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ANF= LT VTRBRERI T7o ) A 7w ] (CAS No. 570415-88-2)
L onT, FRABREBELS AV TRLBEEETMEZER L,

Mt LAERBREL. BhERNES (7 vy M., BEYERNES (F). 1E
WERE, JESE (Fy b)), BEAEEE (Fy b, VIRV X)), B
B (X)), BESERBRAEES (5 v P, BRALE (7 R), 2H#f1
B (7v M), BEEE (T PERBUTX), BEEERRETHS,

HBEENDL, 7oV A7 r-BEC L3288, E2FE (WMEPD

C HEFRREXE) ROLK (B, 1 X0A) KBDLIE, BEAME, BHE

BRICHTA2EE, EHFEHEERVCEEEREIRD ORI -,

ERBTEOLNTEZEREBOR/MER. A XEH W0z t FRHEBHEERER
® 1.11 mg/kg BB/ ThHhoDOT, THERILE LT, 2% % 100 THRL
72 0.011 mg/kg FE/A 2 — BBIFFE (ADD ERELE.



I AN RBEOHE
1. A&
BrEA

2. AVHSDO—KE
4 el AATR Y
E: 2 A propyrisulfuron (ISO BE )

3. {bE4
IUPAC _
% 127 -6 NS IFVI2HEY X3 |
ANVAAFZN)8(4,6- VA PRVEY IV 2L )T LT
4 : 1-(2-chloro-6-propylimidazo [1,2-4] pyridazin-3-
ylsulfonyl)-3-(4,6-dimethoxypyrimidin-2-ylJurea

CAS (No. 570415-88-2) _ .

s 2-7ea-Nl(4,6-P2A %2 IV=A)7 2 /]
IRz p]-6-F A IF1,2-h Y XV -3-
ANVEKyTIF .

¥4 : 2-chloro-N-[[(4,6-dimethoxy-2-pyrimidinyl)amino]
carbonyll-6-propylimidazo [1,2-5] pyridazine-3-

sulfonamide
4. aFX 5. o+
C16H1sCIN7O55 455.88
6. #hE=xX
AN
S )—cl . OCH,
n-Cafty - SO;NHCONH—( 3
N=
OCH,3
7. BRoER

ey AT e iR EREERRARPC LI VAR S AV =D

V7RBREATH Y. EARBESIKHAT I /B (R nl Y RTT
YuA V) EERBEBORERTH S ALS OFESEELZEZ LA TS,
BREBMECESS RERGHRE (R AT BeshThy, ffeTh
NME~OREEREORENEHF S TS,



I REBICHRLIBBROME

ZHEEMRBRID. I~4iX, 7uVRAALT7r OB EAED 1 AORK
FE UCTERLEZBD (UT flpro4ClFurr R rT7ul] L3 ,),
PUIVVROSMDOKREEL UCTEZ LB (BT Mpyr-1ClFm el
AnT7aYy] N3} RGBS PO o LVED INORESR UC TE
WmLieb® (BLTF Tlpro-14ClP) &5 ,) ZHAWVWTEBINTE, KHER
EERCRHDBEL.FCHIBRZVEER e A7 IZRE L,
R/ BB HRERUBREERSERHFITIINR L ETC 2733 THS,

. BIVEREGEER

(1) W

O nmhREHR
Wistar Hannover GALAS 7 v b (—B RS 3 L) iZlpro-14C]7 w ¥°
VAA7urw bngkgRE (AT ]Ikt HERAE) £vwH,) X
1% 1,000 mg/kg AE (Tl T TEAE] 2WwWH,) CHE&ED
BEL, MPREEBIZOVTRNSLE, -
Mk ChEFEAEREH#BEIR 1T I TS, ‘
20 EmEPEITED Toa HEAEFHET 12 R, SREHT 48
M. Tz i HMEAEHT 23~27 B, SAE#H T 31~33FHTHD ., &
=Rl oT,
BE# 168 RRIZB WT, £M/ME O M REEELIX 0.5~0.6 Tt
L MLHFHEHEORESPMEPICSMLTCHBEZ EBRERE, Zhit,
meRAERARD. O)]»s, et ANT o LS LNy ~ DR
EEPRBNED, MEN~BITLE oD EEZDNE, (R 2)

vk

£1 2mBUMEhKNERELED

BEE (mgkeg KE) 5 1,000
4 51 T M T i3
Tmax (Hd‘ﬂ-:FEﬂ) 12 12 4 4
£ | Crax (ug/mL) 19.4 18.5 442 523
T (B2 22.8 26.5 32.5 31.4
T max (FF [A]) 12 12 4 4
m#E | Cmax (ug/mL) 32.0 32.5 786 887
Ty (FFH) - 23.3 27.2 31.7 32.1
@ muRE

RBEE - ERRBRD. Q) IOBE. A FICHE S izl i
LAWIZRD LT KRR OAEAMIIBLEATREEZZI B Z LA
CARBAHEL LTEFIHMENS T ARSI &b APARIRE



RN ERERENSEFTORILESHEERRLZRB U CHEB INE,
BE% 168 KBICBIT 2 EARINER., EREHT88~94%, AR
BET21~23%Thotz, (BE 2)

(2) 9 |
Wistar Hannover GALAS T '» b (—EFHffRESL 9 IC) {T[pro-14C]7 a2 ¥
YRAZ7uEEAREE LLRBAECHERORE L, Xid Wistar
Hannover GALAS 7 v b (—#HHEH 4 L) Klpyr-Clrm ) 207
CUEREAECHEHEROBRELT, KRSARBRBER I,
FERBHEERCHEBICRBIT 2BREKARBEERR 2RI TN S,
?ﬁft%&tﬁ%@?ﬂ?ﬁ%%%%ﬁﬁ%&&tﬁfﬁﬂ%ﬂ!ﬂﬁ%’ﬁ&%ﬁ‘é?&ﬁﬁmﬂﬁi
DEWEETHL L, M L ISEREE CRENEHED Lz, BEOKS
RUCEE~OBREBEAIBDO b2z, (BR 2)

£2 FERJBRUMAGICETOIRERNERE (pg/z)

w’ER | #

B

(mg/ke 4B

bl

Tmax ﬁi& 1)

BE 168 B

[pro-14C]
Farl
g R = g

K

BARAEWGSD. EBRNEY
(38.4) . KIBNE ¥ (37.0),
NBERE W (261D, M If
(23.5), 4= Mm(14.1) '

i@ . KIBRNEY
(0.04),. F ¥ (0.04). S BEAN
& ¥ (0.03). Bl F (0.03), £
1 (0.03) -

EB RS YW (31.9. 0 i
B0.D. KB EH(28.2).
£ (18.7)

m 032 . KBRNEY
(0.22), £ (0.19)

1,600

AR 2 ¢ (18,400) . B A
E9(01,200 . EBAEY
(2,300) . B (1,420) . i #£
(615). /B (439), £ (373)

miE Q. KBHREY
1e).BEAUe).MHa.0.2
i (B BB SR A%

e

MNBREY Q7,100 BN
A% (11,300). B (3,050). &
B A A& (1,800 ., M i
(635) . fF g (393). £ m
(387) - ;

i $%(2.2), i (2.2), &M
(0.9

[pyr-14C]
A=)
An7Zes

5

HE

i (0.11) . I BR(0.06). &
i1 (0.05), 1 #%£(0.04)

i

iin £%(0.39), £ 1. (0.26)

D5mekg FEREHTHRS 12%HEZ. Lo00 ng/ks FEREHTRIRE 4 BHE

(3) ft#
RECGEFHBERBEN. DD TELNERECHE, BH PR
[1. )@l chRbAER. EROEN., FASHRRI. Q1B oLk
Mg, FRECERERE L LT, REYRAE - EERBRRERS N,
R, BERUEHPRIFWITE 3 I-, 0, FRECBRBAREDITIR 4



WWRENTWA,

ERAEH T, %#m@ﬁmAwwﬁﬁﬁﬁb#mr%b EERH
WiXB,. CREOD Thote, EPTIEHEILAH. B, C o, J. K, O
Lo IVURARBLEBEZAE TARBDREHRREDONLE,

mARHETE, RECEPFORMDITITEAEH LFAFOBERAEADL
s, EPOBRLEVITEREFICHESTEFIE M-,

B TRBAGmIRHER T, EERBPIED Thot, BEHF
PERBR CH LN EFTORFBIIT ATHILEH THo T2,

mig, FEEUBET TR, BERHNEORESBELLEW Tho T,
C FERBEFIE. OV UVIVUBO S MOKEBILICED CDER. @
ToAED IMOKEBILICED EOAR. @A IFZ /I FCUVRBO
KEEILIZE D G DAER, QY VI PUVBA MEVEDOE ) BAFALII
LBBOERK, @COET ) HATFAALRT B OKBILICL S I DAERK. I
OYY ITUVROBLHEARIZLS IETRKOER, ®@J OAFALT R
TN OMAKSEE, MRBE OB ZEBA L O DA, @X}I/“J‘-—
AT VTRAOEEICHEY PRV UOER, #hick £/ KBbiC
6Q&UV®E&\OEE@waW&nV@E%M\@V@ﬁ@@%
fbeEZLONE, (BE2)

F£3 R, ARUBEHPORHED (RTAR)

= E'%‘% ﬁ = ) 73":”:09 E
Eak i (kg 38 | 9] #E AT Rt
= 0.5 D(3.8). C(3.7).B(2.6). Q(2.6) . 0(1.3) . E(1.1),
: P(0.2).G(0.1). K Rl E i #7(0.2)
HE J(9.5), 0(9.2), B(7.0). P(6.4), C(6.2) . K(4.8),
% 10.1  [L(4.2).M(2.5).E(2.4). G(2.2).1(1.9) . N{(<0.1),
5 # [F E R H(0.2~3.8)
R L1 C(8.9),B(7.6), Q(2.2),D(2.1), 0(1.5). E(1.4),
fpro-14C] ' G(0.4).P(0.2), KW ZE 3 #(0.3)
wa=2-4/) i 0(7.8). B(7.8)., J(7.0) . P(4.9), K(4.1), L(2.9).
ANVTH S # 7.1 |I(2.7). C(2.5).M{(2.4). G(2.1).E(1.1), N(0.6). R
F B #H0.2~3.8) _
i R — D(2.1), C(1.0).Q(1.0).B(0.6).E(0.4), 0(0.4)
# 79.9 [C(9.0).G(2.8).J(0.4).P{0.3). 0(0.2)
1,000 = 0.3 C(3.0). D(2.6). B(1.8) . Q(1.7) . E(0.7) . 0(0.6) .
i3 ’ G(0.1)
| & 79.2  |B(2.0).C(1.9), G(1.9). 0(0.3)
[pyr-14C] . = o1 D{6.5).B(3.2), C(2.9).X(1.4). E(1.0). G(0.1). &
Tary ) F A # 9 (<0.1~2.3) '
ANTR S HE J(12.7), B(5.8). C(5.6). L.(4.8), K(4.8), G{4.2),
# 9.7 |E(3.7).1(3.5) . M(3.0). U(1.3).N(O. 1), KR E
H(0.2~4.6)




C(7.6).B(6.4).D(5.7).E(1.2).X(0.9). G(0.1). 3k

R 23 R E i (0.4~2.6)
i3 J(9.6) . B(6.8) , K(4.6), L(4.6) . C(4.2) . 1{(4.0) .
¥ | 64 [G(3B.4.M28).ECH.UW0.4. KRERHD
(<0.1~4.8)
& B D(7.0). C(4.3), B(3.6). Q(1.5), 0(1.2) . P(0.5) .
E(0.4)
HE
[pro-14Cl] - 11.4 — .
a=2%) 5 RBH — D(31.4).H(3.7).B{(2.5)
ANTHE Y ' R 2.3 |C(9.8).B(5.8).P(1.5).D(1.3). Q(1.2). 0(0.5)
ME | 3 9.2 —
BB ¥ — D(27.9).B(3.4).H(2.2)
— Rl EhT

£4 m¥. FRECERGANY BAhBERNECTT Y

BRER 5 mg/kg A 1,000 mg/kg &5
FUEHER " BE5 o BB ®E T2REE
5 Bt i3 HE i3

Ak | mEE ) FFER | BER | MR | ATEE | PEE [ MR | ATER | AR | ¥ | FTBR | BEE

P& | 100 | 89.0 | 76.7 | 100 | 100 | 72.5 | 100 | 100 | 100 | 88.0 | 93.8 | 100

P — — - — — — — — — 12,0 | 6.2 —
7R 0 11.0 | 23.3 0 0 27.5 0 0 0 0 0 0
— BRHERT
. (4) Het

O RRUKBHE#
Wistar Hannover GALAS T » b (—FMEEES 4 IT) 12 [pro-1¢Cl7F z ¥
VxR T7uerEEBEE LLREAE X pyr-i4Cl7re ) 27 >
FEAECTHREROEEL T, RECETHMRARISER I,
BE% 168 ORECEDHMBITZ S IR EN TS,
WIFNOBREFEIZBWTE, 5% 168 KM T 97T%TAR LI E R R
et E N, T EHBERIIETCH o, HOEF M RITHIC T
RRE Mo, BER~DHERIZIZTLAEFRBDLEN T,
MARBETCIK, BEAEML R U CEPHEREREL, BLELELLOR
RoffMBRrRIhE, (2R 2)

10




£5 RE5HRI1SEBROREUERERE (%TAR)

@ EH ok

JBE D == — L B AL Wistar Hannover GALAS 7 v b (— M

B 4L) iclpro-#Cl 7 u Y A7 u Ly ZEFAECHEKEOR S LT,

PR oM BB A KM S e, ,
BERZ T2EMAOENY, RECEPHHBIIR6IIAINTNS,

PR PSR &L, #ET 37.6%TAR, M T 33.5%TAR Tho', (BR 2)

C EEE [pro-14Cl7m vy Arm s [pyr-1Cl7rEY AT
BERE 5 mg/kg A& 1,000 mg/kg FE 5 mg/kg K E
B HE #HE i i e fifE
)73 16.7 29.8 5.7 11.2 17.9 29.3
3 80.9 64.6 97.4 89.2 82.3 69.4
&, <0.1 <0.1 - — <0.1 <0.1
B —d A 0.5 2.7 <0.1 <0.1 0.4 1.4
IRGERES 98.1 97.1 103 100 101 100
— BEIHhT :

&6 RERZEFREOBT, REUCEDHHEE (UTAR)

B HE R
BB 37.6 33.5
723 18.5 21.9
H—H R 18.7 21.3
NEE 74.7 76.7

. 11.6 9.3
HIEE NED 12.7 5.6
¥E 99.0 91.6

(8) in vitrof3f 2 RV BEEME ' .

BROREZ MPREBITLEBRAROMES 7 ~OEESHEERARD
7T, MERED Wistar Hannover GALAS 7 v b &L M= MEEIT,
[pro-1¥Cl7u ¥y AV 7% 3 Xik 30 pg/mL & 725 X3 ITHEML T,
in vitro er:BHéIﬁlﬁﬁ’? YRIBEEEPBE SN,

MIRPEE 3 KN30 pg/mL BT B MEF 8 s EARIT, BETIRTH
T 99.1 BT 98.8%, TR ZENEN 99.3 R T 99.1% TH v | i v
NI LTHRWVEMENRT I, [pro-¥Cl 7 v ¥ ) X)L 7 v X
WRBWTIEEALEPMEX R 7S L MY N7 SRR
EBBTERNWIEDL, MOBRECHEB~BITLEL, T0ERE, Bk
FrROBBECHEEDT R SEERMBIZERTEVETHERBLEDY

1 S - MEER BV ABEO LRI — SR EVS (UTRAL).

11




DEEFEXON, (BR2)

2. EHHEREGER :
AEMITHRITBHE LR (DF: 2 b V) i, [pro-Cl7mr ey 21
7uritlpyr-4Cl7 ey 2470 % 90 g attha DAET, B TR
V27T D 2EAGALEL, 2HEBAEK 47 A BICRB LERAR R
BERLT, HYERNEGRBRAER SN,
ﬁﬁﬂ*®%ﬁ%ﬂ%m&0ﬁﬁ%ﬁ%7krénfw5
MBHREOKBHEIDOREEY  bHRCLRP~OBFiTbP 1T
Hol, RBILEWRE LA THRBMEREINTS, DO RUTEXP THERHE S
Nhole, EERBFDIL, PETIX B, PRU W, bAHARUTXKTIZ P
Thofe, HHEBRERREEO KBS ITHEDBRRSICHEEL TV,
FEABFRERX, AT A VL TREOHAEICLZIPOARETU®
EREFOREICIDIWDOERTHY, OBRAFALIZLED BOARKE
v A FT—RBETHDIEELLNE, (2R 3)

xT WMEAHPORBERARRUREY

EYis b b b A S
A N (mglkg) 0.450 0.019 0.008
[oro-14C] 7rEYAATZRY  (%TRR) — 0.7 —
ey B (%TRR) 7.9 - —
svzmy | P (%TRR) 19.0 14.7 8.6
KR EREY V (%TRR) 31.4 14.0 12.6
fhHEE 2 (%TRR) 41.7 70.5 78.8
MR e (mglkg) 0.455 0.041 0.027
Feryzrray (%TRR) — 0.3 —
B (%TRR) 4.6 0.9 —
[13’;;:5] U (%TRR) 1.4 1.3 2.1
Sy W (%TRR) 23.1 — 0.8
: 1B 1] 5y (%TRR) 9.4 2.2 5.1
F R ERHD D (%TRR) 7.2 18.6 D171
HHEE 2 (%TRR) 54.4 73.7 75.0

1) 55%TRRUTOMEREDNEMD
2) ﬁﬁ?&*ﬁ?ﬂiﬂﬂ:&a@ﬁ%ht?ﬁtﬁﬁﬁ
- REET

3. TRPEHRER
(1) FHRHBAKLTBDhENRE
HEt (BE) hroCl7r ) A7 2y Xitlpyr-4Cl7 e v Y
ANnTuariELHi-0 0.18 me/keg LB XS ICIRFMAE L, FEEHE
CKREHT, 262 COREHETIS2BHEA vFaX— b LTHEPEHMR
BRAEmR I,

12



HRMOHEKEBICBT I HFESAECLMBHMIIFE SR ERLTV S,
7abt ) AAT7e A RICHEK L, o MELTB, O RUP 24K
L, CO: ETE#MELENLELN, TORIIMET., KESTHEESEEY L
27, ' ‘

Tarl)ArTa s ROSHEY B OFKEEAIRCBT D HEEER
i, TP 48 KT 10.0~10.7T H L EHENE, (BFR 4)

£8 HRMEBKLIBIZETIRHFESHRUITEY (YTAR)

LEEZEBE (B) 0 7 , 182
HREWE (14C0s) NA " NA 0.70

Fary oo 11.1 7.74 0.02

B — 3.25 0.05

7K FH 0 — 0.03 0.28

' P 0.11 . 0.36 0.26

[137’;";;5] * o 0.04 3.14 2.47
T Far) ArTa 86.8 30.9 2.12
B , — 7.00 0.55

0 — 1.72 3.88

A P 1.59 2.16 5.36

T Dl 0.27 14.7 14.6

THBEE 0.68 24.9 66.5

BEEYE (14C02) NA NA 4.6
TerIALTR 13.7 8.49 0.05

[pyr-14C] - A B 0.06 3.14 0.02
S Y “ D 0.17 3.72 1.03
ZATEY , 7*1:1:“9;;1/71:‘/ 82.4 :;’12,2 g_gz
5 F Ofth 2.52 18.4 15.2
THREE 0.88 25.3 73.6 -

NA WEERT. — BBEnT

(2) tBEHREREE

[pro-¥ClZu Y A7 u iz oW 4 FBEOCENLE DL (Z5).
Bt (BEERUCIEAR) ROV MEEE (FE)] 2B THBRESER
BEEREINE,

Freundlich ® % 555 Kads 3 1.229~12.4 TH V)  HERESFRIC L
DBIE LFEEHLRE Koe IE 188~410, BiE R Kées | 3.49~12.3, &
BIRBEFRICL VHIE L2 EFEE Kiesoc X 233~650 Thotz, (B
& 5) '

(3) 1BRERR (28HP)
[pro-14CIP iZ>WC, 4 BEOENLE (WL (B, BL BEEK

13



A ROV MVEE L (R ] 2AVWTEERERBRESERE INE,
Freundlich @& E{# % Kads |1 0.74~10.5 Th VY BRI ESHERIT L
DHIELZBRERE Kocik 75~254 Thot, (R 6)

4. KPEGRR
(1) mAKSERRB

pH 4 (FFERREMIHE). pH 7 () »EBEER) RU pH 9 (& 7 EREER)
DEBEIEIC, [pro-UCl7u vy 27 nuy Xitlpyr-UCl7Xue vy 20
7urE 0.1 mg/lL &3 X 5WEMLIEE, 50£0.1CT 5 AR, 40+
0.1°CT 2 AR (pH 4 OBHIK) Xix 30 B (pH 7RV 9 DBEIR) .,
#L <1 25+0.1CC 30 B, WEETTA V¥ 2~x— b LTMALME
RENEHESINIE,

FEEE PRI IT30BMIIER 9 IZ, Tub XA T rOHEER
HIZE 10 ITRENTN S,
FESEBHIIPERUC. TR HBRECEFL.EBFHICHEMLZ,
FDMIZ 10%TAR 2B 2 5 0MBP IR O LENEL -T2,
E%ﬁﬁiﬁ%ﬂix;vﬂx-;vﬁ VIR ORBETChHBIEEZONTE, (B
& 7}

X9 FEERPICETD8Y (BTAR)

AERIBE (C) 50 40 25
pH 4 7 9 4 7 9 4 7 9
SLBRE FER B B 5 5 5 2 30 30 | 30 30 30
" °]
[pro-14Cl] 7°Ht{ — |26.824.6|16.7|16.0|16.5| 4.3 | 78.9 | 82:4
ey ZTEL
Ry P 102 | 76.1 | 76.2 | 83.2 | 84.1 | 83.2{95.6 | 20.1 ] 18.5
F O i 03| 06| 03 — — — - 4 | —
ol =l : .
[pyr-14C] 7:/ J — |25.1|26.6|14.1{14.5|16.4] 3.7 |77.3|82.5
fl’-ﬂ:"U AV
AT U 100 | 75.4 | 72.0 | 86.1 | 83.6 | 83.6 | 94.6 | 19.8 | 18.3
F O, — (28315 — | 20|16 | — | 21| 08

—~HBHERT

£ 10 FLEEZDICBFA370FYRLIOCOETERY ()

RKEBREE (C) 50 40 25
pH 4 7 9 4 7 9 4 7 9

[pro-14C]l 7 v’y

LT 0.20 2.6 2.4 0.76 11.3 11.5 6.7 90.0 100

[pyr-14Cl 7’y
ANTT L

0.18 | 2.5 2.6 073 |11.0 | 11.6 | 6.3 | 77.0 | 100
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(2) KpxafEEER ,

BE® (pH7.00 XU BAK [HEA (KRR, pH 7.9] 2. [pro-14C]
ZTovl) Az rklpyr-#ClZ¥e vy arru %z 0.4 mg/l &7
BEOICHEMUEE, 2522°CT 14 B, FE /20T 07% CRBE
16.9 W/m2, &4 : 300~400 nm) # B L CARPAOBABRNER
ahi, : ' : ‘

HERBRKPIIBITZ20MBPIEIR 1LIZTENTWS,

FESEHIU. Y. ZEUBBTHY, BEEFDOY (10 B THEK :
17.7%TAR) %K%, WTFhbBH 14 B CREXRE Lo, DRYITEE
BEROCBARKCBVTEHNLTEY, TESHRREERIALT= AT LT
EAEOBEET TORAELELZLNE, ‘

BEREVCBRKICBIT 2HEELEMIL. £hEh 4.99 KT 4.91 A
THo, 3 (EE). 4~6 BOKXKBXTIRETZ &, ThFh

109 KT 10.7THEThoT-, (R 8)

F11 HHEKPIZEIFTA28Y (%TAR)

HER K 4R H &k
BHEB%E (R) 1 14 1 14
FuvlyArray | 91.7 16.8 92.6 14.7
[pro-14C] P - 1.5 — —
Fary 'S - |, a7 0.9. 4.8
A7 T 1.2 4.8 1.5 7.5
BB 1.7 25.4 5.0 32.1
FrvyArray | 90.0 12.5 91.1 13.2
[pyr-14C] U . 3.9 28.0 4.4 '30.5
7eEY Y 2.8 17.4 2.7 21.8
ANT 1 7 2.5 14.8 1.3 7.6
AA 1.2 5.8 — 5.7
— B E=hP

(8) ko RER (98D P)

WERIC, FEBOSEDP %5 mg/L 25X 3IClMLEE., 25
T1CT4 M, ¥/ U778 CEHRE : 37.3 Wim2, EHE : 300
~400 nm) ERHF L TKPATHBARPEBEINT, '

SR P ISR AKPTCESHIHSMEL, 4 HTRKEH L kot &
By P OHEERRENL 0.8 B, & 35° (HE)., 4~6 ADXKBEHTIC
BET 2L 38ATHoT, (BRI
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5. tABRERE
KR - B (R RO - S (KD 2AVT, FrE
URAAT u BT SRY B, Py U, Y ROZ 2 NSRLED L L+
ﬁ%%ﬁ%(@%ﬁ&@l%ﬁ%)m%ﬁéhtoﬁﬁiilz_rénf

. (B 10)
#12 TERAIBREE
HEESLEH (A7)
B WAEE L st A1) FurY XLy
: AN7u +4y fE ) 2)

BEA ., . SO R A - B 33 : 70

sm | EARRER 045 melke Ty o gy 8 19

- - . . KK L - B A 2 (22) 8 (2)

BERE 2| AHIKRE (450 g aitha L - EEL 5 (5) 5 (9)

D) FRARRCTRHEER, BERRTREAZEAR
2) BHEDUERCPOS LEMBEORGWEEY+BHYHZ
3) BERBRICBITI3HEELERYMOBIHNANOKIEIIZ. HFEXMORD LA B

6. EMFRERR
(1) EHBREFRR
AKfgzHAWT, Tre ) 2rrar, {#% B P RO W 20
fb&H e LI EREERBR P ER SN RIS KREh T D,
ZARCRBOL OB 272 ) A7 v v RUREDOREEIZ W
THLERERFARB TH- . (2R 11)

(2) RNMBICEBT3BRAXHEEREE
TR Ty OABKEEICKIT S TFRERBETSH 5/KE PECE
UBCF &I, ATHORXKEEREESEY S,
- 7aE) AT o OKE PECIE 0.062 pg/L, BCF iX 63 (FHREH).
RN BICBITIRAREEREEIX 0.0195 mgkg Th-oT-, (BR 35)

(3) #eeHEmRA ‘
Y ERERRE DIOSHERTCANBLRBTI2EREEREE

6. D]I#AVT, rvrYAAT7ur2RB8AMda e L LKz
BRFLIVERINAEEERENRE 13ITREATVS, 2B, AHE
BREOEER. BRICESERFENS,. 72 ) A7 rRBEXK
DEBEFTHEAFETABICERSL,. ho. BRNE~OREXR LED
BAXEEBEEZTL. NI - FARCIIBEEROHEEN L LD
REDFIZITo 7, ~
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£13 BRPLIYERSAZITOEVANL IOV O#EEERE

= B R(1~6 5D R & 65 el )
ngy | REME | (thm.53.3ke) | (KE:158ke) | (hE:55.6kg) | (HKE:564.2 ke)
ﬁuﬂ% (m [‘kg)
& ff | ERE | ff |ERE| ff |BRE| ff |ShE
fBIME | 0.0195 94.1 1.83 42 8 0.83 94.1 1.83 94.1 1.83
=E1 1.83 0.83 1.83 1.83
CRBEARKAECEEEE BV ..

CHAKOF—FRTRCERBRRBE T, BREOCHEKESD TR,

Tff) : ER I0~12FE0EREEFAE (B8 41~43) OERIEESELER (g/A/R)
FREREUEBREOCOAMNMED FIXERFEHO 2B W,
TERE) . BEE LR E o) 27 o OHEFTRE (pg/A/D)

7. —RERBR .
FREIYVAATZTRYDS Y PERUAXZAVE—BREBRRBRNEHRI
oo BRIIE AIZFRERLTWS, (2R 12) '
=14 —REBRHER
. 5 B#ER
= B - BREERE | BR/AERERE
REOREE B P (mg/kg A E) (mafkg HE) | (melke &) ﬁ%%@ﬂlﬁ%
(3% 5 & B
. 0,125,500, ‘ EERL
_ﬁ%%%) ;ff]\ ﬁg . 2,000 2,000 - :
Urvin ' (#n)
h ap 0,125,500, BREHE
HIGESR | 5 HE 5 2,000 125 500 ET
" 7> b (1)
g TR 0.125.500. WELL
% —/VEERA =5 b #E 10 (2{@)00) 2,000 —
T GAER i
RyF T <D 0.125.500. : 'L
—VERTOEE | T, | HELO 2,000 2,000 -
G5FAER) 7T (&n)
= | BB L
W | FR. - sD 0. 125,500,
R | RAERE. 59 b i 10 2,000 2,000 —
= | RBBE 7 (&n)
% _
I R L
% 122)58 sD 0.125.500.
o 1 B A, 5o b M6 2,000 2,000 -
% OHEEE | (8o)
g MFE, by 0,125,500, Bzl
P, CHEEL, e HE 4 2,000 2,000 —
= EK (#nNO)

B BELLT=—VHERNE,
- BAMERERRBREERT

17




8. SEEERR
Tuvyzrava s BEEDCT v R %ﬁﬁb\tﬁﬁﬂﬁﬁﬁﬁz‘h%ﬁﬁéntof
BRIl RENRLTWS, (28 13~15)

K15 FUSHEARRE (FE)

Y B Ifg“wmgﬁf) B S iR
Wistar Hannover :
s | GALAS Z > b >2,000 EREVECH 2L
i 3 L
Wistar Hannover '
133 GALAS 7 v b >2,000 >2,000 [EREVECHRL
MERES 5 I
Wistar Hannover LCso (mg/L)
% A GALAS Z » b ERECELTH R L
M b 2 5 PG >4.3 >4.3

REDPRVWODOTy PXiF<w VR AV AEROSERBNERE S
iz, BRIIR I6IZFREhTWS, (B8 16, 17)

F16 SHSHEAREE (RNHEM)

gamE | wem LD EKERR) g mn
SD S > | .
P i 3 >2,000 |ERECETH AL
: ICR =D A . .
W Mts 1008 | >5,000 >5,000 |EREUCECHBRL

o. g - &ﬂl-ﬁ?éﬂlﬂﬁ&tﬁ&mﬁﬁﬂsﬁﬁ
NZW o735 U 7= IR R B R (R R B SR BR A3 K HE é:}'b AR
HORBEICH LTI BEORBESRD bhio i, BA 48~72 B
_ W ElE L, '7'H‘¥®BU§GC?¢LTﬁ1 BEELEIRD o7, (R
18, 19)
Hartley ENVEy FERAWCERBEREERER (Maximization £} 23K
Eh, BREIBRETH- 2, (B 20)

10, EAMEERER
(1) SOBMBESEEEREE (S5v k) _
Wistar Hannover GALAS 7 v b (—#HEHES 10 L) 2 AW EE (B
& : 0. 200, 2,000 B} 20,000 ppm : FHHREFEREIIR 1728) #
ErrXs 90 FHESHESEERBRRERE SN,

18



£17 WEBMBAMEERE (Sv ) OFHRGERS

&5 ' 200 ppm 2,000 ppm | 20,000 ppm
FHBEEERE HE 12.6 129 1,370
(mg/kg KE/B) | # 14.9 148 1,540

20,000 ppm EHOM CLEBEUCBERBROLEE2SHM LI, FEOZE
i, 2 FREHEEHE/ZENAEFERRIN. Q]oMEIIBHNTHEE
Ehfltd  BELOEBEREFEBTEIRVWLEZZONEDN, &8T5 L5
2 FHMOEHRSEBVWTREBAREORES, PBETAREEAKR
BEPRD NPTl ¢ INLOEREMMOEEEZNERIT
BEweEExbhiz, '

ARBICBW T, 20,000 ppm BEFHOHET ALP M, FHEEERMN
EOUNERLEFBIBEXREZD N ETHTHLOBREHETHEMETR
R b ho/d T, EBEMEEIIIHET 2,000 ppm (129 mg/kg KE/
H). ETEARBROESHE 20,000 ppm (1,540 mg/kg (KE/R) TH D
LEZbNE, (BR21)

(2) WAMEIESERR (TIUX) .
ICR = v X (—BEHEES 10 IB) #AW=REE (F4E : 0, 200, 2,000
KX 7,000 ppom : EHBREBRENEIXR ISSR) £#EIZLD 90 BRER
HEMRBRINEHR N,

%18 WAMEARSHAR (THR) OFEHBREENRE

&5 8 200 ppm 2,000 ppm 7,000 ppm
EH R EERE HE 27.0 268 956
(mglkeg KE/A) I 30.4 294 1,080

FZRBRIZB T, 7,000 ppm BEBFOK CHMMRMETHMABEENRD
b, MTWITNORSHETHLEREFTRIRDON o7 0T, BEH
B I3 T 2,000 ppm (268 mg/kg FE/B), METARBROKERFAE 7,000
ppm (1,060 mg/kg K&E/B) ThsrLEZbNIE, (R 22)

(3) WAREBEAEFUER (1 X)
E— VR (—EHMHES 4 D) 2HVWRREE (BE 0, 400, 4,000
KT 40,000 ppm : FHRFEBRETR 192R) HEICL S5 90 AREA
HEERBRIEB S,

P HREKEREZHERLWVWS (BTRCL),
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F19 HHEAMSHEER (/X)) OFYRFERSE

5 5F 400 ppm 4,000 ppm 40, 000 ppm
LHBREERE HE 10 ) 115 1,080
(mg/kg FE/B) 13 12 118 T 1,210

EREFHTHEDONEBEEFRIR20ICREALTVS,

4,000 ppmll FREHOMETBINETL, BRELOBEERIELD
N, BOFEAOEGTHH -, EEEHNEZRIRVEE LN,
F 7. 4,000 ppmI% 5 B 0k 141 % 840,000 ppmB EFH O M 15 TR 588
IZHb¥E A 43, 40,000 ppm B EFHOMMEE 16 TR EABICALTHMB R D
bz, BEINFEECIINTbERE (FHEL2SD) 0HBAZE X5
bOTHoER . BEBHEOHM CIREHZNEEZIZ D bhihoin,
HbiBAD BT EBEEL TV AIRBERSBZONEZEN, 144 2R A
YEFOHDOETHY ., 40,000 ppmBEEHOHETIIFRBOERITRD S
NPT Lipb, 4,000 ppmR EHOEOHbB A I EEFE L ITHE
X bR o Tz, 40,000 ppmiR SBEOMEIC BT AALTEMIZ2W T,
BE4BOLOEATHY, RARBRIN. (D]ITRHFOELIIRD LA
PolZ b, BEEBBLIBEX AR,

AREBRITE VT, 4,000 ppm B ER S E OHE R T 40,000 ppm B EFH D
HECRBC RUHt BAERRBD bhvize® T TS B8 T 400 ppm (10
mg/kg RHE/B) . HET 4,000 ppm (118 mgkgKE/H) THHIEEHFELDL
i, (&R 23)

#20 OBAMBIKESEER (/1X) TELOLESHEMR

P58 B 3
40,000 ppm ~TP R (% Alb B> “RBC. Hb RO Ht B4
- TG 8m - MCH #.
- B s EE M - TG #§n
- s R ONHEE BN - FrEEE R
- RS oL - PRHE T R UM B R
- IR D o i
A ' - BB YE L 7L E
4,000 ppm EAE | - RBC B TF Ht ¥4 4,000 ppm LLFEMERTRRZ L
- MCH E U MCV /i
- APTT B4
- B BE 5 i 7L v
400 ppm BHERARL
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1. BESHEERRUENAERR
(1) 1 E£HBESERE (1 X)
V7 NVRK (—EMES 408) 2B WRE (B0, 40, 350, 3,500
KT 35,000 ppm : EHREEREIIE 212E) REICL2 1EHEE
=HERBRAEBEINT,

®21 1 EEEEESEHER (1 X) OFEHREEDRE

B 5 8 40 ppm 350 ppm 3,500 ppm | 35,000 ppm
FHREERE ;3 0.999 8.45 92.7 951
(mglkg R E/R) M 1.11 10.5 102 1,010

BESEHTHRDONTEEERREIR 22T TS,
ARBRITHB W T, 8,500 ppm A ER GO THEEREMIME]. & i
L%, 350 ppm LI LR EHOMCEHEERNNHEHARZ D b T, &
- EMEILME T 350 ppm (8.45 mg/kg AE/H ), HET 40 ppm (1.11 meg/ke
KE/R) ThrtrEZLAL, (B3R 24)

F22 1 FHEBESHESRE (/X)) TROLIhEEERR

58 HE o HE
35,000 ppm - ¥R IR I BR X3 A - #AR 2R i BR 2508 0
« WBC #m « PLT #m
< ALP #n - WBC #m
- FFELEEB/M - ALP #m
- NEPRD R R - P EEHM
- R E BN
3,500 ppm BLE | - REHINMEHE- « RBC B4
+ RBC. Ht R U Hb ¥4 - MCV & T MCH #jm
- MCV & Ut MCH #m - PRIgE D o il
- REE 5 o 1 - B i  1in T
- B G o cFRHATUFY E
BUH~TTTY vibE - ZNFE R RE TR R IR
350 ppm EL .k 350 ppm A FEMF AR L - A EE A hn 4 il
40 ppm BHEFARL

(2) 2FMAEEE/ENAEHERR (S )

Wistar Hannover GALAS o b (8 : —FEMEES 510, &R .
—REMERES 12 L) Z AW/ REE (& : 0, 200, 2,000, 6,000 & T 20,000
ppm : EHRABREIIE 232R) #E5IT L5 2ERBEZEE/ERAE
HAERBBEE S hk, '

21



£ 23 2EFBUSE/ENPAMHESER (Sy ) OFHRFERE

=58 200 ppm 2,000 ppm 6,000 ppm 20,000 ppm
EHREERE | 7.51 74.2 230 781
(mg/kg KE/B) | 10.4 102 309 1,070

20,000 ppm BEFEDOMIZIB W T, 8BE 78 BT 104 @iz Alb #4173,
13, 26, 52 R} 78 AIZ Glob WA KR A/G LM A TR D iz, Alb
B LTIk, RBC, Ht BME O MEEMHEEZ =T EiLixA o, BK
CEBBDTHRRANEEX BN, £72, Glob A IZE L Tix, TP oM
PIEHBENT Alb TEMLTWRZ b, FRTOX V7 SRED
TR ERBILELS . INDOMBEZ R OEBICEMFENERE
HianborBzbhi, '

6,000 ppm P LI EFEDOHER T 20,000 ppm REFEOM T, LR TE
EREOHMAROLRE, TNHLOEEHEMIT 90 AREAEEERER
[10. (DI BN THBEEEINEELTHIED BELOBEERETE
TERVWEEBAOGNLEE, 2EMORHBRS BV T HRBEEBRFANBRE
E BETOIREEEICEIELPRBDoR sl b, 260D E
EHMOSHFHERITEVLELILLE, | ,

ARBRICTBWT, 20,000 ppm #EHOE CTIFILEEEME C/NEH L
HERFMBEER, ETEEMNMEERD N0 T, EFEEIMET
6,000 ppm (# : 230 me/kg 4KE/H . M : 309 mg/kg E/R) THdH L
Zzbhi, BERAMERED NI, (BB 25)

(3) 18 ABMRBIMNAAMERR (TIR)
ICR v R (& —FHHEHES 56 IL, R : —BEMHES 128) %
Wizt (FE#& -0, 70, 700 XU 7,000 ppm : FHBREFIREILF 24
Z2R) BRECL 1ISTAMBRAERBRRERE Sh I, '

£24 18HRAMRESAUER (TOX) OFHBREFERE

B 58 70 ppm 700 ppm - 7,000 ppm
TR EERE B 7.38 75.3 761
{mg/kg RE/B) s 6.68 68.4 693

ARBIZBVWT . WThOREHTHLEETRAIRD N2 o0 T,
EEERIIEETCARBROR S HE 7,000 ppm (4 : 761 mg/kg KE/R
M : 693 me/kg KE/R) THEIEEZORE, BEXRAKIIRED AR
oY rai

B, ARBRICAL - TEBEILZAEREHXE T, 7,000 ppm #&
SFEHEOBICB W CEHMREFMREESTZD RO T, 7,000 ppm X
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RRMETHZEERXONT, (B 26)

12, SFEHRE

SEER

(1) 2HAREHERR (Sv M)
Wistar Hannover GALAS 7 v b (—BElEMER 24 L) Z AW AR (R

& : 0.200.2,000 O} 20,000 ppm : EHREBREIIIFR 25 28) #5
LB 2 HREERBRAEB N,

F25 2HAEBEER (Svb) OFYHEFENRE

55 200 ppm 2,000 ppm 20,000 ppm
n P i4t HE 12.4 125 1,300
R BRAEFERER i3 19.5 195 2,000
(mg/kg E&E/H) 3 14.7 145 1,520
Pt 20.9 210 2.120

SEREHETHRDONEEEFRIEIR 26 1ITFENTVD,
20,000 ppm B EFHICBWT, FL RO HEY (HHE) RUOHREHADOR
B (FIEROCFELR) CTHRESERBOARBO LAY, FEEASRSE
MELIBEIN T HWEAMNPOEAECEAETAERTHHEELD

iz,

ARERITRB W T, B4 i 20,000 ppm # 58 o MR T AR BN
5, BB TIX 20,000 ppm REFECTEREEEERDOONTZO T, EE
HEIIEEB Y R OUEES T 2,000 ppm (P # : 125 me/kg FE/R ., P M :
195 mg/kg FE/H . Fi1i : 145 mg/kg fK&E/B . FiHE : 210 mg/kg KE/
H) ThaEELLONE, BEHRBICHTIZEBEIRDLNEI-T2, (&

| 27)

F20 2HAFEBEAR (S ) TROOILESUERR

. 23

: B:P.R: T H.F, R T
il i T E T
20,000 ppm - EEBMMA | - EEEMEE | - RESNES | - AEEMImH
« Br¥e st B ORIk JFERRCH | - MEHERM
" EHm EEHM b
& ~ NBE SRR o FR R ot B B K
P AR R R &
- INEE L HERT
: A0 B A K
2,000 ppm AT | MR AL FEHEFRAZL SHERRZL BHEFRRARZL
I | 20,000 ppm SR E EAE
B | - BN T E B M » fRide o B B R
Y | 2000ppm ELT | EHERFFRRZ L HEHERRRL




(2) %S 'Iiiitﬁ (v k)
Wistar Hannover GALAS 7 » b (—2£M 24 L) DOk 6~19 BiZ5A
HEO (BRI : 0. 100, 300 B TY 1,000 mg/keg KE/R., B : 1%CMC
TR T AKER) BELT. RASHRABRAERE IR,
300 mg/kg RE/A L FREHICRBWT, BEWEEATARROESE
CAHRRENEIRDON . FRERZATOIREOCHRESFTRITHM L,
BEINECBRPBERIZ LA CEBEMBIEKEORVENMBRWNEB IS
TSN, I b OFTIHEMMETRCELLRIBO o N R EORERE
WHEZERADNRR o, IMHERHESEROEEZHDRVIBERE (&
MERIEE) XIBERICRBEETLIEVWIHRERDH D (B3R 36) Z ¢
PHZOBREMEOEE ERIBTBEERBTIEMTRRENVEEX
bhiz, £7. 1,000 mg/kg FH/EREGEHETHRETEROKREERZHE T
SEOCBERERICAR PR, BEOHECFEZRIRDLNT, MR
HESODMORREIZENTH T~8HEBECHIZBARSIALTWHD Z 2D
b, EEELrOBEIIALMITRVEEZ bITE,
ARBRICBOT. BB CIIVWTHhHOREHETHLEEFRIIE D BT,
IR Cid 300 mg/kg &/ B UL S8 TRE/MER R OB AL EH MRS
BOONWEDOT, BRI CEARROEEHAE 1,000 me/kg &
H/A. MR T 100 mg/kg KB/ATHBE¢ELbhiz., (R 28)

(3) REFHEREE (VHX)

BAGEET VX (—FHE 25 L) OFR 6~27 BicHREBED (FE
0.100.300 & (¥ 1,000 mg/kg E/H . B : 1%CMC F kU 7 AAEEE)
BELT, BEFHERBREBR N,

FARRICBON T WTNOREHTORBYARTRE CEERTRIIRED
ERBENoTEDNT, BEARTIEFVRECESY CEARBROEGAE
1mmmwgﬁﬁmr%5k%z6nto%%ﬁﬁm%bentmoto

(R 29)

13. RiEFXREB
FurEYARALTRY (REK) OREEAVEEREREERR, Frv 1
=—RANbLAY—JEEEEMR (CHLIU) 2RVWEREHFRERRE
U RERWEAMERRBER S IE, : |
R2TWFERTVWBEEBY, WThORREBWTHREZTATE
HTCHoleZ thbd, TurrY2rrvny (BE) TEEELRR2VLD
LEZEz2boh, (] 30~32)
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#21 BEsHIEABREE (RE)

B P LERE - REE R
Salmonella typhimurium | 156~5,000 ng/7" v-} (+/-89)
o (TA98.TA100.TA1535, o
ﬁgig TA1537 #) ’ R 4
. i Fscherichia coli
Jf (WP2uvrA ¥) .
vatro Frf=—ANALRF— |1,250~2,500 png/mL (+/-S9)
mekE | WefkEEMRk (CHL/IU) | (6 RFFALH) e e
TR 1,250~2,500 pg/mL (-S9)
(24 WL )
500.1,000.,2,000 mg/kg A&
in - ICR~v R (BfiMi) | (HEE#EH#EORS, 24 RFELE)
vivo | WERB a5 ) 2,000 me/ke (KE etk
(MpIEIE O L, 48 REHE ML)

) +-89: AHEHAEREETRTHRFET

REBPRUOWIZSVWT, HEEZAVEEREREERBRAERSh
o, RBFERIT, £ 28 KRS TVBEBYVTRTERETH 2, (B

HE 33, 34)
£28 EEEHEHABRHSE (KDY
wRYE B x5 WBRE.RER R
S, typhimurium 156~5,000 pg/7° v-} (+/-89)
P 1 j A (TA98,TA100,.TA1535, | [TA1537 #%(-S9D Z et
QNN TA1537 ¥k) 78.1~2,500 ug/7" V-}]
ERBR E colr
' ; 313~5,000 pg/7° -+ (+/-89) | B&#&

w (WP2uvrA #)

E) +/-89: REMERLERFETRCHEFET
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nI. shEFETEEE

R éﬂft%ﬁ%ﬁﬁb\fﬁﬁ o) Arrur] OB LERSES
i % S=hE L7z,

UC TEZLE o)A Aar7eryosy hERHVWEBSENEMSE
ORR, BOoBEISNESu Y AALTeyORE% 168 BEICRIT 3%
MEZ, EFAET88~94%, HHAET21~28%Thof, AR TIMLF
IS BEREE D Tmax i 12 BEE], T12id 23~27T KR Th o, Tmax A, 19
LERCZOAEY 2R E BHE BT ERE A RREZmE X v Ky
BECHEBEL ML IZERAFETCERBIBRILE, e ) A0 T70 Y
XmEES R ~OFBEEENEL NEF AR RMRESZ BT
BRWZ EPD, OBECHEBA~ABITLENWEEZ IR, BEOEBHERT
HMBE~OREHERBERD bR ofz, BEMIZTERSH»THY . B 5% 168
BRI T 9T%TAR L EBER P~ S iz, T EHMERIIEH 2N L
¥ Tholz, RPOEFERB#YIX B. C R D, £ Ciagi&®w. B.
Cofs, J. K. O %0 IV UVRERABRLABELZF ISR IER
BHOLNhE, BRAETIE. ERELERL TEP~OIEEREIEL, K
NEOZLAENRRNOE/LEY (K 80%TAR) Th- 1=,

UC CERLE e ) ANy OMERAWEDEANEGREBOR
B BEABEBEISNEZoE) AALTarORESboIcEEy . Tk
~DBITIZHTH (0.008~0.027 mg/kg) ThoTr, BILEWITH H T
E@hﬂéntﬂn PORUVEARPTCHBEHI 2o, 3‘—:%&:%‘%@ :b
5 TCik B (4.6~7.9%TRR). P (19.0%TRR) BT¥ W (23.1%TRR).
TiX P (14.7%TRR), LA TiL P (8.6%TRR) TH -7,

Fuvlyaarrvory, R B. PRV W 28R I{EEY & Lk
CESEYEBEERBROBR. EXFOT YY) AA Ty RURBYORE
BEXWFRBERBAKRB CHolc, Eio. RABIIBIT I 2 ) 20
Tay DREAHEEREMEX 0.0195 mg/kg TH » 7=,

ZEFEABEREMNS, etV AN Tn 850 L B8, IR

(hEPLOHFEREEXRSE) RUOMEK (B, 1 X0k) KRBDbR, 3
BAME, BRI TLIEE, BFEHEACEREEIRD NN,

R#H P EOCWIE, HHENEGRBIIBEVWThLEVRE AT 10%TRR
U EBRHEEREA EHBRERRTIEVTROBREELEEBREBE TH Y.
T, AEBOEHERBR TEEERSRD ORI b, BHF O
BREFMNEDE» oY 27y (B{LA8WoR) LRELE, &3
RIZBITIESEEHEEERVCER/NEHERBIR 29ICRERTNS,

26



£29 FRRICBITLIESUERURNMSHEERE

BE5E EEE RAEER
DoE | R (oghe BEIR) | (mefkg SEIR) | (meke KE/E) a% >
S v b 0. 200, 2,000, 20,000 | # : 129 2 1,370 HE: ALP HEHD, RFILE
90 B |ppm I ;1,540 M o — BEEME G/ ER
B M I 4 B AR R
= pestEr | KE:0, 12,6, 129, 1,370 I BHERRRL
I 0, 14.9, 148, 1,540
G. 200, 2,000, 6,000, | # : 230 HE ;781 H: FHREEHENEREX
20,000ppm # : 309 ME : 1,070 /> 3 R BT A R
2 £ ‘ B
BHERMES | #:0, 7.51, 74.2, 230, M RE MM
ENRAE | 781
BrE B | M0, 10.4. 102, 309, (BRALEIZRED LR
1,070 )
0. 200, 2,000, 20,000 | E &4 & O i Rk HEY - KEBMHE
ppm REh R %
REY : BEHRES
P#E: 0, 124, 125, [P : 125 P : 1,300
2 4% ;;i;o_o 105, 195 | D : 195 P : 2,000 |(FEAEMRICXT 5RE
AR 2000‘ v > | Fi®E : 145 10 1,620 | D ERBW)
FlEE:O\ 147, 145, F1H : 210 Fi i : 2,120
1,520
Fii : 0, 20.9. 210,
2,120
0. 100, 300, 1,000 | &% : 1,000 | FL 84 : — B  BEHEFRRL
2122 100 R IR - 300 MR &/ ERIE O
- EAEEMN ' T A R EE SN
R )
: (EHBEHEERED L
2)
< 7R 0. 200. 2,000, 7,000 | # : 268 # : 956 HE - EHBAR AT HE AR R
90 Bfy | pom i : 1,060 i — 5,
g i BHERRAEL
E=ppatEy | HE: 0. 27.0, 268, 956
#E:0.30.4,294. 1,060
0. 70. 700, 7,000 | # : 761 o — mEHE  BHERRAEZL
18 AR |pPm____ . i : 693 M —
A Atk (RBAEREDER
B #:0, 7.38, 75.3, 761 72 un)
- 0. 6.68, 68.4, 693 _
A 0. 100, 300, 1,000 | F&¥ . 1,000 | B&d - — BEh4p  FEEHFRAR2L
BBIR 1,000 | — BIR: HEFRAEL
REERMHE
AR (eAHHEERDdD bR

RuN)
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- REE ESMEE BINEEE
BUE | BB (mg/ke KE/E) | (meflg HEIVR) | (meke HE/R) "=
4 X 0. 400, 4,000, 40,000 | & : 10 He . 115 HEHE . RBC RO Ht
90 B R |PP . . 118 #E ;1,210 B3
EEH
EHRE | B0, 10, 115, 1,080
1 0, 12, 118, 1,210
0. 40, 350, 3500. | M : 8.45 HE . 92.7 HE  RENENEH.
35000ppm HE - 111 i : 10.5 2tk
. 1ER HE : REBINIH
18 o 2 HE: 0, 0999, 845,
e 92.7, 951
HE:0, 111, 105, 102,
1,010

D BECB I ERECED LN ROBEE =T,
L RANEMERRECE o,

ARELEZEAR . FRBRTHBONEEERHEOR/MEBA X ZAVE 1
FERBEZERRO 1.11 megkg FE/BEThHo7=DT, ZhaiBftE LT,
Z&fR% 100 TER L7z 0.011 mg/kg AE/H % — AERFFE (ADD) &

EL,
- ADI 0.011 mg/kg A E/H

(ADI RERNE L) BEFZERR
(Bhip ) A X
(EAF) 1 4E/
(|5 FHIE) R
(EFEEE) 1.11 mg/kg KE/H
(2R 100 :
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<BURKE 1 : (RS / 55 A D W 7k >

= . % B {EE%
B PIHU 1-(2-chloro-6-propylimidazo-[1,2- slpyridazin-3-ylsulfonyl)-

(O A F 1K) | 3-(4-hydroxy-6-methoxypyrimidin-2-yDurea

1-(2-chloro-6-propylimidazo-[1,2- blpyridazin-3-ylsulfonyl)-

C PHDU 3-(4,6-dimethoxy-5-hydroxy- pyrimidin-2-yl)urea

1-(2-chloro-6-propylimidazo-[1,2- blpyridazin-3-ylsulfonyl)-

D PHDU-GlucA 3-(4,6-dimethoxy-5-O0-D-glucuronyl-pyrimidin-2-yDurea

1-(2-chloro-6-(1-hydroxypropyl)-imidazol1,2- b)pyridazin-3-

B HPDU ylsulfonyl)-3-(4,6-dimethoxy- pyrimidin-2-yl)urea
) 1-(2-chloro-6-(1- O-D-glucuronyl-propylimidazol1,2- Blpyrid
F HPDU-GlucA azin-3-ylsulfonyl)-3-(4,6-dimethoxy- pyrimidin-2-yDurea
G MPDU
H MPDU-GlucA
, PDMU 1-(2-chloro-6-propylimidazo-[1,2-blpyridazin-3-ylsulfonyl)-

3-(4,5-dihydroxy-6-methoxy-pyrimidin-2-yDurea

_ 3-[N-[N-(2-chloro-6-propyl- imidazol1,2-blpyridazin-3-yl-
J MPHO sulfonyl)carbamoyl]amidicimine]-3-hydroxy-2-oxopropionic
acid methyl ester

3-[NV-[A-(2-chloro-6-propyl-imidazo[1,2- Blpyridazin-3-yl-

K CMOA . |sulfonyl)carbamoyllamidioimino]-3-methoxy-2-oxopropionic
acid
3-[N-[N-(2-chloro-6-propyl-imidazol[1,2- blpyridazin-3-yl-

L CHOA sulfonyl)carbamoyllamidioimino]-3-hydroxy-2-oxopropionic
acid

M CHAD ' 3-[NV-[NV-(2-chloro-6-propyl-imidazo[1,2-blpyridazin-3-yl-
sulfonyl)carbamoyllamidioiminol-2-hydroxyacetaldehyde

N CHAA 3-[N-[NV-(2-chloro-6-propyl-imidazol[1,2- Alpyridazin-3-yl-
sulfonyl)carbamoyllamidicimino]-2-hydroxyacetic acid

0 ACPS l'amidino-?-'(2'chlo;'o'6-propy1imidazo[1,2‘b]pyridazin-3'
ylsulfonylurea

PISN .. . . .
P 2-chloro-6-propylimidazo[1,2- Alpyridazin-3-ylsulfonamide

(FNFLT I FER

2-chloro-6-(1-hydroxypropyl)-imidazo[1,2- Hlpyridazin-3-yl-

Q PISN-OH sulfonamide
g IPOA 2-(.1,6'd1hydr0'6-1m1n0-3-propy1pyr1dazm'l'yl)'2'oxoacet1c
acid

T APP 3-amino-G-propylpyridazine

U (;gfj\;) 2-amino-4,6-dimethoxypyrimidine

A% ADPM-OH 2-amino-4,6-dimethoxy-5-hydroxy-pyrimidine
ADNG '

W | (UDNIAaF| N(4,6-dimethoxypyrimidin-2-y1)- 8 -D-glucopyranosylamine
HEw)
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k=2 B& %5 b4
X ADPM-OH-Sul | 2-amino-4,6-dimethoxy-5-hydoxy- pyrimidine-2- N-sulfate
Y (:‘/70 /D?P i\_:/[ ) 2-cyanocamino-4,6-dimethoxypyrimidine
v/ (;]BI;I\EIS) (4,6-dimethoxypyrimidin-2-yDurea
AA SDPM N-‘[(él,6-d1methoxypyr1m1d1n-2-yl)am1nocarbony1]sulfamlc
acid
BB mE R butyric acid
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<BIHK 2 : REEERER>

BE R % #
AIG H FATIANTae7l otk '
ai HHRESE (active ingredient)
Alb TATIV
ALP TFTAHYRRAT 7 7 —F

ALS T FABRESRER

T3V TI) IR =T —E

ALT (= NEFIVBEYLIEVYBRFIFI VAT =¥ (GPT) ]

Bil U AEY

BCF AR

Cumax B & e FE

CMC BAREFEVAFA AT —R

Glob Fua7y

Hb ~EZFurry (hERE)

Ht ~zhrr Uy ME

LCso YW EITTIREE

I.Dso FHEFER

MCH THRnERhLAER

MCV Y235 I BRA

PEC BRI T RIRE

PHI BHRER»POLNEE TOHRE

PLT M 2N AR 2

RBC IR 1 BR#K

SD 17w E

Tz EE A

TAR BES (OE) Hi6E

TG Y ZYEY R
Tmax %%%Eﬁjﬁﬁﬁ?ﬁ
TP MEBE

TRR ROIR B U e

WBC B 1 Bk

31




<Al 3 : VPR R B AR >

- ® R (mglke)
Fﬁ%% ﬁ El o 5 . i :
ol J PR % PHI FrEVRAATRY 1 1 B _ P Al
G 35 (gaiha) @ (F) AR | AR I REEE HPAmtHEE ST | - AP HETRAEE PR
£ B | EAE | R | RE | BEE | BYE | RE | ROE | REE | RO | A | PHE | REE | BYE | BEE | PR
61 | <001 [ <0061 | <001 | <001 | <001 | <001l | <0011 | <001 | <0017 | <0017 | <B.017 | <0017 | <0015 | <0.015 | <0015 | <0015
1 76 .} <001 | <001 | <001 | <001 | <0011 | <0011 | <0011 | <0011 | <0017 | <0017 | <0017 | <0017 | <0015 | <0.015 | <0015 | <0.015
906 | 2 91 | <001 | <001 | <001 | <001 | <0011 | <0.011 | <0011 | <001 | <0.017 | <0017 | <0017 | <0017 { <0015 | <0015 | <0015 [ <0015
60 | <001 | <001 [ <001 | <001 | <0011 | <0011 | <0011 | <0011 | <0017 | <0017 | <0017 | <0017 | <0015 | <0.015 | <0015 | <0015
pi¥ i 1 75 | <001 | <001 | <001 | <001 | <0011 | <0011 | <0011 | <0011 | <0017 | <0.017 | <0017 | <0017 |-<0.015 | <0015 | <0015 | <0.015
- [F1ib] 86 | <001 [ <001 [ <0.01 | <001 | <0011 | <0011 | <0011 | <0011 | <0.017 | <0.017 [ <0017 | <0.017 | <0015 | <0.015 | <0015 | <0015
(Z%) 61 | <001 [ <001 | <001 | <001 | <0011 | <0011 | <0011 | <0011 | <0017 | <0017 | <0017 | <0017 | <0.015 | <0015 | <0015 | V015
WOBLEE | 1 76 | <001 | <001 | <001 | <001 | <0011 | <0011 | <0011 | <0011 | <0017 | <0017 | <0017 | <0017 | -<0015 | <0.015 | <0015 | <0015
85 5C 2 91 | <001 | <001 | <001 | <001 | <0011 | <0011 | <0011 | <001 | <©.017 | <0017 | <0017 | <0017 | <0015 | <0015 | <0015 | <0015
60 | <001 | <001 | <001 | <D0l | <0011 | <0CLL | <0011 | <001 | <0017 | <0017 | <0017 | <0017 | <0015 | <0015 | <0015 | <0015
1 75 | <001 | <001 | <001 | <001 | <0011 | <0011 | <0011 | <0.011 | <0017 | <0017 | <0017 | <0017 | <0015 | <0015 | <0015 | <0015
86 | <001 | <001 | <01 | <001 | <0011 | <0011 | <0011 | <0011 | <0017 | <0017 | <0017 | <0.017 | <0.015 | <0.015 | <0015 | <0015
61 | <005 | <005 |. <005 | <005 | <0052 | <0.052 | <0052 | <0052 | <0.083 | <0083 | <0083 | <0083 | V072 | <0072 | D072 | V072
1 76 | <005 | <005 | Q.05 | <005 | <0052 | <0052 | <0062 | <0052 | <0083 | <0083 | <0.083 | <0.083 | <0072 | <0072 | <DO72 | <0072
90 & 2 91 | <005 | <005 | < 006 | <0052 | <0052 | <0062 | <0052 | <0.083 <0083 <0.083 | <0083 | <0072 | <0072 | QO72 | D072
_ 60 | <005 | <005 | <005 | <005 | <0052 | <0052 | <0052 | <0052 | <0083 | N083 | <0083 | <0083 | WVOT2 | <0072 | <0072 | 0072
P\ i 1 75 | <0056 | <005 | <005 | <005 | <0062 | <0052 |- <0052 | <0052 | <0083 | <0083 | <0.083 | <0.083 | <0072 | <0.072 | <0072 | <0072
(5% 1} 86 | <006 | <005 | <005 | D05 | <DOEZ | <0062 | <0062 | <0062 | <0083 | <0083 | <0083 | <0083 | D072 | <0072 | <0072 | D72
FRb o) 61 | <005 | <005 | <005 | <005 | <0052 | <0052 | <0.052 | <0052 | <0.083 | <0083 | <0083 | <0.083 | <0072 | <0072 | <0072 | <0072
006FE | 1 76 | <005 | <005 | <005 | <005 | <0052 | <0062 | <0052 | <0052 | <0083 | <0.083 | <0083 | <0.083 | <0072 | <0072 | <0072 | <0072
g5 sc 2 91 | <005 | <005 | <005 | <006 | <0062 | <0052 [ <0052 | <0052 | <0.083 [ <0.083 | <0.083 | <0.083 | <0072 | V072 | <0VOT2 | <0072
60 | <005 | <005 | <005 | <005 | <0052 | <0.0562 | <0052 | <0.052 | <0083 | <083 | <0.083 | <0.083 | <0072 | <0072 | <VOT2 | <0072
1 75 | <005 | <005 | <005 | <005 | <0052 | <0.052 | <0052 | <0062 | <0083 | <0083 | <0.083 | <0083 | <0072 | <0072 | <0072 | <0072
- 86 | <005 | <005 | <005 | <005 | <0052 | <0062 | <0052 | <0.052 | <0.083 | <0.083 | <0.083 | <0.083 | <0072 | <0.072 | <0072 | V072
¥ G:RH, SCrr7uF 7R

CTRTCOTF—F RERBRARBOESIERBMEDOERIZ<EF L TER L,
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<HE>

1

10
11
12
13
14
15
16
17
18

19

20

RERPE Tavlrarer (BREA) (FR214 1R 9 BUGD : £RIEFEHRNSIE, —

HAFRTE .

Tl AT rERWET vy MENIZBT ZRERER (GLP k) - FERIEFEHRNEE,

EHRIEFFIERT. 2007 45, RAR

Futl AT OA4 RTHT DEMAHRER (GLP #Ii) : Ricerca Biosciences LLC. (K

E). 2007, FRAFE

Fu ) AT r s OFRHEAKEREGRE (GLP A5  MERA REEREFHDT.

2007 -, RAFE _

Ze ') 207 arOHEREEERE (GLP #5) : Ricerca Biosciences LLC. CkE),

2007 4E, KAK |

ZFu v RV a L AHY PISN © LB EHRE (GLP %%) : Ricerca Biosciences LLC.
CKE). 2007 &, RAE

Fu vl AT n Ok EEMRE (GLP 3Fi5) : Ricerca Biosciences LLC. (GKE),

2007 . RAK

FRE Y AT R OAPRAFEMRER (GLP 5 : MEHEA  REBERIEF. 2007

iE, RAFE

Fu ) A7 e @M PISN OKPESFEEMRER (GLP %i5) : Ricerca Biosciences

LLC. CKRED), 2007 =, RAK

TIBBREREBAER | ERLFHRAS, 2007 4, KAK

1EHEEARRE - MEEA BEEBENER. EREEHRARE, 2007 4, RAK

EGOBRIZEIETRECETIRE  (GLP ) : () S FT77—4 - FRF FY =X,

2007 . RAK

7ut)Zw7u/ﬁ¢®7zFP%H&%&&DﬁEﬁﬁﬂﬂPﬁm)EEM%ﬁﬁA&\

SERRERERERT, 2007 F, RARK

ZuvrY AT rREEDT v MR 5 MR R ENERR (GLP ‘Xﬂi}) FERFHA ST,

ARGERFETERT. 2007 £, RAFE

FuY AL aREDT v Mok BAERAFERE (GLP X {ERILERRSHT,

EMBRERIFENERT, 2007 £, RAK

{549 PISN © 7 » MokBiT D8R N AR (GLP &%) : et =H b Z R 2P 5m

P, BEARWTSEHT. 2007 4E, RAR ‘

K& ADNG D~ R |TH1T B AR D EERER (GLD 3 (B A B PRIE RISERr9ET, -

1991 5, ROFE

Zr vl AT RERO TR A0 IR (GLP #E) - Eﬁk%ﬁﬁA& 4

MRERIERTSEIT. 2006 4, KAK

TrrY AT FEO TR AW R EEIEERER (GLP 3R« RS,

EWHBREREHER. 2006 F, KAK :

Fary A7 rBEOEALTY b %ﬂ%h\tﬂi%@f’ﬁﬁﬁﬁ (GLP &) = ‘IEK{E::LJH‘:KA
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21

22

23

24

25

26

27

28

29

30

31

32

33

34

35
36

37

38

39

ft, EVMRERFHIFET, 2008 4, RAK
a7 rREOT v FEROAEEREAR ST X 5 90 H HRER QRS EERER
(GLP xfhs) : MERIEA  ZREFRIEVIZEPT. 2008 £, RAK
Ta) AT a rFEOw Dy ACBT5 90 HRKERDBREEERR (GLP 3k : BH
BEA REREWER. 20074, K&K
TR Y AT rEEDS X EROEREHRARSIZLS 90 FRKEROBREEERR
(GLP %) : MEEA  REBRIAR. 2008 £, RAFE
Ty AINTa Y REDA RERACEMRARGICLD | FRARERDRGEERR
(GLP %55) : MEIEAN ZERENER. 2008 F, KAFK _
FREY ALTRVEROT v b ERCEEEHEAR S L 5 2 ERREE DS IR
AEBHERE (GLP X55) : MEIEA REEEIIED. 20084, RAK
TR Y AT ey REOw Y R e RVICFRRHEARSIC X 5B BAAERE (GLP ®5) : B
HliEA ERERIEOTERT. 2008 . RAK
Fev ) AATrCREDT v MRV -BREERER (GLP 35 - MEEA BEEBREW
ZERT. 2008 £F, RA%E
T AT7a REDT v MR SEFTEHRER (GLP X5 : MEEA BREEEDW
ZERT. 2007 4F, RAFK
Fu ) A7 u s REOTYFIZBI SEATRER (GLP &%) : MEEA BREBRIEH
JoRR. 20074F, RARE |
FurY 27 RECHEE RV S HREAERRR (CLP M5 : ERIERRSH,
EHRERFHITERT. 2008 4F, KAF
Tt AT a Y EEDT v =—A bR FZ —0OfENHE (CHLAU) 2B in vitro
REdRERAR (GLP W) « EREFHASTL, EMREFFIAN. 2006 &F, RAKR
TR ) AN Tar FEOy AR RN/MEERER (GLP XS B, e
BRI, 2006 £, RAK
Y PISN OMELZ AV 2 EREATERE (GLP 3R « EkbEhAstt, £95RE
FHEHIZERT. 2007 6. RAK
{\E# ADNG Ol 2 Ay 28R RRERRE (GLP H5) - () {LERREHS. 1991
F. RAK
7ut ) AT v DRABCKT RAEEEBEIRIER
Foulon, O. et al., Postnatal evolution of supernumerary ribs in rats after a single
administration of sodium salicylate. J. Appl. Toxicol., 20:205-209, 2000
BBV T | ' _ }
(URL : http//www.fse.go.jp/hyouka/hy/hy-uke-propyrisulfuron-210609.pdf)
% 289 ERARLELEERS |
(URL : http//www.fsc.go.jp/iinkai/i-dai289/index.html)
¥ 33 AEMEEERSRETMWNESKHATHESE —Hs
(URL : http3!/WWW.fsc.go.jpfsenmonfnouya_kufsougouZ_daiB3/index.htm1)
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40 %5 57 B MEEEESBRETFIRESRFS

(URL : http://www.fsc.go. jp/senmon/nouyaku/kanjikai_dai57/index.html}
41 ERFEOBK — TR 10 FERREFERR — « @R - REFRIFRSE. 2000 F
42 ERFEEOER TR 11 FEEERAEER - « BF - XEIERTESHE,. 2001 F
43 ERZREOIRR—FR 12 FEERFENER R — « B - REFRTFRLSE. 20024
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