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1. BiE
(1) BEB%L : "7 T FTolfenpyrad (1S0)]

(2) A 8B - FZF=H _
BT —AVBREATORE - R THD, FABEIII b o RITIRITBE
FREEROBEZEICISBDOEEZLRTVWS, BESREOMIZ, 5 FAZE, SUHR
EOREICH LTOHREETT, :

(3) k%4 : .
4—chloro—3~ethyl-1-methyl-A-{4-(p-tolyloxy) benzyl] pyrazole—B—carbo%ami de
- ~ (IUPAC)
4—chloro=-3-ethyl-1-methyl-#[[4- (4-methylphenoxy) phenyllmethyl] -1/
pyrazole—5~carboxamide (CAS) '

(4) HEERR O

CHCH, - -
/ H
N)\_§\ N\/Q/
N Chs
CHs Q

TR CyH,CIND,

AGFE 383.9

JKEEfZEE 0. 087 mg/L (25°C)
EMREL  log,Pow = 5.61 (25°C)

Ve

(A= —RHEERLY)

-205-



2. HEOCHEARCERLE
AHOBEAOGEEEMERFEIUTOLBY,
EBE| L 72> T B b DI DN TIL,

SBREKBEFERZINTELOERLTNS,

A EERIEE (O 23 AEHs 82 )

el N’

(1) 15.0% h V7 =25 FHLAE .
; AH D WLt 5 %
| tema R R e | Ghl ER | ws | B svane
3 g -\ BiERER
Xy LY M G0 2t Iv#E 14 BET
< & THAY, 77 FAVEE ¥ C
IRFE 3 B Al
& 77 7hVER, 1IN 1000~ ES
PRV 12 2000 {8
TAhY. i 3
77 GAVER, 5?1*‘/°}::)\A*/ IVFE 14 BT
A | MIEFIMY, PRI G
B7 G :
AXUYA. YylE 1000 £%
. . 1000~
Y JEINRY . . e ;
- YIRS, 2 2000 fi IeH 7 A7 ot
MIPFIABT . TS IN L 2000 f£ =T
WY, ASU% .
SV, ~epm | P00H
Epob I AME . T IAAR 1000~
o |2 EAZF, VIR | 10006% | aqL fli 2 ELLA
: 77 FAHETY R 1000~ | ~/10a &
777 31\*/3‘;\7"5} v 2000 {2
23 GRS YN 2 N
. 1000~ WX HERT B
g AR | 10005 ok
777 ThAR. 1Y 73R 1000~
P R a7 I, WM 2} 2000 4%
MIINDE, S AR | 10004%
- 777 36T TR o
SERTR ey e, bebge e | 2000
. PN AN i #n
RE | e, sum | OF I 3 B A
Fuyay—| TH77 I, 3 1000~ =T
7 39 2000 IR
E—<l —
Fy)fa)y =, af 73 1000 fi£ % T

—206-




(1) 15.0% k7 2> ¥F FHA (o5%)

' KD | MIVE 5
e ERAE A ﬁ§ %’;2_ fig grE| S0 eavmEo
g TP & ol I E
IATAULY R AV AN AL A I
. FHIU Yepaan g o | 200~ | oy
#® FoIRI Fe e F 1500 £5 400L %ﬁ?ilfca S 1A LHE
SN 31 5 000 e /10a
) 1000
775 AV 2000 f IR B -
7Y ovig ET 2@ | —_—-
o IS
e 100~300 | ILFE 7 B PAN .
RETHEI v 1000 fi£ L/10a MET
(o) e 14 B 1[5 1@
IENY .
(2) 15.0% FA 7 =25 FARIR (a7 7n)
' \ : , AED M7zst 74
e wamEns | po | Sn | Em | #8 | 55| eseane
’ g8 e B
Yoy hVER 1000 fi%
77 3k
2L =eRAET S = 2000 3% N5 14 B
Fi)5{u7H e HET
sz 1000”"’ '
PN ThY 2000 f5
e o 2000~
SV = 3000 1%
777 VIR
Fy/haly = 2000 200~700L
M ED . 1000~ | /102
T g 2000 £ ,
T T L EE e | 2Ems
T4 TR 1000 £ | A :
S N IRAERTH
1000~ =T
YVIAR/AR -
61 2000 f5%
@ - \‘ \ \‘I -
*9?”Vjvﬁﬁi$iﬁm 2000 f&
DETF 397 1000 1%
SRRAES| FUINE tooo
ES 2000 | go~300L
5 & h
opoey | TV THYL T7 54 | 1000 = /10a IvHE 14 B
|, MM | ¥ET

-207-
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HR7u< 757 (NPD) TEET S,
EERRR : 0.005~0. 05 ppm

(2) TR ERGRR
EIPy CHE S N R ERR ORROBEIC OV TIENE L 2B,

4. AD I OFf

BREEEAE (ERl SFERE4L48F) F244B 1 RE L ZBOHEESE, &6
ﬁé@é%&rﬁﬁ%kbtbw7:/t7hhﬁéﬁmﬁﬁ%ﬁﬁmgowf1IRD&
BYFHITWD,

EEER : 0.56 ng/kg BE/day (FAAMERD SRS

(BhiiE) Sy kb
@5 HE) RAY
(3RER ORES) BRI /T8 ARG AR
- (H#IR) 2 4

ZRE : 100

AD T :0.0056 mg/kg tKE/day

7eds. FHEICEEENTOREEMREED in vitro RBO—E CRECEERENELNM,
INEREBREIRYD in vivo BB TR IR TEREDOERBELNEZOT, M7 T Kt
EEXRIZE - THREE R 3EEEER VW EFERENTWVWS,

5. FAERIZBIT SRR

IMPRIZBIT2EEFMEIREINTREL T, EEEELREINL TV,

KE, I FF BHES (EU), F-A T I T EP=2—Y—F 2 FIZoWTHREL
R, WThoERUHISRICE N C b EEEITRE STV,
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M7z ET FET 3B,
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BES b7 2 EZR _ (RlE2)
B
: HYE(E | EMME | B | EHEE S e ER B S
R4 £ BAT | HE| £% HAEE :
ppm ppm ) pPpm ppm ppm
[me gA 0.05 i3 <0.01(#),€0.01G)
D AB(GTF rysra g, ) Ot 0.2 0.2 O 0.03,0.02
WA GT yirai i, YOk 10 10 O 5.28(3),1.88/2.32
PEEOR 1 1 O 0.25,0.22
PRIEOE 25 251 O 12.5,19.6
FECEN 2 0.5|O & 0.13,0.14/0.222,0.519(%)
F Y 0.3 63| O 0.03,0.08
Frayal— 1 i1 O 0.43,0.48
0.90.1./94(1/(5’)(
~ 2)/0.62,1.06/5.38(8)U—7v
VER(FFERERULLLES TS, ) 10 10 O )/57./2.30.1.52(*)*-55"%)
h&E(—x528t.) 5 5 O 1.72($),1.04
CAATL 0.05 .| H €0.01,€0.01
el 10 2 4.24($,1.13
TARINGHA 0.7 E 0.29($),0.10
Sa=1)] : 3 ] " 1.00,1:43
0.48,0,34/0,42,0.73(n){k<H
0.5,1.1/0.418,0.514/0.97,0.
o, 9 3l o [ikie=lad ] :
s 3 31l O 1.38($),0.52
b 2 2 O 0.54,0.67
E@HY (H—%r it ) 1 1l © 0.28,0.24/0.12
A RaYH 0.05 0.05] © €0.01,£0.01
FOMOSOREE 0.2 2] 0.03,0.04(tz2354)
FERBLAED 2 2l O 0.76($),0.13
A 0.1 0.1l O <0.01,0.03($)
I odhh DR ESE 3 31 O 1.02($),0.57
VE : 3 31 O B BR
AP (=T NF VRS, ) 3 3l O A Tini B R
=TT N— 3 3 O BrHPABR
FA A -3 3l O LA B
EOMROPAERREE 3 3l O 0.51(ep390.55(5E3)
BaAiL 2 2l O 0.63,0.92
HERL 2 2l O AARLBH
bh 0.2| 02 O 0.04,0.03
FTEY 5 5 O 0.89,1.52(5)
THL{FN—rvasts, ) 2 ] £.70(8),0.28
b 3 3} 1.18,0.86
* 20 200 O 7.06,4.34/13.8($),4.44
, 3.98,7.00($)/4,07,2,60(Z:
DDA A 15 15| O %m (

WohoLofehR BRI, REOHARNTREIMTOR TR,
HnonEmRBREIL RBRECHL S ERL, LONE P BRREE LR EREORLLLL,
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(B 3)

M7 =257 FHEEFRE (BT @ pg/ A day)
o | BT ohE | g [ LS
i ERUR | Bz (~6) | O~s) | 2 | R goapty | smpi
pend | (ppm) THDL EDI THDI EDI
TR Lt 005 2.0 .8 1.1 021 2.0 0. 1.4 0.3
FOCAMB (FTA v oAty ) DR 0. 0.93 .0 3.7 LBt 5. [ 11, 1.8
FnC AR (FF vy okl ) O 1 3.16 32,0 .0 '6; 5. 2. 34 10.7
DR 0.235 .6 X ¥ 0. 0. . 0
I EIR Dk 2 16.05 12.5 A L6175 4.8 27.5 7.7
X Eus 0.37 58.8 20. 3.8 43.8 g.1 63. 4, 1.7
iyl 0.3 9. 055 6, sf 2.9 0.5 6.9 1.3 6.0/ 1
o= ) — 1 ‘“‘o.455| 4,5 2.8 ig 4.7 2.1 4. .9
VX (FZ¥FERUE Ly 28T, ) 10| 3.72 51,0 25,0 9.3 64,0 33.8 42, 16.6
¥ (V--%FETe, ) 5 1.38 56. 5 285 .2 41.0 1.3 67, 186/
FCAIT S 0,05 0. 01 0,0 0,0 .0 0.0 0 9. X
ok 0 2,685 6.0 7.0 ) i.0 K 16. 4,1
7 A H A 0.7 0. 195 0.6] 0.2 0.1 0.3 1 0. 0.1
o) 3 1.216 12 [ 0.1 0.9 0.4 1.2 0.5|
k= k 0,54 48.6 33.8 3. 1 49. 13.2 37.8 10.2
Y=y 0.95 13.2 6.0 ] 5. 1.8 131 2.5
i 0. 6051 L0 . .5 8. .0 11.4 3.4
Ewin (H—F-FEte, ) 0.2 16.3 3} . .7 10 .1 16.6 3.5
4 0.05 0.0 .0 . . 0 . 0 0 .0 0.0
E o.2| 0. 03 0. . 0. 0 0.5 [ .1 0.0
E 2 0. 445 1.7 3 0.4 1 1.4 0.3 1.2 0.3
Frin A 0.1 0,07 4.2 Bl 35 2.7 4.6 .8 4,3 0.8
B AR RRER 3 ©. 795 0. L1 0.3 .1 0.3 1 . 0.1
e [) 3 0.9 X X 61 0, X . 0.9
F LT (=TT, ) [] .2 Wi . .g{ 2.4 .4 . 0,
L FoA—Y - [ .61 . R .2 6. .3 .4 X
PN [ 3 . 3] 0. .3 .3
FOBDDAE SRER [ .2 0. 0.3 0.3 0.3 1.
CES4P 2 775| 10.2 0 B. 34| 10.6 1| 10, 3,
IEPER L 2@ 2 .20 .2 0.2 9. 20 [ 9. 20 0.2 0.
X 0.2 9,035 1 X .0 - [ 0.9, 0,
XTF] o~ 5 1.205 .5 . 1 . 0.1 0.5 .
FTH b (Fa—w et ) 2 0. 49 . 4 .2 X X 0.7, 0.4
e 1.02 X 1.2 0,4 0.3 0,1 0,3
B3 2 0.316 X 28.0 0.4 70.0 1. 86.0 3
E DD AT A 1 4.51 .5 . 5 1.5 0. 1.5 .
3 3 153 50,8 368.5 B5. 467. 119, 4
ADLIE (%) .8 218, 57.4]  118.4 30, 154. 0} 39.4

@ : EHYUDEHERMBMNIC LM, ABIPEETS CHA 0 EME (V) oEEAVE,
TUDI : PERAAE AL HEHA (Theoretical Maximum Daily Xntake)
EDT : 3#7E 1 A$SHilk (Estimated Daily Intake)
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(2010 4£ 3 A 31 HET) :
AR L (BER) tExKRE B

H K (ERAH) RHEEAT EAEREA
- FRTERREL EARE L H)ETR
LS EHEE YA B R
A AR B EEA AHIET
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SHERT FEHEESE B HAEEE
ERETET BEEE L e s
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JMERE , EEES HE A
SINHRARF RERE *:20094E 18 19 A% T
=FEIE= . RAAEHE **: 20094 4 A 10 HAb

*** 200044 A 28 @D

(20104E 4 B 1 HH»b)
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AR A S SRAH R
TR | H T ARBES
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FIHf KE T L 50
A EEE ‘ EHEN IES &=
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NERE TR BEEE
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E &

Y —ABAEETARBRITHS Th72F F) (CAS No. 129558-76-5)
X, RYT 47V 2 MAEBITICHE ) BEEERRE SN TN D, FFIZO>HT, &
ERBRRES 2 A TR RRRETN* £ Lk,

A BRI, BdrES (o b | HEERRESR (R, Fr
YRUL L) | {EER, EAMEE (T v b e UARTAS X) | BIEEE (1 X)
BUEBIERERAMENRS (Fy ) | BRAME (FUX) | 2HRER (v M) | %
EFE (5y PREBYSF) | BEEHSORBEETH D,

KRBERRBRERND, P T v ES MR ZBET, ZIchflE (T
KE) ROEN GEARMEE EEIERS) R o, MREE, S, 25
Hlo s BB, BT R OERIZ & - T & 2 2 8EFHIIED bived -,

ERRTIONOEREED D bR/MER. 7y FEAVE: 2 EIIBEEE/R
P AAEGFERBRD 0.56 mg/kg E/A ThHo DT, TR ERMLE LT, Z2H%% 100
T L7z 0.0056 mg/kg {KE/H #— B ERGAR (ADD :®ELRE,

~227-



I. @R REOHE
1. FHik
e A

2. HHRHO—EE ‘
% . TSR
P4 : tolfenpyrad (ISO 4)

3. B4
IUPAC ,
i 47 un-3-F0-1- A FN-N-[4-(p NI 3 F )20
BT =5 HARFT IR
324 : 4-chloro-3-ethyl-1-methyl- N -[4-(p-tolyloxy)benzyll
pyrazole-5-carboxamide

CAS (No.129558-76-5)
gy c 47 va-3-=F-1- AFN-N-[[4-4- A F VT = /%)
7 x =V AFNVLHE T Y — A5 IR E I N
354, @ 4-chloro-3-ethyl- 1-methyl-V -[[4-(4-methylphenoxy)
phenyllmethyll- 1 Hpyrazole-5-carboxamide

4. ¥R
Ca1Hz22CIN3O2

5. 4F&
383.9

6. HE=

7. AROBE :
M7 =BT Fid, 1991 FIC =2 b FEHARC L VBB S YT V-8R %
I ARBHTHD, FOEPBBIIEEI b ar R TIEBIT AT EEROEE
WEdbDEEZ BN, BAETIE, 20024 4 A 24 FCH¥E, FEPIRICH
HTBEZEGIN FE—2T28 b CER 4 EE)AEISh TS (BE LD,

8
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@%ﬁﬁ\Fi:wﬁﬁﬁ\?4\777EEEE%%T%ﬁéMT%50
AR EWD, WHEIBA~OBALK IS ERERFOEER S INT
W3,
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. KERICRIHAROEE
ATEBEGARIT. 1~411, M 725 FOES Y —ABO 3 RS 1C
TEHLEZLO BT Mpyr-#Clh7 =B K] 20D, ) ROV ROK
FEH—Z 1UC TERLEDBD LT Mol MCl LT =BT K] 105, ) #®
HWTEBRShE, B EREERCRBREEIISICHD ARVEE M T
7 P U, %/ SRk REEEEFRIFIE 1 XU 2 IZFR7ENT

WD,

1. EiRRERRER

(1) Sv bz 28hEREGRER
® m®ir
a. MAPREHER

Fischer 7 v b (—BeHfME 4~5 C) lpyr“Clh A7 =5 FELL X
[tol “Cl P 7 =V BT K& 1mglkg B UUTF [1.] BT MEAES v
5, ) BHLLIX20 me/kg KE AT [1.] it T &R L), ) ©H
EREO#RE L, XiXlpyr-#Cl b7 =25 FELLZtol-UCI M7 = BT

FEREAET 4 ERRERNREL T, MFBEEEBIZOW TR SN,
HBIEEFEA T A —FIXFE LICRERTWS, (BB 3. 6)

&1 EWEEIRIAIA—X

55k HERORES FEEN®RE
. [pyr-14C] [tol-14C]
ZE [pyr-uCl b7 =T F [tol- “Clr LT = T K L7 = FA7 =
) YEFE M
: &f{i@ 1 90 1 20 1 1
el i 3 e i3 I3 li 3 HE i HE ;3 H
Tmex (PR 2 6 8 12 2 4 6 4 8 12 8
Cmax {pg/ml) | 0.304 | 0.253 | 1.93 | 2.23 | 0.268 | 0.284 | 2.22 | 2.37 | 0.26 | 0.51 0.30
Twe (BFRD 164 | 276 | 163 ] 142 | 121 | 11.0 | 126 | 11.5 | 20.7 | 45.8 18.6
AUC : ' ,
(ng - hr/ml) 3.1 28 {445 {524 | 3.0 3.4 |627] 708
b, WRinE :
Ry R EAER (1. (D@ b. ] TH LA PR, RepdesR, r—o
BEiiE B OV L E B < (BRRERTFEO SR D, BOREH% 48 FRICBIT 51
AEERINER L, T9~TT8% LEHE NS, (BER3)
@ &M

Fischer 7 v b (—FElMERE 4~5 JG) (Zlpyr4Cl A7 7 FREHAE

10
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U< B AET, £L 3ol M0l ML 7 = v BT PR SR CEREDRE L,
MitlpyrCl kA7 =2 5 FE L kol MO M AT =2 €5 FEERET
14 HERERAEE LT, ENSTRRAERS Nz, |
WEIRS 7 B 5 E TR R OB WHH SRR 2. RERSICBY
5 EERRR R OB TR ERERR 3 LREA TV,
IR 51T 301 B A RO ASIR AL 1, IR, B OB SEIAE O D3 o T 28,
DT OMEITBY T B BEILECH T, BEERED bk, RERE

ROV T HHEERER LU LIy fmER s A b,

(ZH 3, 6)

&2 HERSICHETLSIEERBRCHBORERSEEREE (ug/8)

AR

RER
(nghyg (65

o
ll

Temax {F35%

BB 168 eRfE%

[pyr14C]
rALT

=S

HE

FF i (5.40) , B (1.92) . /M BB
(1.68), FhE(1.35). LM(0.795).
1 #%(0.425)

FTANTOMBT0.08 LT

Frig .70 . 8§ (1.96) . A 8%
(1.46) . (.30 . B AIs H
(L1 . o5& ©87D | M 8
(0.580)

TRTOMEBRT0.08 LT

20

B (25.2) . AF 1% (186) | /1 B

| (13.4), Kji5(5.85) ., Bhg(4.88) .

I $8(4.14) 4B &S (G.12), 0
5(2.79)

15 | B8E(L.6), i505(1.27) . B &5
BH(1.11), 2 7§(0.99)

B (220) . I & (20.0) . /) BB
(12.7). X5 6.92) . mEE(5.50).
BEMEHG.17), Bl#E4.95), &
5#(3.06)

B RE(2.6)., K E(.64) . 505
(1.42)

[tol-14C]

M7 < '

=

;.3

Frim(6.56) . 8 247 . /NBE
(1.84) . BZlE1.65) . BEIEH
0.928) | & B (0.890) | M 5%
(0.459)

FTTOMBET0.08 LLT

i3

BT i 5.70) . B (2.08) . /5
(148 . Blia(1.41) . B R IEH
(1.89), L.i%(0.883), M 5#%(0.647)

TRTDMEET0.08 LT

* 1 me/kg KEHEHETIIRES 4 BHHEE,

11
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£33 REFSFICETLIIERBBRUVABORBRIERE (ng/p)

s (uf; o ;ﬁ e R 5 168 B
Fig(.77 . B8 Bl | IRl (089 . 8 0.76) . 2 &
5 (3.01) . kBB (18N . A BB | (057
B | (1.86). f585(1.38) B 45(1.49).
D095, R 0.748) . B
[pyr-1¢Cl (0.602), B (0.55), M ##(0.516)
VT = 1 FrmQL3) Balsli2n & | B8 0.20), 515088 . &
ol A 85 (3.06) . ¥ 1% (288 . & B | (062
e (2.16), BERA(1.66) . /hBB(1.35).,
LiR(0.908), BIE091), K&
(0.888) . B 4% I (0.72) | L 3%
0.710)
_ T (8.88). B gt (3.55) #B &g | BEAA (0.95) . B8 (0.63) . Fr &
[tol-14C] f5 (3.02) . X 1% (1L75) . /b BB | (0.55)
ML o= 1 g | (139, ABE(1.28) FERG(1.40),
e B FE0.803) . L 0.73D ., B
(0.368) . M B (0.324) | M %
{0.311)
®ame 12 R
@

PRECETHEERRE OEN PEERE (1. (D@ a. B Ub. ] tBWTEbh
R, BRUIE ARSI HRR (1. (DQ] TaLRmE, iF. BRO
AR EZRE LT, REPRE - EERRBEHE S,

HA#FEHE TR, RPC M7z 087 RIXBR DL, REwiTT<<
1.0%TAR U FThote, HEPETH M7 205 KR 4 1~15.1%TAR, K%
¥ LT PT-CA. Sul-OH-PT-CA K U* OH-PT-CA RENTh 23.9~48.9, 5.3~
11.7 R0 6.4~12.9%TARE® bIjc, EH Tt bV 7 = B F FIZ0.7%TAR
LR, RE#mE LT PT-CATA, PT-CA-GA KO PT-CA M43 T 313~
42.9%TAR, Sul-OH-PT-CAR ' CO-PT BENEH 4.7~7.7T RUN3.7~T.4%TAR

BB BRI,

g, fF, BRUOBPEEFTICR MM 7S Rzt AR R, =
T EIL PT-CA TH Y, B SNEREDEORN 90%% EHT e, AER
CHESEIC L BB ER N F — I EERBD b hviado Tk,

14 BERERGEHIIBNTH RETIR M7 =287 FERH LT, 5
WX T RTLO0%TARU T ChH EFTIX M7 28T K280.6~1.1%TAR,
st & LT PT-CA, Sul-OH-PT-CA %! OH-PT-CA REN-Fh 57.2~65.2,
12.5~16.4 BT 1L1~13.8%TAR @b 51, €OMINT e 2%TAR FigT
Hol, RECEFORBYONFZ— 0 BRUOSHEIGCOWTH, RERSLHE
EREOMTIEE A CEIRD A o7, 14 HBRERESOMERICI

12
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N7 =BT FEIRHERT, EBLAEBPT-CA Thol,
MTZ 27 FOXERBEREBIX, NIAFTFTVROAFAVEDE L
(PT-CA) RUENIZEI 7/ — VRO FVEZDOEME (OH-PT-CA) .- 1
4 (Sul-OH-PT-CA) THH, _UTVILT I D C-NESOREZEIITLTNT
HiHLEZLNTZ, (B4, 7

@ HEfit
a.. RRUH it |

Fischer 7 v b (—fflfERE 4~5 ) (Z[pyr-4Cl PV 7 = T FEERESR
LSHBEAET, BLERMCI M7 =27 FEERAECTHERA®RE L,
KiXlpyr-14Cl A7 2 7 FEHLL il 4Cl b7 =2 BT FEERET
14 AMEERORE LT, RECERHEMRRIAERL S,

B 5% 168 B0 RRUEIEEIR 4 IDRE TV 5,

FLT = BT RidiE5% 72 BFEEIPIC 80%TAR LA EASHE &hviz, FEHE
BARRIIEP ChH oz, BEEH~OFRIIRD bl f, (B8 3, 6)

E4 5% 168 B CORRUEDEME GTAR)

BE5FE HEED FE& R
. [pyr-“C] [tol-14C]}
. [pyr-14C] [tol-14C] X .
;ﬁ%ﬁﬁ: . o= 13 s e 1S I\ /1’7 g . 1‘4”/7-3'—-./
FAT = TR M7 AT }~ P e ke

BEE .

(g (59 ! | 20 1 1 1
PER | | m | m | ® | m | ® | m |
13538 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 | <0.1 <0.1
J5id 25 2.1 3.0 24 2.1 1.7 3.4 2.5 2.2
o 89.4 91.3 88._2 90.4 92.0 93.2 92.1 94.9 93.1

—IHEEE | <01 <0.1 0.1 <0.1 <(.1 <0.1 0.8 0.1 0.2
&5 91.9 93 .4 91.3 92.8 94.1 94.9 95.8 | 975 95.5

: FEROBERTIE, BkE54% 168 B

b. RBi+hikit
PR = 2 — L&A LT Fischer T v b (—HflfME 4~5 [5) 2, [pyr-14C]
T 2 BT FREREEAECHER DS LT, B HEEsRRsE
MmEhi, |
515 48 BERADMRY, RECHERHREEIER 5 IZRSh TV 3,
50~70%TAR HHEMHiz il S, MR % 52 1) o BortiE D T EHE I
BRIV TH B ENRENE, (BB 3)

13
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#5 5% BEREOET, RECERE#RE (YTAR)

#E5E (mgkg&E) 1 20

PRI P i3 b3 i3
B 83.6 54.7 69.5 51.3

W 2.5 3.0 2.3 0.7

# 7.6 6.3 8.3 3.5

Br— DR 0.6 0.8 0.5 0.2
HLE 15.4 21.9 13.5 36.5

PR ZDih 6.1 10.9 5.5 5.7

(2) v kFBIT5EHERO E%ﬁmmaﬁ¢lﬁﬁ&alﬁ{tMWE#$

SD 7 v b (—FEHE 5 D) iZ[pyr-1uCl M V7 =B F% 160 Xit 320 mgikg
FETCHRBRRHREO®RES L, SAESRENESFO I RE R ELENEEE
BRE S, |

5 6 REEBOMEPEER. 160 mg/kg FER5HT 4.08~8.34 pg/ml (7
FFREZICET Lz 1D 16.7 ug/mL #k&<) | 320 mg/kg BER HET5.18~
6.97 ng/ml (FETEMEZEREL) Thotz, 160 mgkeg KEREEFETIT 72 BrRE
1212 10.3~18.0 ug/mL L2V 168 K2 THEERIETIIEO b7,
320 mg/kg FERGHF TIL 168 FFEE T 11.8~19.1 pg/ml Lz o7z,

168 IFEZ OB NEYH OBGEEEFRIL, 160 mekg FERESFHE TR 0.2~
29.7%TAR LI >E M KE L, 320 mgkg AERSHETIT 48.4~53.5%TAR
ThoTe, MNENEDPOHRSREBRFERIZMBREH T 1.9~4.8%TAR Tho iz,

BN B OBSRESEN N BN BB & LT, ARBROBHNED T EEREIX
ABEERIC XA RS CRSICER SN Ehb, MEERICEZEINLTHS
DTS ABYRICBREL TR EEZDNRDZ L L MNERNBEHPERFESRN
3% ELRNT ENE, ML T2 ET FOBREERSIZL Y B OESNME
EhdZEickabvobtELsbRhiz, (BE5)

(3) Ty MBI 2HBBERIER G PBTIERER
SD 7> b (—BEHEM 4 T) Zlpyr-uCl M7 = V7 FE 3 mg/kg (KET

HEREOREL T, REREBEROILABITHERR (RE 24 FFEE E THIE)
- MBEEINE, ) '

AR IR IR O FEIIRE 12 R TREEEEL, g
2.90 pg/mL, BRIRBRETR—FT0.87pg/lg THY, FEMBERTKBIERED R
— b tF OB DO KIS 1L PT-CA Th- Tz,

?L{‘F‘:F'@frﬁﬂfﬂb RS 12 BRI TREREIGEL, BAMIET 0.82 ug/ml,
LT 23.2 pg/mL T oz, Bt HORUBO KL L PT-CA D AT Nz 27
& (PT-CA-Me) Thote,

14
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PR MR DRSS R L, 85 12 WS DRI Rk S &
FE5 7, SLIBMSETORBOKMLE PT-CA Thot, (B 8~11)

(4) 5y FEERR S-9 in vitro BRI BT HHBIHER
invitrofSik (7 » FFS-9. 4ml) iZ[pyr-4Cl M7 =2 ES F& 0.1 mg
HLL X 1mg. [tol ¥C] V7 = 25 K% 0.1 mg, XIFFEEREZ2 1 mg Mz,
37°CT 3 MRl A v Fa—- b LT, initroNHEBRPEBINE,

"7 2287 FA510.2~12 4% TAR R &, FERHW & LCTOH-PT-CA,
PT-CA K CO-PT-CABZNEI 24.5~32.4,13.4~16.2 Fr 11 9.3~13.2%TAR
BHEE, FoMic. 12 BEORBDARHECRIES LR, wWind
8%TAR LAF TdH o7z, _

MVT 2 EF RO in vitro (UE5R COFERBRKIX, o7/ —ROox
FNED o 1OBILEC N U VAXF VRO AFAEDBILTHY . ZOM, <
YONVLT I R ORE, N -AFAESOBAFVE, BT —ABOZF L
EOV=nE~OFERTHILEZ DN, (B 12)

2. EMEREGRE
(1) B¢
2y (RTE: TW25) ZAVWT, BERERNEGEBRNAERI N, XRRT
Ao BBRHEEIUTOLEBY Thol,

o - i e e [tol-1CI X iZlpyr-14C]
i ftol-14C] PV 7 = 5 R M a5
RBE D ® ® _
WESTE e ERnh RO R

mﬁfﬁﬁ@ 598 3 RS 578 10 B 578 10 B R0
ERRPOZTERICH L | BERVEESNNVE TO

AVERER (T REDDORR | Zon s s vt _ HEomk

BATRER A AUEEZ L, 2, 4R BoEk, Btk 7, 28 A B3, 7. 14, 28R

BRERE 1 pg/mL 7.5 mg/mlL 750 pg/mL

HBROTR. EDE~ORFREOBTIIEFNICEN L 00, R1EDER
VE~OBITIIPR L, 4 AHIC 53.9%TAR 2R, 0.4%TAR BET, 0.2%TAR
BETHRD b, _

AROTED R BA SN HFRIIEERIN O ICBITL, 28 A% TIRED
SERTTAOEBIZSAR LIZH, EMOLR~OBTIE L A LR biRirolz,

HBROTIL, NBERCRE L bRECHKFEIEZ L THY 28 HET87.1
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~91.8%TAR BERMBMICSML T, ELBOERCREEICEBT 2041
0.1%TAR K TH 0, IR ~DBATIIRD biph o,

ECIE M T = ET A 89.5~93.6%TAR (132~206 mg/kg) . FERH
& L TCPT-OH, OH-PT. PT-CA RU'DM-PT 3@ H bhizss, Wihd 0.2
~0.3%TAR (0.3~0.7mg/kg) BETHV, FOMORESLERB#HDITTHh
t 0.2%TAR (0.4 mglkg) LT Tholz, [tol-14C] M7 =5 Figg ORH
B & LT T-AM BB bz, 28 HE T 0.2%TAR (0.4 mglkg) Thotz,

BETR 72T FI892.2~93.6%TAR (0.76~0.80 mg/kg) . FE
S & LT PT-OH., OH-PT, PT-CA 2T CO-PT @D ohi, »Wihd 0.2
~0.4%TAR (0.002~0.003 mg/kg) BETHY ., TOMORE SN RHHIX
WS 0.3%TAR LAFChotr, [tolUCl A7 2T FEEORE & L
TT-AM ARH o, 28 B TO0.1%TAR (0.001 mg/kg) Thotz,

M7 28T FIERTIEBWTHIZ & A SRB 20, REERI. b
U AFLEDOKEL (PT-OH) . 5 —VBOTFLED -1 fLOKEE
it (OH-PT) B OB (CO-PT) ., Ry VAT I 5O C-NFEE&ORZE (T-AM)
RO T Y- 1 oA F ik (DM-PT) &Ezbhlk, (£ 13)

(2) FyRY _

[tol-MC] V7 = BT FXilpyr-UCl h V7 = B S FEEDNERER (0.5
mg/ml) FEEREROX+ XY (BE :KE) 1Ry bE72) 8ml ThtL
WemicEmL, LEER, 7. 14 RO 28 HE ([pyr#Cl 7 E5 FiX
28 AHEOAL) ICEIRL, M EMNEmMRBREER I,

[tolr“Cl P L7 =2 BT FOF XY R AREE A EIILABER T
80.0%TAR T o7, 28 HIZIT 58.9%TAR Il L, WHETIZBITS
Sk, A TIHIMEC 90.6%TRR, FEHRIZ 9.4%TRR THY, 28 HET
FISMIEI 99.7%TRR. EHRIC 0.3%TRR Thote, NI 28 REOAETIL L
7= VBT R85 55.0%TRR (4.63 mg/kg) . ZE#HM & LT OH-PT,. OH-T-CA,
OH-T-OH KU CA-T-AM REI2h 6.4%TRR (0.54 mg/kg) . 3.9%TRR (0.33
mglkg) . 3.7%TRR (0.31 mgkg) MU 24%TRR (0.20 mgkg) b B, +
DMOEE X NEZREDIIVTE 1L.9%TRR AT Thotz, HH 28 HE DR
BT VT = BT FRURE®IZVTR Y 0.1%TRR R Th o7z,

pyr-4Cl A7 = EZ FOX ¥ _AVICB 2RBHMEHEIT 28 HET
89.4%TAR Th -7, EMETICBIT D oM IS IEIC 97.2%TRR, FEERIC
28%TRR Th oz LB 28 HEDAETIE M7 = BT F349.8%TRR(4.71
mglkg) . EBERFIWE LT OH-PT. OH-PT-OH. OH-PT-CA Tt PCA #%
HZ1 7.9 %TRR (0.75 me/kg) . 3.4%TRR (0.32 mg/kg) . 2.9%TRR (0.27 mg/kg)
B 2.1%TRR (0.20 mg/kg) BN, FOMOREINRBEDTITHE
1.6%TRR UL T Th-oir, MBI 28 AEOEERTIE vy 7 =T K38 0.4%TRR
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(0.034 mg/kg) MEDH LI, REFDITVTHhD 02%TRR £FETH -7,
M7 =BT Rk v <Y TIRRRE S CRIE S, £ < OREICH 7R
ENDEN, BER~OBITHMES, REREBR, 7YV RO=FAED -1
frokEE{t (OH-PT) , 5 —NBET LY ﬂ/z}‘ﬁF y&y*);vgwfﬁ%%%i%GD

BRI R R O 2 FESOMKGAE (T-AM) |, WNCHEOERELS Y
NAHF RS OT AL VEOR (T CA) 'c&y:s EEZ LN, (B
BE 14, 15)

(3) &4

[tol-1Cl V7 =25 FXIZpyr-4Cl h v 7 = B Z FE2EHAERKE (1.0
mg/mL) %, b b (Ml ALIEK) OREHSER L2 —FC2MmIC 4 mL #4m L. [tol-14C]
M7 = BT FOERK TIIAAEER, 14, 28 RO 56 HHBICIE, EREER,
[pyr-4C] b7 5 AKX TIX 56 ARIICIELE, B3 HRIZREL TN EFN
BE L., EhEMEGHERRER I,

[tol-4ClF A7 =T FOL BB 2R BEAHEIX. LEEHR T

© 32.6%TAR., 56 A T 32.8%TAR T 0 BEFIN T Lz b7 doie, 56 BHED
AEBERCBT A oM ABE ERTRETENEN 83.1.7.5 XU 9.3%TRR
THY ., BEICEDTAHHEEEDK 0O5%IZREICHEE L, IENME~DONTIX
0.1%:3k5H TH - 7o,

MR 56 ARDETIE M7 =25 FA 24 1%TRR (12.4 mg/kg) . EEA
Hme LT PT-CA (AEHE%EE, ) . CAT-CA (AR#$Z2ET, ) RU'T-CA

H&iEz2El, ) BENFN 11.0%TRR (5.6 mg/ke) . 11L0%TRR (5.7 mg/ke)
B 6.1%TRR (3.2 mgkg) B biv, TOMDREEINZRFHITNTHE
2A%TRRUTTH- 72,56 BEDRETIE AT =T KR 77.4%TRR(34.8
mg/kg) . REHE LT T-AM 28 L.1%TRR (0.5 mg/kg) i b, #AH 56
BBOEATIR M 7287 R boid. REME LT CAT-CA DA
K23 2.2%TRR (0.02 mg/kg) BBz,

_[pyr MOl L7 =BT RFOH B k#jéﬁ%ﬁ%ﬁ%‘fﬁu b, 4B 56 AET
23.5%TAR Th o, MHERICEIT B0MILNEE, XRCRETTRER
86.1, 7.3 RV 6.6%TRR ThH Y, RELEETHIHHNED S B 86.4% 3R I
FELTWE, TR M 72 ET F2832.6%TRR (21.1 mg/kg) . HEAH
WM& LT PT-CA (EEEE&tr) . OH-PAM (A&ErEt) . PT-OH (A&
k% &Te) RO OH-PT-CA #32HFh 17.0%TRR (11.0 mg/kg) . 9.0%TRR (5.82
mg/kg) . 4.4 %TRR (2.83 mg/kg) KT 3.2%TRR (2.06 mg/kg) B Hiv, &
OMOBEEEhA-REDITOING 22%TRR U FTholz, BETII M 7 =
»EZ FH 64.7%TRR (8.24 mgkg) LI, FESNEZRHBIINTHD
0.9%TRR UL FChot, BRATIX M Z =T F80.3%TRR (0.003 mg/kg)
L ThRLMROLNT, RE L LT OH-PAM 78 3.9%TRR (0.035 mg/ke)
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AEHBHI, FOMOREINRBEWIT TS 0.3%TRR T Thote,

72T RO HIZBIT 5 EERFREEE, PIASIIVROATFAE
Dl (PT-CA) , I3 —NV8E I AT I RN DN EORKSEH S O
SIEROT 2 FiEE0MmAsfE (OH-PAM) ¥ ONCBHZL L TARKT A MU A%
SRV AEBS DT L ENLEDRE (CAT-CA) ThadeExbhl, (BE
16, 17) '

3. TEPEGRER
(1) TRchERHER (FRN. RANEVCEREEE

pyr-4Cl h A7 =2 €5 FXUhol 40l hAT7 =0 5 N3, BIEL GRBR
OEE) 158 EH70 0.75 mgkg &3 XD ICRML. HFRNEETF T, Rk
TET 91 HE., S&LEET 183 B, SRR GTAOBESRHFTTIL28 A
M. 30°CTA »Fa— L, HEPFEMRBRNSER I,

MV 2 BT FOLEF TOMRER I HROTEFIC L5882, #
TEAH T ERET T 3~5 A, 0% B=EHIMIL 29~34 H, iﬁﬁﬁﬁ@%ﬁz?r
co?ﬁff%lﬂﬁﬁ-ﬂ 1% 127~179 HTH -7z,

FEMEMGIC BT 2 FEESHEDIIPT-CATH Y, FIEETIX T~14 HEZIZ
29.5~31.9%TAR (0.22~0.24 mg/kg) | B E I 3 BHIC 14.9~15.1%TAR

(0.114~0.468 mg/kg) THEX Lok, £Of, PCA, PT(A)-40H 28, Th
ENRFET 12.5~15.8%TAR (0.094~0.119 mglkg) . 4.5~4.6%TAR (0.034
~0.035 mg/kg) BB, FOMDOHEMIL TR D 2%TAR (0.015 mg/kg)
UTThot, BEMEHE L LT HUCO: PRBRETEIZKIKEET 129~
42 1%TAR, BT 39.8~72. 2% TAR 3B8® bz, BRIEFHEWDIAIIER
Hbiirhoi, FEMEEEYII pyr-HCEEFREL Lol MCHEFF LV 1 £<,
R T 91 HIRIZ 30.7~50.9%TAR, F %1 138 T 183 H %12 14.6~32.6%TAR
Thol,

BRI A XELMIE PT-CA Th 0 . 28 A%IC 2.3~7.5%TAR
bbbz, BETE R M M7 ES FoRBPRED LN,

P72 BT FOEESBERIL, PIAATRRORAFALEDERL
(PT-CA) |, Ehicfic< M I AROREAH (PT-OH) K7 I FES DB (PCA,
PAM) THY, BREZ COIZafiEnabnEEZOND, TIERF TCOLHME

CRIESBMEMBIEELTHnA L EZ b, (5 18).

(2) TERHERR )

AFFOENTE (Bt (R, &amRUKRR) | #EL dbFE) 1 28
W, HRRERBRSER SN,

Freundlich W EF Kk Kads |3 722~1520 ThH 0 . FHRKESHBIZL VHEE -
U7k 354573 Koc i 15.1X 103~149 X 103 (3 63.3X10%) Thot, (BB19)

18
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4. KAEHRRE
(1) mMKSEREEER

EEGRO bV T 2T FE S T CEERER pH4) | U UBERERR (oHT) RO
RV BHEETR (PHY) OFBERICIRE 0.04mg/L L2256 & 51T it, 50+1C
T5 AR vRaN—tar L, M7 =2 ET FOIKSHRBDEE S,
HEFBIIIARET TOITNG 1ELUETHY, P T =BT FIINAS
R LTRETHDO BN, (FHE20)

(2) KehZHRRE (BEARTANIK)

[tol-14C] F V7 = BT FEFEK (ABEBEAENK) ROWIIK Gk, pH

6.8) ITJREE 20 pg/L L4223 X HICINZ e, 254 1°CT 58 ¥/ v ¥Rt
(800~800 nm DFF T 765 Wm2+10%) L. AP FoABRNIER iz,

58 BRI OREELK EUWIATIE b7 = 5 B2 30~31%TAR, E24y
&4 & LT CA“T-NH228 23.2~23.3%TAR., OO L LT PT-OH XX
PT-CHO 28\ 41h 5%TAR LU TR biv e, B4 N CHREEA R OFIIIAK T
58 Bf#ETH 87.3~89.1%TAR R M7 =S FELTEELTEY, F&
o ESHRPRBDH BN o7,

FVT7 2 BT FROES R X A0, HEE L E K ¢ 35. 2 IR, T )17 € 35.0
B CH 0. BHICET A HER (dbi& 35°) OXBHBE CENFR 114 BT 11.3
BTHoT,

AT =T FOZESFREIT, YA VRO FAEOBRLIC
PT-OH, PT-CHO R PT-CA 4R L. FhiziE< PT-CADT 3 M*A@F'fﬁ
LD CAT-NH: DA TH D B L b, (BR21)

. LIREREHR

KILEK - g () RUWHER - 8858 - GRE) 2 AVWT, b7 =5 K,
53f7) PT-CA R UV PCA 24N SLAM L L LHARRER (AEARUER)
REMESHTE, HRIFCICRETHWS, (BE25)

&6 TERBHBAK

HEERRES (H)
R B * i s ge | PT=VETF
NMtadEd) +PT-CA+PCA
72885 0.3 KR - AL 6 ' g
R mg/kg HFE - St 34 47
B 300 LR - ERAE A 5 . 10
A : '
HRR g ai/ha ThER - L 3 3

*EBARBRTHS, BERRT7o T I AEEN

19
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6. {EMEREEER
B, BRERUEZHNT, M7 BT FED 6 BEOAS [PT-CA.
OHPT KU T-CA (w50, rv b, 27, Fr_AYRTRES SWVTHYT) |
OH-PAM, OH-T-CA KU CA-T-CA (29 Toth) 1&0Wig{bat & Li-{E
HERBRP R s,
ERIIBHE 3 IZTREN T A, bw7m/t7%®%ﬁﬁm:ﬁ%ﬁﬁla%
INFEL7-8H Y (RE) @228 mgkg Thoi=dt, 3 HEENT B#IZIX, ThE
. 16.0 mgrkg Z (1 8.84 mglkg LWF Lz, AIRE T, REEHAm 7 HZIIHE
L7zinb (FERR) @ 19.7 mglkg Th-oiz, PT-CAIXZ w 3 Y OFHH 5 0.03 mg/kg
LT &, PT-CA UAORAMITT A TORBT CREEN Dok, (B
- FH 22~24, 86, 95)

FERRBEEICESE, P72V ET K BULAMO,) & REFTNE

LaH L LTENTREE S5 REND bER S h o HERRELSE 7 WREh
T5 GHE 4 28]) . 4B, REERREORER, BHRIN TSIt
SHEEABEPD M7 =V T RREROBEERTHAZGT, SEWHE
ShiEnbT, BAEW, B —, TRATHA, Thb, Eholx, o8
SV RPICOEELTATOBAEBICER s, NI - B L 2BEEED
A2 <ﬁwk®ﬁﬁ®? KAT- T,

R®T BRPE Uﬁﬂ&éhé LDz ES FOEEERE

EHREEH HR(1~6 ) : a2} A 65 meA D
(FHE : 53.3 kg) ({AE : 15.8kp) (IFHE : 55.6kg) ({£HE : 54.2 kg)

(i/%%) 138 63.0 126 149
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7. —RREHER

72 EFROT v b, v URARBTHFE2 RO —REERRSERS L
(ZR 26, 27)

Tro WRIEESIZTREIN TS,

~241-

#8 —MmEEARMYE
- B wEE BRREFR | mMEHE
HEROTEE BhhE e (mg/kg (KE) = (mg/ke {& BROME
52 | (mgke EE) gy,
, A BRET, EoE
" : 0,10, KT, EEimEE
ﬂ(ﬂlf’ﬂcﬁ‘i&) Tiser | s | 50,200 50 200 |ETE
win 7w #En) FETC : 200 me/ke
EETS3
A [CR 0,10, afgn,#??fi "
(~wyvospes | U0 | #8 | 50,150 10 50 i &ikE
— VEHR) (o)
HRBESHRET
FEL : 50 melkg
ICR 0,10, . i
H R E B & - ¥ 18 50,150 10 50 B T 418 . 150
" (&r) meke fk E T
i 17118
P
. SFoEFAMEO £
“g% SR iER Wistar 0,10, e B
7 | Randall-Selitto | 5 " | H6 50,150 50 150 SEL - 150 mgfke |
%) (&n) fkETaI6
s w 0.10 FERETHY
HEIR istar N FET : 150 mglkg
(129 Sy b HEe6 50, 150 10 50 fro—
(#¥0)
0.10 B BRI~ DB
. .10, 2zl
=SR2 Vih‘s::.tar i 50,150 150 - T - 150 melk
Zv b gkg
(&m) EET3
. . 0,10, H SRR~ 1E
Mm#F ChE KU*| Wistar .
(%)
B | P, M, GBS . &, ME, D
B | ohE LER HEE He4 ( +LFH%W) 50 - B O BRI~
= | (BT 7R —iR DERRL
& A v
2 Wistar 0,10, FEL : 160 mg/kg
ol eI 5y k HE6 50,150 10 50 KETYS
22 (B&m
21




®REE

] ' Bk BEREER | B/MERE
s hinE e (mg/kg {KE) & (mg/kg & HROME
FH5E) | (me/ke KE) )
BE IR~ D
ICR 010, AL
3 — etz | HES 50,150 10 - 1 : 50 me/kg
e ﬂf;i?gig (&R) REL ETRS
ER 72 e
e Wistar 0,10, RS~ D
5o | HELO 50,150 150 — Ak
(&n)
| . BB 5 Y
g ] ICR . 0.10.
: REME v | HEB 50,150 10 50
% (&)
0.10 RE RPERE,
RERV Wistax ) 151 ~ R pH. RBEI
5 |RTERE sy | 6| 20180 150 By
15 Wistar 0,10, PSP BEiEE~D
PSP HEititAE 5ok 16 50,150 150 - WERL
(F&m)
mEEEEFEPT.
. 0,10, APTTD) ~ @ # fi
iR ‘;&f‘f H 6 50,150 150 - L
il . (&o) FET : 150 mglkg
i3 FEETUS
Wistar 0,10, wWERL L
P 5o n | HES 50, 150 150 - FL : 150 mg/kg
- (Zn) thETHS
i 0.10 cG fﬁ%ﬂ‘ﬁ‘émﬂ)
B | ICG fhae ‘;‘;tf 6 50,150 150 - et
Re (#n)

E) T TORBICBWTEREE 0.6%CMC-Na /kERB AV bk,

8. EFMERR

- B/AMERBEERES R,

(1) REFEHER
MZ =2 E7 FEED 8D 7 v FRU ICR < U 2% AV ic2tEEiE s
EhEhiz, BRIZRIITTRENTND, FERE LT, HIE, EEELE RGE
BMET . SHITHRM. HEA, BRI, BBV, PR RE, WAR AR K ONIFI A

B OFEEDR

22

Hbi,

(B 28~34)

22
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®9 EESEHREE (FBE)

o - LDso (mg/kg 55)
o BiE s T T
- CMC-Na 7K¥R 260~386 113~150
7 5
FV—7ih 86 75
&0 — ‘
CMC-Na KB 114 107
<A - -
V=7 80~100 50~80
354 Zvk K >2,000 >3,000
- LCso (mg/L)
A Zvk
2.21 1.50

8 BEOMREBIZ ST SD 7 v hEAVEAERDEERRRER SN,
ERIIE 10 )ORENTV S, T-AM A ORBYTIIER S LT, B FESHO
ET. IBlg T, M, FREYE, ERET. TH. IFEEOHENRENED L
. (B8 35~44) '

F 10 REEEEREER (KSHY)

' Tkel
R Vst LDso(mg/kg/EE)
e 1113
CMC-Na /K&K 27.4 15.4
PT-CA — —
. U —7 82 54
CMC-Na K&k 70.8 35.5
OH-PT -
A Y —7 30~60 30~60
T-CA ‘ 600~2,000 >92 000
T-AM >2,000 >2,000
CA-T-CA >92 000 >2.000
CMC-Na /KiEiK
QH-T-CA 2,020 >2,000
OH-PAM 1,100 1,100
PCA >2 000 >2,000

(2) SEAESERR (Ty )

SD 7 v b (—BEMEHES 10 0T) &= HEBREED (B : 0.20.40 BT 60
mg/kg RE. M : 0. 10, 20 R 40 mgkg KE, B : =—H) BEICLD
AMRETHERBR AR SN, |

B EPRTRD ONEBMFTRIIR 1ILICRER TV S,

H B EORIER OCHRFAEZNREIZBN T, RS ICEE LEE ki

23
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B LI olz, :

ARBR BT, 40 mg/kg REMU FREFOBEE ) 20 me/kg EELL B 58
DM CEREREMMEISENRD b0 T, EHIERITHET 20 mgkg K8, T
10 mgkg FETHD LB b, MEFEEIIRDONRI-Tz, (BRI

F 11 EAESEEER (Tv b)) CTROLWI-BMEMR

b i i3 i3
60 mg/kg AFE . | - ik, EEHD, &KE, '
JEIR(E, EEET
- HEERS
-FOB : 2% %8 (EAIES) |
. - -] ERIET
40 mg/kg FEEL L - EE M - BT
- PEEBRREIRIG TR, Bk
| 20 mg/kg FEH E | 20 mg/kg EET - I EEHEINHENH]
' FHITRL - FEEEERD
' - FOB : #iB4ETF
10 mg/kg & BMEFTRA L

9. HR - EWICH T SRIBIER U R WEBREIERR
NZW T3 RAOWERAMERBRECEEIMERBRAER I TEY ., BRE
OBEICx U TREDRBIMENRD bz, (B 45, 46)
Hartley EAE v M AVEHIGRIEERER (Maximization ¥) WFEMESHT
BY, BRBREREEIGIDONRP-E, (BHE47)

10. BRHEEHR
(1) 90 HHBEIEEERE (Sy M)
Fischer 7 » b (—REMERESR 10 L) 2R W=iReH (R{E: 0. 15, 80 LT 160
ppm : EHRFREENERTR 12 28) #5255 90 HEESMEEERBRP LR
iz,

& 12 90 HEBEUEERER (v b)) OFHREERE

BE5& 15 ppm 80 ppm 160 ppm
EE R AR HE 0.91 4.78 . 9.33
(mg/kg FE/R) i3 1.01 5.17 9.32

ZREHTRO LN BEFRIER 13ITREh TV 5,

24
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2&%% ZEBWT, 15ppm L EEEHOBTCHELER

HEON, MR EEEIR

RO LD T, EHIERIIMMET 15 ppm (& : 0.91mg/kg (KE/H ., #:1.01

mg/kg FE/B) RETHHIEEBLZ BN,

(£R8 11, 48, 49)

#13 0 HRERREFEUESR (Sv ) TROLWEEHRR

e i : 3
160 ppm. - fEEE R - I /AR IS
' - SEEL Y LHEI - GGT. %Y v B O BUN Hi
- MCV, MCH X UHER 77 Bk 3 - BREMM R CHERIET
HEAD - SA T RIRE AR K
- TG > _ - BECE M IRE IR R ,
- B, Dy IR BB N RS - KERE R OVMe BB B i AR
R UCEREREMN - BREROFEOER
- FrgiE &b « N H— DAL
- OB MR E AR ARK
 BEALRARE ERE O T
< N— G —RSINTIHE K Ul
80 ppm AL | - REHEMNESE] - {EE AN
R RVN 2 - FEEEERD
« fiall ONMZ B A B LR B 238N - WBC B
« ABREE Y L i @HE&/‘%#HB@%J’JD «MCV, ALP, Glu ETG'» U 7 A
- DNBMERTRIRRIE R i)
« TG, TP &TFAlb %&b
< B, . BERUELEEEIEMN
* FFes B O be E BRI
< IBRERE U N Ei D N A A N
« DNSMEFF AR AR
- B R R OER
< N—F—RSIRTLE
15 ppm BLE | - FFEEEEEM - B HeEERM

(2) 90 HHEIEEMHER (TUR)
ICR < 7 & (—#ElERES 10 IT) % Wiz I88 (B 0, 15, 100 & TF 300 ppm :
FHRGEREILE 14 28) #5215 90 HsmausEsBnEzE s s,

%14 90 PMESHEMHER (YHYR) OTFHREENRS

. RE5E# 15 ppm 100 ppm 300 ppm
R RERE i 2.4 15.9 46.2
(mgkg FE/R) | 3.0 20.2 57.9

ATRERICFVVT, 300 ppm BEMOMKECIT L ERIEM, M CRABEMD

| REREROI L EREELVS GITAL) .
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AST 880, DEEEEHEN., T MCHC BADBRO bnizo T, S Eihti
. T 100 ppm (FE : 15.9 mg/kg FE/H, M : 20.2 mg/kg KE/A) ThaLBEZ
bk, (BE50)

(3) 0 HAEAESMERER (/X)) @

E— VR (MRS 4 D) ARWAEATEAED (EE:0, 1, 5 RT10
mg/kg RE/0) BEIZE 5 90 B MESMEEERBRIERE Sz,

10 mg/kg fRE/ B SO CHRERCRIEE, & U 7 AN, 5 mgke EE/
AL bR EFEQIEE R, MCRERLD . BTHRERURIEE (5 mgke FE
[ADA) BEBDHLNT,

AFRBRICB VT, 5 mg/kg FE/ R ut&ffﬁiwmﬁhﬂﬁ&%ybs B BNTZDT,
M EIIMET lmgkg fB/ATHB EELLNE, (BRS51)

(4) SO EMESMEEHRR (1) @

AR > TEBE S 4 B OHERERRO 10 mg/kg FE/ A R 55
<. EERUEEEND . FROBOEMEHS 2L, 90 ABEAKS
HEREBD [10. @)] TRZNLDELIIRD Lo fizdh, ARBIIHRED
BB HERT 2O OBMAERE LCEES A,

E— R (—BEMERER 4 ) B A RfE - 0. 10, 30 RUR
100 mglkg FE/A) BEICESD 90 BRESHSERREER S Wi, £EL
100 mg/kg B8/ &5 T3R5 41 H QBT 5/8 HIAET- UIEELD -8 & 7%
K, ETFFD 3/8 iz oV T b EHHECHNE, FEETROEEERD N
b, TR ORSITREE L MM ShiEs 49 B TLEShi,

EHERTRED DNEEETRIEE 15 KREATVS, (B 52)
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% 15

00 BEESMERRE ((R) OTRD N -EHTE

5 HE i3
100 - SR (L) - FET (2 F)
mg/kg FE/H - ESEHL &2k (1 #) - BASEET & 52 (1 4)
- FEET. EHEERS - I3 R AR AR RN
- Seg LB, Eos izl - REERLD
- MRty
- NEROERTHRR 2Rk
30 AR ) - FTHEARE OB EEHI
mg/kg AE/H « ALT RO BUN £h03 bk 3800
Bk &'
- FREJRD
- RREER)
- FERE RO RR O EEHE
 ANEERLME TR ZE R L
- JFARBRE o S ER PR N
10 IR, ER{E, RSIRE. W TR, BR{E. HEE(E. Wi
mglkg EE/H : : + WBC iz
Uk * T.Chol. TG RV »isE

(5) 90 BFIESHHEEERR (Sv )
SD 7w b (—HHEHER 10 [IT) % FAV=i&EE (& : 0, 15, 40 X 80 ppm :
?ﬁﬂiﬁﬁqﬁﬁ%ﬂ?ﬁ 16 2R) B5IC L 5BREMERERRSTB 1,

%16 90 AREARBEEERR (5v M) OFHRAENRES

SR 15ppm 40ppm 80ppm
SEERAERE T 1.0 2.7 5.4
(mg/kg AE/H) i3 1.2 3.2 6.0

ARBUIZBN T, 80 ppm R EREOMERETEEIRIENE], M TREERD 558
B b D T, MEEEIMEE T 40 ppm (8 : 2.7 mg/kg KE/H . #: 3.2 mg/kg
EHE/H) THEEZB A b, FRBERIRD bkd o, (B 53)

(6) RLITIESE, PT-CA R U OH-PT @ 28 HREIESEZERE (Sv M)
Fischer 7 v b (—HeMERES 5 L) 2R\ 72iE4E [0, 3, 10, 30 & T* 100 ppm
(M7 22T R 3ppm REFEZIRLS, )  FHREERERXE 17 28]
BEIZED M7 85 K, PT-CA RO OH-PT @ 28 HEEAMEEHEE M
Eh Iz,
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%17 28 HEMEARSMRR (S k) OTEREERES ok AE/H)

®RE5E 3lppm 10 ppm 30 ppm 100 ppm

M7= ETE LT T
-

e B Y T Y A

OBTT o T o1 —sr—Tss

 BREETRD bNEFEFTRIZE 18ITREA TV,

ARBOMEERIT, P72 BT FiIdlEHEC 10 ppm  (HE#H#E : 0.9 mg/ke
{FE/H) . PT-CA ZMHET 10 ppm (& : 0.8 mg/kg (KE/H, # : 0.9 mp/kg
{3/H) . OH-PT }2#< 30 ppm (2.5 mg/ke {KE/H) . #T 100 ppm (8.8 mg/kg
HKE/R) ThBEEX LN, (BHE54)

#*18 28 HEEIMSAHAR (Sv ) CTROLGMEENRR

\ M7z BT R PT-CA - OH-PT
S N i i & & o
100 ppm |- BEEI |- EEAN REEN | BREE  [BEFR

7 ] s mm kL

- SEAIEED | - SRR PR OB

‘TP B |- R & A

CRCER | S DN

s - DB ik

BRWEL | RIEX

ERTFE |- SERE

X

0ppm |- FROBL| - WFitER |- BLEE |- FFEHK0 [30ppm BhT
BE | mEmm | & i HERMA (BIHTR
Dppm |BEFR  |BHEBE  |BEHR  [BERR |C©
N mL 2L 2L 2L

11. BESERBRRIUENAERER
(1) 1EEEESERR (1X)
B—ZR (—EEMEHES 4 D) FHVEIEARD (BE:0, 1, 5 BT
20/102mg/keg BE/H) HFEIZ X 5 1 ERREEHRBAERE S,
HFHREFETRD O EEERTRIIR 19 ITRENTH D,
AFRERIZE W T, 5 mglkg (FE/B UL EREFHOHHE T T.Chol XY VIBER,
HERBDH LN D T, EEMERIMET I mgke FE/RTHIEEZ NI,

(ZH 55)

2 20 mghkeg HE/A CTREZFBLIERE, BUHRL LAY, 855 BLY HER 10 mgkg
FE/IRIZ3&E Tifbhis,
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£19 1 ERBREERR () TROLWEEEFR

®BE5# , it i3
20/10 mg/kg FE/B |- 3BT (1 41) AR
- BER BRI - FERUERERS
- AT AR B o4 ER MR AN - FERBR R O FFER AN
~ - IEH, BRE

FRBOY S MR
v

5 mglkg BE/HLLE |- BREE, TR - PRRE
+ T.Chol UV “EEHE > + T.Chol BTV 5 E i)
' - AIGHRONAL I
1 mg/kg R E/H BHEFRARL BEUITRRL

(2) 2 FHBESE/ RRAHERR (Sy ) -

Fischer 5 v b (EBf : —BAIEHEA 50 PO, & B8 « MHES 1070) 2V
JoIRAE (& : 0, 15, 40 RO 80 ppm : FHREFEREILR 20 38) BE5IC
5% 2 ERIBMEEN R A MRS EE S,

520 2 ERRHEN/BEAAHARR (S Y 1) OTLRAERE

58 15 ppm 40 ppm 80 ppm
TG BN R i 0.56 1.50 3.07
(mgfkg £ H/H) et 0.69 185 3.79

EREBETRD DN EEFTRIIR 2L IERENTN S,

ARBRIZBOT, 40 ppm P LR EHOR TR OB ERRMNE, M CHE
BN RO SN e DT, BEMEEIIHE T 15 ppm (# : 0.56 mg/kg (K&
/A, M :069mghkg fE/H) THHEEBERbNIZ, BPEAEITRD bhzd-o

7r. (ZHE& 11, 56)

29

~249-




%21 2 EMMENSFEE/ZFALEHESHR (Sv ) TROLL-EHEHRA
G i3 i S
80 ppm - REEMNEEH <B4, BB, O BF. BROBIBHRE
- fEELR R ans=pill '
- WBC &b : < oS — RSy I TTHE
- B, R OWEEEEEMN
s N — RO IRTTHE
BRI Y o E O R AR
HE AN R ONRAR AR AR
- B RMAE LR DIER
40 ppm - TR UV e EH AR - R EHANMIH
ok - BhTALRME B ORE T - FREEERD
- WBCigd
- N —RiE AL
- JERR Y o A E DR SRR E
o TP EPERT AR N RE LN
- BALRARE LR EK
15 ppm FHETRE L BT R L

(3) 18K BHEANAERE (TDR)
ICR =7 & (—REMMES 50 FC) 2R \W=/REH (R : 0, 15, 150 Rt
500/400/300%ppm : EHBEEREITR 22 2) B542X 5 18 22 H MRS ALK

SRR S L7z,
# 22 18 HARBEIN/AERERE (TOR) OFEHBRKERE
BER 15 ppm 150 ppm 500/400/300 ppm
A A I ®o 2.2 20.8 60.9
(mglkg A E/H) | 2.8 7.1 75.9

HZREHTRDONTEBHERFTRIER 23 RSN TN D,
ARBRIZHB T, 150 ppm M B SR O CRAENDEIRD ENEO T,
MRV IHEREC 15 ppm (B - 2.2 mg/kg RE/H. M : 2.8 me/kg KE/B) Th

HEEZ bz, BEAMEITROD bRRPoT,

(BR57)

3 500 ppm TIRGEBALE LA, M EEZINNE, BEERSRUCEEMERSED R
»., #7513 HE LY &S 400ppm (25| &E Tifbh, TOBLIERPBE L CRDbNELD,
#HE208ED 300 ppm 23| & FiF bk,
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%23 18 1 ARSHRAERE (T9X)

TROLN-EERR

Kbt i3 M
500/400/300 ppm | - f¥. FFRUEIRLLEEREMN - FEIEINIME
- FER R UNE R BEDast - FECE BN
RO E R - PR, TERUFEFROER
150 ppm - BN - AN E R
BLE - BEEEERD
- BER RO E R '
15 ppm EMFTRARL HEHERRZL

12, EESEEEERE
(1) 2 HERERAR (Sv M)

SD 7 v b (—HEMERES 30 PL) Z AV 7-iReE R :0.0.75, 1.5 R 3 me/kg
{FE/H) BEICLD 2 HHRBEMABRNEL Xz,

HRGHTRD DNIEMFTRIIER 24 IREhTWD,

F@WTIL, 1.5 mp/kg (KE/A SR SBETHEEBINHA S O, 3 mgke -
FE/AREH TR, EHEERD, ShEFTEPEEINE, :

P A TH® DA BREIL, F fHACREOJRBR THEBD bR &
Db, BEMORSIR, FECR XTI TFEHICHT SEELEZEC X 5 A
R, REATD DRI 28 e REIR 51 L o T BEE O R OMKE
EANRET 5 —REEFHRFECSBBFOHMLEDOARRMD - - RIFKER
XY, ZRBEBERELEb O LEZ N, E

0.75 mg/kg 5/ A LA LSRR T fRitx R CHEESE OB 5580 &
IR, REAEEERNRER [12. Q] ZBWT FI R F R o5
DR SN RER. T o T h BB I W TIPS K CREfa i fe i
BICRERTBDOONRD o722 &b EEFMICERODLRVWELEEZ BN
7o :

FRBROBE L RNREMIRT D EREEL, HEgEL © 0.75 mg/kg (/A
ThiEBLLNE, (B 10, 58) ‘
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24 2EHREEHER (v b)) TROLh-HHERR

B:P.R. R B :F. R F
BH B i i i
3 - EEEE N < FETC (BEPESE 2 41, | - FETEN - EEEANHETH
mgkg {#E/H YRFEER 1 7)) - EREdR
. - FEER B
# EREIRIER
& - DBRER
) - HEEET
1.5 1.5 mgkg &8/ | - FE BN 1.5 mgkg&E/R |- EEERFD
mgkg HE/H  (LITEMERRA2L CATH TR 2L
I
3 - FEERRS |- EEEINmE - (EEEINIE] | - N~ DR
mgke AEH WEIE - B RBERIT - BN EREE BRNAYITE
- BEMRMEEE |- RIGHEZLEZE - | - IRIGBIZLEE W& D KEEEA
- HEAFERS |- HEEEREE s INB~ DR B Bl
B> | B BRNEWIFE |- ENEREE
- BREEEERN |- MEAERRY | K XDEIES | - EEHENIH
5 - FalRA R B O - L E BN Efik
g) HEERED - FRHES B T
oy IhEERD
1.5 - EEEIE | - MBE~OBEE 1.5 mpke AEB1.5 mgke BE/ALLT
mg/kg AEIH BRELEE T BT L
Bk X DEER | FERAL
Efik
0.75 BHFRL BRI L
mgkg EH.

(2) 2 BHMAREE — KR EMEHERNER (S5 1)
SD 5 b (—BHEEIRAE 15 10) % MV, P HEROIERE OIS Fa )
MORE (10 8E) £ TR R 0. 0.75 B0 3 mgfke K&/A) 5L,
AR SRR R A I S e |
BEW L. 3 me/kg KB/ AR P #RCRERIIIH L O S

Py AR T, RSN B O B D, B MR TR D |

ML E B RO b,

RETIE, 3 mg/kg KE/ARSHO Fy S CEERMME] . Mg &t
WEEET (A% 4 AOBETIE0.75 meke FE/AREHETLET) | ME~0
Wk ENAYI R & DIEENER, Fo A T EE . JBGR R O E
BIETF, E~OHRENEMITEIC L B EERNEA(L, MRk OIS0
W, A% 4 B OO CD3-/CD45RAHRARD R, A% 21 B Bz A8
& CD3+/CD45RA-#fRE & 18 CD4+/CD8-#MfaE DK T, 4% 10 B
CD3+/CD45RA-MMREDET L otz U Bk Y T v NOLE(ENBH Ll

FRETRD bNE b b b7, B S Tl R B UYRiaifaps
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BRI IR w%h&#ot_km%\%w7:yE§F®%ﬁﬁmﬁféﬁ
ﬁﬂﬁimbentw&%xahtg(£%1m5m '

(3) REFHEER (Sv M)

SD T b (—8EME 24 IT) OIR 6~15 RizsadlEn (5.0, 1, 3 RO
4.5 mg/kg {AE/A, & . CMC-Na KEHK) &5 1L T, BEEHRBRNEEE X
L,

BEWTIE. 3me/ke KB/ B S RE GBI R CHEET R 25585
bivfc,

FEIE Tk, 4.5 mglkg ﬁiﬁ/mﬁfrﬂi’d&ﬂi% TERhORAER ERABPED b,
ﬂ;rﬂjl i, REBOBFHEOHEEL LTRERRZ LWE/MBREIIE ThY ., &5

BEHEROT B BB RN Lk, KTMiLW7I/t7L®ﬁ§m@&FW
fézmrm&w&%xBﬂtg

ARBRIZBO T, B TIE 3 meke (RE/A L RSB CERERMDHEZ,
BEIRTIL 4.5 mgkeg (FE/HEGHTEREE ST DO bR O T, BE51EIIFEY
T 1mgkg FE/B, BIET3mgks FE/ATHB EEL b, BEREIIE
Hohiinotk, (B 10, 60)

(4) REBHERR (V9 -

BARBEGEY VX (—HME 16 B DTk 6~18 HIZHEHED (5{E: 0, 1.
3 RV 6 mg/kg RE/H, i : CMC- Na /KEi) &“5—1./‘(‘ B R A R
&, '

B T, Gmglkg HE/ B EFTEERRD. BE (1#) RUeREE

(1) . 3 mg/kg KE/HBFESRTRES Q#) BEDLNE, , A

BRIR Tk, 1 R 6 mg/kg RE/A R EHTERER (B, SR kEESE) %
BT AHBRORER FENED LI, BRAESHIC W CIBEEICKET
SEBPED NN & EMIC W TUEEHEIC b BB R E RUR R
F—ZDEEATHHZ b, BEICLA2EEBCRZVWESZ B,

235, 3mglke RE/AREHO 1 lOREBBORETIZOVWTIL, HEMERE
DFER, D 5 -il, FEROFEOIEH L, MIEERER EOWmREE, KxE
REIERIC LD EBHLRZ &b, ERITFERD, EEEH 5\ E
PR OREBREEE L, BEOLEREREL LD EZ 2N,

ARBRIZBWT, BB T 3 mg/kg KE/HRGHFTE2HFREBOEMIZLD
RTERED b, BRT IR ERGICL DB BITRD O N Ao 0T, E
FHEEIIREM T 1 mg/kg EE/A ., BBRCARBRORE ARG mg/kg (FE/H T
HBEBELLNT, BEBMEIED Dhihol, (B 10, 61)
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13. HESERER
M7= E5 R (RE) OMEE AV DNA B RER. 5R25K2 B3R,

Faf =—ANLAZ —fFE (CHL) 2BV RaERERS, ~ DAY VT

=< TK &R~V A2 AW/ PERABRERR Sz, FRITE 25 ITRENT

W,

CHL #ifa% Bz fRERBRICB VT, AU ERERE T CHHE
EChBEREOBENBD bR, RAKOBEREFEREIIRD BT,
+RERAEE THRE S In vivo/ MERBTRIE Tho2 2 &b, M7=
VET RIZERI > THBROMBEL RS L) B EEEEI A VLD LEX L

i,

(ZH 62~66, 92, 93)

(G EOBRT OEEEINCET DHFRRIX 14 ] 228)

%25 EESHESRERESE (R

PR x4 WMIRRE - 58 i R
DNA | Bacillus subtilis 1,250~20,000 pgf5 {47 ,
peat | (17, M45 5 (+1-59) ik
) Salmonella typhimurium ©8~5,000 mg/7" V- (+/-S9)
i (TA98. TA100. TA102. @62.5~1,000 pg/7" v—=b (+/-89) (=36
BB\ pa1535. TA1537 B
in | BEERAR o ) — -
) Fscherichia Coli 156~5,000 pg/7" V=t (+/-59) i
vitro (WP2avrd-#k) =
BIEZRER | v VA Y V7 il 0.005~10 pg/ml. (-S9) e
R | (L5178Y TK* -3.7.2C #k) 0.01~25 pg/ml (+S9) =
Ptk | FrA ==X NDBAZ—FBIE | 0~85.8 ug/mL (+/-S9) -89 T
EERER | MEskfe (CHL) Rt
ddY =7 A (E#EH) HE: 0.3.6.12.24 mg/kg K&
) EERRER | (— RN 6 L) #f : 0.1.8.8.5.7. 14 mg/kg FE (=i
;; L (24 RSHEIRATRT 2 ERRENIRS)
- ICR <=7 X (EHEHAD) 0.5.10.20.50 mg/kg & ‘
AR | e 58 ) (24 BERARAIE C 2 EREREPIRES) B
) +/-89 : RINFAELRIE F RUFEEET

M7 =7 FORE PT-CA,OH-PT, T-CA. T-AM, CA-T-CA, OH-T-CA,
OH-PAM E TR PCA DIl 7 AW HIFRAZERFH . PT-CA KO OH-PT ©F
¥ A =—ANARZ R (CHLAU) %AWz in vitro e B RERER, I
T > MEFWE invivo/ MESRBNRER S -,

BRIFR 26 IETEINTNDEED, WIhbEETH T,
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%26 AESURRERES (KBW)

e =R & NI - REE | MR
PT-CA (=345
OH-PT Rt
T-CA S.typhimurium Rtk
(TA98.TA100,.TA1535.
T-AM IRk TA1537 #) 0~5,000 pg/7" U-b f it
CA'T-CA | ZEERE (+/-89) Keh
E.coli .
OH-T-CA (WP2uvrd #£) A =3
OH-PAM ‘ ~
PCA | R
PT-CA Y 1A Fxd == ANLAF— 0~1,250 pg/mL R
P i /-89
OIL-PT B Jh#fE (CHLAU) (+ ) .
PT-CA SD 7 v h(EEEAEAL) 0.5.10.20mghkg A& P
C AR (—BEMERER- 6~10 [T) - (24 REREIEIRR T 2 [E
OH ¥ mpgngs) | B

) +/-89 : RBFMCREFETRUHEET

1 4. TDOMORER _
(1) EFaVFYTPORERVCEECRIIZROEE (4 AREEHEREHER)
Fischer 7 v b (—BEMIfES 700 I kA7 =BT F% 0, 15, 100 BT 200
prm (CEEREEIEIIER 2728 OFET 14 HEESERS LT, n vw iz
BITAI Far P 7OoBRBRUEE~OZBIZ DWW THRE &N,

21 14 BREEHBRSHRICE T S FEHRGERE

&5 15 ppm 100 ppm 200 ppm
THgsERE | # 1.32 8.07 13.6
(mglkg HE/R) | e 1.27 7.81 13.4

HEREFHETHRD DNIEET AR 28 ITRENTWNDS,
ARBRTHROON20P LIBBEC LS, RO b= R 74
M7 27 FRECEAI P FITORAF-RKEERICRENT S
LEZONE,

ARBRIZE T, 100 ppm UL EFEOMRE CAEMINMEIZ AR Sz
T, EEEEIIMRET 15 ppm (B : 1.32 mg/keg FE/A, M : 1.27 mg/kg KB/
H) TharExbhk, (BE10, 79)
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®28 14 ARERRESHBRTRD =B R

BEHE i i3
200 ppm - A An cemp L-HBERED LR
S bmuRUTHRE * BT
-FI = FUTHAE

100 ppm BAE | - EREIEANHNH] - REE N
: - BEEOHSER - BEEE O MER

- FRLEEEOBIER - FFLEE E OB R

- Al LSRR ER :
15 ppm EHFRRL : ERFELAL

BRBOBERIL, Ty b, RUVARVGA KB THFARESICIVBEEI
FEAARRE K R OFIaE DIF BRI, I b= FU THACEE LTV AR
MEREZ BT, -

(2) BPpMERs Far FUFTRERWE: jn vitroFIRIEE
® Sy rHFEraYFYT7R (BFEER) 2RV -HEREEO®RE
Zy MFERAWT M T 28T FOnvitroll BITSI ba FITR(E
FEER) MEEEZ>WTREN S, .
FA 72 EF7 Ry MFR b RFITHROFEEREZRSEEL &=
(IC5=0.0078 pg/mL) , EERER AL Complex] ¢ EX b7z, (ZE 80)

@ HULES bay BY 7 Complex [ MIEIEE DR
TULEFERANT M TS FRUKEY PT-CA O b2y RU T
Complex I FERFEF I oW CREF S iz,
T 28T FIE bar FY7OETEESR Complex] #R<HELR
(IC50=0.003 pg/mL) , #% PT-CA DHEFIZZ DO T, (B 80)

(8) Sv rHFE PV EYFPRERAWEEEEE— /7 vivol2H 1T 3 EERBRE
@ HEEKORSEROFRVLAFO LT VES FREORE

Fischer 7 v b (—#iE 3 L) [WHERED (EE : 0, 160 mg/ke (KE, FE
CMC-Na /KEK) &5 1L, 5, 15 K30 B RICHECL2MFD M V7 =B
FIRESHIE &R, '

ARORAF &S AT =25 F3EE 5 2% LR b, 45 30 4%
TiXEEE (BF : 0.80 pg/g, M7 : 0.030 pg/ml) &Rof, KREBRTEDL
NIEFR R P OREL, THEHESEEOMM -HFEOI Fa v FITHIER
Ex2RTHLOTIRRWAS, 2 har FYUTHREEELRIIEB-.Tolzt+o9% v
7= VET KR b RYTRCHEET S & E2 bhi, (B8 10, 81)
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@ KFEharFYTHERISETSER

SD 7 » b (—HHE 2 IU) CHERFGHED (RE 0. 160 mg/ke FE, B
CMC-Na 7&¥R) 5L, 30 SR ICIFBEEBRUTHI har FU 7o aff
BHEAREL, Fy b3 by R TERERICHT A ERIC OV THEE
i,

AT ESRERELET y TR, BEBRRCHT SLE
(NADH-state3 /- Succinate-state 3) X 0.27 TH Y, HERAEEED 042 12X L
T BT L, SEAEREOHENL, WEER 41.7%THY, T b
mvivolZBWT bary FUTHREHEFAPBRAL WL B2 b, (&
fE 10, 81) :

(4) CHL#BaE AL /n vitro BRI B DB ,

CHL #iia% B\ e i witro R RERR [13.] BT, AMEHR(R
SETRE T CREGORHER OEEEMSRD bhic i), RRERTIE, AH
OIEP~OHELRFE L. HAR K OBERINE OBEEIZ >V TRE S
niz,

CHL #fa % FA\ RENEMLRAEHE T, b7 = 0 B FE5.0~15 pg/mL
DRET 3. 6 X% 24 FFILE L, L MAER, 2 MAEHR O 3 A
oS3 QN RE SR B O IE MO FHES R S e,

EORR, TAT QLT CHITE I OBENTD biv, LIEFE 6 RO
24 BERE T, Qe fhORAIRE 25T 4R TP IN D HIBAEE 23 n L
o LEBST, MAT =BT FIZko TERESNEREKEORNRHE I,
BEF~OERICERTIOTIIR, SREBOEEICL Y MIBEHOEBE
BB LTHRINE O THB EEL bR, (B8 94)
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I. &REESEEE |

BIEH &7 v FERWICEETRESERR, v~ v X Ao MEaREr
ST _gﬁf_ﬁﬂ%‘:)ﬂmrﬁﬁz AT =0 8T R ORGEBESETMEE
L7,

WO CE#BRLE M 7o BT FDT v B %Jﬁb\tiﬁ%ﬁi?ﬂﬁéﬁtﬁﬁ ZRWT,
HEZEORSBOSMPHEHEREIMEAEROET 2 FB#%, M T 4~6 EFEE
2. BAEHTA~12 BEEBICESICGELE, BDEEE 48 IFRICBIT 2 H(LE
&W$H5T%ﬂﬂﬁkﬁﬁéhtoﬁ%ﬁfii@mﬁﬁfﬁ@ Ehg, Bals
R GLE CHEBAREEICRD bz, EEHEERIIBHE4 LETTho
EJRENDI M7 =BT FREHESRT REW S 1L.0%TAR LT Chot,
EEPLIE, M7= ET FENIEER#BHE LT PT-CA, Sul OH-PT-CA
ROOH-PT-CABBRIE S i B R T M7 =V E5 KRDEMICRD bh.
FEAHM & LT PT-CA-TA, PT-CA-GA, PT-CA, Sul-OH-PT-CA % 0! CO-PT
DED LI, TERIREIZI NI AR VBOAFALEOBEEGENICEL B
G NVEROEZFNEEOR L, W THELEL b,

UG TEBLE T =0T FORT, Fr_AVEROL b E AW AN ENE
MRBRNREBENTRY, b7 7 R R$H PT-CA.OH-PT. T-CA. T-AM,
CA-T-CA,PCA. OH-T-CA, OH-PAM ZMZZH Lz R, b b DIz 5 PT-CA

(K 17.0%TRR) ROt CA-T-CA (11.0%TRR) %% . 10%TRR ##x 5K
Ptz b o i, ‘

B, RERCEEZHVT, bw7i/t7b&ﬂw3ﬁﬁ®ﬁﬁ%(mxm
OH- PT)&UT CA(FR=av U, b= bR, F vV 02K SNTHHT) ,0H-PAM,
OH-T-CA BT CA-T-CA (729 THHD) ) ot e U iEWREREBN
ERINTED, M Z=r 05 FORMERICEIT 3 REEE, SE8A 7 B
IRE LT Ass (BEER) @ 19.7 mglkg Th -7z, PT-CAiXE w 5 ¥ 25 0.03 mg/kg
B s, PT-CA A ORBIIT T~ TORFT TERBRARN TH o7,

FEEEHERBRERNL, M7 Y5 FIRER L B3EEL, 0T (FFR
JEXEZ) ROERE GEARMAE ERIFERE RO L, MEEE, BEAM,
SRR A, MEMMER AR L o THIE L 2 5 BESEEED b
Moz,

R PT-CA I M7 25 P LU T, B3 EER 0 SERBR TR
<, Ty bhERVE 28 ARESMEERRTRRASTHoN, EUEERRIC
BWT&w ) D THEKN0.03 mghkg RHSNTEZOHLTHoI &b, BERHOD
BEIMMSEMELT M7 BT K EYbamoR) EERELE,

BRERL Lioi“f%ﬁ HEEROE/IFHEERIR IR ENLTNS,
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#2909 HHERICBILIESEERUVR/IENE

BEEE

RNENE

B)imiE R ®mEE gk HEF) | (g TR =
Zv b 90 ARy |0-15.80.160 ppm e~ M 0.91 e FFECE R
T ZE’EO\O91478933 """ M — HE ;1,01 HE - R BB
BB |5 0.1.01.517.932
90 Afg |0.15.40.80 ppm 2.7 H 5.4 MR - ACEHIAIME
%ﬁi’%\g& EE“d-lO\Z'LSf& """ it - 3.2 i : 8.0 (HREETISEOLN
R | 0.1.2.3.2.6.0 | W
o :0.1.2.3.2.6. .
0,15.40.80 ppm HE - 0.56 HE : 1.50 i FFROBLERE
g NS - 069 [Me:185 [
B | HE 0,056, 150,307 i s
FeRAotE | M 0.069.185.379 U : AR
o VRO LS, (EE RS b
{#Dﬁﬁ 71:!?11\)
0.0.75.1.5.3 HEM & BEm RO HEhi
2 AR S ITE - R - R . EEEE R
B 0.75 1.5 IREh4p .
HERE - (REIRIIENH 4
: 0.1.3.4.5 BE 1 BEMp ;3 FE « KEREININH]
B AT : BB R:3 s R:45 |BRIE.KEE
R (eammEHtirRo bR
720Y)
<7 R 90 B |0-15.100,800 ppm [#E : 15.9 HE : 46.2 HERE ¢ FTEEE BN
ERME (0045080 | F 202 |HE:ET9
BRI (1. 0,30.202.579 .
18 % AR 0.15.150, 1 2.2 # : 20.8 HE . FEEINANGIS
Py 5000400/3002 ppm M 28 - 27.1 Mk - FEEE AR
cigs  |H:0.22.208.609 (BPAMITRD LR
) i - 0.2.8.27.1.75.9 720N
7P 0.1.3.6 BE 1 =Eh : 3 FE  EER (OH
' -, e B8 B R -  |EL)
%ggﬁ TAIR : TR L
) (EEmEERD LR
. 72N
A R 90 AR |0.1.5.10 Bl H:5 HERE - g
maM HE 1 M5
147 [0.1.5.20/10 9 1 H 5 #fEBE : T.Chol VY
TR 3| i : 5 NeE M ’
e ‘

—  EENETIRENFEERIIRETE o,
U it e TR b EEETROBMELZ R LE,

2 5 13EL D HEN 400 ppm 2. #4520 L ¥ 300 ppm L‘Z_E'rl ETiFbhiz,

9 2558 L ) BES 10 mghkg KE/RIZ3 & T b,
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Fyv bRz 90 HE#EAMENERRIZIBOWTESEENSRE TE R oM,
IV ERHITEREN 2 EHBEESEREPAENFGRB TESEHEENRE LT
HIEND, Ty MEOWTHOESHRIIBALR TV L EX bR,

ENELEHZERT, FHBRTHELNHEEERBD I BLE/MENRT v bEHWE 2

ERVR IR AAEAFERD 0.56 mg/kg AE/H THoO T, ZhEiEine: . -

L., Z2F$ 100 Tk L7 0.0056 mgkg (AE/H % ADI & ®E LT,

ADI 0.0056mg/kg K&/ H
(ADI 3% FEARBLIE]) BT DS ARG R
(EhdfE) 7w b
(HARED) 2 4 [H]
(5 5H) REER 5
(EHEE) 0.56mg/kg AT/ A
(Z2FE) 100 .
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<Bl#k 1 : B/ o AR 75 >

BEFR {b54
CA-T-AM 4-U-HASEALNT = ) FINREFER
CA-T-CA 4, L FX U UREER .
CA-T-NHz 44 (T2 AFNT = ) FVIRETRR
CO-PT 3T EF N4y mr-1-R FA-N-(p b Y FF NPT S — -5
HANRFHI R
CO-PT-CA 4G TEFA 4T ma-1-AFAE TS =5 A MHNR=AT R
. ) AFNT = ) % NRRER
DM-PT i f} z IE: 3T F N N-[4-(p - b YA F AR PNIET S —-B- IR
.OHPT 4-7un-(1-& FaFrzFr)1-A2F0 N-4@- -FIridxi)o9
MES S5 TINRFHI R
OH-PAM 4-7ve-3-(I-b FeXaoFi)l-AFAe T — -5 IR R
OH-PT-CA 4-[4-[[4-7 v a-3-0-¢ FroFA)»l-2AFAET S —-54 ]H
NER=ZNANT I ) ATV T =) X VIREER
OH-PT-OH 4-7mE-3-1-k Fe¥rzFi) N-[4l4(e Fexi2Fnr=/%
- RPN RATFRAET S b T VRS S R
OH-T-CA 4-l4-(k Fu XL AF V7 = ) FUIREER
OH-T-OH Ak FrFrAF1)7 c=V]xFr
PAM 4700 -3FITFALAFAET =5 A LEFFI R
PCA 4-7 R A-3-F)N-1- A FNET S — -5 B B
PT-CA 444 I v 3= F N1 AT NET S —N-B A B AR=AT L)
AFNT = ) X V]ERER
PT-CA-GA PT-CA Do v A BREEE
pr-caMe | YHI@T BRBEFALIFAET S b A WA NREAT R )
AFNT = ) ZVIEREBRATFINV
PT-CA-TA 24147 B3 F AL RAFNET T N5 A BV RENT S
: AFNT 2 ) %7 2= NIRRT I )] - ARV ER
PT-CHO 47 R-ZxF o N- U@HRVINT = ) SN OALAFAES
N5 ANREY LK |
PT-OH 4-7ua-3xFi- N- [44-(e Fraxi2F07x ) Fo]40 P01
AFNET S =5 AR EH I R
4-7anr-3xFi- N-4b FaFiesPn)1-2FES -5
PTO-OH | exyps g
T-AM 4 P Y AFFRC XTI
T-CA 4-(p- b U VF X INEBEE
Sul-OH-PT-CA 4-[4-[[4-7 v -1- R FA-3-(L- AN T+ FVZF ) E T S —-5A ML

RoNT I AFNVT = ) XV EEERE
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<Bik 2 - EEENETF >

REFR Z 2
AChE FRFNAY VT AT T—F i
AIG TNT I/ TaT ) ok

ai BFOESE
Alb FTN7TI
ALP TNVHAYV T3 AT 7HF—E
TI5=VTFR )R 2T —F

ALT [(=NE I VBEANE VB ENZ AT I—E (GPT) ]

APTT FEHEALENSy b AR TS AT R
TARGEVBRTI) N ATeF5—F
‘ AST [=NEI EBEFA XY AR N AT IF—E (GO ]

AUC YR R T EE

BUN PR R E R

ChE aY A5 5—F

Crax TR

CMC BHNVRFIAFLELR—A

Eos FFERERER

FOB BrRegnkers

v INE I NT I RT 2 TP

GGT [oy FAH Vb5V RRTFF—F (-GTP) ]

Glu nEE (Frzo—2R)

ICG AV RV TF=w T Y—

LCso N HIEIR B

LDso FHEEE

MCH IR MR AR E
MCHC SR M BR i AR IR

MCV AT BR AT

PSP T /) ANRTE A

PT 7u ko EER

Seg S EERZT PRI

Tz 3950 HA

TAR SR (E) g
T.Chol BalLRTFO—)

TG U ZYEY R

Tonax B =) e B B BERE

42

-262-




TP wEAH
TRR e IO RE
WBC

B fo Bk E
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<RI 3 : 1R AR ERRE >

7 E(mg/kg)
Y w2 |, | @&me | B | pu — .
srs | mE%| T | aiha | @ | (B) AT EXETE REPT-CA
RERiE EHE BEE EHE
L x i <0.01 <0.01
(&M - BR3E) 2 EC 300 2 3 <0.01 <0.01
20034 7 <0.01 <0.01
e A
(@i - 125) 2 | Be | 300 2 b s oo
1007 ' '
Eevr A
(B - ZEHD) 3 | Bc | 195~300 | 2 b ggg fgg’
1996-199T4EEE : ) )
i 7 0.20 0.18
(Fsa% - 458 2 | Bc | 300~a75 | 2 14 0.18 0.13
S00SEE 21 0.11 0.05
28 0.07 0.03
e 7 19.7 13.1
(Fa3g - 354T) 2 | BC | 300~375 | ¢ 14 5.83 4.79
psifape 21 1.89 0.84
. 28 0.50 0.22
RO . : 14 0.14 0.11 <002 | <002
v;?- . ~ . . 0 V
(?9%7 ff) 2 | EC | 300~375 | 2 21 0.09 0.05 <002 | <002
i,
(@t - ) 2 | sc | soo~4s0 | ¢ o o oz
200542 % ' '
S
_ 14 0.08 0.04 <002 | <002
(%{g? fgj 2 | EC 800 2 21 0.04 0.02* <0.02 | <002
Fy LY
(@3 - 75 2 | sc | s00~450 | 2 i B It
20054 B ' '
S erym— 3 0.51 0.44
(EEHh - TEEE) 2 EC 300 2 174 8'2;’ g'gé
20024 1 )
21 0.11 0.05*
2 3 1.48 1.14
L A 2 7 1.98 1.35
(HaRk - 215 2 | Bo | 225~300 | 2 14 0.82 0.69
20024E 2 21 0.72 0.51
1 28 0.25 0.20
2R 3 4.86 2.52
(Hisk - 32 2 | sc 300 2 7 8.26 1.50
D00 14 0.74 0.37
21 0.08 . | 0.03*
T L& 14 5.39 5.14
(Fith - 238) 1 BC | 120~225 2 21 1.83 1.62
20034EE 28 0.88 0.76
V=752
(i - £38) 2 [EC| a00 2 | sl I
20084 ' '
J—=T L&A !
ol [0 |so| m |2 4| om | om
20054E K ’ )
44
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- 7 8.55 5.96
(s - £38) EC | 225~300 | 2 14 281 1.87
Q004 21 0.8 0.25
28 0.06 0.03
P77 FH
(Hig% - 225 sc | 225~300 | 2 ;‘11 ?ég ‘ g-;i
20054 ' ) )
nE 3 1.77 125
(B - 235 EC | 225~300 | 2 7 0.86 0.55
200245 14 0.39 0.28
21 0.18 0.10
W AdZ L 7 <0.01 <0.01
(B - #82E) EC 225 2 14 <0.01 <0.01
Q00T 21 <0.01 <0.01
[ A=)
(HRE - £2E) EC 300 9 ;11 ‘fgg g-é?’i
20074EEE ) )
FTRNAFH R 1 0.30 0.20
(s - £%) SC | . 450 2 3 0.09 0.04
2007 7 0.02 0.02*
)~ 14 1 0
(HEEL - 2£3%) sC 225 2 28 }'34 0'23
20064EEE ’ '
b= b 1 0.37 0.33 <0.02 <0.02
(g - B32) EC 300 a 3 0.48 0.37 <0.02 <0.02
19974 & 7 0.47 0.34 0,02 | <0.02
1 0.56 0.43
b= b 7 0.74 0.55
(HEER - R:R) EC | 300~480 2 14 0.54 0.42
2000 21 0.54 0.42
28 0.51 0.32
I=b=t 1 1.1 0.73
(REg% - £H) EC 150 2 78 1.03 0.55
2005455 14-15 1.1 0.50
I=pbeh 1 0.44 0.42
(begk - 232 EC 150 2 7 0.54 0.37
20054 14 0.35 0.21
-l 1 1.43 0.89
(FER% - B3E) EC | 800~375 2 3 1.32 0.71
. 20024EFF 7 0.79 0.42
T . 1 0.68 0.58 <0.02 <0.02
(Higk - £5E) EC | 300~450 2 3 0.58 0.45 <0.02 <0.02
19974E R 7 0.16 0.14 <0.02 <0.02
P 1 0.47 0.26
(HER - 3 SC 300 2 8 0-52 0.22
SO0LEE 7 0.0 0.05
21 <0.06 <0,03
3 1 <0.06 <0.05
(hegx - B3 EC 150 2 7 <0.05 <0.05
20064EE 14 <0.05 <0.05
#wp oD
(i - B5) 1 - 0.80 0.21 0.02 0.02*
19964 EC 300 2 3 0.08 0.05 0.08 0.02*
10974 ga 7 0.01 0.01% <0.02 <0.02
x50 . 1 0.31 A 0.19
(Fag® « $£38) sC 300 2 g g'(l)i (?bof*
20044E 5 . :
21 <0.01 <0.01
45
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ERAYE 1 <0.01 <0.01
(FE#R - RP9) BC 300 2 3 <0.01 <0.01
200145 7 <0.01 <0.01
ERAYE L 1 <0.01 <0.01
(b3 - Fe9) 5C 300 2 3 <0.01 | <0.01
20044 7 <0.01 <0.01
b s I 1 0.08 0.04
(bmg% - 30 EC 300 2 3 0.04 0.04
20074 7 <0.04 0.03*
EREAES 1 0.80 0.36
(g% - &%) 8C 450° 2 3 0.82 0.44
20046 14 . 0.08 0.04*
3B 1 0.02 0.01*
(Mg - A 8¢ | 800~750 2 3 0.02 0.01*
20014EFE 7 0.03 0.02*
FrA> A 1 6.17 419
(Hsk - SH) s8¢ | 600~750 2 3 - 711 4.01
20014 ' 7 5.80 3.78
A 1 <0.01 <0.01
(hg% « @) 8C | 450~675 2 3 <0.01 <0.01
20044E BE 7 <0.01 <0.01
Bl 1 3.32 2.97
(Fug® - FRE) 8C | 450~875 2 3 4,08 3.49
20044 7 3.53 3.08
Habh 1 0.08 0.04
(FEHp - S SC 750 2 3 0.08 0.04*
20014EBE 7 0.07 0.04
BBl 1 2.12 1.46
(FEih - B SC 750 2 B 2.59 2.05
200142 7 3.44 2.15
HEHd A 1 0.78 0.53
(THs - B3 SC- 750 2 3 0.93 0.62
200142 E 7 1.09 0.69
w3 1 0.42 0.41
(- ) sC 750 2 3 0.57 0.51
200148 BE 7 0.39 0.36
o ET _ 1 061 0.56
(B - B3E) SC 960 2 3 0.59 0.47
200145 7 0.03 0.03
=L : 14 0.93 0.70
(FEHh - JR3%) SC | 525~600 2 a1 066 0.63
20004E i ’
LB 1 0.04 0.02*
(B4 - Jp) s¢ | -525~600 2 3 0.03 0.02%
200285 7 0.02 0.01*
b 1 22.8 9.56
(848 - =5 5C | 525~600 2 3 16.0 7.46
20024EFE 7 384 5.39
D] |
(3% 8C | 450~600 2 o ‘
20044 7 1.11 0.78
- 14 1.02 0.83
THb 7 0.71 0.49 .
(Fih - 238) sC 300 2 14 0.20 0.13
2007EE 29-30 0.38 0.22
46




Wb 1 1.18 0.87
(Fsk - 28 2 sC 300 2 7 0.87 0.64
20064EE 14 0.69 0.34
7% 14 7.17 5.67
(BT~ F24%) 2 EC | 300~450 | 1 21 0.83 0.72
1997EE 30 0.18 0.14
7 14 0.08 0.08
(BT - #BHig) 2 EC | 300~450 1 21 0.01 0.01
199T4E & 30 <0.01 <0.01
7
BT - B 2 | sc| 600 1 b e ot
20054EE§ : : )
% 14 0.49 0.32
(BT - izHiR) 2 .| 8C 600 1 08 <0.01 <001
20054E : ’

) ai: E;ﬁnﬁ%ﬁ‘ PHI : ERER»LIFEE TO B
cBE, SC: 7T I
. —“Bkﬁiﬁﬂﬁﬁ%ﬁ EEDT— SO EHET IR EERAMEEZRELEL DL L'Cd‘%
. AR U,
. é“co)%— S REERFRHEORESREERREOFHIT<EFHF L CHMLE,
S PT-CA O4FHER AT T FICHBELUTTERLE,
BELAEIT A7 = YT FAREY PT-CA=383.9/413.9=0.93
a : NIz DWW TIXBAER B B8 201997 FEE D &) TEE,

47 -
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<HHE 4 : HETERE>

FIRY . h=x
et 4 ﬁjﬁg BRFE - (1#3%) i (65|% %?ij:)

ff ERE ff ERE ff ERE ff EEA
WS AR 0.02 45.0 0.9 18.7 0.37 28.7 0.57 58.5 1.17
VT AE(ZD) 303 | 22 6.67 0.5 152 | 09 2.73 3.4 10.3
R 4B 0.18 2.6 0.47 0.7 0.13 0.7 0.13 4.2 0.76
AEE @0 13.1 0.5 6.55 0.1 1.31 0.3 3.93 1.1 14.4
FEC &b 0.32 29.4 9.41 10.3 3.30 21.9 7.01 317 10.1
& 3D 0.04 22.8 0.91 9.8 '0.39 22.9 0.92 19.9 0.80
Foyal— 044 | .45 1.98 2.8 1.23 4.7 2.07 4.1 .1.80
Ly R 5.96 6.1 36.4 2.5 14.9 6.4 88.1 42 25.0
hE 1.25 11.3 14.1 4.5 5.63 8.2 10.2 13.5 16.9
s 2.13 1.6 3.41 0.7 1.49 0.7 1.49 1.6 3.41
T ARG H R 0.2 0.9 0.18 0.3 0.06 0.4 " 0.08° 0.7 0.14
Sa=3) 0.83 0.4 0.33 0.1 .08 0.3 0.25 0.4 0.33
k< k 078 | 243 17.7 16.9 12.3 24.5 17.9 18.9 13.8
P—y 089 | 44 3.92 2 L78 | 19 1.69 3.7 3.29
F A 0.58 4.0 2.32 0.9 0.52 3.3 1.91 5.7 3.31
EHH 0.21 16.3 3.42 82 | IL72 10.1 2.12 16.6 3.49
ey 0.04 0.5 0.02 0.1 0.004 2.3 0.09 0.7 0.03
TREAED 0.44 0.6 0.26 0.2 0.09 0.7 0.31 0.6 0.26
| XYY 0.02 41.6 0.83 35.4 0.71 45.8 0.92 426 0.85
7RIS 0.04 0.1 0.004 0.1 0.004 0.1 0.004 0.1 0.004
TR AL 2.15 0.1 0.22 0.1 0.22 0.1 0,22 0.1 0.22
;f;zg’” ? 069 | 01 0or | 01 | oo7 0.1 007 | o1 0.07
. gﬁﬂsz 056 | 04 0.22 0.1 0.06 0.1 0.06 0.6 0.34
AL 0.70 51 3.57 4.4 3.08 5.3 3.71 5.1 3.57
i) 0.02 . 0.5 0.01 0.7 0.01 4 0.08 0.1 0.002
FrEY 1.01 0.1 0.10 0.1 0.10 0.1 0.10 0.1 0.10
REE 0.49 0.2 0.10 0.1 0.05 1.4 0.69 0.2 0.10
oA F 0.87 0.3 0.26 0.4 0.35 0.1 0.09 0.1 . | 009
P 7.92 3 23.8 1.4 11.1 3.5 27.7 4.3 34.1
LhADE 4.19 0.1 0.42 0.1 0.42 0.1 0.42 0.1 0.42
&E 138 63.0 126 149

-F:%‘%’f@i) FRRSIL TV AR - FHRB T L ARRERX OB S b, PV m T FORNERR o &
BARES) .

- ER104~12 FEREE (GIRI7T-09) DRSITE S EEERE. g NA)

- FERE  REHERORERRE ORI MV = T ROHEETRE: (ig/ N}

- FOMMDBAEALTET, NETHEENDH, FREEDR bR oT23E 7056 mgkg &/ Ve,
cVERALIVER, U= LEA FIFENETNGN BEEDRE St 7 2300 5.96 mghke £F Vs,
« by Mddbe b, S=be MSEERSH, BEHEDELEPoI IS e Mo 073mgkg EAN Vo,
SFUNLE, A AR, 27— ZHERIRSR Ch ol BB DRI LU YRl
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<BHE>

1
2
3

10

11

12

13

14

15

16

17

18

19

20
21

BEER . AAEYERS, 2003 4
%ﬁ@ﬁh»7myE?P(ﬂﬂﬁ):HK%ﬁ%ﬁ%H;2m4¢\—%&§
UCHEE M 7= BT FOBERES v MIBIT 2RI - 407 - HHlt : () =2kt
Fe ARSI, 1998 4E, KAFK

WO M 7= E5 FORERET v MIBITHRE . () =& FEefFEmE
. 1999 4, RAK _

uC EH M T2 BT FOT Yy MNERAEROREFOMETBRER LUHEMENESE
= () SHEEFRSREEIER. 20004E, KAk

UCEB M T7=2ET FO 14 BRRERET v MCBT 2RI - 247 - g6t : (B0
ZE{ERAR IR, 1998 F. RAK )

UCEHR M 7= Y5 FE 14 BBEIRERS LT v MCBT AR 0 () =2k
ZRBERIER. 1999 F, FRAK

MCEH M 72 ET7 FOT v MBI 2 IBREREE L OABITH . () =L
2z eRPRRGEIT, (1999 4, KA |
M7 22 BT RO Ty ML RREH OISR . () FEARSE, 2001 4, KA
=

MLT =Y 5 FORSMTEEOBIMEY (EUEE 4 5 EEEE) 200147
B-: AABRELGRSH, 2001 €. FaE '
b7 =7 FOREMHERFOBIEY (REFRICHT IEERH) 2001 &
11 A-: B ARBEEASH, 2001 4, RKAK

AT 2 EF ROy MNTHES-9 in vitro RICHIT D RBIEER . () =8(b¥ReR
SERFFRET, 1997 £, RAR

Ul EH M7 27 FORTIZEBTARE . () ZHFRLB SR, 1998
&, RAK

[TOL-MC] b7 = BT FOXF ¥R ARE . () =& (ELTLR AT,
1998 ., RAFE

[PYR-MCl Fv 7 = BT ROF IV ARE . (BF) = (2RSS,
1999 &, FRAFE

[TOL-MCl b7 = B7 FOH BITBIT AR (B ZEERLBEHFAT. 1998
4, RAF '

[PYRUC] P L7 = BT FOLIERIT BREH : (R ZH(LEReHSMET. 1999
B, RAF

UCEH P72 B7 FOFK « BROEREWEE . (BF) =ZHERE2FEME
B, 1999 45, RAR -

FHEWERE . (BR) =ZHBFREFFER. 1998 F, RAF

ks fERiEk . () =8P EEFFEMER. 1996 F, RKAK

KPS EEGRE ¢ () ZTFET2REWE, 19994, KA
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22 AT ET FOEDFERRESE . (BB ZBFELeR2HRT. 2001 £, R4
=

23 M7z ET FOEMRERRER : () BFREAHOWEL & —, 2003 4F, KRAK

24 b7 = VT FOERRERBARRE - AREFE () . 20034, RAFR

25 hAT7 2 VT FOIERERE  REME BR) | 1999 £, RAK .

26 AEOBEIRIETEECETIRR . () SHELFERSRSHER. 1999 £, £4A
% .

27 HF v MBI D BEMEERR | K2 () . 1999 4, KAK

28 T v MBiTA2AME0EEEE (GLP #S) : Covance Laboratories Inc. (CEE) .
1997 £, RAFE :

297;%&%H5é&ﬁﬂﬂ&ﬁ%(mfﬁf):(ﬁ)i%kﬁﬁéﬂiﬁ%ﬁ\%m
£, REF

307;%@%H6éﬁﬁﬂﬁ&ﬁ%®#”ﬁﬁj 7%1@@?)@&Wﬁﬂ:(%)z
bR LB EWIR. 20004, RAE -

31 vy ARBITIAMREOEMRE (GLP #i) : Covance Laboratories Inc. (CRE]) .
1997 48, kA% ' ' -

32 v ABITAAMREAFENRR REEEA Y TR ToRE)  KEE 3 ., 2000
&F, RER

33 T v MBI HEMBREEFMEREER (GLP &) : Corning Hazleton Inc. CKE) |, 1997
F, ROK

34 7 v MBI MR AZTERR (GLP 3th5) &kﬁmmL%mmmew(%@)
2000 &, RAF

35 PT-CA (84 - 18 - LR, Jen@y) 07 vy MIBIT 28R NFERE (GLP
RIS B R UV —FEF— 19994, FAK

36 PT-CA (&4 - #4 - BB, oY) 07y MNBiT22MEoEERE : X
TEZ () . 20004, RAK

37 OH-PT (Bhip - R ©F v MBI 2 2HE0HERE (GLP H) @ ()
RS Y P —F g —, 1999 &4, RAK ‘

38 OH-PT (8)%y - HEH{SE) DT v Mu,jfab‘ééfiﬁmﬁ:féﬁﬁﬁ (GLP xfis) : K1k
2 (B . 20004F, RAK _

39 T-CA (8 - EHREY) ©F v MBI 28R oEMERSE (GLP AR @ (B R
Y PPl -, 1999 4E, FRAKE

40 T-AM (GE®IR#D) ©7 v MBI 2 2ER0EHERR (GLP 8K « @) K U4
—FEF—, 1999 F, RAF

41 CA-T-CA (8 - BREH) 07> Mb:r—aw‘ééi%@uﬂt%ﬁ%ﬁ (GLP ®ff5) @ (8R)

CRY YT 19994, KA

42 OH-T-CA (8% - ﬁ%ﬁﬁ%)@7/Fhkﬁéé&ﬁmﬂ@ﬁ%(m£imﬂ:(ﬁ)

BV —FEF— 1999 F, RAK
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'%(EHMM(Q%'E%'iﬁﬁ%%)@7/#k%ﬁééﬁﬁﬁﬂ@ﬁﬁ(@f?mn
(R BV —FEL#— 1999 E, RAK

44 PCA (Gt - THRSY) 0T v Mok s8R0 EHRR (GLP &5 - () R
Y- FE o F—, 1999, FRAK

45 YIRS EE R ER (GLP #f55) : Corning Hazleton Inc. (GKE) . 1996
£, RAK

46 Y Xz BT B R—RHIEMEE (GLP $5) : Corning Hazleton Inc. (EE) . 1996
F, RAOFK

47 ENE y MIBITHEBREERE (GLP #iE) © B RS Uh—FE-Z—, 1997
B ORAHE

48 T v FEAWEIEERC L5 FAER0SHRER (GLP A5 0 () Z&(b¥Eeed
SRR, 1999 48, KAR |

49 T v FERAVZIBINAIC X5 EAMNE D ENRR- EHORERMENEMRE . )
EHFEERFHERT, 2001 4F, KAR

50 < U A% RWICBEAC K 5 BRMR 0B MRS  Covance Laboratories Inc. CKE) .
1999 48, ROFEK

51 A RERAWIEN FENREHIC L AEAMRENZMME (GLP &) : () KU
—FE L F—, 1997 5, RAFE '

52 A REAWEATEAREEC L SBAMRENEERR (B8 (GLP H5) ()
RSV P—FErF—, 1999 F, RAK

53 7 v bERWE 13 BfRER S HREERE (GLP &)%) : Huntingdon Life Sciences
Ltd. (ZEE) . 2003 F, RAK

54 "7z BT K, PT-CA (Bh - 1% - DIBASMs. Ye0iEYy) B L OH-PT (8% -
HEHAE ©F v MBI 4 BRERERSIC L 5FEERSR (GLP HE) : ) R
Y F—F e H—, W01 E, KK |

55 A X &V A TN RERIC X D BIEEDEERR (GLP 35) @ (R &Y U ¥—
FrF—, 1999 F, FA% -

56 T v kR AVRIBERIAIC X BB - BB AMMSRE (GLP ®R)  SH{ked
FIEBFZERT. 1999 4F, RAE :

57 =0 A% RAVWEIBHEIC X 2B R AMMER (GLP %) : Covance Laboratories Inc. (€
E) . 1999 4, RAFE

58 v bEAWE 2 HAEESHRER (GLP &5 @ (Bb) Z#ER e LHIEA. 1999
. RER

59 5y bR EGEKIHUAEEERTRR GLP M) © (B) SHLERaB 2R,
1999 4, RAR :

60 T v MEAWEEETFERR (GLP i‘]‘h?) D (B ZEFELRFMRN. 1997 £,
RAE

61 VI XEANCETERER (GLP 35) @ (%) ZE(RFEREFMFEMER. 1997 4,

51

[ -271-



RN :
62 HEZAWELEREALTERE (GLP %) : Covance Laboratories Litd. (F£&) | 1997
4, RO o
63 MIEEE AW EREAZEMER (GLP #K) - @GR RS VY —FEr¥—, 2000 £,
L RAE | S
64 MEAIEBMERME Y AW REKRERE (GLP 3) : Covance Laboratories Lid.
(GEE) | 1997 &, kAR ' ,
65 = 7 AEAWE/NMERER | REBLE (R . 1997 F. RAK
66 MEE ALz DNA BEHERER (GLP 5H5) (R S22 eR e, 1996 4,
RAE | .
67 PT-CA (8% - f8% - TIBERFY. JenufEty) OMELRWEERERETERE (GLP
SHE) (R BV H—FELF— 19998, RAE
68 PT-CA (Bh4 - fidty - LEBARBW. XoMEY) OWMILFEOREEHRE AW RAERY
HEx (GLP®IR) @ (BF) RV VP —FEr-F— 2001 F, RAEK _
69 PT-CA (Bh% - ¥l - TBRFM. N4 0F v MNeRnwia/ MR (GLP i) -
(¥R) #TEARZ, 20004, RAK
70 OH-PT (8% - M4 Eis) OMEZAVWEERERETEHR (GLP #E) © #) =«
L U Y-F R 1999 £, RAFE
71 OH-PT (8% - i iaty) OMILEORERMRE AW REeFERERE (GLP k)
(#) B U —FELF—, 20014, RAE
72 OH-PT (Bi% - #i3M) ©F » FERWEERR (GLPHE)  (BR) HBEAHE
. 2000 €, ROAFE '
73 T-CA (81 - W REY) OMEEZMWEEREATERR (GLP *) « B £
U —Fgr&—, 1999 FE, KAK
74 T-AM (HEHAHMY) OME2Z AW EEREAERERR (GLP x5 « B AU 49—
Fr o H—, 1999, RAF
76 CA-T-CA (B - W INY) ORELAVCERERERRE (GLP ) @ 5
B Y P—FE o &—, 1999 &, Kn%k
76 OH-T-CA (84 - RS OMEE*RVWERERERETERSE (GLP AR @ &)
RN Y S —FZ—, 1999 4, RAF
77 OH-PAM (8% - #8450 - TEEREM) OB Z AW ERERTERR (GLP %)
W) Y VF—FrLH— 1999 %, RAR
78 PCA (1% - BB OMEY AW EEREARLERRE (GLIP L) : () A&
TR ARA BT E L #—, 19884, RAE
79 5y hRAVEREREIL LS 2 BNEAKEAEERE - bar R 7 OB &
UTSREIC RIS T8 — « Z8REANE (R) . 2001 F, Kok
80 BMpMIRES b FU T RERWTE in vitro RIS « Z#RS? (#5) | 2001 &, RA
- .

52

~272~



81

82

Sy FOJFR hay KU 7RERWEMREBE-/n vive TICEH 2 EH00%E : Z8(3
(¥) . 20014, HAK
B P IEEREMIIC OV C (BRR 16 4E 7 8 12 BN B SErE B A% 0712008 &)

83 ®fn. B EOHBRERE (IBF0 34 FEAEETE 370 %) O—HERETHH (FR

84

85

86
87
88
89

90

9
92

93

94

95
96
97
98
99

17 45 4 A 27 RAFTTERR 17 R A S EE G5 230 %)

Bt BIMEOFRREYE B EREAEEREINE) o—HERETHH (T

174F 11 B 29 B LR 17 EEA B EE 57 499 B) _

BEPE MM 707 F GBAD) . BFREEENS . TRk 184 8 A 31 HEGET.

—WAETFE -

MLT =2 B ROEMMERBRE | B RBEERSML, RAR

B REREEEHMIC DWW CCER 1848 10 A 23 BRI ITEAFBERAREKE 1023007 5)

B EEREMIC OWCEER 194 2 B 23 81T EASBERAZE 0223007 5)

B, FNHEORBELE (B34 FEEEERE 370 5F) O—HERETIH (EE

194812 B 12 AN EASEHE ETE 4115) ‘

BEPG AT ETF GREF) - IARERAH, BR 21 F 12 B 22 B

—EARTE ‘

7 v AR ENRS (GLP &) : Charles River Laboratories, 2008 4, >R/4AZ

= 7R Y MBI A A BTHES AR B 3RB8 (GLP #HKE) : Covance Laboratories Inc
CRE) . 20074, kAR |

< 7 A in vivo /MERER (GLP %fis) : Covance Laboratories Inc. CGKE) . 2007 48,

FOR .

F % f =—ZXNDAZ—0 CHL #l % BV T in vitro FIBR A OfRATEER (GLP %15) -

Covance Laboratories Inc. CEE) . 2007 4E. RAH

R 72 VT FOEMRERRAE, A ARBEERSH, ROE

£ R ERREITIRIC W\ C (PR 2242 2 A 22 AT EA SHETFERZ 0222 5 1 2)

ERFROHR— LK 10 FEERBHERR —  BF - KEEHRESE. 20004

ERRZOFR—FR 11 FERREREFR — | BE - REFRFRSE. 20014

E R OBUR — AL 12 FEEREFEER — « /5 - RRIERTESE. 20024

53

~273-



~274~



