uu-3-(1-t FufzFl)1-AFALET S —-5-FARFHFI K

OH-PT-CA 4-[4-[[4-7 2 =2-3-(1- & FERFmF L) 1-AFAE T — )54 V]I
R=NT 2 AFN]T = ) X VIREER

OH-PT-OH 4-7vp-3(1-t FeXxyzFi) N[44(t FesxrrFuvrze ) ]
RUDN]1-AF AT — 5T R EHI R

OH-T-CA 4-[4- (e} w3337 /301 BB

OH-T-OH EAMA(e FeXIAF)7c=A]=Fr

PCA 4-7 B R-3-TFN-1-AFNE T — -5 T VR R

PT-CA 4[4-[4- 7 v a-3-2FN-1- A FAEF S — 5L VB AR LT I )
AFNT = ) X VIREBER

PT-CA-GA PT-CA ® 7N a o EEREE

PT-CA-Me 4442732 FA-1-RAFAESF S — -5 A WIBAR=AT I )
AFNT = ) VIR EFHAF

PT-CA-TA 2[4-[4- 7 v -3 =FA-1-AFAE TS -5 A NVIAR= AT I
AFAIT 2 ) %V T 2o A B AR=AT I )] E - 1- ARV

PT-CHO 47 um-3-TF N N- [UHLInTe )R D 1-AFAES
V5T AREY IR

PT-OH 47 -3 F N N-[44(k Fed AFL) 7 ) VIR0 PA)1-2
FAET S — -5 FVRFTI N

PT(A)-40H 47 -3 TF ) N4t RrFm )1 A FAE TS =50
AEYIF

T-AM 4(p-bUNFEINATIF

T-CA 4(p -+ Y VA X IVERER

Sul-OH-PT-CA | 4 [4-[[4- 7 2 2-1- 2 FN-3-(- AN 7 = F V)T S — -5 NV

R VT 27 AFN]T = ) X VR BERE
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<A 2 : REESHF >

Bg#R E2FN
A/G Lt TNTIv/ a7

ai BRRGE

Alb TAT I

ALP TANAY 73 RAT 7 H—E

AST TANRGEVBTI /) NFUVAT 27—
ALT TS5=UTI)bFVvARTT—E
BUN MiRRFEZESR

Cumax EEERE

Eos HEREREL

Glu ¥ (Fra—=x)

LCso TREOERE

LDso FEREBGERE

MCH YRR m Bk M A5 A

MCHC FRIFRMER D AREE

MCV IR BRI

P AR

Retic R IR M Bk S

Seg Sy IR P ER K

Tz A
TAR PALER U R
T.Chol BoalrR5o—n
TG RN
Tmax B v U B B S
TP WEHE

TRR RE I

WBC H i Bk

v -GTP y=TNEIN T ARSI E—F
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<HIK 3 : 1EMTR BB ARE >

1Et4 #HE EHE [E= R meke)
PHI
I SEG R 3 .
Bl THE i fE Y E
T A
(TS - HR36) 2 EC 300 2 o 208 0-02
199 T4EEE ’ i}
Fwvwz A
(it - HT) 3 EC | 195~300 2 ;‘11 g‘g’; g‘gg
1996-19974E B " i
I 7 0.29 0.18
(HERE - 1R35) 2 EC | 300~375 2 14 0.18 0.13
200342 21 0.11 0.05
; 28 0.07 0.03
P 7 19.7 13.1
(Midk - 2EP) 2 EC | soo~375 | 2 14 5.83 4.79
20095 2 21 1.89 0.84
28 0.50 0.22
2L &b 14 0.14 0.11 <0.02 <0.02
(ﬁigﬂg,‘: fﬁ) 2 EC [ 300~375 2 21 0.09 0.05 <0.02 <0.02
T 14 0.08 0.04 <0.02 <0.02
(zi;g;fg ) 2 EC 300 2 21 0.04 0.02* <0.02 <0.02
Fryal— 3 0.51 0.44
(s - TEE) 2 EC 300 2 7 0.27 0.21
20024E 57 14 0.16 0.09
21 0.11 0.05*
2 3 1.48 1.14
LE A 2 7 1.98 1.35
(HERRe - £%E) 2 EC | 225~300 2 14 0.82 0.69
2002658 2 21 0.72 0.51
1 28 0.25 0.20
Y—7 ¥R 14 5.39 5.14
(- 3 1 EC 120~225 2 21 1.83 1.62
2003 B 28 0.88 0.76
J—7 &R
(B3t - £ 2) 2 EC 300 2 ;g _ ;'3‘13 (?ff,,
20054F 5 ) )
W+ Vi - B.55 5.96
(fE - %) 2 EC | 225~300 2 14 2.81 1.87
20044F [ 21 0.69 0.25
28 0.06 0.03
nE 3 1.77 1.256
(FHy - £28) 2 EC | 225~300 | 2 7 0.86 0.55
20024 14 0.39 0.28
21 0.18 0.10
gl 1 0.37 0.33 <0.02 <0.02
(HERR « F3E) 2 EC 300 2 3 0.48 0.37 <0.02 <0.02
19974E 7 0.47 0.34 <0.02 <0.02
1 0.56 0.43
b= b 7 0.74 0.55
(BEE% - B3) 2 EC 300~480 2 14 0.54 0.42
2000-200 14 1 21 0.54 0.42
28 0.51 0.32
I=bkwh 1 1.1 0.73
(RER% - FE) 2 EC 150 2 7-8 1.03 0.55
20054 5 14-15 1.1 0.50
I=pwh 1 0.44 0.42
(bR - BX) 2 EC 150 2 7 0.54 0.37
20064EBE 14 0.35 0.21
v 1 1.43 0.89
(HEgR » $E) 2 EC 300~375 2 3 1.32 0.71
20024E BF 7 0.79 0.42
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n 1 0.68 0.58 <0.02 <0.02
(HEa% - £35) EC | 300~450 2 3 0.58 0.45 <0.02 <0.02
19974EHE 7 0.16 0.14 <0.02 <(.02
Fot 1 0.47 0.26
(Hask - BF) sc 300 2 2 003 o
20044E 55 05 05
21 <0.05 <0.03
=X N
(jﬁ%@,j%% 1 0.30 0.21 0.02 0.02*
19964E g EC 300 2 3 0.08 0.05 0.03 0.02*
*
199THE B » 7 0.01 0.01 <(.02 <(.02
5 1 0.31 0.19
é;? A 3 0.14 0.08
(HER% - 3% 8C 300 2 7 0.04 0.02*
20044E B . .
21 <0.01 <0.01
T 1 <0.01 <0.01
(MER% - 281 EC 300 2 3 <0.01 <0.01
20014ERE 7 <0.01 <0.01
T 1 <0.01 <0.01
(Hag% - 21D 5C 300 2 3 <0.01 <0.01
2004421 7 <0.01 <0.01
ERxAES 1 0.60 0.36
(BEaR « &%) sC 450 2 3 0.82 0.44
20044FBF 14 0.08 0.04*
Fr A 1 0.02 0.01*
(Hes - 3B) sC 600~750 2 3 0.02 0.01*
20014E 8 7 0.03 0.02*
Frih 1 6.17 4.19
(HEs% - R SC 600~750 2 3 7.11 4.01
20014EFF 7 5.80 3.78
BN A b A 1 <0.01 <0.01
(HiERR: - BP9 sC 450~675 2 3 <0.01 <0.01
20044 7 <0.01 <0.01
TTIEEY 1 3.32 2.97
(hEa% - B e 450~675 2 3 4.08 3.49
20044 #£ 7 3.53 3.08
HaHph 1 0.06 0.04
(T4 - 5 sc 750 2 3 0.06 0.04*
200247 7 0.07 0.04
EhbA 1 2.21 1.46
(EHh - BE) sC 750 2 3 2.59 2.05
20024E 5 7 3.44 2.15
EEE Y 1 0.78 0.53
(F - RE) sC 750 2 3 0.93 0.62
20024E 8 7 1.09 0.69
Gkl 1 0.42 0.41
(EH - B3E) SC 750 2 3 0.57 0.51
200148 7 0.39 0.36
AET 1 0.61 0.56
(Eh - £3E) 8¢ 960 2 3 0.59 0.47
20014F % 7 0.03 0.03
=L 4 0.93 70
(Bitn - B sc | 525~600 2 ;1 oy 3'63
20004EEE ) )
bbb 1 0.04 0.02*
(#m4% - FH7) sC 525~600 2 3 0.03 0.02*
200242 BE 7 0.02 0.01*
33 1 22.75 9.56
(4% - BED sc 525~-600 2 3 16.01 7.46
20024 7 8.84 5.39
. N 1 1.56 0.98
AR 3 1.49 1.01
(£5) SC 450~600 2 7 5
20044E 0 1.11 0.7
14 1,02 0.83
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* 14 7.17 5.67
(BT - %) 2 EC 300~450 1 21 0.83 0.72
19974 B 30 0.18 0.14
* 14 0.08 0.08
(BT - 20 2 EC 300~450 1 21 0.01 0.01
19974 B 30 <0.01 <(.01
#F*
(BT - %5 2 sc 600 1 ;g (1)32*1’ 07 -1922,
20054E R ’ ’
% .
(BT - BHEK) 2 sC 600 1 ;g 364(;)1 <063021
20054£FF : )

) ai: TGO E. PHL: R#RERA—INERREBE, EC: 9#., SC: 7u77A#
- —EHICRHBRARE ST - OERAHET ABSIREBAEEBREBLEDOL LTHEL, *
ElZ&f+ L7,
cRTDT—F BRHBRARBEORSIIHEBRABOERIZ<EFALTER L,
- RHY PT-CA OSWEII A 725 FicBE LTRSS LE.
BEANIT V7 2B 5 MV PT-CA=383.9/413.9=0.93

a: REYIT oW TERBRER K 201997 FE O H)TEM,
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<B#E 4 : HEEHERE>

N/ =
et TR FIRR (lfﬁ)%ﬁ) s (6; éifj:)
tmgkg)
ff BhE ff R ff P E ff BEHE
Nz AR 0.02 45.0 0.9 18.7 0.37 28.7 0.57 58.5 1.17
22 ASREGEE) 3.03 2.2 6.67 0.5 1.52 0.9 2.73 3.4 10.3
R R 0.18 26 0.47 0.7 0.13 0.7 0.13 4.2 0.76
MR @) 13.1 0.5 6.55 0.1 1.31 0.3 3.93 1.1 14.4
S 0.11 20.4 3.23 10.3 1.18 21.9 2.41 29.9 3.29
E o 0.04 22.8 0.91 9.8 0.39 22.9 0.92 23.1 0.92
Foyal)— 0.44 4.5 0.95 2.8 0.59 46.7 9.81 4.1 0.86
L&A 5.96 6.1 36.4 2.5 14.9 6.4 38.1 4.2 25.0
hE 1.25 11.3 14.1 4.5 5.62 8.2 10.2 11.5 14.4
b=k 0.73 24.3 17.7 16.9 12.3 24.5 17.9 18.9 13.8
E— 0.89 4.4 3.92 2 1.78 1.9 1.69 3.7 3.29
FA 0.58 4.0 2.32 0.9 0.52 3.3 1.91 5.7 3.31
ELL L 0.21 16.3 3.42 8.2 1.72 10.1 2.12 16.6 8.49
ERRAED 0.44 0.6 0.264 0.2 0.088 0.7 0.308 0.6 0.264
Bt A ' 0.02 416 0.83 35.4 0.71 45.8 0.92 42.6 0.85
frod A RE) 0.04 0.1 0.004 0.1 0.004 0.1 0.004 0.1 0.004
BoR A @EE) | 215 0.1 0.215 0.1 0.215 0.1 0.215 0.1 0.215
:égéz;}” » 0.69 0.1 0.069 0.1 0.069 0.1 0.069 0.1 0.069
;zgg 0.56 2.5 1.4 1.5 0.84 3.5 1.96 2.3 1.29
AAZL 0.70 5.1 3.57 4.4 3.08 5.3 3.71 5.1 3.57
b b 0.02 0.5 0.01 0.7 0.014 4 0.08 0.1 0.002
FoHU 1.01 0.1 0.101 0.1 0.101 0.1 0.101 0.1 0.101
P2 7.92 3 23.8 1.4 1.1 3.5 27.7 43 34.0
BADIE 4.19 0.1 0.419 0.1 0.419 0.1 0.419 0.1 0.419
&at 128.22 58.92 127.91 135.77

CBREEE, FESATV S ERRDY - FARRE L AFRBEOEHREED I L M7z BT FORKEEAVE

(B8 K3} .

Tff) : Fill W0 FE~12HEOERERAE (ZH 92~94) OHRICE S BREHERE (g/A/R)

- [ERE]  REERAUVEEDRREENMORDE FAT2ET FOBRESERE (ue/A/H)
- ZOMOPAEDITREDT, DIFTHEESERIS., BEEORLE - EMETO 0.56meky 2 AV,
SV FARLRVEFR, VT LFR PIFEREENRSE, BREEORLEL-T-Y 7 FED 5.96mgkg AV s,
- PP, IZbESEERLD, BREEORLE Lo I = b MO 0.73mglkg 2 BV,

s AL HERETF—F PRUBRUT ChommbBREOHEIIL TR,
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TP EPFERT. 1998 £, RAK
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Ar. 1999 £, RAH
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ELFEESBFMRAT. 1998 £, RAK
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ERFEART, 1999 F, KAK

8 MC EMINTZ7rETZ FOT vy MBI 2RESEEERS L TCILHRBTE . () =2k
FELREPIIE., 1999 4, RAE
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10 M7 =237 FOREMUFMEE OBMREY (EEFE I EEER) 2001 4 7
A-: BARBEEAST, 2001 4, RAK

11 M7 =¥ 7 FOZLEFHMGERIOBME (ERFEHEICHT 2EEEER) -2001 4 11
A-: BARBERASTE, 2001 4, RARK

12 A7 =225 FOT v MNIFH S-9 in vitro RICBIT 5 REER : (#k) =&Elk¥ies
BT, 1997 £, KAH

13 WCEH M7 =BT FORTICBIT 2/ (#R) =3 FETSBFH%ERT. 1998 4,

. RAFE '

14 [TOL-4C] FAT =2 EF FOF ¥ _VICBIT K8 () SHEREBETIEH.
1998 £, KRAK

15 [PYR-UC] A7 = ¥5 FOXF ¥V IZHBT 28 (B0 =L B2L LB 23T,
1999 &, RAFK

16 [TOL-4C] P77 FOBBIZEITARE : () =82 LBETIeT. 1998
i, RAE

17 [PYR-MC] A7 =BT FOBHHICBITARE : () Z#bFLSH 2R, 1999
i, RAK

18 UWC BRI A7 =¥ T FOFR - ST EDPEARR : () =ZBLPELHPHE
Fr. 1999 45, KA

19 LREARER ¢ () ZZH(EREBFEHRAT. 1998 4, kAR

20 MksyAERER ¢ (BR) =¥ BETERT. 1996 £, FAHK

21 KPS HEEMRE © (R ZFEREFFHERF. 1999 £, RKAK

22 AT VT FOEMERERBEE : (0B ZE(LELTEB 2R, 2001 £, RAK

23 M7V T7 FOEYRERREE : () BEARRRITEZ—, 20034, KRAK
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7287 FOEMERBERREE : () KELE BB | 2003 F, RAK
M7 2T FOLEREAR - KEFEL2 (BR) . 1999, kAE
Ty MBI AR N ZENRE (GLP &) : Convance Laboratolries (Gf) . 1997

£ RAK
Sy MoBY AAMENEMERR (GLP 3R : SEETLREMET. 2000 4, &
A%

Z v MBITA8ME 0 HEERAREREEHEA ) — T M TORE) (GLP M) : =&{kE
TEFENRET. 2000 4E, RAK
T U ACBIT 3R NFERE (GLP %) : Convance Laboratolries (CK) . 1997

£ RAK
v RCBIT AR 0 EMERREBERLEA VY — T CORED) : KEFE(LEE, 2000 £, &
INFE

7y MBI 3R EERE (GLP &5 : Corning Hazletoln () . 1997 &, &
s

T v MBI ISMEAENRE (GLP %) : Safepharm Laboratolries (%) . 2000
iE, RA#HK

PT-CA (B - 4% - LEEREY. oY) ©F v B3R oEMRAR (GLP
®is) WSV —F B F—, 1999 4E, kAR

PT-CA (B - W% - LRIV, o) ©F v MBI 23R nHERR « XIE
{23, 2000 £, FRaOFK

OH-PT (8% - ) ©F v MBI 2R EMEER (GLP &) : R U4
—FeF—, 19994, FKAHK

OH-PT (814 - #a%{EEY) ©Z v MBI 28R 0 EERER (GLP Hi5) : KEE,
2000 £, RAEK

T-CA (8% - W EY) ©F » MBI 28R NFERR (GLP i) : RV 3
—FErF—, 1999 F, RAK

T-AM ({EBA#Y) ©F v Mokt 38 nHERR (GLP #ik) XY ) $—F%
vH—, 1999 ., kA

CA-T-CA (8% - EHREY) O 7 v MBI 32 RN EERAS (GLP X)) : RV
P—F L F—, 1999 F, FAK

OH-T-CA (&% - ¥ {HY) ©F v MBI 2AEE0EERER (GLP ®h) &Y
Jg—FrrrF— 1999 F, RAR

OH-PAM (&% - 1% - TERAHY) ©F v MBI 38R0 EEREER (GLP 35
RSV —FErrF— 1999, RAK

PCA (% - IBREY) ©F v MBI 2SR OFSEAS (GLP X)) : KU ¥—
FEH—, 1999 £, KAE

Y RICBIT D RE KA ERE (GLP M) : Corning Hazletoln () ., 1996 £,
b STAT 4

7Y IR S IR— kB RS (GLP #5) : Corning Hazletoln (k) . 1996 £, &

BFR
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56
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59

60

61

62
63

64
66
66

Ny MICBIT S HERENEREER (GLP %) : RS U —F = 4—, 1997 £,

KA

7 v FERWRSEIC X 2SR D SRS (GLP 3) - Z#{hFE LR FEHRRT.

1999 £, RAFE

7 v bERAVEREEL XS ESMR O EERR-FHEORENSFBIMRE - =28k

RERFEFERT. 2001 £, RAK

Zo e RAWCERERGICES 2 ARESERIEHRBE - I b2 FI 7oERER LT

BRI RIETRE— - ZERRNE, 2001 F, RAE

7 U A AWCREEIL X AHEMER 0 ZERE - Convance Laboratolries (GK) . 1999

£ RAK _

AXERWIES A REBEIC L 5 ESMEROEERR (GLP ML) AV h—F&r

H—. 1997 ¥, RA#E

AXERWEZ L BREERCE AESMEREOEERR BN (GLP3S) : R/ U4

—FErF—, 1999 F, RAK

7 v AW 13 BERBHER SHEEERE (GLP %f%) : Huntingdon Life Sciences
(FE) , 2003 4, RAE

M7 =¥ T R, PT-CABMY - #118 - TEEREYS, oMYk LG OH-PT (84 -

WMGHY) ©F v MCBITS 4 ERRERECL S3EERE (GLP IS R U —F

kA —, 2001 &, RAFK

A XERNTH T EARGHEIC L A BHEENFEERE (GLP &%) RV —F ¥

—., 1999, RAFK

Z v FERWERMEC X AEEFEE - BREAMEARR (GLP #E)  Z&2Eesed

FHFIERT. 1999 £E, RAHE

~ U A% HWICIREEIC X RS AMAE: (GLP &) : Convance Laboratolries (CK) |

1999 4, FRAHE

Z v FERW 2 HREHEEERR (GLP xtE)  ZE(LFELFFR. 1999 £,

RO

Ty FERAWCRHRAESIRNRE (GLP %)  S#{PE2R ¥R, 1999

F, RAEK

Ty FEROEETHEERR (GLP #&) : ZHEEL2R2EE. 1997 £, RAF
7YX EAWEETEERR (GLP #6) : {28 FIRm. 1997 £, KA
MEZ AV ERERERAR (GLP ¥4:) : Convance Laboratolries (&) . 1997 £,
RAK

AMHEZRVWCEREREERR (GLP M) - RV —F k¥ — 2000 F, Kaodk
LB YRR AV ek R E B (GLP %f5%) : Convance Laboratolries (38) |
1997 ££, RAR

< U AW NERER - KEFELEE, 1997 £, RAK

AE 72 v DNA BB (GLP #5) : =2 (L3RR %R, 1996 £, RAH
PT-CA (Ep - #5% - HIBICH. Jeorfdd) OMEZRAVWEIREARAEERER (GLP %
W) RS Y H—FrF— 1999 F, AR
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PT-CA (#i% - H%Y - LIRCGHY . SerY) OWMALBEOKEERE AWk R2ER
B (GLP i) R V¥ —FkrF— 20014, KRAK

PT-CA (& - ity - LIBEREY. XHEY) OF v FEHWE/EEE (GLP Mis)
FAARZE, 2000 €, RAK

OH-PT (1% - W \BY) OME AW EEREREENHR (GLPXHE) RV U P—
FErrF—, 19994, KAR

OH-PT (&% - EWA#Y) OB ERMREAWE=RAKREERR (GLP 3E)
R Y —FEF—, 2001 4F, RKRAK

OH-PT (&% - Wity ©F v b2 B/ 38 (GLP #5) : FEFFEE, 2000
&, RAR

T-CA (&% - B AHY) OMBEZ AV -EREXEEAR (GLP k) : R/ U ¥
FEZ—, 1999 4E, RKAFE

T-AM (EHRHEY) OMBERWEERBREARERAR (GLP X)) : R U —FE
F—, 1999 KRAFK

CA-T-CA (% - ) OMEEZAVW-EREREERAR (GLP ) RV
—F R —, 1999 £, KAE

OH-T-CA (B0 - MR#W) OMEE AV ERERALERR (GLP i) : RV
P—FErF—, 1999 4E, KAE

OH-PAM (8% - Hi% - 13R{GHY) OMEE AW EHRERERAS (GLP Hik) R
SV —F 2 F— 1999 4, RAR |

PCA (% - LIRAGHY) OME 2R\ ERERERAE (GLP %Hh) - HAMBHRE
BeEERTE ¥ —, 1988 4, RAFK

WM har FY TRERWE in vitro R IRE : =%, 2001 4, RAK

7w O bar FU 7RERWEFFRILE-In vive TICBIT 2 EHERRE: =ZF L%,
2001 4F, RAORK

BB ETMICOVT : RFILLEEZER/LE 4 EISGER 1-1

(URL ; http//www.fsc.go.jp/tinkai/i-dai54/dai54kai-siryoul-1.pdf)

277773 F) RO T A7 =087 F] ORSHEE: (B 22 FIEEE 233 3)
W11 &E 1HORECE S, RATORBEEREILE >R MERBETHICOWT :
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F I EERELEERBERIMAELSE
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M7 =857 FICR D R BEREETM O R OMBATONT
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®dh, BT ORBERE (Bf 34 FEAELERE 370 8) O0— 2R ETHH (R
174F 4 A 27 B, Erk 17 EEAHHEETE 230 5)

i, BMBDEOSRERE (Bf 34 F£EAEERE 370 5) O—HWERETHH (Fk
174 11 A 29 A, R 17 R4 5 EE 5RE 499 5)

BEERG AT =2ETF (BEBAD) - HARBREERSH, TR 1848 A 31 H&kGET. —
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