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20094 6 H 11 H #H289MEMLZELZES (EiEFHIY) (2K 38)
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ANK=NA T LT RBREF TFar) 217 (CAS No. 570415-88-2)
IZOWT, &R A A 5 2 WD C& dh B FE B 23Tl % 20 L 7=,

FEAMIC Bt U723 1. B R NES (7 v ) EmENES (FR) . =
BErpEAy, KA, TEEERE. ERSEERYE. SENE (T b)), dakE
P (7> b, T RAKROA X)), EBHEHEMNE (45<> &N A E (F
v M) ERAE (v R), 2 HREH (7>~ BEREE (7Y FEAOY
X)), BEHEERBRETH D,

RBPERNPD, e 2070 U EEICL 5L, BB ChEFLD
@Hﬂﬁﬂ@ﬂeksﬁ%) KO iR (& I, 43@«7}) _m&)%mto N AME, TR

Xt T DB, AR EBEEERD N o T,

%nﬁ%ﬁﬂ%%ﬂtﬁiﬂgﬁi@whfﬁi 43%%u\7‘_ 1 AR 8 o 1 AR
® 1.11 mg/kg KE/H TH > 72D T, _:nmwae LT, Z4&ff¥ 100 T L
72 0.011 mg/kg RE/H % — HEBEGFEE (ADD) &&E LT,



7.

. FHEHRERREOME
. A&

B L Al

AVEDD—H4A
4 a2 T7a v
#i4, . propyrisulfuron (ISO HEEH)

it24
IUPAC
4 1-(2-7mmr-6-7rELALIFXV[1,2-DE Y ¥ -3
ANVANE=N)3(4,6-V A FFEY I V-2 4 )T LT
#4, : 1-(2-chloro-6-propylimidazo [1,2- Al pyridazin-3-
ylsulfonyl)-3-(4,6-dimethoxypyrimidin-2-ylurea

CAS (No. 570415-88-2)

4 2-7me-N[[4,6-V A FF¥v-2-BY I V=1)7 2 /]
HNVKR=N]-6-7T A IF V(1,208 XY -3
ANVEKRT IR

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

sulfonamide
. FR 5. 9 FE=E
C16H1sCIN-7O5S 455.88
Z =N
\N/N / Cl \ OCH,
n-CaHr SOZNHCONH—</ \
=
OCH3
BAFEOERE

Tubv ) ALT e L EREFERASIC XV SN AL =LY
L7 RBEREHTHY | EAEEIIEET I 2B (N v, v v ROA
vaAvy) EARRKOEBEETHLETENT T — FAKEEE (ALS)
OIEMERFE L B2 b TWD, BERGHRIEICE S RIERGRHE i K
R ENTBY e TANME~AOERBEEEORENEFEINL TN D,



I TEeMHICHRIFBROME

HKEEMABRIDI. I~4]1F., FYovryzarrzerora b Arilo 1ok
Fh HUC TEELEZLO ([pro-4Cl7mrbEB U A LT Y), BUITVUERD
SN DRFEE UC TEFHFLEZLD ([pyr-#Cl7o v ) 2 7o) kOAH
WMPOTo v NVED IO KRFELZ UC THEFHELZH D ([pro-14CIJP) % H W
THEM S Ve, SRR E K MU MIRE L., T BNengaid e e
URANTw AZHE U, R/ 5 PR B OV A E S PRI 1 &
N2z TN5D,

1. B NERRER
(1) Y
@ MmHPREHTDE

Wistar Hannover GALAS 7 v ~ (—#EERES 3 VT) 12, [pro-14C] 7' &
v 27w & bmeglkg AE (LLF[LJIZENT MEAHE] LWvwo,)
X% 1,000 mg/kg AE (LR ]8T ITEHAE] Evw)H,) THRER
O&E5 L, MPREHBICOVD TR ST,

A fe O E R RRIR EHERR TR LIRS T D,

A2 i K OV ifn 5 HH i 5 BE OO e = iR FE B EIRF R (Tmax) (XK &HET 12 BF
M. S HAEFET 4R, HEREEI (Tye) (3EH &8 T 23~27 FFH.
EAET31I~33RMTHY, EITRD LN ST,

5% 168 RFffIC B W\ T, &1/ O AT se iR iX 0.5~0.6 THER
Ui HP RS RE O RS Ay S A I 04 L TV D Z ERR S LT, iR,
EAERMERBK. G)Ins, 7o U A7 v Ly v R g ~ofkk
BERENEH WO, MERNA~BITLE#E >0 EE 2L, (B 2)

K1 EMERUMBERBSGEEEER

582 (mg/kg K H) 5 1,000
P ] Y3 i3 Jii3 i 3
Tmax (FF[H) 12 12 4 4
A1l | Cmax (ug/mL) 19.4 18.5 442 523
Tz (FEfE) 22.8 26.5 32.5 31.4
Tmax (FF[H) 12 12 4 4
MAE | Cmax (ug/mL) 32.0 32.5 786 887
Tz (FEf) 23.3 27.2 31.7 32.1
@ mmyRE

R EE - e RO Q) IORER ., Iyt i Peit S vz o e I8l
LEWITRD LN T RBINOFLEMIZTTHILEAN TR 2T 52 L
SARZEMAMEE LTEPICHHSND ZENRINT I L5 ARNRITR



IR RERIIN R b P OFNEWHEME 2 CEH LT,
B H-1% 168 REff I DRI R, K &/E T 88~94%., mH &
FET21~23%ThH o7, (B 2)

(2) 7

Wistar Hannover GALAS 7 v b (—#HERER 9 IT) (Z[pro-14C] 7' v v
V2L 7ary AR EEHE CHRB&ZOKS . Wistar Hannover
GALAS 7 v b (—HEHERESR 4 J8) (Z[pyr-14Cl7m ) 271 v %K H
ECTHER ARG LT, AN MERBR N FE I i,

F g L ORI B 1T 2 M BRIREILIR 21273 TW5,

HALE K OV ONEWY 2 Br & | s & OEAE o 7% B B s IR B2 1 i 5 &
DARWIR B CTHER L. T & TR B CRIEAYICIRA Lo, R E D& #s
KOk~ OEREEMIERD o hote, (B 2)

K2 FERBRUCEBICE T S5ERBMSERE (pg/g)

pag | TR Tmas 3 D W 5 168 1 [

(mg/kg 1K5) | Bl
HNEWGS. D). EHNAEY | M 4 (0.05) . KB HNE D

[pro-14C]
A=)
YA =

i3

(38.4) . KIHE N & ¥ (37.0),
NN R B (26.1) I BE
(23.5) . 4=1f.(14.1)

(0.04) . & fi& (0.04) . E 15
=¥ (0.03) . &l & (0.03).
11.(0.03)

M
En

B BN A W (31.9) . I fE
(30.7). K N2 ¥ (28.2) .
42 1M (18.7)

i 4% (0.32) . K BN & 9
(0.22) . 4 1f1.(0.19)

1,000

iz

/NN 2R 0 (18,400) . B N
K (11,2000 . E G E D
(2,300) . H (1,420) . . %
(615). /N5 (439), 41 (373)

4 (1.9) . KIEE N &Y
(1.6).Bla.6) Mi1.1). 4
i (8 & BR A R 0)

NG N R W (17,100) . H N
K (11,300), H (3,050). &
i N & ® (1,800) . i #E
(635) ., T i (393) . 4= If
(387)

i 4% (2.2) . B I (2.2) . 4 1f
(0.9)

[pyr-14C]
aA==l)]
A)v7a

5

iz

2 i (0.11) . 1f £k (0.06) . &
1f1.(0.05) . 1fiL 4% (0.04)

i

1. 4%(0.39). 4= 1.(0.26)

1) 5 mg/kg REK G R TIXRE 12 K4 . 1,000 mg/kg R E& 58 TIER G 4 K

(3) R
PR Ko O3 4 it

ARER 1. (A DI TH S AR K OE . B A Pk i 5 B

[1. @I THLNZR, EROMENT, RomRR0O. (D] THELATE

i 4 R K O iz 5k & LT R (A
PR FE R O PR 135 3T,

E - BRI E S iz,

i 45 B K O R ik AR

WL 4




RSN TWD,

AT, R~ bahoEITb T Tdhb o, FEAH
Mix B, CEXOD Thot, EFTIEBILLAH. B, Cofth, J, K, O
HEOVIIVUVRMPHBLEBEZAE T H2REM B ELE D -,

EAERETIE, REOCESTORBWIITAKT E8E & R OB RS &5
iz, E P oOBALEWITIEAERICH X THFIIEZh -7,

JEVFF ClEE b amiTmt s, FERHMILD Thoo, HitF
PR TR O NP OBHFBEITT X THILEW TH -T2,

M FhR L OV IR Tl BRSO Ko N Bt Th - 7,

FERBISITE., OV IV VB 5MOKEBILIZE D C DA, @
T o 1 OKEBEE DA, @14 IFX Y Y XY UBROKEL
LD GDAERKR, OQEY IV VERA NS VEOE B AT VLIZLD B
DER, ®CDE/PAF MK N BOKBILICEDZTOARK. IO
RVUVEOBILBERIZED J KO K OARKR., ®d DA F LT 2T )LE
5 DMK R RS R Ot Zf&Bm L O o4&k, @A LVEF= 1y L
THREA ORI PR UOARM, ZHicki< £/ KBRicL b Q &
VoA, @E LTV GO 7 V7 v riiait, OV o ekt

b, (B 2)
£3 R, ERVEAGTORBEY [LIEE5HRETEE (TAR) (2x3 5%]
S BehE (M| L, | 7rEY
R REN (mgrke (6 | 1] Ea a8 LT R
- 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[\ E R # #(0.2)
1 J(9.5). 0(9.2) . B(7.0), P(6.4) . C(6.2) . K(4.8) .
3 10.1 |L(4.2).M(2.5).E(2.4).G(2.2).1(1.9) . N(<0.1),
5 7 [\ & A3 (0.2~3.8)
= i1 C(8.9).B(7.6).Q(2.2) . D(2.1). 0(1.5) . E(1.4) .
[pro-14C] 5 ©1G(0.4). P(0.2) ok 7l & A #H(0.3)
vA=a=d)) ki3 0(7.8) . B(7.8) . J(7.0) . P(4.9) . K(4.1) . L(2.9) .
AT # 7.1 |1(2.7).C(2.5).M(2.4).G(2.1).E(1.1).N(0.6), &
6] & X 34 (0.2~3.8)
e SR — 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 C(3.0).D(2.6).B(1.8). Q(1.7). E(0.7). 0(0.6) .
| * |93 G0
# 79.2 |B(2.0).C(1.9).G(1.9).0(0.3)
[pyr-14C] 5 2 01 D(6.5).B(3.2).C(2.9).X(1.4). E(1.0).G(0.1). &
7aey o AR (<0.1~2.3)
ATa s I3 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(0.1) . K A & 1%
#t(0.2~4.6)




5 93 C(7.6).B(6.4).D(5.7). E(1.2).X(0.9).G(0.1). &
' A &R (0.4~2.6)
i3 J(9.6) ., B(6.8) . K(4.6) , L(4.6) , C(4.2) , 1(4.0) .
# 6.4 G(3.4).M(2.6) . E(2.4) . U(0.4), HK I &R #»
(<0.1~4.8)
i B D(7.0). C(4.3). B(3.6). Q(1.5), 0(1.2) . P(0.5) .
VN
e E(0.4)
[pro-14C] ¥ 11.4 —
a=a=d)! fIH 74 — D(31.4),H(3.7),.B(2.5)
ANTa R 2.3 [C(9.3).B(5.8).P(1.5).D(1.3).Q(1.2). 0(0.5)
ME | 3% 9.2 —
[iEas — D(27.9).B(3.4).H(2.2)
— T

x4 mME. FREVEBHAEHY AEBPRBBRARICHT SN

&5 & 5 mg/kg (K EH 1,000 mg/kg {A &
PRI 5 96 B #% 5 72 B4
ezl Jii3 il Jiia i
Yl M8 | PR | B | A | FFER | B | o | FFEER | B | o | BFRER | R
BULAY | 100 | 89.0 | 76.7 | 100 | 100 | 72.5 | 100 | 100 | 100 | 88.0 | 93.8 | 100
P — — — — — — — — — 12.0 | 6.2 —
FhtR 0 11.0 | 23.3 0 0 27.5 0 0 0 0 0 0
— B EnT
(4) Het

D RERUVEDHEit
Wistar Hannover GALAS 7 v ~ (—BEMEMES 4 ) 12, [pro-14C]l7 &
vz rveryrEafHEXITEAET, [pyri4Cl7ev ) A rryn %
RAHE CTHEBEREOREG LT, REDEPYMRBR D FEiE I,
5% 168 KFfR DR K OVFE R IZR 5 I RSN TV D,
WTNOEGERHIZEWTH, &51% 168 IFf] T 97%TAR UL L3 # R
(PR S, B YRR T T H o o, HED FE PR R TS R T

RREm Mo T,

FEA~DOHEMITIZ E A ERO R o T,

e PR T AR B & b U CEE PR R s < HARE D B O

D EIFI N R S Tz,

(ZH 2)

10




x5 RERIBEHHEOREVEDHMIE (%TAR)

P AR [pro-14Cl 7’y 2L 71 [pyr-14Cl 7o’y 2L 70
&5 & 5 mg/kg K& 1,000 mg/kg 1K & 5 mg/kg K&
ezl JiiS il 1k il Jii3 i
IR 16.7 29.8 5.7 11.2 17.9 29.3
£ 80.9 64.6 97.4 89.2 82.3 69.4
5 <0.1 <0.1 — — <0.1 <0.1
T — g3 ! 0.5 2.7 <0.1 <0.1 0.4 1.4
N EEES 98.1 97.1 103 100 101 100
- EREhT

@ BBtk

o =2 — L &4 A L7- Wistar Hannover GALAS 7 v b (—RE il
HES 478) 12, [pro-4Cl7 vy 2 7o 2R A& CHERAOKEE L
T, NEH A PR e R 28 S e < vz,

BH% T2 FEE O, REOFEFHHRITIER 6ITRIN TV D,

R Hr i 2%, MET 37.6%TAR, 1 T 33.5%TAR Th -7, (M 2)

F6 KERTVDNEMOBET., REVCEDRH#HE (5TAR)

el Vi3 i

JIH 74 37.6 33.5

IR 18.5 21.9
H—H A 18.7 21.3
/NEE 74.7 76.7

£ 11.6 9.3
HALE AR 12.7 5.6
T Et 99.0 91.6

(5) invitrom#R32 o IN\) ESERE

OG5 % MPICBIT LB mEY X7~ A E RS
721z, MERED Wistar Hannover GALAS 7 v b6 &S5 7= 1z,
[pro-14Cl7’m B U A7 1 > % 3 XL 30 pg/mL £ 7225 X 9 ZRML T,
n vitro\Z BT HMEEZ X7 EEGRN/BIE ST,

AUEREEE 3 % O 30 pg/mL IS B MBE S LR s AR, TR
A 99.1 L 98.8%, METITZEIN 4 99.3 LN 99.1% Th v | ML v
N7 L THRWERMERN RIS N, [pro-4Cl 7 v v Y 27 v 2idif i
IZBWTIZE A ENMEES 7 I2hA LoE S X 7§ S8 130 fa
FHBBTERNEND, MORESECHM~BIT LEELS . 20/ E., Mk
B BR < DRAS K OKL AR TP R B RE R BE S S I B R TIRWE THERE L 72 b

L Mk - 2 WM BpWrEERiEo - 2 h—h 2Ly (LLTFRL),

11



DEEZDNTZ, (BH2)

2. EYMAERNEGRER

4EINCERICBI LM (B 2> e H V) 12, [pro-4Cl7Fr v Y =1
7oy XElpyr-14Cl7 e B U A7 % 90 g ai/lha D& T, B 7Kk
V27T H#EO 2 M HmE AL L, 21\ HAHEK 4 7 A%IZAE L - fmalk %
BRI T, M ARNEmRBRS ERf ST,

fa el B O R it eE (TRR) K OREIITIR 7TIRIh TWwWo,

WLBRFGHBE D KE T DO DI ED b AR VPLEKRF~DOBITIZD TN T
bole, BALEWI LA TIEIWMEREINATLLL, DO KT KPTIEIHRE S
Nighot, FTEMRHEWII. D5TIE B, P RO W, bAEOLKTIE P
Td o To, flTHFR M B 6 O KBS 0 1TAE A AR 0 IS - AE L T Tz,

FEMAWERIL, AVF= LT LTHEAORRAICED POAKLRU O
ERREZDOREICEDL WDOERTHY, O AFALIZ LD B OAERIZ
~ A F—REThHDLEEZ LNz, (B 3)

x T WAMNPORKERSNEROCKEY

Bk b b ) A RS

7% B iR e (mg/kg) 0.450 0.019 0.008
Zav)2rrar (%TRR) - 0.7 -

[pro-14C]

PR B (% TRR) 7.9 — —
LT P (%TRR) 19.0 14.7 8.6
REERHY D (%TRR) 31.4 14.0 12.6

il H 7 2) (% TRR) 41.7 70.5 78.8

5% B8 K e (mg/kg) 0.455 0.041 0.027
A=AV %l =0 (%TRR) 0.3 —
lpyr-14C] B (%TRR) 4.6 0.9 —
S U (% TRR) 1.4 4.3 2.1
LT W (% TRR) 23.1 — 0.8
i E 1] 5 (%TRR) 9.4 2.2 5.1
REERHY D (%TRR) 7.2 18.6 17.1

il H 7 2) (%TRR) 54.4 73.7 75.0

1) 5.5%TRR LA T D& 5 ik 5
2) AHEEEEAHIC X o THE S Lo il 2R i
— s

3. TEAEMAR
(1) FREEKIEPERRR
wHEE+ (&) 2, [pro-4Cl7rm vy 27w v Xidlpyr-4Cl7 m v
VAL T7ariEigtHiz 0.18 mgkg L7225 KO IIEMALE L., 51
WAKEMET, 2622 COMSEET 182 HMl A v F 2 _X— F LT HE R EM
BRSNS S T,

12



IR PR BT B T 2 B RE S AT K OV i@ 133k S IR STV b,
TJuevlArTa qiamIiciERk L, i LT B, O XN P AR
L. COs FTEMILINT-N, TORIIMET, REDITHBEEEY &7
> 7,

vy AT a v kO EY B OFRBIEK HEEIZ 3T D HEE
Wi, T FN 4.8 L 10.0~10.7T H L EHEH ESn-, (W 4)

F8 HXHBEKLIEICETOIRHERIMTRUODIEY (ATAR)

SLER A% % B E (H) 0 7 182
R E (14C02) NA NA 0.70

A== YV a= 0 11.1 7.74 0.02

B — 3.25 0.05

KA 0] — 0.03 0.28

[pro-14C] P 0.11 0.36 0.26
SR Z DA, 0.04 3.14 2.47
LT A1 -9 P a= 86.8 30.9 2.12
B — 7.00 0.55

. 0 — 1.72 3.88

+& P 1.59 2.16 5.35

Z D1t 0.27 14.7 14.6

4 58 5% 0.68 24.9 66.5

R E (14C02) NA NA 4.6

AR SR Y Vvl = 13.7 8.49 0.05

pyr-11C] K AH B 0.06 3.14 0.02
oY Z D 0.17 3.72 1.03
LT a2 Ta 82.4 31.0 2.68
St B — 7.27 0.54

Z D fih, 2.52 18.4 15.2

1 B 7% 0.88 25.3 73.6

NA:fllESHT, — T

(2) LIRWBEEHER

[pro-4Cl7 v U 2L 7 a2 o0 4 FEOEN L5+ (i) .
B (BEROEA) RO MNEE T (BE)] 2 00T s
NSy TR g W i

Freundlich @ W75 £ %t Kads (3 1.22~12.4 Th )  FHEKHFEHFIC K
D HHIE L7 W% A5 R %K Koe 12 138~410, B4R %k Kdes |3 3.49~12.3, A
BEIR FE A RIC LV MIE L 72 BEAE #% 5 Kdesoc (3 233~650 Th o7z, (&
M 5)

(3) TEREHER (&% P)

[pro-14CIP Iz oW T, 4 FBEHOENLE (W (Fik)., EBL (BEL

13



OHiAR) ROV L FERE+ (BE)] 2T HERERRNER I,
Freundlich ® W & 423 Kads |3 0.74~10.56 Th 0 HAHERFZEZHRIC L
DAHIE L7- W E4%% Koe 1X 756~254 Th o 7=, (M 6)

KepE R
(1) mxK4o SR
pH 4 (EElzEmE#R) . pH 7 (U U EEEE W) MO pH 9 (& 7 BRKEEK)
D EREE IR, [pro-14Cl7mr Y 27 v > Xidlpyr-14Cl 7 v v U AL
7rar% 0.1 mg/L £ b Xl L%, 50£0.1°CT 5 HfE, 40=
0.1C T2 HM (pH 4 0fEfEK) Xix 30 HE (pH 7 LY 9 DFEMEIR) .
FHLIX25+0.1CT 30 HRM, MR T TA > F =X— h L THIAKG AR
PR EhE S iz,
BRI P ICB T AT ER 9 I, a2 7oy OHEE
HIIXR 1012 RENTWD,
FTHESBEHIZIPELOU T.WTHHIEEICKEFE L BRI L 7=,
ZOMIZ 10%TAR % 2 5 0 WIZERO Lo Tz,
THESBRBIIALFT =L LT HEAEORAETHDI EEZ N, (&
R 7)
R BEERPIZCEITSEHHEY (YTAR)
AREBIEE (C) 50 40 25
pH 4 7 9 4 7 9 4 7 9
WVER 1% e B % 5 5 5 2 30 30 30 30 30
A=A l)|
[pro-14C] 2T — 26.8124.6 116.7116.0|16.5| 4.3 | 78.9 | 82.4
A==,
2T E P 102 | 76.1 | 76.2 | 83.2 | 84.1 | 83.2 | 95.6 | 20.1 | 18.5
Z D 0.3 0.6 0.3 — — — — 1.4
A=)
[I;Yé-llifg] 2T — 25.1126.6 |14.1 (14.5|16.4 | 3.7 | 77.3 | 82.5
2T a U 100 | 75.4 | 72.0 | 86.1 | 83.6 | 83.6 | 94.6 | 19.8 | 18.3
Z D — 2.3 1.5 — 2.0 1.6 — 2.1 0.6
— BRI T

x®10 BREHRPICEFSHSTOEVRLIOCOEEFFH ()

REBREE (C) 50 40 25

pH 4 7 9 4 7 9 4 7 9

[pro-14C]7mt’Y

2T 0.20 | 2.6 24 1076 | 11.3 | 11.5 | 6.7 | 90.0 | 100

[pyr-14C] 7u &’y

2T 0.18 | 2.5 26 | 073|110 | 11.6 | 6.3 | 77.0 | 100
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(2) Kepits MR ER

B (pH 7.0) XOYAKRAK [HmA (). pH 7.9] &, [pro-14C]
Zuv AT ery Ullpyr-4Cl7e ) 27 v % 0.4 mg/L & 72
HEDICIHMUTZ%, 26E2CT 14 HIE, k& /T 07 G .
16.9 W/m2, K #iPH : 300~400 nm) % MG L Tk o2y iR 5k Bk 2% 5 e
Sz,

FREBAKPIZHB T D 0MWITER 1L IRINTND,

FTELSMMIT U, Y. ZKXOBB THY |, EEHRTOY (10 H THRK :
17.7%TAR) ZBrE, WIN LG 14 B TRRE R -7, Y IX5%EE
R ORBRKIZENTHEULTEY, FESMKISITALVEI=1T LT
WAEDEEER CTORELEX LN,

FEEIR e NERKIZHE T 2HEE ML, £ 4.99 LT 4.91 H
THY., Ak 35° ()., 4~6 HOKGE FICHET L L, ThEh
1009 XX 10.7T HTh -7z, (=M 8)

& 11 FHREBKBPIZE TS558 (%TAR)

BN A% 187 1K LV
W A% (R) 1 14 1 14
vy ZLTay 91.7 16.8 92.6 14.7
[pro-14C] P — 1.5 — —
AR S — 4.7 0.9 4.8
AT w T 1.2 4.8 1.5 7.5
BB 1.7 25.4 5.0 32.1
FA=R =Y a0 90.0 12.5 91.1 13.2
[pyr-14C] U 3.9 28.0 4.4 30.5
AR Y 2.8 17.4 2.7 21.8
AT Z 2.5 14.8 1.3 7.6
AA 1.2 5.8 — 5.7
— s d

(8) KPR (58YP)

KRBT, FEHROSHEY P %2 5 mg/L L7225 Kok L=%. 25
+1CT4HM, ¥/ 7700 OB 37.3 Wim2, I EHiP : 300
~400 nm) Z W L TARFE 3 MERlER 2 Eh S vz,

SR PIIAREAKF CTHESIIE ML, 4 H TR E R, &2
figty P OHEE WX 0.8 H, JbfE 35° ()., 4~6 AD KBTI
BHETHL 38HTHH-T, (B9
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5. TEXRBHEER
SR A e i A (PR3 MOV L - B (RBR) 2 W T, rE
U 27 v A\l N Y B, P, U Y&UZ% TRt am & Lz -
B AR (REAKOBESGRR) NEEI N, BRIEER 1212331 T
W5, (ZH10)

® 12 TERBHABEE

fEE B (H)

N e BE D T4 Zar’y T ALTa
A)NT7a +55 iR 2
BN | e KUK £ - 42 4E 1 33 70
KB WA AE | 0.45 mg/kg UFE I - B L 5 19
L o . KIMIK £ - g+ | 2 (22) 8 (2)
B sl ® N2
[l 55 7l R 3) | K HAKAE | 450 g ai/ha L R L 5 (5) 5 (9)

1) *”“V\hiﬁ%ﬁf VoA E B AR BRIk I A
2) DR U KOP DI BLERREEDSWEEM+B+Y+Z
3) Iﬁl%%ﬁ%ﬁé:w&é?ﬁﬁ*i@%ﬁ@?ﬂﬂﬂﬂ@i&@bi‘ HEX SRS &= M

6. EMEZREHR
(1) %R BHEER
KgazHNWT, ZYervl)zxzrryzar KRy B, P LU W &5 xt4
It e LImEmRE RN EE S N7 BRI s icrnEh T,
ZhREORbObIZB T2 7ar ) 270y ROREY O REEIZ, W
THOLERERRARMB TCHo72, (2 11)

(2) ANEICET32RARHEECERE
Tu vl RN Tar0AFRHAKBIZET DT HIEE TZ%;%)KF‘%MWF@
#E TR E OKkE PEC) K OVEMREMIAH (BCF) #RiC, ANMHO
RMEEHREENEH S L,
vl A7 rokiEPEC I 0.062 ug/L, BCF 1% 63 (FHHfH) .
ANHEICB T DR RHEEREIT 0.0195 mg/kg ThH - 7=, (B 35)

(3) #HEEEME

EW R [6. ()] Do HrE &k O FEIZB T 25 & KHEE 7% & E
[6. (2)]1%HANWT, FYuvr Uz Lrn s, RBMit2bad®me L-EIC
BRFPEVERSNAIHEEERENEL 13 ITRINTWD, B, AHE
BREOREIL, BEICESSKHERFENL, 7o) A v 7m U REKR
DB Z R T HEASFMECARICER I, o, ANE~OEREN LD
e RHEEFRBE M 2~ L, L - FREIC K D588 %%@tﬁﬂvﬂm£< e D
RED FITAT > T2,
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£13 BREPLIYERIAZJOEFYRILIJOVDETERE
ESNEVRIS ) INIR(1~6 %) 4T ht 5 fin 2 (65 ELL L)
po | PRI | (4 53.3ke) | (ki :15.8kg) | (W :55.6kg) | (K :54.2 kg)
ek o Tammem | | mmdE | ff | EmE | ff | S
fIE | 00195 | 94.1 1.83 42.8 0.83 94.1 1.83 94.1 1.83

At 1.83 0.83 1.83 1.83
C TR R RHEE R A AV,
c BKDOT = AT T RTERBBARMTHo-120, BREOFHREICED TR,
< Tff] 2 Rk 10~12 F D FE R FEHE (B 41~43) O RICE S EEIE (g/A/H)
R KON EESRE OAMNEO fFITEREY O ff 2 vz,
CTHERE  BEENIOROETo ) 2070 o OHEEERE (ug/ A/H)

7. —RERBEHER
FuvrURLTarDOTy RO, X E RN — SRR N EE S
7o RIZEL B ITREINLTVD, (B0 12)

& 14 —REEKARKR

N 75 & o = | = =
KBOME | DY | jﬁf (merkg fim) | SOMPAR | TODEHE gm0 e
(&5_%%%) mg/kg ENgE=Y) (mg/kg NN
e SD W 3 0,125,500, 2 Yl
(frwini) | 7 v k| i3 2,000 2,000 -
(R M)
h D 0.125.500, H %6 # B &
7 SRS EET) = Sk HE 5 2,000 125 500 KT
i (R M)
@ «"‘/‘% ~ j‘/“ D 0.125.500, R L
= — L S S5k 1 10 2,000 2,000 —
T AER) (&n)
_UT hT Y D 0,125,500, WE L
— LR 5.k HE 10 2,000 2,000 —
(FEHTER) (F o)
= E L
W | JRER, D 0.125.500,
JR | PRAEARE, 5y h HE 10 2,000 2,000 —
| IRREE (&n)
A
NI By JHR
g PP, D 0.125.500. BBl
wo | 1 AR, 5y k I 6 2,000 2,000 —
= Oy RS R (&n)
7 By yAR
g IiE, by 0.125.500. wozL
53 KL ok 1 4 2,000 2,000 -
- DX ()

H) Wit LTa—rilz2Hanr,
— ANMERBEHREESNT
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8. REEHHRER
Tuvbv a7 VFEERDOT v b ERWEAEEERER S EE S s,k
HiIFE 1B TRENTWS, (B 13~15)

=15 SMsHHABRBE (REK)
LDso (mg/kg 1A )

115 8 B ) 0 i B S IR
Ji3 s
Wistar Hannover
% GALAS 7 v |k >2,000 | SER M OFETHIZ2 L
I 3 PC
Wistar Hannover
Rz GALAS 7 v b >2,000 >2,000 |GERKOFETHIZ2 L
W HEAS 5 T
Wistar Hannover LCs0 (mg/L)
W A GALAS 7 v JEAR K OVFE -l 72 L
HE e % 5 T >4.3 >4.3

REDPLEOWDT v F I~ 25 NT-2AMERDO SRR NE S
Nz, ERIIFI6ITREIN TS, (BHE 16, 17)

x16 SEEEABREE (KEY)

B B ggr D (melkg RH) e g e
yxi3 I
p S]l?k&é"@]“ 52,000 | SE4R R OVFE 1= 51 72 L
W éﬁﬁg%% >5,000 | >5,000 | KK OB 7 L

9. B-EREIZHT IHRBERUVEKERMEERAR
NZW % % H U 72 BRI SR Je OV Rz & I B s B s St < v, o 9
FOIRMEBIZXT LTI < BEEDORIPLMENRD Sz, #H 48~72 K[ 14
WZEE L7z, VY XOREICK L THIEEZIERD o, (R
18, 19)
Hartley E/VE v b & H W7 R EREAEMHERSR (Maximization 1£) 725 E i
Eh, REEETH -, (B8 20)

10. BRMEHHER
(1) O BEHESHEERR (v F)
Wistar Hannover GALAS 7 v b (—#EMERES 10 PB) 2 W72 iR EF (JR
& : 0, 200, 2,000 KT 20,000 ppm : FHBIAFEREILER 17 ) &
iz X5 90 H M H &k w2 e X vz,
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£17 OBHESMESESHEAR (Sy ) OFHREAERE

5B 200 ppm 2,000 ppm | 20,000 ppm
B AR 4R R i3 12.6 129 1,370
(mg/kg (KHE/H) i 14.9 148 1,540

20,000 ppm & 5-#f O M To0a ik 2 VB ik O L E 225800 L 72, R AR D 28
fbix, 2 FEHEMEFEMEE S AR, () ]O/EREIZ v T b #8452
SN, BHELEOBREITIBTETERVEEIONEN, R T 5 L9
I 2 HHOEMEGICEWCRBEMAK M AYS, BET 2MAERB I
TERRD N7 b 2D OEEHEMOEMETHERIT
BwWwEEBxohi-,

AT W T, 20,000 ppm FHEFHORET ALP #hn, AFEE &80
L OUNERLHEFMABIERNED b M TWHWToRGEHETHEME L
ITRO LN oD T, MWEMEITHET 2,000 ppm (129 mg/kg (K EH/
H). M CARRER DK &M &E 20,000 ppm (1,540 mg/kg K&E/H) TH D
EEZHNZ, (R 21)

(2) WBEHEIHESHERAR (TVR)
ICR ~ 7 A (—B#EMERES 10 PE) % W 7=9REF (JF{K : 0. 200, 2,000
} OV 7,000 ppm : EHMRAEREIIR 18 M) HEHIC LD 90 HREHA
P BB N FE M S LTz,

£ 18 O HHEZIMESESMEHAR (YVX) OFHRAERE

&5 B 200 ppm 2,000 ppm 7,000 ppm
YRR AR AR & i3 27.0 268 956
(mg/kg IK&E/H) ki3 30.4 294 1,060

ARBRIZIB VT, 7,000 ppm $5-HE 0 I T HRE R M R0 i 22 58 23 58
b M TCWTHoOERGHETHLEEFT IR N oo T, HElE
I HET 2,000 ppm (268 mg/kg K/ H) ., M TARER O & & HE 7,000
ppm (1,060 mg/kgK&E/H) ThHhHEEZEZ b, (2 22)

(3) WBEHESHEERAER (41 X)
E— 7 VR (—REMERES 4 VC) Z AW IREE (JR{K : 0. 400, 4,000
K& Y 40,000 ppm : FHBRAEIEIZE 195M) EEHICXK D 90 HREEA
P 2 PR R BR  FEhE S ATz,

2 FEEEELHEE L VD (LFRL),
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£19 BEREIMEEAR (1 X) OFHRKIERE

& 5B 400 ppm 4,000 ppm 40, 000 ppm
B R R I 10 115 1,080
(mg/kg RE/H ) i3 12 118 1,210

FEREFHETRO ONICEmEFT RIZR 2017 TN D,

4,000 ppmPl EREREOMMECTBUMNE T L, &5 &0 EENE 2 S
Nlen, Wb FmoEETHLHD, BHEFHEREEIRVWEEZ XL LT,
F 7. 4,000 ppm$x 5-#f O #1451 & V140,000 ppmﬁffﬁim&mmf&’%&
(ZHDbJE 23, 40,000 ppm#% 5-Ff O M #E 4 161 T 548 [ ALTH N 2358
ST, BEBFEL TV b 1 Sl (Ii’/J{ﬁizSD) o) l%‘:ﬁzé
HLDOTH TN B EHHEORHE CIXHFTFMAEZETRBO N ho Tz,
Hbig /> i3 & m M2 b & B L TV D ATREMHE N B & Ezhtz’)\ 1% A4 LR A
Y hDOHBOEATHY, 40,000 ppm 5B O M TILFEEE DO ZLITFR D 5
NigholzZ Enb . 4,000 ppmiﬁﬁﬁi@ﬁ&@ﬂbﬂ/} IXEEEE LTS
2B o T, 40,000 ppm#FE G- HEOMEREIZ I 17 52 ALTHEINIZ DWW TS |
BHAHDOHOEATHY , EMEER[11. (U]THﬁ%O)’%{ﬂ: RO B AL
MoleZ tnb, BEEELIIEZ 2o T,

ARABRIZEB W T, 4,000 ppm DL 51 o e K OY 40,000 ppm % 5-Ff D
¢ RBC KO Ht IV EE 0358 b7z 0 T M3 M & 131 T 400 ppm (10
mg/kg KE/H ), T 4,000 ppm (118 mg/kg {AE/H) THDH EE 2L
Nz, (=M 23)

20 EHREIMESHERAR ((X) TROHONEEERERE

51 Vi3 i 3
40,000 ppm - TP K O% Alb J8 - RBC. Hb K& O Ht &/
- TG #5m - MCH #4/n
- I H6 Sk 2 = HE N - TG ¥4hn
o JULHE e B O be EE BN - I bbEE R
- Mg 5 o i o JELHE F KON e EE R AN
- JENE S o i
- B B 1 i T
4,000 ppm 2L F | - RBC X T Ht jH4 4,000 ppm LA F#EMERT R 72 L
- MCH /& OY MCV #4n
- APTT i/
5 B 1 1 7
400 ppm mPEAT L2 L
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11. ERESHEERRUENAERER
(1) 1 EREBESHERAR (1 X)
E— VR (—REMERES 4 DC) & AW 72 R (JRIK 2 0, 40, 350, 3,500
O 85,000 ppm : FHMEEREILR 21 20) BEICL D 1EBEME
PERBR S e S vz,

x21 1 FREEBESEHR (/X)) OFHRAERE

B 58 40 ppm 350 ppm 3,500 ppm | 35,000 ppm
) R AR I & e 0.999 8.45 92.7 951
(mg/kg K E/H) i3 1.11 10.5 102 1,010

FEREFETRO NI EEFTRIIR 22 17TV D,
KRBT W T, 3,500 ppm LA i 58 O RETAE S INMH] 2 itk
A% 350 ppm DL RGO M TIEREEINMEI N O bhlco T,
7k & 31T 350 ppm (8.45 mg/kg AE/H) | #f T 40 ppm (1.11 mg/kg

RE/A) ThdEXONT, (B 24)

x22 1FRHEBEESERR (X)) TRAOLOIEFUERR

58 Mk i3
35,000 ppm o IR AR i BR K B8 - R R I ER £ 4 0
- WBC #/n - PLT #8n
- ALP #n - WBC 84
o JIF bk B B HE 0 - ALP #4n
o ZINTE FROC P T R T AR R < 1T e EE S
- P bk EE BB N
3,500 ppm 2L I - A HE HE 0 B - RBC 8 /)
- RBC, Ht & O Hb J - MCV } T8 MCH #4i1
- MCV } 08 MCH #41 - JLfigk © - i
- [ o o 1 - BB 7 i T
- B il 3 i T - BHANEYT Y A
- BR~NEYT Y A o /INZE D P A N RE K
350 ppm LAk 350 ppm LA F#EMERT L 72 L « {45 B8 0 4 Al
40 ppm sl R L

(2) 25MHEHSE/BRIPAVEHERR (Y F)

Wistar Hannover GALAS 7 v b (FRE : —REMERESR 51 VC, 2R
—HEMERES 12 IT) 2 H W7o iREE (JR{K : 0, 200, 2,000, 6,000 & T* 20,000
ppm : EHBRAEEREITR 23 20) 51X D 2 FMIEMEFEMEE D AN
O A BR 2 R S vz,
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x23 2FREBEUESE/ENAARHESER (Sy b)) OFHRKIERE

5B 200 ppm 2,000 ppm 6,000 ppm | 20,000 ppm
YRR AR R & I3 7.51 74.2 230 781
(mg/kg IKE/H) | M 10.4 102 309 1,070

20,000 ppm &G HOMEIZIB W T, &5 78 ¥ 104 HIZ Alb ¥E2s
13, 26, 52 ¥ 78 T Glob JH4 K TN A/G LA 58 0 b7z, Alb
Iz B L Cix. RBC., Ht ¥4 o ik e 2 R+ 2 i b hd, Bk
&k boTiERVwWEEB bR, £72. Glob A ICEE L Tk, TP O
DIEHEHRT Alb ML TWAEZ &b, FlETHO X 7 AREED
BFERD-7- L3 EZE2 S . 2NbDOMIEL v 7 OEBICHE RN EH
20t D EEZ LT,

6,000 ppm LA b &% 57 0 K& O 20,000 ppm &5 REOME T, O KOV L
HEEOHMMARED bR, ZnbOEEHMT 90 B M #E 2k 3 v 5k
[10. W] W T BEINTEENLTHL7-0 &5 L OBEIXEE
TERWEZZX DN, 2HEMOEHHRGITE W TH WA 7T R A
LOEETOIRAHEBICIIAERRBO LN ol Db, ZTRHDOE
BEEMOBEEFHERITRERNEZ X O,

ARFERIZIB T, 20,000 ppm % 5-8F O e T Jf b 8 S0 & OVINEE 10,
PEIF ARG AR O, M TR HE NG 23R b ivic o T, MM & ITHERE T
6,000 ppm (K : 230 mg/kg (AHE/H . Hf : 309 mg/kg (AE/H) THDH &
Bz, BRAKERDO N7, (B 25)

(3) 1I8HAMEMNAMERER (THRX)
ICR ~ 7 A (FB : —BEMERES 56 P, fir 2/« —BEMERES 12 0) %
FWi=iREE (JFIK : 0, 70, 700 K O 7,000 ppm : F¥ R (A8 & 13 3% 24
ZW) BHIZX D 18 7 AMIZN AR N FEM i,

£24 18HAMENAMRAR (YTOX) OFHRAEAERE

& 5-#f 70 ppm 700 ppm 7,000 ppm
NSRRI R I 7.38 75.3 761
(mg/kg IKE/H ) i3 6.68 68.4 693

AKRBRICBWT WTHORGEHETHLHEEFTAIZROD N2> T,
e A I AR ER O B & H & 7,000 ppm (#: 761 mg/kg (KRE/H |
i - 693 mg/kg AHE/H) ThHEEZEX LTz, EBRAMITRD SN0
-7,

ek, REBRIZEN > THE SN HEFRERAR TIX, 7,000 ppm #
HR OB W CHEMEMYEFEREENR D bz T, 7,000 ppm &
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RKKRMETHDLLEEZ DB,

12, £ERESHRAER
(1) 2HEHREBHER (59 F)

Wistar Hannover GALAS 7 v ~ (—

(M 26)

REMEES 24 VE) &2 W2 IRET (JR

& :0,200,2,000 X T 20,000 ppm : EHBAEEREITR 256 2R) &5
(Z &2 2 HAREIHAER 2 FE M S T,

& 25 2HAREHE

AR (Sv b)) OFYREERE

& 51 200 ppm 2,000 ppm 20,000 ppm
o P ft i 12.4 125 1,300
SRR AR R & i3 19.5 195 2,000
(mg/kg IKE/H) . Pai3 14.7 145 1,520
F b
1 AR e 20.9 210 2,120

FREGHETHED DN 5

PERT RLITER 26 IR TWVW D

20,000 ppm &G ICEB W T, Fr OB (ML) kOt R

O A
e,
N

B (F1 O Fo BEFLIL)  THGHE X B B 23580 b L7228,

HINT HEHETOREEICHESTLILMELTHLEERD

J75 P % o

BUW T, BB Tl 20,000 ppm #% 5 BF o M 1k C 4 5 58 045 5

SN, WENY) CiX 20,000 ppm B G RETIRMKEENRBRO LIL7-D T, EE
MEEITHE Y R OVREY T 2,000 ppm (P : 125 mg/kg (KE/H . P M :

195 mg/kg AEH/H . F1 -

145 mg/kg AAE/H ., Fi M : 210 mg/kg K/

H) ThrEEZONT, BIHEICHTIEEB IR EN-T-, (&
& 27)
£26 2HAREREHR (Sv k) TROHONE-EEMR
. B.P. R Bl Fi. R Fo
B B i i i
20,000 ppm C REME I | - RTINS | - REEMENE | - AR E 0
« T xF e OV kR o FFHGRE B OVEE | - bR ek B B R
- HE M HEEMEm 2
i o NZE L AT o bt sof B B R
w T Ba AE K D
< NI LM
A A A R
2,000 ppm LA | BEMERT R 22 L mIEAT R L mIEFT R L AT R L
I 1 20,000 ppm S (NN £ - IRIRE
) o b4 e el B 2 R o JIbd Rk EE 2R
¥ | 2,000 ppm LAF | BEEAT R 7e L T AR L
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(2) RESHEHEER (Tv k)

Wistar Hannover GALAS 7 » & (—#fMf 24 JL) O 6~19 H (2
R0 (AR 0. 100, 300 % OF 1,000 mg/kg (A&E/H ., W : 1% CMC
FTRU U AKEIR) &5 LT, BAEBERBRDSERE I,

300 mg/kg ARE/H UL EHGREICEBWTC, BEINE 2 H9 25K IE0HEE
ICHERBREMBZROON BRERZET LR OHEENGEICEMNL -,
Bl ST BREINE I IE & A E D EN R G O 72BN E R
FEZ AL, 20D ORETIRAUHERTHE S Z I 2L 3 FR D B AL 72 iR W o0 %8 A= 5
WCHEEBEETH N o To, MIHERTHE B B OB/ ZED RV E R g (B
NEBFEIRNE) ITHAERICREERT 20 oWMERH D (B 36) Z &
2o OWEINEOBRE EAISEAFRE L RET 52 TIE RN EE X
bivlz, F£72. 1,000 mg/kg KE/H & 5B CHECE Rk OB IE 26 5
LIEOHENEREICE» TN, BEROHEEICAEZIIRD LT, xf
Hr oMol N T T~8HREORICHEIN TS Z &
b, BREELEEOBEIIHALNTRNEE XN,

AKRBRIZBWT HEY TV TNOBEERETEFEHTRLITZR D 5T,
6 i Cl1E 800 mg/kg (R EE/ H DL $ 5 C R /0N 308 56 ) B o0 R A B B N 23
BOLNTOT, EEEEIIHEY CARBROKEHE 1,000 mg/kg K
H/H, FBR T 100 mgkg KE/HTHD EE 2 LN, (K 28)

(3) HESHER (VU ¥)

AARBGOEY VX (&M 25 E) OMEIRE 6~27 BBl O (FIK
0.100,300 & " 1,000 mg/kg KE/H | B : 1%CMC F ~ U 7 AKFIKR)
Beh LT, BAEBERBRNEE I N,

AREBEIZBW T W TN OELERETH B &K QG E TEMERT L IXEE
b rolod T, WMEMEEIIRGIYE OCREY CARRRO K& H &
1,000 mg/kg (KE/HTH DL EEZ DN, HFEMEITFRD N2 o T2,
(%M 29)

13. ECEEHR
Tavrvlyzanrery (JFIK) OMEEZ AW EIRERERRER, v 1
== AL AKX — iR M (CHL/IU) % 7= Gk B 3 R M
O~ T X% W T /IMERBR D e S Tz,
K2TIIREINTWVDH EBD, WTFORRICEWNTHFERITT TR
TholeZ b, Yuovrv U xrrmey (JFIK) ICEBEHEEITZZVE O
EE XN, (B3] 30~32)
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x21 BEsUABRBE (REK)

R B MR - &5 & s R
Salmonella typhimurium | 156~5,000 pg/7" v=F (+/-S9)
e 1= . (TA98.TA100.TA1535,
Al VLTS 21
. FEIRIRE Escherichia coli
mn (WP2uvrA #)
vitro Fx A =—ANEAK— | 1,250~2,500 pg/mL (+/-S9)
e R 5| ik kKRR ML (CHL/IU) (6 FEfH AL EL) o
H B 1,250~2,500 pg/mL (-S9) -
(24 FRF ] L for AL BE)
500.1,000.2,000 mg/kg /& &
in S 3 ICR ~ v X (& il ) (HL[E] g i) % 0 P 5. 24 RF[H AL BE) o
vivo e (—®ERE 5 pT) 2,000 mg/kg 1A & =
(HL[E] R R8O G-, 48 IR A ALER )

) +/- 89 REHEMALRAFAE TR OFEFAET

&Y P RO WIZHOW T, ME 2 H W 7218 w22 R 48 SRR 7N e <

2o RBERIT., £ 28 I RENTWVDEEBVIRTCEETHSTZ, (B
HE 33, 34)
#* 28 EEsHHREBRHME (K3EY)
R E 5 x5 JLBRIRE - 5 & it S
S. typhimurium 156~5,000 pg/7 V- (+/-S9)
p srimoese | (TA98.TA100.TA1535, | [TA1537 FR(-S9)D 7, 21k
L ?ﬁiftﬂ;ﬁ TA1537 £) 78.1~2,500 pg/7" V—}]
SR E. coli . N
\% (WP2 avrA £) 313~5,000 pg/7 v—h (+/-S9) | Rtk

) +/-89 : REHEMEAL R T R OHEFAET
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I BRERETEFE

ZRICETTEBREZHWCREE I Fo ) 2 v7m ) ORMERREZEST
fili & 5566 L 7=,

UC CTHE#HLE- oY 20700 v & W8 KN E a3 B
DR, BoEsEsn-7vv ) zrraroibk 168 HRICE T 50
WL, IKAHE T 88~94%, mAET21~23%Ch-7=, IKMHETIZMF
T RETR BE D Tmax (% 12 B, T 1% 283~27 B TdH > 72, Tmax AR, 1M
L& I OV OB % B X | lids K OV 7% 84 B me iR B 13 i 5 2 0 AR
JREECHER L, M & IZIT RS E CRFMICEAD L, 7rE Y 2078
XIMHE X X T ~OFEE RN E < MBE X X7 FES TR % i T X
RN e D ORI A~IT LW & B X DTz, FFE Ol & )Y
AR~ DORBEMIIB O SN ho =, JetixESeHhTHY . & 5% 168
KFf]C 97%TAR DL B SR ~Pe S 7o, FEPEMBREITIEHT 20 L7
#BEHPThHo, RPOTFEARHHIT B, C O D, #EFTIIBLEY. B.
Cofi, J, K. O ZZov U IV UVRNPAR LIEEBEZA T 52 MHY N HEEK
RO, MHETE, BHAEE KL TEP~OPEMER &, TP
FHREOIZEAEDRBINOFHILEY (K 80%TAR) Th -7,

UC THEH L7 ) 2070 Of a2 7= W N E 6y 28 B o 4
BOHEAKLBRIA 7o) 20700 ORESITEOLICEEY, okt
~DBITIZH T H (0.008~0.027 mg/kg) THo7=, BIALEWITH B THK
B ESNEN, Do R OZkPTlEmE SN oz, TEABHMIZ. b
5TiE B (4.6~7.9%TRR). P (19.0%TRR) K O* W (23.1%TRR). & &
TIE P (14.7%TRR). ZAKTITI P (8.6%TRR) Th -7,

Tavlzarrzar, REH B, P XYW E2orxtRbad & LizKRg
BT HEMEERBROMER . X kb e ) 2 v 7w o K OMUGH Y D%
BEEIWINbERRARM TChoTo, T2, AANHEHIZKB TS 7o) 2L
78a YOk RKHEEEREEIX 0.0195 mg/kg TH - 7=,

BHEEERBREENS, 7o) 2070 o EBEIC X DT, BT
UNZEFRLMERFARERSE) KK (B, £ XOHR) IZRD L, 7
WA, BIERRIC X T AR, AL OCBERHEEIIRD Lo T,

R#H P LWL, W ENEMRBRICB O Th L KO AT 10%TRR
UEBEENEZD EWEERBR TTIIVWThoREE L EEBRBARBETH Y |
Flo, AEROBEERBR CHEERSRBD DN RN o2 0, BRAFOD
BRBIAMAEMEE o) 2L 7ay (B{bEWwoR) LHELE, KR
BriCB I o2 EEEE N N/ hEEEIIER 29 127 TWnD,
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x29 FHBRICETLIEFSHEERVURINENRE

e b & il o /NN
B HER (mg/kg 1AE/H) (mg/kg IRE/H) | (mgke (KE/H) fi =5 v
7 v bk 0. 200, 2,000, 20,000 | & : 129 1 1,370 I ALP 0, fAf &
90 HR |ppm M ;1,540 M — = DI VOIS
i 2k TN eyl o N
FpEatEr | E:0,12.6,129, 1,370 M EMERT R L
I 0, 14.9, 148, 1,540
0. 200, 2,000, 6,000, | & : 230 I 781 M BFbE RN O
20,000ppm it - 309 I : 1,070 /N RO PRI AR e
2 H [ JE K
@YEREENE/ | 20, 7.51. 74.2, 230, W - (A A 00 B A
RN A | 781
OF &38R | 0, 10.4, 102, 309, G MR APEIEZR D b h
1,070 20N
0. 200, 2,000, 20,000 | i &4 K O BENY K BLELY (R NP
ppm REh HEh &
REY - KA ES
PH#E:0, 124, 125, | P # : 125 P /% : 1,300
9 eqk | L300 P it : 195 Pt : 2,000 | (BAHAE IS K 5 B
L P 0, 19.5. 195, . e 1,520 | XD S
B S ER 2,000 Fi 1 : 145 Fo g @ 1, i
ol - 0. 14.7. 145, F1tf : 210 Fi : 2,120
1,520
Fii : 0. 20.9. 210,
2,120
0. 100, 300, 1,000 | FE# : 1,000 | FEWW) : — ey w2 L
fe I 100 f& 12 300 Re W N L O
AT A B FE BN
(EEFEEERD
720N)
<A 0. 200, 2,000, 7,000 | /# : 268 1t . 956 T BAH R I R e
90 Hf | PPMm ME : 1,060 M — 7a
A W wMEATR 22 L
=ppatEr | HE: 0, 27.0, 268, 956
fit: 0, 30.4, 294, 1,060
0. 70, 700, 7,000 |/ : 761 e — MERE - BT R L
187 AR |ppm___ HE : 693 M —
N AP ENAEETRD SN
=k Bh HE: 0, 7.38, 75.3, 761 72 0)
it 0, 6.68, 68.4, 693
AUAES 0. 100, 300, 1,000 | E-E#) : 1,000 | k&Y : — EY . TR L
B 1,000 | BBIR : — fEW WA R 2 L
S Yok A L
PR (e # M IEER D b h

20N)
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. B 5 & T M R/NEEME
B HE (mg/kg AH/H) (mg/kg RE/H) | (mg/kg {AHE/H) fig = v
A X 0. 400, 4,000, 40,000 | 4 : 10 e ;115 MERE - RBC K& OY Ht
90 ARy | PPR_ M - 118 I 1,210 Rk
A
=Pt | KE: 0, 10, 115, 1,080
M- 0, 12, 118, 1,210
0. 40, 350, 3,500, | I : 8.45 e 2 92.7 M R E N
35000ppm M 1.11 Mt : 10.5 i 2 k2
14 i N =B I B
Bt pe | HE: 0. 0999, 845,
=4 ER 92.7. 951
JE: 0, 1.11, 10.5, 102,
1,010

D B ICR/NEFEEECRDONTZFTROMEL RT,
— RPN EEREIRETE RN,

B ZeLZESREEMPHAES T AR THE N EEME RO K/MEDN
A XA 1TEMEEFEERRO 1.11 mg/kg (KE/H Tho720 T, Zh
AR E L C, 2R 100 TR L7 0.011 mg/kg KAE/H % — HERTRE
m (ADI) EEE LT,

ADI 0.011 mg/kg {K&E/H
(ADI R ERIE R 2R
(Bh i) A X
(1) 1 4 A
(55 1%) TR £H
(f 75 ME &=) 1.11 mg/kg KE/H
(2R 50 100
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<A 1 AR/ o B W R >

AL i PR b5% 4
B PIHU 1-(2-chloro-6-propylimidazo-[1,2-blpyridazin-3-ylsulfonyl)-
(O A F V{K) | 3-(4-hydroxy-6-methoxypyrimidin-2-yl)urea
1-(2-chloro-6-propylimidazo-[1,2-blpyridazin-3-ylsulfonyl)-

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

D PHDU-GlucA 1'(2-chl?ro-G-propylimidaZO'[1,2-b]pyri('iaz.ix‘l-3-ylsulfonyl)'
3-(4,6-dimethoxy-5- O-D-glucuronyl-pyrimidin-2-ylurea

B HPDU 1-(2-chloro-6-(1-hydroxypropyl)-imidazo[1,2-blpyridazin-3-
ylsulfonyl)-3-(4,6-dimethoxy- pyrimidin-2-yl)urea

¥ HPDU-GlucA 1-(.2-chloro-6-(1-O-D-glucu'ronyl-propyl)i‘mi'da.zo[1,2-b]pyrid
azin-3-ylsulfonyl)-3-(4,6-dimethoxy- pyrimidin-2-ylurea

G MPDU

H MPDU-GlucA

I PDMU 1-(2-chloro-6-propylimidazo-[1,2-blpyridazin-3-ylsulfonyl)-
3-(4,5-dihydroxy-6-methoxy-pyrimidin-2-yl)urea
3-[N-[N-(2-chloro-6-propyl- imidazo[1,2-blpyridazin-3-yl-

dJ MPHO sulfonyl)carbamoyllamidioimino]-3-hydroxy-2-oxopropionic
acid methyl ester
3-[N-[N-(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-[N-[N-(2-chloro-6-propyl-imidazo[1,2-blpyridazin-3-yl-
sulfonyl)carbamoyllamidioimino]-2-hydroxyacetaldehyde

N CHAA 3-[N-[N-(2-chloro-6-propyl-imidazo[1,2-blpyridazin-3-yl-
sulfonyl)carbamoyllamidioimino]-2-hydroxyacetic acid

0 ACPS 1-amidino-3-(2-chloro-6-propylimidazo[1,2-blpyridazin-3-
ylsulfonyl)urea

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

(VBT 2 RIK) '

Q PISN-OH 2-chloro-6'3-(1-hydroxypropyl)'imidazo[1,2'b]pyridazin-3-yl-
sulfonamide

S IPOA 2-('1,6-dihydro-6-imino-3-propylpyridazin-1-y1)-2-ox0acetic
acid

T APP 3-amino-6-propylpyridazine

U (TA?I‘)/N{IZIS) 2-amino-4,6-dimethoxypyrimidine

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

ADNG
w (U NINay R | N-(4,6-dimethoxypyrimidin-2-y1)- 8 -D-glucopyranosylamine
A
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ke i PR V%4
X ADPM-OH-Sul | 2-amino-4,6-dimethoxy-5-hydoxy- pyrimidine-2- N-sulfate
CDPM
Y (o7 )73 ) 2-cyanoamino-4,6-dimethoxypyrimidine
UDPM
Z (7 17 ) (4,6-dimethoxypyrimidin-2-yl)urea
AA SDPM N‘[(4,6-d1methoxypyr1m1d1n-2-yl)amlnocarbonyl]sulfamlc
acid
BB n- e butyric acid
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< B 2 ¢ B A fiE S PR >

i #r 4 PR
A/G Lt TNT I a7 sk
ai Rk 4y &
Alb TNT I
ALP TN KRAT 74—
ALS Tk NG R EE R
ALT 7“7;‘/77‘2/ I\“‘?‘//T<7:n:?j“lz“ ]
(=7 VI VBENLE VB NT VAT X7 —€ (GPT) |
Bil =) I
BCF A W i e AR
Cmax 15 I P
CMC HIVRFTAF L E— R
Glob V=2 NS
Hb ~NEZ oy (@)
Ht ~~< k27U ME

LCso g B R

LDso M BT &

MCH R i BR . €2 3R R

MCV A AR o BR A AR

PEC BR 5L 7 0 L

PHI AR 70 & ILHE £ T O H %K

PLT [i1IRARY 4

RBC 7% 1. B 3

T2 TH 2 ek 2

TAR b (JLB) s se

TG KUY ZUEYR
Tmax %%(%E%U%H#Fﬁﬁ
TP s = REY

TRR w75 B A BE

WBC I if BR %%
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<RIk 3 R

P BR i RE >

Y AR /k
Vet 4, " . : : TR A (mg g)
Eimizis ﬁ R ” PHI ZA =R =2 2 = e B W
G 1 (gaiha) () (D | 2tpsbed | wtrnbmgd YR HAHHARE NP THARE PR NP HTHARE HPHAARE
SR g S5 1 22 (1 = 1 23 1 O = I 2225 (1 =1 7225 (1 5=/ 1 7225 (1 1=/ 1 7225 1= N =71 B 7225 (1 B =7 [ B 25 -
61 | <001 | <001 | <001 | <001 | <0011 | <0011 | <0011 | <0011 | <0017 | <0017 | <0017 | <0017 | <0015 | <0015 | <0015 | <0015
1 76 | <001 | <001 | <001 | <001 | <0011 | <0011 | <0011 | <0011 | <0017 | <0017 | <0017 | <0017 | <0015 | <0015 | <0015 | <0015
90 ¢ o |91 | <001 | <001 | <001 | <001 | <001 | <0011 | <0011 | <0011 | <0017 | <0017 | <0017 | <0017 | <0015 | <0015 | <0015 | <0015
3 60 | <001 | <001 | <001 | <001 | <0011 | <0011 | <0011 | <0011 | <0017 | <0017 | <0017 | <0017 | <0015 | <0015 | <0015 | <0015
K 1 75 | <001 | <001 | <001 | <001 | <0011 | <0011 | <0011 | <0011 | <0017 | <0017 | <0017 | <0017 | <0015 | <0015 | <0015 | <0015
[ 1] 86 | <001 | <001 | <001 | <001 | <0011 | <0011 | <0011 | <0011 | <0.017 | <0.017 | <0017 | <0017 | <0015 | <0015 | <0015 | <0015
(Z) 61 | <001 | <001 | <001 | <001 | <0011 | <0011 | <0011 | <0011 | <0017 | <0.017 | <0017 | <0017 | <0015 | <0015 | <0015 | <0015
2006 4% | 1 76 | <001 | <001 | <001 | <001 | <0011 | <0011 | <0011 | <0011 | <0017 | <0017 | <0017 | <0017 | <0015 | <0015 | <0015 | <0.015
g5sc | o |91 | <001 | <001 | <001 | <001 | <0011 | <001 | <001 | <0011 | <0017 | <0017 | <0017 | <0017 | <0015 | <0015 | <0015 | <0015
60 | <001 | <001 | <001 | <001 | <0011 | <0011 | <0011 | <0011 | <0017 | <0017 | <0017 | <0017 | <0015 | <0015 | <0015 | <0015
1 75 | <001 | <001 | <001 | <001 | <0011 | <0011 | <0011 | <0011 | <0017 | <0017 | <0017 | <0017 | <0015 | <0015 | <0015 | <0015
86 | <001 | <001 | <001 | <001 | <0011 | <0011 | <0011 | <0011 | <0017 | <0017 | <0017 | <0017 | <0015 | <0015 | <0015 | <0015
61 | <005 | <005 | <005 | <005 | <0052 | <0.052 | <0.052 | <0.052 | <0.083 | <0.083 | <0.083 | <0083 | <0072 | <0072 | <0072 | <0072
1 76 | <005 | <005 | <005 | <005 | <0052 | <0052 | <0052 | <0.052 | <0.083 | <0.083 | <0.083 | <0.083 | <0.072 | <0072 | <0072 | <0072
90 G o |91 | <005 | <005 | <005 | <005 | <0052 | <0052 | <0052 | <0052 | <0083 | <0083 | <0083 | <0083 | <0072 | <0072 | <0072 | <0072
B 60 | <005 | <005 | <005 | <005 | <0052 | <0052 | <0.052 | <0.052 | <0.083 | <0.083 | <0.083 | <0.083 | <0072 | <0072 | <0072 | <0.072
K 1 75 | <005 | <005 | <005 | <005 | <0052 | <0052 | <0052 | <0.052 | <0.083 | <0.083 | <0.083 | <0.083 | <0.072 | <0.072 | <0072 | <0072
[ ] 86 | <005 | <005 | <005 | <005 | <0052 | <0052 | <0.052 | <0.052 | <0.083 | <0.083 | <0.083 | <0.083 | <0072 | <0072 | <0072 | <0.072
FBH ) 61 | <005 | <005 | <005 | <005 | <0052 | <0.052 | <0.052 | <0.052 | <0.083 | <0.083 | <0.083 | <0083 | <0072 | <0072 | <0072 | <0.072
200647 | 1 76 | <005 | <005 | <005 | <005 | <0052 | <0052 | <0.052 | <0.052 | <0.083 | <0.083 | <0.083 | <0.083 | <0.072 | <0.072 | <0072 | <0072
g5sc | o |91 | <005 | <005 | <005 | <005 | <0052 | <0052 | <0052 | <0.052 | <0083 | <0083 | <0083 | <0083 | <0072 | <0072 | <0072 | <0072
60 | <005 | <005 | <005 | <005 | <0052 | <0.052 | <0.052 | <0.052 | <0.083 | <0.083 | <0.083 | <0083 | <0072 | <0072 | <0072 | <0072
1 75 | <005 | <005 | <005 | <005 | <0052 | <0052 | <0052 | <0.052 | <0.083 | <0.083 | <0.083 | <0.083 | <0.072 | <0.072 | <0072 | <0072
86 | <005 | <005 | <005 | <005 | <0052 | <0052 | <0.052 | <0.052 | <0.083 | <0.083 | <0.083 | <0083 | <0072 | <0072 | <0072 | <0.072
) ai: AhEksy. PHI : SR GIEE TO RS, G kifl, SC: 7 a7 7 )LHA|

C T RTOT —Z WPEREBRIAIM O %513 E BIRFYEO <z L TR L7,
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10

11

12

13

14

15

16

17

18

19

20

<HPE>

B el 2y BREAD P21 41 A 9 BXGT) - (R EFHRASHt, —
AR T E

Tuv ) z2rareflnic y MERNIZET 5 REEE (GLP *hik) « A b5 Ralatt,
AEMBRBER AT IERT, 2007 4R RAEK

a2 7a DA RITEIT SRR (GLP %f)&) : Ricerca Biosciences LLC. (Ck
). 2007 4, RKAFK

Tr Y 27w OAFRAEK FEPEARER (GLP %) - MENEAN R EIEIIET,
2007 5, RAEK

a2 7 u O EER AR AE R (GLP %) : Ricerca Biosciences LLC. CK[E) .,
2007 -, RAEK

7'r e 27 a ARG PISN O 1R 5 ER (GLP %f)&) : Ricerca Biosciences LLC.

CKE). 2007 £, Rk

Za vl 27 a OIS fEEmME (GLP %15) : Ricerca Biosciences LLC. CK[E) .
2007 =, RAE

T v 27w ORI REMRER (GLP &) - MEEN  FREEIENIFERT. 2007
. RAK

Zrr ) 27 u AREY PISN OKFE S fEmaER (GLP xtik) : Ricerca Biosciences
LLC. CKE). 2007 4, KRAFE

TR BRI - EAUE RS, 2007 4F, RARK

TEM IR AR AR - ITRTE N FREE R ZERT. (EAUb Rl tt, 2007 4, RAFR
RO I THEICET 238k (GLP #%) : (BF) XF 77 —L+FHKF U —X|
2007 5, RAEK

Tav )27 a FIRO Ty MBI S AR 0 mMERER (GLP %l - (F A b pkalatt,
EWBREEREITERT. 2007 5, RAE

Tav 27 a CFEROT v MBI S AR EMERER (GLP %t (A b pkaatt,
EWERERETIERT. 2007 5. RAFK

Tuv )27 a RO Ty MBI D AR AR (GLP %) (A by pRalatt,
AEMBRBER AT IERT, 2007 42 RAEK

R PISN © 7 » MBI 2 MR O BMERER (GLP %ik) « SRS tE = 2P 2R A
JEHT. REAMIZEAT. 2007 4, RAK

& ADNG D~ U 22 31F 2 Rk 1 w3tk (GLP <) RSt EEG IR =R A FET
1991 4, RAK

Tr e 27 a CRIRO T 2 DT IREEERER (GLP ) - (EA b Raatt, &
WIBREER TSR, 2006 2, RAFE

a2 a CFIRO T A T BRI ERER (GLP %5 - A bkttt
EWERER TR, 2006 2, RAFK

Ta v 27 a U FIROENLE v b E AW EEBREMERER (GLP $5) @ (EAbFHAE
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21

22

23

24

25

26

27

28

29

30

31

32

33

34

35
36

37

38

39

fo AEWBRBERMEIIERT. 2006 . RAE
Tue ) AT a RO T v b AW EEHEA S G X % 90 B AR A 55 mtadliR
(GLP &) « WENEAN  FRERIEMTZERT. 2008 4. RAFE
Trry AT a CREO~ Y AZBT 5 90 HFRER D& 5 EERER (GLP &%) - MH
BN FRERIDTIEAT. 2007 42, RAK
Tuv ) 27w RO A X 2 DTS EHEARGIC L D 90 A FER P 5 rEaER
(GLP xhi) « WA N FRB RARIEFERT, 2008 42, Rk
Tuv ) 27 Y FROA X e HOTZERHE AR GIC L5 1 FRERE 085 5 MERR
(GLP i) : WMHIEN B RIEATIENT, 2008 4, RN
Ty 2T a FERDT y b E W AR G &K D 2 FER RERE A & G- FE D
AMEDFERER (GLP xHi&) - MEEN  FRERIIFERT, 2008 45, Rk
Tre ) 27 a RO~ T A% AW ETEHE AR G X D52 AMERER (GLP %) « i
HEN FREAEFNIZEFT. 2008 4, RAK
Trv ) 2r7a FURO Ty b AW BIEEERER (GLP &%) - MEEAN  FR I
JERT. 2008 4, RAFE
Tue ) 27 u CFURO Ty MR BB (GLP ) « WEEAN 7R R
FEFT. 2007 . RAEK
Tr v 27 a UKD U Y RITBIT DA EERER (GLP k%) - MEIEN  FRE R
JEET. 2007 £F, RAR
Tu e 27 n s FUROME 2 O D EIRZERA B (GLP X&) « (EALFARRA S AL,
AW BRBER AT IERT. 2006 4, RAFE
T A7 a U FIROTF v A =— AL AX —ORiHEEMd (CHL/IU) % HV 7= in vitro
Jue KRB (GLP &) « A b et AMBRERAIIIERT. 2006 £, KAk
T AT n RO~ T 2 & DT MERER (GLP &) - A bR, AWER
BiRLFARIERT, 2006 4F, RAFK
Kt PISN OMIEE 2 JH D18 IR 28R il (GLP %)) - B b Rlatt, EWRE
BUEIFFEET. 2007 42, RAK
K ADNG DOMIE 2 AV 218 IR 222 B3R (GLP %) - (W) b e, 1991
. RAK
Tr ) AT a r OBIEICET DR RHEER B EICGR D SR
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
peglagEaZ SElilaelane
(URL : http://www.fsc.go.jp/hyouka/hy/hy-uke-propyrisulfuron-210609.pdf)
5 289 M L BEAR
(URL : http://www.fsc.go.jp/iinkai/i-dai289/index.html)
% 33 ElRin K 2k A RAEF M HAESR GRS s

(URL : http://www.fsc.go.jp/senmon/nouyaku/sougou2_dai33s/index.html)
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40 % 57 M RMZEZEBERREEMFESm TS

(URL : http://www.fsc.go.jp/senmon/nouyaku/kanjikai_dai57/index.html)
41 ERREOIUR —Fhk 10 FEEREFAR R — « 65 - RS @SR, 2000 4
42 [ERFFEOBR — TR 11 FERAERF AR — - (5 - REREFRBSHE, 2001 4
43 FERSKEOIR — Fhl 12 FFERERMARIR — « EFE - KERHRD SR, 2002 4
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