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FHRCHE L7 BRI S, B EPES (5 b)), EMENES GkFE) . Jmd
Ear, KPEdm, TERY. ERBRE. AlEE (S M), BAlEE (5y b,
YUARCA X)), BB (X)), BESWEBAERS (v b)), BRUM (=
vA), 2 HREFE (Tv M) REEBME (Sy M RUUYR), BEEERBECH
ol '
RBRER2D, T4 AL T o U B EIC X AHEY, EI0RE, BE AR O
RiICRBD b,

ERANMERBRIZBWT, 7y OB CREMMIRE DR ASEEHEMNNE D B ALTZ A,
AANCEERETRD ORRV I 200, REBFIIBRGEEA V=AM LS L0
THRHRWEZBZ I, AFOFMICH Y BELZRET I LITTETHS LHIF S
nic, Fie, BERERRICBWT, 7 v bOBSHYICHAALRESERIED bhARVE
%TW BIRBERRD bz, PﬁLﬁﬁﬁkwﬁﬂ# b, TN HOFENEE]

WWERT % & OFFUIE bhiahoiz,
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I. FHERNEEEORE
1. R
BREA

2. FYRSO—BA
ME T RNALTERY
#4 : flucetosulfuron (ISO 4)

3. k¥4
IUPAC
4 18- [(4,6- VA FX VY I VL2 A NINANSNEL VAN T 7EAN]
2-EY DA TG TR L= hRITREE—
¥4 : 1-{3-[(4,6-dimethoxypyrimidin-2-ylecarbamoyl)sulfamoyl]
-2-pyridyl}-2-fluoropropyl methoxyacetate
CAS (No. 412928-75-T) .
fnd o TI8-[I(4,6- ¥ # FH-2-BY I D=7 2 /I AAR=N]T R /]
ANB=N]2- Y =] 2T F e a =24 N7 — R
4 o 1-[3-[{[[(4,6-dimethoxy-2-pyrimidinyl)amino]carbonyllamino]
sulfonyl])-2-pyridinyl]-2-fluoropropyl methoxyacetate

4. S¥FX | 5. 8#FE

C18H22FN5OBS 487.46
6. #ER
o
O)J\,OCH3
E“Iﬁr‘zm Wy YRR
SOzNHCONH“Q’N__\ erythro{k : threo =9 :1
OCH,
7. BAROER

T FAAT B, 2000 FICEBEFEFRKRE LG 71 74 A5k
XoTHREINEANVK=AY VT RERERTHY . REMEE, HvV U 7R
BERC CnBE0A IR T DHRREET D, dBHT I/ BRTHDHA
Vv, BV REOBA YA v OEGRICEET S, ISR OTE NG 2T
— hNAEREESE (ALS) OEIXFHEETAZ LIy, HHOLEETZEIET S, BE
Tl 200443 BICBEREE LTV, :

AREENRASL L ) BEIRREICE S BRBEHTF Gl KW) A2 zh
TWDS,



I REMHICEIBROBE
FREGAR (I.1~4) 12, ZAEFALT7 RV DY) DL BafiDREs 10
TERR L7z erythro f& ([pdi-4Cle 7 hAL 7R YY), threo R ([pdi-4Cle—
NMERANTBARTE ) I VVRO 2IO5EE UC TEH Uiz b 0 ([pmi-i4C]
TNENANVT YY) 2RWTERSLE, BEEEER ORI 5 v

BIRWGEEIX TV E FALT 0 T Ui, KBS BT R DR (R
R L RV 2 IR EN T3,

1. BWEREGEE (Svy )
(1) mhREHS |
Wistar 7 v b (—FHERMEE 4 I0) Z[pdi-¥Cle 7t v 270 v 2EEE 6
mglkg FE) LIERAR (150 mgkg AE) . [pdi-vCleézit b 2rrny s
KRR Gmgkg#FE) CHERAREL, MPEEREBICOVWTRESHLE,
MFFRAERERBIE LICRSATVWE,
MEEPRERRIE. WIFNOBRERELHEEEEE (Tie) 5.9~16.8 B0 ki
DEFELR LE, (BR2)

&1 MEPIRGTEEREED

[pdi-14Cle-7it ay7ny [pdi-14Cl &7 b AN TRy
B5E ERAE =BHE B
PER HE i3 i3 i3 i3 i
Tmax (FFHE) 0.5 0.5 0.5 0.5 0.5 0.5
Cmax (pg/g) 7.67 6.19 86.5 84.0 7.10 5.30
Tz (FFH) 13.4 16.8 6.5 6.9 5.9 8.4
(2) Bl

Wistar 7 v b (—BMES 415) iZ[pdi-uCle 71& AL T B L HERHEE
idEAE, bdiruCle7 e b AL R U R ERECHEER OKRE L, His
BRI ER A Tz, |

HFE% 24 R 120 B OER CRFHEMRIIE 2 IR I TV 3,

BERAER T, #E5% 120 REIRFREHRHEE (TAR) @ 96.9~99.8% 33
R, ERMBRBIZRT TH o, REUVEF LG, TOITEA TN 24 B
Fl R) E7ciX 48 B (38) LINICHEE Sz, &5 120 RS OEBRE U
— B AT AIATEEIX. FRF 1 0.03%TAR ELF R TR 0.83%TAR LIFT
Bolr, erythro Rl threo (EDRMEEMICHEM & — L DEIIFED HNAED -
72e

ERER T, B5% 120 B E TIT 95.0~95.7%TAR AEIL S h. EEE
BB L TE~OIRREIGERE Nz, RRUEFLY, TOIZEALRE 24
RERT (JR) %7213 48 Bl (3 DAMicEEMt S hi-, 5 120 BEZOEBEE D

7



T— 7 AR B A ERIE, 2N 0.01%TAR R 0.07%TAR ML FCh
>k, (R 2)

R2 BE5R U RUI120 BREIOER URPHEHE (%TAR)

EE Ipdi-“Cle-7vtban7ay [pdi-#Cl 70t b anv7oy
ERE mAR ERE
PRI HE i3 BE i3 HE st
Gl £ R | £ | R | E | R |  ZE|R| & PR ES bR
24 WER 244 | 63.7 (16,9 | 69.3 | 31.8|58.7|41.1]43.6 ] 222 | 72.7 | 21.3 | 70.3
120 F5fE | 32.2 | 65.5 | 22.5 | 74.3 | 34.7 [ 60.2 | 49.0 | 46.6 | 25.0 | 746 | 245 | 74.4

X ROERS — VR EET.

(3) BEH-h$kiit
EEH =2 — & L Wistar 7 v b (—BHEES 3 8) 1Z[pdi-Cle-7 v

T RAN T R ERAEERIIERECHERNBE L, JBH R 5
=iz,

BER 48 FR DN, REVEHRPMEEIR 3 ITREN TN,
BEF PRI B R EIER O bhh o T, (BR2)

#3 BE®ABEROBET. REUERHHE (GTAR)

REE BEHAE mHAE
=531 HE i HE il
fRH 10.0 8.2 10.3 11.0
R* 71.2 72.1 59.4 61.0
o 11.0 10.8 26.7 21.7

- UEREED,

(4) #ASH

Wistar 7 v b (—#HHEE 4 0) (Zpdi-“Cle 7% AL T n Y 2EREE
FiiEARCEEROBE L, FRSARBAER S,

TERGOBE I EREIIR 4 ITRENTVS,

HBHBEOMEB LML, METIZIERZE Th o7, ERAERICBIT 3 KHAEERE
1 Toex fHECHRbLEL . EEFBECERBRTEVWERHEREES R L, 0%,
BRRFNICSFIED L. 24 BFRZICISHEE 2R £TOMEMT 0.1 ug/g R
a0, 120 FFRR IR U BRE RV TRHBASRR S hoTe, T, £
B FOFTT T 4= BOTHRBEOERRE LN,

BRERIZBV T Tux I THELHEL . TE. BEEUHEOBE TH WS
BBBIEA T LT, Z0M%, RESIC AT L. 24 BRSNS B UMD
g% R £ TOMBT 1.0 pglg KM L 2oz, &5 120 FFERITIE, 182 AL

3




ORI BV TRHIBRRIE L 2oz, (BR 2)

R4 FEEBOBRYRETEEE (ug/e)
WEE | MR Twax {1 (RE5 30 43%8) #5120 B

He | I (10.8) . B (8.82) , My (7.44) | FFIE (0.004). BE (0.001)

B J
e | FFBE (15.0) B8 (5.68) i (6.55) ’ijﬂﬁ (‘é’ggf@fﬁ iﬂg‘;ﬁ%m"g
ATl (76.4) . i (89.6) . %55 (112)
cen | [ or FFE (0.03)
HEITES (112). B (95.5) . Mig (92.2) |A—H = (0.015)

(5) REVEE - B2
PR, Q1 TBONI 5% 24 RO R R OB 514 48 BB O, 18
FHRMERER . Q]I TELNIBEE 48 RO, hRSHARR. )] Ta

biic#S 0.5 RO M, FREOBHE AV =REIRE - EERBRNE
M =iz,

R BEUEHIEBTA3REWIEIRITRENTHNA

REPOEERHEMII B RO F Thote, REWMOERIL., BERUVEMEKIZ
LDERH DN, ERESITHIIC L 2E2RHD LN, 20/, 8
fE&#, C, G RUG OFERAA AR X nm: WP ORERIZEVLTY
L3%TAR UT ThoTe, .

BHOTERPWIIF Thote, £, erythrobEAER T, S{LEWE
U'B bEERSE LTRHEN T, F0f. CRUHMBEEORAEREM I BT
IR, WThb 25%TAR R TH o7,

FEHFOEERBWITIF THY, BERUMAINC L 3238 bhid iz,
Z O, BibE¥., B RURBEEREY 4 BARBE ENER, Wb 1%TAR
R ThHoT7,

mfE, HRAUBETIIBERURFREFERSH THY ., filcdbED C 281
EMHROLNTZ, BRUF 268bE T, 882817 3RBEHEE (TRR)
D 71.7~96.2%% L7z, B RO F ORI, EREPHEIIE LoTEVWRHo T
B, AEICED2EE o, BEREEERUCEHER L L. IERCERICHIT
% B OHBIIHE L Y HEICBOTEALEL . F OlRZE» o722, FRcBNT
IZHETC, HELVEETBIZEL, FidEhoT, C RUSELEWIZ. FNFNRoia
P RUTEED 5%TRR KA U 6% TRR R Th - /-,

HEERIREIL, —ATNVMKSREIZL B OERK, EHIEUIPUEBRA R
XTED O RAFMUZ LD FOEREEL BN, £iv, PETIEH DM,
BDANKRYT I FESOMASEIZL D COER, BV 2 PUBOKEIIZE
5 G OERRTEDRBHAGLWOIREBLEET A LELbNZ, (BR2)



=5 R, BERUBEHICEIT A5 %TAR)

e WER | MR | BB | o2V TEY oz
F (491). B (11.2). G* (1.4).
" ® 0.1 C (1L1). Zokt 0.1
ﬁ 09 F (197). B (2.4). C (10). #
EARE : O 0.2), REEARIY (3.8)
= 08 B (36.8). F (28.0). C (0.9).
e . G* (0.7). Zofl (0.3)
% 0.1 F (15.2). B (1.4). C (0.8). %|
[pdi-14Cle- ' Oft 0.1), KFEEREY (2.0)
TN AWTRY = o1 F (35.1). B (19.8). G* (1.6).
it ) C (0.9). =it (0.3)
. " o1 F (10.2). B (8.3). C (0.3). %
S : Ot (0.5). KRERSEY (3.7)
a = 0.1 B (25.8). F (15.1), C (0.4),
i : G* (0.4). =Dl (0.3) \
" 171 B (15.3). F (104), C (0.4), *
: o (0.4), REBRMHY (2.8)
'E% 0.1 F (49.1). B (18.8). G* (2.3).
s : C (13). #offt (0.1)
_ s o1 F (14.8). B (2.2). C (0.2). #
[pdi-4CJ £ R ' DOt (<0.1), REIERBMW (3.6)
TN AL TRY 5 0.2 B (449). F (19.4), C (0.3).
‘ ) G* (1.0). #oft (0.7)
Il F (153). B (36). C 0D, &
% <0.1 o (0). FREZLHY (2.4)
F (7.4). B (0.4), =0 (0.3),
o | Ey nd o emERE (19)
il R ] F (66). B (04), Z0f (0.5).
[pdi-“Cle- =T n.a- KEERET 0.7
Tk AVTeY | pt od F (8.1). B (0.3). #fh (0.3),
e = ¢ REERHY (1.6)
R | F 0.0), B (0.9). Z0f 0.0
| B n.d. KRERBY (1.1)

B DA (@) ROTORBRALE (CRCIAECE 20D, BEEZSHE L TER)
nd. : N ' ‘

2. EPFEREGRE |
[pdi-4Cle 72 hAALTm Y, [pdi-dCle7 b b AT 1 v E I id[pmi-14C)
TN RANT R KR (GRE P =v%) ICEZELE (40 g atvha) 2
THEAE (30 g ai/ha) U, AEES, A7 Bk, FHERRHEOCEHORE 2
AW ENEMRRAERL SN, |
ERNFS R OTRAES ORI 5 RBEHSEREILR 6 WRShT
W3,

10



ERLBICBTIERR T b POTERSITELAYWTH )  NEESIC 83.4
~83.7%TRR (1.08~1.77 mg/kg) #HH & 41, INHELTIZ 1T 48.7~60.8%TRR (0.072
~0.115 mg/kg) LT L, TOMOITERMEIBROF THY . IHEL 7 ,
ZTHTH 8.9~13.4%TRR (0.016~0.024 mg/kg) XX 5.3~8.5%TRR (0.006~
0.019 mg/kg) M SNz, F2C bOBRBHE ST,

T B 2ERR OO FOIERSIIBEURF Th0, BITAE 7 7
%7 32.6~53.0%TRR (0.008~0.026 mgikg) 7 HINEH DD B D 12.9~25.4%
TRR (0.008~0.016 mg/kg) =% TR Uiz, —F ., FIZ0E 7 HED 15.1~22.7%
TRR (0.006~0.012 mg/kg) 2>BLUHEL DI E D 21.2~28.7%TRR (0.009~0.0268
mgkg) ETHEMUE, FEFEADUROC HLALERB SHE,

FERBIRBRRIL, TVE FANVT O VDT AT VNKSRIZ L B B DAERK. X5
WWEVIDVERA MNEVED O-FAFMMEICEE FOERLZEL DN, BIYEK
FCREIZRE RHEBIRO bRl o7, (BER3)

&6 %ﬁ&ﬂﬂfﬁ:&tﬂiﬁ&&ﬁé@%ﬁﬂkbH‘%:i"*‘ﬁ%’%ﬁk%]‘ﬁuiﬁ%ﬁ (mg/kg)

EEAFHX IR X *
R = e = 5 R 7
CASENERES 1.29~2.12 | 0.002~0.011
MIET7HE | 1.12~1.31 0.025~0.054
(HE#{E) on N (HEHiE) . . 5
F1 R B 0.037~0.039 | 0-020~0.022 | 0.002~0.004 0.006~0.023 | 0:033~0.034 | 0.002~0.005
(%) . (Z&#)
(&) 0.003~0.004 (bb) 0.003~0.004
RS 0.118~0.226 0.017~0.023 (FUER) 0.032~0.108 0.030~0.039 (F)
0.006~0.015 0.005~0.015

* o EIRMIRE O HRFIITAIER 118~142 H#%., IO 172~188 HiL.
*¥ o RIERALER K oD R RERA LT ALEE 112139 H 1%, (NHERAIZALEE 158~174 A4,
/AR

3. LiEPEGSR
(1) R EGEB GEKEH)

[pdi-Cle 7 & b AL T BV,
U7 AT B A, KEER B cm OIEAKREE

[pdi-1Cle 7 v bR AT & v F 721 [pmi
WL+ (=81, KkEL

) OAMBICELHY 0.03 meks ZHML. 25+ 2CORELETC 180 RS

A v F a— NIRRT EMRRAERE I, Sk,

WEmDRE

BLASDD, HALABEHELE KOVRE) ThEGFEFITERSLE,

FEWE LB B AR O
~92.4% Ch > T2 i,

180 H#&RIZIX 11.3~14.8%:i

B, JUEE % GRS EE (TAR) @ 82.8
WD Uiz, o kETEE

X, AHEEHO 0.8~12.2%TAR 225, 180 H#&ITIX, [pdi-“Cle 7t k2L
7 v BEUpd-“Cle 7 vt b AL T v U MEEKC 51.0~55.2%TAR, [pmi-14C]
TNk FANT B B G 16.5%TAR 20 U, HHEES OB bR

11




AERTE % 12 14<0.8~11.0% TAR 'C&?)OTJJ) 180 BHERIZIX, [pdi-14C]é37;1ﬂz k2
N7 urEUpdi-uClé 7k hALT 0 U UER T 30.8~37.1%TAR.
[pmi-14Cl7 At ~ 2L 7 R AAMERK T 60.83%TAR 1032 Ui, MMM O AR
EIBRHETH D, 180 A £ TITHEK 2.T%TAR O “ER{LEE B X i,

FREEAFHET TOTNE b RALT oy OSMBEEICIE. BMERchFn
RERHFLNER, WTNOEBRELHEPHITHE L, ZeE GKE+15)
B S HEEFEHIZ2.2~3.1 A TH o7, TESMEMIIB.CRUF Thoin,
KRfEIX. B. CRU'F TENEFH 61.9%TAR (ML 7 A%). 29.5%TAR (AL
90 A#%) KU 15.2%TAR (JLE 30 HZ) TH Y, WP LED LT, 4 180

HRIZIXEN T 1.2%TAR, 19.5%TAR KT 3.3%TAR & 2oin, 0. D&
UREELEY (G) BB Ehi-,

PR T2 I8 1 B AKFE D F BRI, mﬂil_ﬁé i+ 92.6%TAR Tl - 7-728, 4
H 30 BRRIZiZ 61.0%TAR 124 Uiz, IO H R EE R OB o Ol
BRITREFANIZHEIN L, 4EE 30 BBV TEREN 27,4%TAR KT} 6.3%TAR

WE L, ERESE IR é:hfm:o 2. B TEIC BT SHEE SR, R
2L T69 B Thot,

TNl AT ATRAEYRN S D WVITIEEMINC OB SN T EEERYIC
BRYIAEND LEZ DRIED, ZBLRE~ D BB LITBOHTho Tz, (B3R 4)

(2) #FENLIRPEREE (H5EH)

[pdi-4Cle 7€ b AL 7Y, [pdi-uClE7 A P AL T B 2 F 71t [pmi
-UCI7 N FALT B o REEE (ZE, 1) 120.2meks L3 LS IE
L., 262 COEEEHET T 365 HEA v ¥ 2 — M B3R ERESRR
BEBINT, £le, BMEDORELHL D, BEIE CHRLHTER S
iz,

FEREE TR B 1) B HE B AL, TR 101 92.4~98.5%TAR T o Tz 38,
ALEE 365 A1RICIL 43.2~51.6%TAR E£TEA Lz, ZHhizfEv, —BbRER
U I R T ee 28 Ui, B bRFRITNE 1 B OHRHEN, 365 H
RITHxED 23.6~30.1%TAR IZZE L7, HIHBRETORFER. &/ T 221~
29.9%TAR (JLE 120~365 BHE) ITEL T, _

FRAESETIRBWT, 7k PALVT O 90%TAR Ll ER—HEA
ICEERDNTE L. FEELRIIT 2.0~2.4 B Th o7, TESERIIB. CR
D Tholz, BidiiE 1~3 BHEIT 82.1~87.3%TAR = THIAN%E, HEE
49.3~60.8 H THZE L A 365 BZIZIE6.4%TAR BT & 2 o7, C RUD i
N 60 BRI ENEFNREE 14.8~17.6%TAR R R 23.9%TAR %7R L. FD#%
i U AL 365 HRITIZENEN 9.T%TAR LT R TN 15.0%TAR & 2o 7z,
Z0fh, FRUOKRRAESEY (@) ARiEEhk,

BELIEICRBNTH, 7k hALT B VORISR TH o, LE 30
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BRRIC L7T.5%TAR 24 L, b o TH#E% B, C RUSKEESES N ZNFh
62.5%TAR, 6.8%TAR K TF 8.3%TAR £k L7-., 30 ARIOREREAR F Iz ek
RBDFET 2D o Te, HEREBHIT 10 BTH 0, JEAMENCLEEEDHT
RSN,

E B MECQIOERENL, 7A€ AT v ORRE TSI BT 5
HEESRREIL. = 2T AU DMK SR, BIZ AR YT 2 FIEE DMK,
Bi A FIALR UKL E 2R C, FHBRIE~DR Y ;AL ZB{LRBE~DIET
hBEEZLNZ, (BEB)

(3) LIREEERER ‘ _

[pdi-4Cle 7 & b ANV T7 B E i ikpdi-UCleT Lt FAL T 2B HV, B
BEROERAOLE WEL  ZRERVT v~w—r, HEZE+  EE, kLK : A
A, BERL: FA4V) | Joh‘éiigﬂﬂﬂﬁ/%ﬁ%ﬁ#%ﬁaénm

[pdi-“Cle-7 & h 27 1 2 X, Freundlich @%ﬁé%ﬁ Kads [3 0,085~
0.238, HHERFEF I L VHIE L2 RELRE Kadsoe 13 2.67~16.6 ThoTr,
¥7-, Freundlich DB E{REL Kdes}% 0.174~0.267. HHRESHRIC LV FHE
U TeBEfRER Kdesoe 1 5.44~20.0 ThHotr, 7Lt hAATZ RV OFE~OE
FiXHL ., IFHTH B EE LRI, _

[pdi-#Cle 7 V& b AL T B L CORERE Kd 1% 0.092~0.149 TH Y . R
HAETHEHUEBREFEILEE L TWEZ 26, BT ABERREE T
bréEZLNE, (BR6)

4. KpEHRE
(1) mko R &
pH 4 (ERBRGREIRD) . pH 7 (U VEERENR) XU pH 9 (R UVEBRER) 0%
BERERIC, [pdiuCle 7t b AAT R Y Pdir-UClET7VE RALT Y
FElitlpmi-UCl 7 MRV T % 50 mg/LIZR B K WWEiRMLIZ%., 25+
ICTHRE 21 AR (pH4), 30 B HT) BO7 B GH9) A v Fat—
N3 BN SRR A X Tz,
Tk RALT OO pHA4, TERIICEITAHEREHIT. 2hFh 12.1,
69.1 R 1.7 B TChotr, TENMEME LT, pH4 T C. D BUVE B4R L.
AUEE 28 ABITIXENEN 13.2~16.2%TAR., 80.1%TAR KT 53.5~58.7%TAR
ZhaWic, pHT7 RO TOZEDHENIL, WEERTLH B THY, pHT Tik
ALE 30 HIT 21.0~22.9%TAR, pH 9 TIIE 7 BHIZ 81.5~91.1%TAR %
ST,
TNE RANLT B OBESREEIL, pH 4 KBV TIEHALVKRL T 2 RS
DK, pH TRV pH 92BN T j::EZTJI/jJWk TETHDH EEZ LN,
(BHT) ,
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(2) Kexa@EEE (BRKEVESR)

WEBRK GEE, fJIK, pH 8.0~8.3) RV pH 7 DIRE U v EAEERIC
[pdi-4Cle 7 v h AL T o v E X pmi-UCl 7 e FALT B v ERMLT
50 mg/L & L7, 25=2CC7 A%k / U2 BH (L&F : 51.4 Wm2,
R : 300~400 nm, E7IEEIEE : 51.5 Wm2, JHE : 290~400 nm) 4374
D ERBR BN ERE S i,

BRAKIZBWT, 70k hALVT7 B T 7 BRICERA KR OB %
NEN 27.5~31.9%TAR R U 1.6~15.5%TAR = THEE UTr, S i it e 18
HET41 B (L35 BEICBIT2EOKBRIBET 274 B, b 40 Bz BT
HEOKRBIHET13.6 B), BTN BRET2.7 HTholr, TESHEMILB T
HV. T IRORBHERURFHRE CZRZH 61.0~62.1%TAR KTt 80.6
~92.7%TAR 45 Uiz, [pmi-UCl7 A+ h 2L 70 VER T D B H S i,
7T HBROERFNR R UREFRBR TENE 2.1%TAR R 1 2.6%TAR 45 L=,

pH 7 DFERFTINE FAV T 03, XBRFR RO RX &b FEE
DRETHEL ., #HEEFRFHILRFRT61.8 B (At 35 Eio BT 3 EDOKE
JHAF T 409 B, A0 40 BB 2 EOKBRE T 202 H), BFHBEK T
55.8 HTHoTc, BRKEFFRIZB BER L, 7T BEROXBEHE R UHEFHRX
TENEN 6.1~6.6%TAR B} 8.2~8.9%TAR Th o7, [pmi-UC] 7L+ k=
7o RBERTE D bl sh, XREEKRUEFBR TERLTH 2.56%
TAR (4 %) RUR2.8%TAR (7 %) B&ER L. |

FHRARXEUOHITRREICBIT 2 0EEIXIEERE TH o2 b, 7
B RALTR IR L TRETHEZ EEZ LN, (BRS)

5. TIEREER ' ‘

KR - BE A (FRIR) ROVERE - L (KIR) 2HAWC, 7V hAALT
vEUEY (B, C. D, EXRUVF) #5xg{ba®w e Lz EEaRnR (55
NE RS, BKREE) 3%l I,

ERIIRTICRENTWA HEELEH T, Vv AL 7B Tl 2.8 BT,
TR RALT sl SBRORETIX29~53 B Tholr, (BRY9).

x1 ITEREERAE GEEXBEH)

- . o L TERRATE AT
- KR - BHE 0.9 35 A
H#NER | 0.04 mg/kg WL - HEE L 13 { b3 H
— . Je LR - RS + % 16 H
B 44gai/ha T - L 23 H 2.9 H

SVEEE LY BREEWITRES T X FEARRTHA, BERR T ZER
14



6. EMRERE ;
KEEERNT, ZA% NALT T, KRB B BOF 55058 E 08 - L
VERR BRI 0 & e

RRITR 8 IRENTVE, TRRUTEDLE B, WFhoLA s ERERE
WChot, (BB 10)

=8 BB

B} BEME(mg/ke)

B4 | 3% | £H8 |E%| PHI E— B

FMFE | AHH | aima) | @) | (A) |7 T
Rl | EHME | Rl | T | B | ToE

KRS 33 43-45 | <0.01 | <0.01 | <0.02 | <0.02 | <0.02 | <0.02

(Z3#) 4 ) 1 59-60 | <0:01 | <0.01 | <0.02 | <0.02 | <0.02 | <0.02

20064 6875 | <0.01 | <0.01 | <0.02 | <0.02 | <0.02 | <0.02

7Kg 33 43-45 | <0.04 | <0.03 | <0.05 | <0.04 | <0.05 | <0.04

FEbb) 4 o) |1 5960 | <0.04 | <0.03 | <0.05 | <0.04 | <0.05 | <0.04

200542 68-75 | <0.04 | <0.03 | <0.05 | <0.04 | <0.05 | <0.04

) £TO7—F RERRARBOFEIZERBIMEOC BT <2 LTERB L,

EREDIEHEERRL D, TXEZBITZ 7L NZAAT7 0y, BEUF OBSEHE
P BRERERARM ChHolelnd, HEEREIIEE LA,

- —REERRE

T A, 7/%&043%mwt—$£ﬁﬁ%#%ﬁéntoF%iiQhTé
nTWa, (BE11)

£9 —BREEFREE

BEE
- ENEE EIER & ER & .
ﬁ%(@ﬁﬁ B L/ (Egggﬁ{g;%) (mg/kg {&E) [(mgke {KE) | MROBR
th
Girs gt 0.200.
£ (Ir&f g) ;017}3; H 4 | 600.2,000 2,000 >2,000 |EE84RL,
& ‘ ()
F
133 IR 34 Wistar 0.200,
| ERE 5o | # 8| 600.2,000 2,000 >2,000 |RERL,
- | HEEREE =)
] NEE 0.200, 1,000 mg/kg {KET
= ‘[ﬁuﬂi |e—za | # 2| 600.1,000 600 Lope  |EBURILEET R
=B K X i 2 | 2R ’ CER PR BB O
| " o) R,
*:wURARUT v FOREBRIIEMIIC 0.5%CMC A EZ AV, A XORBITH I AEABREL L,

: ﬁt%%‘aﬁﬁ 3'\'21 He
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8. StEtHE . -
I rANTR Y (JRE) ©SD Ty b ERAVZAKR OB, AMRE
HFIERRE CRERASERBRAE= S h,
BFRBOBRIIR 0 ITREATVES, (3K 12~14)

£10 RUSHAREREE (BEH

B5E% | DA primee ) BBENLER
#E0 >5,000 >5,000 |FERRCETHERL
R SD T v h >2,000 >2,000  FERBRUFETHIR L
Hep %, 5 I LCso(mg/1) WK, ERBEUTED
BA - o511 | ssp |EEEMRCEGEHE
' ' FETHlR L

TN RANLTr o OREB B, CERUFZAW:, SD v MBI 3 &4R
OEMRBRNER I,
%ﬁ%ﬁ@ﬁ%%tﬂ:ﬁ 1L IITRERTWS, (B 15~17)

£11 FESTEABREREE (K#ED)

ol B | BERE ”;;“mg’kg ﬁ;f) -
{54 B SD 5wk o >2,000 >2,000 [JERBEUIETHLL
) —EED EREEIE T
s C | MEmESE- 5T ®A >2,000 | >2,000 SET 72 L
FRE T S?ﬁé 4 Ml o&n 52,000 |SEREUFLEHI L

9. R-EEICHTINAERUVERBEERR
NZIW D% () ZRAWZIRFEERBR R O EISERR A EE S, R
X U CREE ORISR Do, BRI 3 EMEEED bhiehoi,
Hartley E/AEy b () AW EEREERER (Maximization ¥) 235
Ehie, HBRIEERRBETH o, (B2H 18~20)

10, BEaMEEMRR
(1) WHEESHEENERE (Sy )
Wistar 7 v b (—BHEEE 10 PT) % BV 72IBEE (R 0, 200, 900 & % 4,000
ppm : EHREBREIIR 12 2R) #5510 X5 90 AHEAMESHRBRNER X
iz, '
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£12 90 AMEREZRUESR (Sv M) OENRFERE

BE5R

_ 200 ppm 900 ppm | 4,000 ppm
EHREBRE | & 15.2 69.4 ' 302
(mg/kg AE/R) | 18.8 82.1 361

HREHTRD LN EEEFTRIZE 13 IR S h T3,

200 ppm £S5 HOHE 1 Gl CEMLFE EREBD 358D bR, BT K
BEDETh ol e, BRERR L0 LA SNz, DM, 200 ppm 5.8
DHEREIZB W THEREORD bNT-REEE BN RE SN, BEMEEE
TR, RELBMThoeZ b, BENRLO LHEIN-, |

ARBUTIVT, 900 ppm P EBRSEROHECHE BT RS, T Ht
KU Hb BAERBDOONI2Z &0 h, BEERIIMEREE & 200 ppm (7 : 15.2
mg/kg /R, H : 18.8 mg/ke (KE/A) ThHdLEXBNE, (B 21)

%13 90 HMESMEMRE (Sv b)) TEHLAEMFE

BE5RE i3 JHE
4,000 ppm |+ BEIEEEET * (RN
© MR CERAB KT BHER UCEENRET
«  [EEHImE] + MCH., MCHC R MCV &>
- BEERUAHEGRET * WBC, Lym O Eos g4
< RpHIET * TP, Alb XU T.Bil {&F
- RBC RU'MCH &4 - Ure #/0
* WBC, Neu, Lym. Eos B U‘ABIZEHuta
Nl b
+ PTEE
+ ALP, HUVDARUTPET, Urein
- FEERARME (1)
© REHIE SRR
900 ppm KA £ | - EEMRUEHHE - TR
» Ht, Hb XU'MCV - HIRENET
+ Albb, T M) TVARUY VET - Ht XU Hb g
- FBRRONEE B - ERVET - Zu— L
+ RBREEUNER BN BN ABRY VET
- BIEREESOEEL
- BRILEEFEEORCEIENE SR
it} '
200 ppm | FHERTRAL =BHEFRAL

(2) 90 HEESEENESE (YOX)
ICR < 7 A (—HMERHES 10 IT) 2 AV 7-iEE (R : 0, 320, 1,600 X8 8,000
ppm : EEBAEREIIF 14 28) H512 1% 90 HHEAENRER N2 X

niz,

! fELERTHERL VD BITRU),
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14 0 BRERMESHERAR (YR) OTRFENS

B®ERE 320 ppm | 1,600 ppm | 8,000 ppm
THREERE | H 49.2 262 1,200
(mg/kg KE/B) | B 62.6 313 1,450

XHREREEDHE 1 Il TEHORRICIR~OBER LY B5 13BE TG R Shr,
FREHTEDONAEEEFTRIIE 1B I REh TV 3,
- 8,000 ppm R EFEDHE TR LNIZEIB O X B2k 1T 3 = bIT R BERE LR
S HBNER, SR TIREBERZIIETH oD% L, 8,000 ppm BEEETIE
HELL, BERZERENED b,
ATV T, 8,000 ppm | EBEORE TS - LLEEEINE, MTRITK
B X # MO EBLERRBO oI b, EFEEITMERE > $ 1,600 ppm

(B : 262 mg/kg ARE/A, M : 313 me/ke KE/R) ThirEEZONE, (BR
22) '

%15 00 DEEAMENRRE (TYR) TEDLh-ERHE

w5 I JHE
8,000 ppm + RBC, Hb XU Ht B4 + RBC. Hb RO Ht &4

+ WBC. Lym RU*PLT &4 | - MCHC B>, MCV #in

- R - LeEERN - WBC. Lym RU'PLT j@4>. Mon 11
» FRRAERS - BREERT
- BIEREX
- BIBREX#HZERIOEEL

1,600 ppm EAT | MR L =R L '

(3) 90 BRIESMSMRE (1 X)

E— R (—HMHEE 48 2RWeh 7 EARD (R 0. 15, 80 KR
500/2502 me/kg fEE/R) #EiC X5 90 B REALESERBAER S hz,

500 mg/kg AT/ B $ 5RBEOHE 1 H125, % 5 EMORESMH I EEER RS
Rholk g LB Ihi, ZOBMTCILESHIET., MBRORES, BE, &
B RRORISIIRO /ML, SHORRIRIGE,. MEOKNEERL, BETE
REMRUEREIRD bk,

SR ERIIRDENEEFTRIER 16 RS TV S,

950 mefkg I/ B ERED 21 BEFCEB VT, MEHECHRIR, BECRIEO IR,
MBS OZEMARD b, TRLOFT LIRS EEL TS LELbhk
2, EMEZHNERITHATH-72, ARMFEEREICE VT, 250 mgkg EE/

2 500 mg/ke E/B BSHOBW IR ERMY 3 BT ARRESEL Uiz, 4HETHREEPEL, W5HE
BMOKESEO%, —BREXMSIFEELEZ L 2HRAL, #58% 250 meke KE/H TP T 13 BRTES:
BEENn, HEBE 250 me/ke KE/RB 5L OLEET I, 21 BB £ CEERS SN,

18




B GREDHE 3 4 T E DOIEE LD 5 iz 23, RIG3 B IR BRI B
2 MEBR EOMBIC L A ERENEILEEL bR, RGBS
VT, 80 XU 500/250 mglkg RE/ B SR CE RO RED b i
B, BIZRESNTEY F0ERFERERITRHTH -7,

ARBUZB T, 80 mglkg (KE/H Y LB ERORE CRE L AR TR/
250 me/ke (AE/B R EHOM CHERMMESATZD LN L 1b EEEE
IXEET 15 me/kg RE/R | MET 80 me/kg KB/ TH B L E X b, (B 24)

&16 90 AMEAEZMERR (1X) CTROLhLEHRFHE

BE# i i

500/250 mg/kg fKE/B | - 1EEE (1) < HEFEDIRE

- EFEOBMA - IR _

- HAoBiE, %, wkeds - BAoBiE, H%, ke

© WACHIMLE UFHER - WHEOHLEBHRE(

- {REREIENH] - EERIH

+ PR, REEOIEMm - PLT ##/m

R IR I Bk

- WBC &4

- FEEHARIERET

- FERRUYEER RN

- BN REOERNL (., K.
TR CHEE)

80 mg/kg KE/H - RE/NEE 80 mg/kg E/A LA
Lk - B ERENERRT FEFRRL
- RERRALE. FMEERb, B
E LR MR O
- FRE LR RS
- R ANERHRHER
< EHIrf{boiiE, Bk

15 mg/kg {KH/H BEFIRRL

11. BESHRBRURSKMALRR
(1) 1 fEREEEEAR (1 X)
AR (—EEES 4 8) 2EVWESTEARO (FE: 0. 5. 25 RO
125 mg/kg BE/A) BEICL 5 1 ERBESERBRREEI N,
FECFNIBD o2 hoTe, FEREHETRODONEEEFRIZE 17 I5REh
W3, .
5 & U285 mglkg (B FE/H R EFHEOMIZ BV TR R OSERERTD b,
W BBETERT—FOHEENTHY ., MEBETEZICLEERETIEED
bhenof, TOZT LMhb, WRICHTEZ 742 " AT o v OEEIIHED 25
mg/kg FE/H LA E, HED 125 mglkg KE/B TROOAEZELIFT EE2 b,
EEMAREZOLOOEMRENLRBZRVENES L bNE, £, 25 XU 125
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melkg (RE/ R &SRO RECHRIE P OE SRR abl?;:nmx BET 2 ik

EEE OEHUMEBRTRA RV, BSmassitsn L2y bhiz,
ARBITBNC, 25 melkg HE/B M LB ERE O ORE AR T H0R

125 mg/kg (AE/H IR EHOHE CHRBEBRUSEROBEENTD Lo b

D EHEMEEIIHET b me/kg FE/B, T 25 megke KE/HTHB L Z2 b
7. (B 24)

KU I EMEMEEER (X)) TEHLI-EREFRE

B585 HE i
125 mg/kg XE/B | - KEE/NEE * RBC. Ht %O Hb i
- TERYER - HERET - Bl E R
- EMEEE A - MR R UEBOEE L
25 mg/kg RE/R - BIRMEXNERET 25 mg/kg RE/BLT
Lk © R EEETFERORORERE T | SRR L
| s
- BBERRUEROEEL
5 mg/kg AE/H BHEFTRARL

(2) 2 FHEESEE/BRAEHERE (Sv )
Wistar 7 v b (—#EMEHER 70 P5) 2 AV 7 IREE (R{& : 0..100. 550 BTt 8,000
ppm : FHREEREIIR 18 2R) REICL 2 2 EREBEEH/RN A SR
BRASEHE S hiz, |

# 18 2 FRMBHSEUREB/RPARHEER (S5v F) OTENBFERES

BrE5H# 100 ppm 550 ppm 3,000 ppm
EHREEIE i3 4,64 25.4 143
(mg/ke AE/R) I 6.47 35.3 194

BEREFHTRDONLEEFTARIR 19 T RERATVS,

3,000 ppm R ESFEOWEICISN T, FHIERHRIRIGERERIEOEE I FEI
BMUiz. COZEKEERT v MCHBHEBICREONE LD THY , EARMER
UEOAN)Z—a  ZEETAZLOEEL SN, FHEOLDITRETIEL
TR2WEEZEZ LN, DT, LBHR-PERFICEEMNT LNAEB(ERRD
NeDoleZ Xy, ZORMENFEZIREEO LD EEZ BN, Tz,
fii B VB X D M R BRSO F BICHEM LS, ZoBkidmgs v M
BVWTERRONLDIDOTHY., ZLEBRMAEILThonh, BRNLLD
EEzZ L,

F72. 3,000 ppm ?ﬁffﬁéo)Eﬁﬁ%ﬁéﬁa‘iﬁmﬂﬁa@%ﬁhmﬁfﬂaﬁ#Bﬂﬂﬂi@%%éﬁfiz‘ﬁ%‘

B L (& 20),
Z:ﬁ%ﬁ ZHRWT, 8,000 ppm &Eﬁiwﬁﬁfﬁfm“‘%ﬁ% 1 C ATl o AR @7
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m%ﬁ%®6nt:em6\ﬁ%@%ﬁ%ﬁ&%5mpmnw%254m@g¢
E/A. #:35.3mg/kg (AE/A) ThaLELLNE., (BB 25)

R19 2 FRMBHBEN/ZFAMHEEHE (5y b) TEDLALEHEFE

BHRE

K

H

3,000 ppm

TR

. EEERCEEHRET
* Ht. Hb, MCH. MCHC kU MCV

B

« TP RTCNAIb{ET. A/G H#An
- REREEEUEL

- Rk - mEERN

- RBREEESERERT

- R /N

© BIEBREE B

- HTIED BB TR

© FLIR BB R T R OV R
- FERFE

- BT ERER CEENEAE
- FEE RN OZT MRS

[ ERIEES

-+ REBTRAIETAR, MM

- (RE A
- RERKORESRET _
* Ht. Hb, MCH, MCHC kX U'MCV

"D

* TP KT Alb {E°F, A/G Fesgin
* RO B8 R AR L H

550 ppm BAF

BEFTRARL

BEEFRAL

#£20 BERBEARERUEMREOREEE

#E5E (ppm) 0 100 550 | 3,000
FRE BN 50 50 50 50

#% R T AR 2 7 1 19

" | EarE 1 3 4 | 12%%*

(3) 18 HAREMAERE (TVR)

ICR ~ 7 & (—BEMERES 50 JT) % FV 7-iB4E (Fifk : 0, 320, 1,600 KT} 8,000
ppm : PHREEREIIR 21 BR) B510X 5 18 1 5 BI% 1 AMSRER 1 21 &

niz,

Fisher OEFEMEHEIE, *** : p<0.001

£ 21" 1B HAERLVAESER (TOR) OFYRIFERE

REE 320 ppm 1,600 ppm | 8,000 ppm
CEERAERE 1 37.3 200 1,020
(mg/kgfRE/A) i 47.3 260 1,300

BIKBEIC L B AR~ OHBIIR

PEFR RITE 22 I REN TV B,

21
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8,000 ppm REHICHBV T, MERE L DIRA RIEBTY L SBRESE, U oS3k
TR OTEE RS M EDSIEE O RAEM L=, 2 D ERREICERD S
Nz B DHEMEIT I R e Z 2 bR, : ‘

FEEMREIC OV T, RERSICERT3EMITED b ho iz,

ARBRIZEV T, 1,600 ppm SR EROM CTHE RS TRBAOS, HET/N

CERLEFEREASERED ORI LD, EEEEITMES L 320 ppm
(Bt 37.3mgkg (AE/H., M : 47.3 mgkg AE/R) THBEEEZ BN, BN
AMEITRD b iahotz, (B8 26)

&2 1BHARRSAERE (THR) CEOLLLEEH4MR.
BE5R 1 i3
8,000 ppm © B ORFROTER v BENORKFROHEK
- RESEIME - REENEH
» Neu{#4, Eos N » Neu % U Mon 4>, Eos #1
- FERMEX: - WEEEKT - DRELHERY - RERET
- BEREOWHRRUINME + EREOWE., SMERUIEE
- JF7 v A—fRIANAREE - BoORTERCERE SRR
- THUVVREOHMBREERD - MHED QBREHREECER
FE A BRI, BESME ML TTHE
- VUSERERE (REXAE) - BOERSEFBEK, BEO
- HISZERIENRIEAIRG, IR, RELEREA
B L ' - BIE® X #2ehaib
- RO EREEREGE + THRU ARG OMBEEEUOE
- HHEERE B RN
< VU REE (B BRURE
XEFHE, BE)
- DREEERR R
1,600 ppm LA E | - FEE_EEREFEED - BOZER
- FEWE b przeRadl - DuofifER (R, ]REE.
B, B, BE) :
- BRAE LEROFEEELTY
o NESUDMERT IR AE A
320 ppm BHEFTREZL FHEFTRAZL

12, $ERESNER
(1) 2HKRKBERR (TYF)
Wistar 7 v b (—FEHERER- 24~28 [L) #AW-EEE (A& . 0. 50, 500 &
11,5600 ppm : FEREEREITIK 23 2H) #5125 3 2 HREERRINERE

=h,
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R23 2EAREHR (Sv b)) OFEHBRKERE

LR 5 50 ppm 500 ppm 1,500 ppm
P it 1 4.1 40.6 120
EHRIEERE i3 4.6 45.7 135
{mg/ke (KE/R) . HE 4.8 48.7 145
| PR 5.1 51.4 154

EREHTRDONEZEEFRIIE 24 7S TV 5,
BTERE~DEE L LT, 1,600 ppm RS TIE PHECRELNMES GEE) %
YHEDIEM, Fi#ECRER DEBIE, P MR O T CIEES I OER . FiEcAa

7“,-
“o

B A ORERAE, 500 ppm BA E#5#E Tt i CEREKOBL BRBD b

FRBICEBVT, HE TIT 1,500 ppm B EFEOHER 12 500 ppm DL_EH 5B
DHETHEEFINMGIE, B T 500 ppm UL 5 58D MERECRMS - BE
BEREMERBDOONEZ E0b, BEEET, S8% Ci1iE T 500 ppm. (P # :
40.6 mg/ke (AE/H | F1 i : 48.7 mg/kg FE/A) , #T 50 ppm (P ¥ : 4.6 mgikg
WE/R. F1Mf : 5.1 mgkg RE/R) ., BEHEERCIEEIZ LTiL 50 ppm (P
B 4.1 mg/kg FE/H, Pif: 4.6 mg/kg AE/H, FifE: 4.8 mgkg (KE/H

- F1lf : 5.1 mgkg RE/H) ThREEZLNEZ, (B2

&2 2HAKEER (Sv b)) TRHOW-BHEFRR

. B5:P.R:F B:Fi. R :F:
B5H T [ R HE
- PREHIIN (& | - RERIE OF | - ARABE OERE| - FRA6ST - L&
EH) IR 1S BT
1,500 ppm - RHHMEED (T - IR R
| f) R HEOR | - PR OB
I
B FEES
& ~00oom |500pPm BT [500ppm BT | 500 ppm BLT RERETE (L
mpip BIERT AR L EMFRARL EUFTRAZL IR )
' - BRI
50 ppm HHEBTRARL
- N ] R AEATIE (4| SRR
1500 - ARG - HLEERL| 45 7 HDUE) 2L
[ i el 50 - N - PR
34 . ET
# | 500 ppm | - FHER - LLEE | - Baxt - LEE HEREREL. (£
Ut Hho ‘ & ‘ #%1H) '
50 ppm |FEMEFRZL BETRAZL BUEFTRAZL

(2) HEBERR (S 1) O
SD 7w (—HHE 22 L) QR 6~19 BICHHIEN (KA : 0. 12,5, 50
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B 200 mgkeg {ZIEE/ H. B . CMC KAER) #E5T 53ESHRBRNER S
e, ,

EHREHTHD NI EMRTRIIE 25 1IOR énm\ 5

BEICREIC L SBEITED Lo, BRIETH. 12.5 megke BE/H
UEBREBECHRL RELERE2PED LI, E5IZ 200 mg/kg BE/RBESHE T
TR, B, LEPRXE. HERRE, BEEREREZOGR, LARY
BlEARENBEE I,

ARBRIZBN T, BEMICIEIVThoRSHTOERTRIZED LA, B
TiX 125 mghkg AE/B U EREFETRILALB/BD b Lhd, BEHE
(L EEW) T 200 mgkg FE/A, BT 12.5 mgke FE/ARBCTHALELD
iz,

AR T, BEMICH A28 B 200 mgke K&/ B R EBT
v ré%"*a‘_r%ﬁéﬂrivb: Wb, (B 28)

&2 REBURE (5 v k) QTR h-FHERR

P EEE HEY IalR
200 mg/kg FE/A | FHEFTRARL - B E
. - EEH, AR
- DETFEKR
- EARE, BRERERR
50 mgfkg RE/R - PR IRIREIRE (M)
Bk - HORROT R R
T | - EHEE. BLEHE, BELH. T8
, ROFEGOEAE
12.5 mg/kg R&E/A -SHEER, UBHTRURESEOEERE
LIk

(3) R&EZHHEE (Sv M @
SD T v b (—FE 24 TE) DIFR 6~19 BIi&ED Bk 0, 1, 2.5 RX
10 mg/kg RE/ B, B . CMC KIER) #5T5RAFZHRBRNER SN,
ARBIL. 7y MREFZUERBOORERE (12.5 mgke AH/H) HERHTH
DONERR (BEARE0EMN) 2HLMCTIDIRERSN-,
FRRIZBWT, WThoOREHOEY I HEMFTREIRD bRz &
N, EEHEIIREMEATIRELD 10mgkeg KE/BTHiEEZ DN, &
AR CIHETHERED o2, (B 29)

(4) RESMRB (YY)

NZW 73 % (—FHE 24 I8) OFRE 6~28 HizwmElREo (EE& : 0. 10, 25
EON100 me/kg RE/H., B MCKEIR) HET3H4AFBHERBIAERIN
77,
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 EBRERTHRD bR BT RIIE 26 IR SR TS,

REBOEEY CEREHEMMEIRED DR, mD5 b, 10 % T 25 mg/ke &
B/RRERCOVWTL, REHBROEIRIY (TR 6~12 B) OXssiem
CHBERET THY . RBRHMSE TR L 20 oo, B2
BEETRWEEZ BN,

MR TH, REBETHE MR OMRIERECERIBRD bk, S AEERIT
25 mg/kg RE/HREHTHERT—#2bTNICBL TV, 10 B 100
mgkg FE/HBESHETHERT X OHENTHY  AEAEED Lo h-
T EDL EEEHNERIMEVCEE 2 bivs, £, BEHEGERRIZ SV T |
10 XU 25 mg/kg FE/RBREFHTHERT —Z OHEENTH Y . Z0AEICRKT
LEMEFHBRIEN 2 0N,

ARBRIZBV T, 100 mgkg AE/FREFHOBEY CEERMMEZE, B
THIBEH, BRERESRD b= & Ph, EEMEISEHEUBIRE L
25 mghkg AE/ATHD LEZ DTz, EHEIIRD bhahof, (B8 30)

K26 RESMRR (YYF) TBOHLN-BEFE

BE 8% Ya
100 mghks A8/H | - {HEEEdND - B TERG R B
- IR E B A - WIEUE M, MESEH SR, 14E
- (FEHMEF - BREHEEGER]
- faE s, $$%&U%%%%mré
25 megkefE/H |BERTRARL EHTIRRL
LI
1 3. BEEERR

7»@}%»7n/(ﬁ¢)@ﬁ%%mmtﬁﬁ%%zﬁﬁ% F A =—
AR F—FRRHESERR (CHL) 2RV ReaEREsRE, < v 22 A/ 1@2
REr. Ty FERAWE in vivo REH DNA A% (UDS) R, ~v 22 AWk
IRy N A BRERENE,

REBRERIIE 27T ILRENTEY, éfb&r%ot_kﬁe T RRL
7ait@EEERRvwEBE LN, (B 31~36)

R2] EESEEBEE (RK)

. PR S ;3 AR - 5 & e
In vitro Salmonella typhimurium 1.6~600 pgiplate (+/-89)
HilR gk (TA98,TA100, ‘ (=30
|pmag | TALSTAISSTE | | T
ERME Escherichia coli 93.8~5, 000 ng/plate (+/-S9) it
(WP2uvrA EE)
Yuth fi FoAf 2 EANBAK— D 625~5,000 pg/mL (+/-S9) e
Ak fii#RAESF A (CHL) L R Nl
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@ 313~2,500 pg/ml, (+/-89) | Y
mvive | . ICR=U R (BBiMiR) 500, 1,000. 2,000 mg/kg (k& ,
PERB | e o (4 KRG T 2 EE L2 5) | L
- SD 7+ & (hFHfa) 500.2,000 mg/kg <&
UDSHB |\ g 3 ) (RIEIE 1 2 5) [t
R w b ddY v R (BT RUEFE) |500.1,000.,2,000 me/kg (A& ‘
Fokd |(—EEHE 4T (EEO B 5) fekdte

&) +-S9 : REHEHALREET R USERET :
*: 5,000 pg/plate TiFEERATH ** : LR TRHEITH  *** : 2,500 pg/mL TITEESATH

TN P ANT DR B, C RO F OMBEE2AVvi-E

RIS EAR,

F oA =—ZANLAY —[HRHEEMIE (CHL) 2 AV REaEREERBRE N~ 7
A& W/ NEERBR ARG S,
RRERIIR 28IRENTVE EBY, 2TEETHo-, (B 37~45)

=& 28 EfEEEBSE (KB

BROE || Be R WERERE - BER BE
S.typhimurium ‘
(RS (TA98, TA100, 2.0~1,000 pg/plate (+/-S9) Rt
EERE | TASSS.TALSST®) |
. E.coli (WP2 uvrA ¥F) 93.8~5,000 pg/plate (+/-89) Resft*
RHDB e [Fad=—rrazs— [ ° "
BERER | WM (CHL) ,250~-5,000 pg/mL (+/-59 af
MERE |ICR<v R (BEEMIE)  [500,1,000.2,000 mgkg RE Bt
(in vive)  |(—Hf#E 6 I0) (24 FEFIRI T 3 BRI N #5) -
S typhimurium i
EIRZRA (TA98, TA100.
75 At TA1535.TA1537 %) | 31375000 ng/plate (+/-89) (=3¢
i E.coli (WP2 uvrA k)
RBIC [mEm  [Frf=—Arnbrs—
EEstE | AEHESEMR (CHL) 1,250~5,000 pug/mL (+/-89) (3,3
NERE |ICR~<U R (FHEMEIE)  |500.1,000.2,000 mglkg (K -
(in vivo)  |(—HEHE 6 T) (24 BEFIRIRR < 3 EEHE N RE)
. S.typhimurium
(BRI (TA98. TA100, ]
5 R TA1535.TA1537 #) | 18875:000 ug/plate (+/-89) d
3 E.coli (WP2 uvzA )
RBUTE RElE  [Fri=—A azr—
FERE | BUMESEE (CHL) 1,250~5,000 ug/mL (+/-89) (=3
INZERER |ICR~v A (BHEAIIR)  |500.1,000.2,000 mg/kg {53 .
(in vive)  |(—FtEE 6 L) (24 FFBIRIRG © 2 ESARIR 0% 5)
*: 5,000 ugiplate TIXFEREATH  **:5,000 pg/mL TIREETHE % RBEELREEE T 5,000
pe/mL T i i
14. TOHORAE

(1) HEBERTRAFRHEAR
7 v MEHWe 90 HESMEEERERI0. (D1 X 2 £/ l%féﬂ%/%ﬁl/vré
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PFERBR. QI TRD LN IRERBEEORETUFIT OV TRE SN,

© 7rra¥oLeFE2—nRAvFooTTIRA

TR T E—a T 4 BT oA Fy NEANT, 7k bR
NZurEERBYBRUFO7 Y Re S U SR EICHT 3 EAERAESH
7 '

T hAVT e CREE, KB B RUF OWFRIZEBNT S, 50%HEEE
BRDENB L IRT Y Fulf SR ERICT B EAHRIIRD bR -, T
» bTRY bWICEREERL. REDDZVIEREHO T Fu b v SmEENL
TeAER T2 LSRR E -, (B3R 46)

@ Ty rERAWZRERSIZK S Hershberger HER

ZNERANT B DT YRRy o REEIRT AR ERNT 57201,
Wistar 7 v~ (—8# 6 L) [ZJEE% 0. 100. 550 & Tt 8,000 ppm O & Tk
gf#¢ 5.1, Hershberger RERAEME -,

3,000 ppm RS CHEEEIMMF SR D b, L L. BREECESOE
BIIFEHoNT, FRICBWTHORERSICEELZEBbZabhihoz
b, TNERNAALTR L OT Y RRF U BECHT A RERIE RV e
BEhE, Ty NEBOLTRD LNIBESMET, 7o FufreSfEsiL
FAERTHARNT ERRBRSNE, (BB4T)

@ H295R #RRICEITDHF F7 0—L PA50 17 nRNA REE~OEEHIRE

TN RANTED, TAMNATO U ABSBRBRRICRETEELRIT ST
W, b MEIBREBEHRKORT A FEAME H295R I, 74 hAA TR
VIEE, 8% B XU'F % 10, 100 %2178 1,000 pg/mL O HETHUEL, YT
# A4 APCRIEIZE D F b7 7—25 P450(CYP) 17 mRNA BHRESAE Shi-.

T RANTr o RERT B © 1,000 pg/mL AEEIZBWT, CYP17
mRNA EHEERF NN RO 84% K 54% 24 L, H295R Mgz &1t
% CYP17T mRNA EBUIHEERSER SN, £ OMOMEEE T, CYP17
mRNA EBHEZIZEITH NN, TRHDERNL, 7 AT R
VRETHONIERERORTEFIL. HETRVW OO, BLEME~DE
BEETHRLL.IAMEMAALZO U BRLERCEERBS B REOFIZL YT 2
AT 0 U EROERER ThH S CYPLT EHESIE SN TV A RIREMATRR S
7o (BHR 48) ' '

@ By B T3RLEVARRUELROBE (28 AREERS)
Wistar 7 > b (—EERE 10 [E) ZREE (0 %10 6,250 ppm) % 14 E71L 28 A
RREERE L. 7t PRLT 0y OWERATE VR URERHIE AR E )5
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TR SOIEBROBUEEL BLE~0ES) o0 TR Shi-,
RERGIZL Y GERET, AEENNHECEEEETRZD LT,
BRERSHICEBNT, 7R FAF 0 VBECREREDEEIIRD &R -

2R3, 28 A RERERICHEFMNICEE SR LH RO FSH #MMARD bz, 77

L. AABREEPAERR LV BB ELMBE LR BREATH B, h

BUEIZOWTIE, BHRBRICRIT 2 SAE VBRES EREC KB LTV eV TS

@ﬁ%oknmtﬁﬂﬁﬁ-mﬁﬁﬁT\%%$ﬂm(%iﬁﬁ@Z%)&Uﬁ

MESEHEIRD bR,

ShiT, 14 HEHEEH®. AF—CURUX I OB BT 3B EEDRT
~§ﬁﬁwﬁ%\f»%v%mofxbz?myﬁﬁﬁﬁ%kk&5X?fvw'
WRBWT, A&7 CHREEMEEE 2L ) REORD SRR SN, — O
B, B P UM LD 8 v BARBRRIZRY ., BT %5 L EILE
DREERMRO SR ORARZRET 5 2 L b, /%7 IR
BETAERLEELLNE,

® F&oH
N (DD~@DFERNS, 70T NZALT o BEIZ LR Shir—Enks
REMT, B MRS U ZRMBEIC Mo hOBEEEL &7 L s 2o
D RBRICBIT S EESERURRASEESNLEbO L RES N, (B] 56)

(2) RESHHFREHAR .
Ty Mok D 2 HRETERRI12. (1) 11TV T, MASIES b RS
BRINTTD, REOTR b U BREISTT 52 b A U0 &
PRET S iz,

@ TRAPAFULETE—IRL T 12979t
TAMRFUVETE—arRT 4 T oL Fy NERNT, 7A€ MR
A7u Rk BRRF OTR b oy U RERICHT 5 8FMEREIE Sz,
ZE bALVT B VRE, BROFOWTIZEBWNT b, 50%EERENED
BB RTA P URBRRCRT AEMEIIRD bhithok, Ty b T
R DNTAERBER & MR OBEL, BESH 2V IIREHOZ F ey g
BEEZNUEATIRARN I LR ENT, (B 49)

(3) IREERFRAREK | |
7 v PREFERBRON2. Q1T BEMICFRZEERL B2V
ETRIEEEIRBO LN, 70k FAVT v v ORBBITHEIC DV TRE
Eiz,
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@ BRS Y BT HEBRSHORRBTERR

SD 7w b (—#EHE 2 L) DR 19 B2, 7k b L7 1w Bk 200 melke
FE (B CMO) 2BHENHEE LT, B4 0.5~24 B% I B8 & 0L 1H
DIMHE, MEEROEKICIIT HEE, K3 B RUTF ORERAE S~

FERIIR 20 RV 30 ITRENTW A,

EOMBIZFFHBEIL. BEHOREEEDK 0.4 EThoe i, #5145 4
~24 BfiC BT 2 IR MR PR E X RE D 1.3~8.0 [ Tholz. FEMICE
FORBRBITHREL . BB L RABENU ERBRICBITL AR D LEL D
hic. (B 50)

R20 FULEY. KEYMBRUF oMk ChEhRiRE OEMEIEIIE SE

NG A=K — Toax (FFfH]) | Cmax (pg/ml) | Tuz (FEFS)
' i 0.95 80.5 3.62
R I 4% 1.20 119 3.51
. ML 2.70 31.8 7.19
Rk 3% 2.67 47.9 - 6.68

£330 BELEY., KEMBRUF OMK, MPERTFKLHBEE (ug/mL)

G HORFHE | 05K | 1HRR | 2BERT | SmR | 40500 | 605R | 126500 | 24 156
BE i 69.6 81.0 | 594 | 541 | 17.7 | 164 | 6.64 | 0.55
Jiiik3 101 113 | 84.8 | 866 | 284 | 248 | 998 | 0.75
&7 1% 10.9 209 | 34.1 | 378 | 23.5 | 223 10.5 3.63
migE | 19.9 36.5 | 465 |'54.1 | 375 | 39.4 | 19.5 5.99
FEK <0.04 | 0.8 | 1.08 | 323 | 1.76 | 569 | 890 | 8.73

@ Sy hFzBI2EEEDBSEORE - BREBTERE

SD 7y hDEHR13 B (6IL) E£/FE 198 (6 iz, [pdi-4Cle 71+
MR T7 B % 200 mglkg RE (WA CMC ARIR) ORETREBNREL,
#5 1, 4 RO 24 RRBICB T 2RI HRARBERAE S,

HRIZR BLITRENTV B,

IR 13 BRE5-Ti. TR, BiE. B RE, IIEBERRURE (&%) 1k
#®E 4 FfRlc, oI TR bHEE 1B Coa 2R Lz, BE 16
F% TILEME (WEHEET) OBFNEEERZLEL. YW TIHEBERVEE
TR0 e, T OMOEBO B EREIL, BAMKTREERE L Y oz,
BHERED S DOV RIT, BELEE L FRISERCH TH o7, WThoBEL ., B
BERE LIRS 24 FEHIE T Crax @ IB%LATICHEAD Lz, BIR (£5) o luten
B WFhoflERERICBWCHRHMEMIEL Y B, BT 1IN v 0B
SARIINTHORRIZENTYH 0%TAR Tho iz,

UELY., FREEHEHORRICBIT 2lpdi-¥Cle 7 & k207 o B RHE
BREREZ, SAELEL D bIES, BRIRICBIT LRt mEE, B - FE
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WCHEHERTBEARD T, ,
MR 19 BRE TR, BREUWILYE WEDESD) 1385 1 BEg. B
B, FRERUCREHEEE (WAmEE) 1385 24 BERZI. flL D AR T g
NLEE 4 BREBIC Cnax 2R L7, 5 4 BEZCRBLE (WESEST)
DEHRERESR bR, 2V EHFREUBRCE N oo, % OMOBED M
ERE AT RS EEE LV El ok, BE 24 BREZ T, Cox 5L
IR, FARRURIEMLE (NEWEED) 2BRE . EBTHRAEL Coy O
4% TR Uiz, 1BIR (28F) OMSTEEREITRE 24 BEEE T RE LS
REZEE->7 (1.5 f£) ., FOMOREIZ BV CIIRELIEL v bIE< . i
RIEST Y DESFRELTRITOTROBERIZBV TS 0.09%TAR DL F Tk o 7=,
UEXY, FAEHICBTABRBTHIISNERRY LV E ., ARG AR
EOBHERBIRA~BITL TR b0 L EL b, BIZICBT L RNt
Rk, Il FRCHEET S E A b -7, (BB 51)

#& 31 MEBhRAERE (ue/z)

BRE#D

wa |

ik FEIR 13 B E R YR 19 RIRSR
Bk H{LE (2,250). FFEE (127). HLE (2,770). BFlE (109).
1 FERfE] Bihg (118). MEE (96.5). Mmik (60.1) |Fl& (110), MmiIE (92.4). Mk (63.1)
fRIE (&8 (3.53) Mg (22.4), MK (15.7). 25 (9.75)
e HLE (1,580). HTHE (148). HLE (2,240), FiE (139).
4 FER FlE (181), miE (80.3), Mm% (52.4) |%&Fig (102). mif (110). MK (76.0)
R |28 (6.33) mif (51.8), Mk (39.3), &&F (27.2)
- ' HEE (110), BRIE (14.5). XK (9.34).
SN ﬁ;g%l(ﬁ;)‘gg (?iog’;)‘ i (2.07). Fhi% (4.83) . B (3.01) . b — 4 % (2.70) .
24 B e A migE (2.41). ik (1.98)
’ HiLE (26.9). M (5.05). BlE (3.62).
IR | =& (0.55) 4% (3.58). Mik (3.38)
RS v F OER D HMS

€)

SD 7 v hOER 19 BiZ, [pdi-4Cle-7 Ak p 2L T 0% 200 mgkg AE
(TR . CMC AR OFRECTHFBROBE L., B54% 24 BEOR, #4524
e OBV R ORR R0 Ml & OmEE, 72 6 TNCFEKICEB T 2 RS R ST &

iz,

EERIIF 2R3 ITENRTVAS,
BE 24 BERICEB T A7 F AL T O L OMEBTEREIL, XN TRELE

< RWTHRIRIMAE K L TRk o e,

RECEABET» DBLEMIRH Shiah o, TEREWIZB RO F T
Y. ARRTRENISORBBIIRE Sh Ao, (BR 52)
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R HERT Y COEBTRGERE (85 24 BREE)

Eavat

a4

&

IR

irkc3

iR

i 4%

B

AHBPEE (ugle)

1.86

2.51

4.42

6.31

8.17

£33 RS v FORRURSHRMMAT (B5 24 BEE. YTRR)

&% R FEAK EEYMmE | BIRLE
T hzRALTOY n.d. n.d. n.d. n.d.
R B 86.1 53.5 97.5 79.5
i F 13.9 46.5 2.5 20.5

nd. : FTHEH
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H. BREECEm '

ﬁ%uﬁftgﬂ%ﬁwfﬁﬁr7W?FZW7D/J@ﬁm%% B ARSI ME 2 5
L7z,

7 v M RVIEEMEREMRRICE T, EERORES O MEhRE L. &
RAEREOEHAER L DICRE 0.5 BRI Cux IKEL, Wb MRS
R Lz, Tield 5.9~16.8 M Th o, TEHEKIIR ChoR, BHE
HTRHE~DOHERIERE L o, TEEBNOBEHIHEEEL. Tou FHET
VRETHRE, IR DD B TE D o 7208, 5 120 BERILITITIE & A P OBGIc B
wrﬁﬁ@ﬁ%ﬁ&totoﬁ ERCHEBFOEENREYIZIB RO F Thy,
RETOREDOEREGIIIMHERCERRD bz, TERBRKIL. =25
»mmﬁ%mxaB@éme%n_%<t) VUVRAMRVED O-BLA F ik
WD FOEREEZ BN,

AKFEE AV EHENESRBRICE VT, ER R U L TOTEREMIL B RO
FThole, BLEHbBE S, EFBLUEENEABCHBEILDRELEZL %
ST, EERERBIL, AT NVIAKDMECL D B OEREZIIZEL Y I
YBRO O-PAFMEIZ LB FOEREEZ b,

KEZAWT, At b7y REH B KO F 20808k am s L
TEMBRBHBAER SN, WThoeh s ERBRKE Tho T,

FEBERBERNS, ZAVE b ALV 7o v BREIC LA BET, Ik EE
HEROBRIZRD bk, BEEEORBRFICONTIE, FHHFLEIZ LV HL
TULETE-E2ALEERARUR LR ~oEEEEERIIES LT, LH
KU FSH O, invitro TTF A P AT 0 U AROBEERTH D CYPLT EHED
MEFBDO LNz b, B R UMD U IXREHEMICAT S hOMEEE 2 =
Lzl itk v, BRIEBITABLEEMMEEURBRABEESW L O J:#E%é:h
T

ERAMRRIZBNT, Ty OB CHEEMMIREOREEEENNRED L

B, FHCEGCEERIEIRD NN &b, BEBRFIIEESHEA V=X AC L
ZH0TIERVWEEZEZ BN, RAOFHEI S VBEELZRET A LIITETH S
LHMTENT, 70, BREFERBRICBWC. Ty NOBBWICHBEREERED
LRRVWHETHE - BRESE (EEREFOEN, EREROE{LREOENS) 28
%b%ﬂtﬁ\%ﬁﬁﬁﬁtgmﬁ%wB\:namﬁﬁﬁiﬁtﬁﬁ¢é&®ﬁ
Wixsohizdolz,

HRRBERDID, %E%*@%@?ﬁﬁ%%gé7wtbx»7u/(ﬁmA
MDH) ERELE,

£ZRBRICB T B ESHERUR/IEEEITE 34 LRI TS,

RAREZESEFEEMRAERSIT. FRRTHELNAEFHEEOR/MER T v
2 AWz 2 EREFERERD 4.1 mgkg FEH/F ThHoeD T, THEBIME LT,
23 100 T U7 0.041 mg/kg (AE/B % — HENEFAS (ADD LBE L,
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ADI

(ADI RREARILEEL
(EiE)

(Hif)

(BEFE)
(B=HEE)
(Z2fHRE0)

0.041 mg/kg {EE/H
BIHRR

VAN

2 #A

JRER

4.1 mg/kg KE/A

100
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#3M FHRICBTIESHEBRUR/IEMS

- ESEME B/ EE
R PR (mg/kg KE/A) | (mglke AKE/R) "%
Z v b |90 HE#AM [#H: 152 HE : 69.4 B R R T
EEER | Me:188 | Mee82.1 |l HE:HE RO HbBAO%
2 ERMBHEFM | HE - 254 HE : 143 HE R RS
FERAPEOFER | - 35.3 i : 194 W IO IR S
7y
(3,000 ppm 58 O T ERIHIRL
SR WO R N < - N
2 MBS | S BiEh e
‘ PHE: 406 P& 120 WERE « (REREINME] 2
Pif: 46 P M 45.7 RE
F1H : 48.7 Fi1l : 145 WERE - PG - B BN
Fii @ 5.1 FpEf : 514
REMp R OETERE | JREM N OVESHlAE
P#: 4.1 P#: 406
Pif: 486 P B : 45.7
FiE:. 48 Fi/E - 48.7
TR O L 3% SR N L3 2 S
FAFMEFRBRO | 8% 200 E . — BEY  BERFTRARL
______________________ R W Ro125 | R:BEERE
RERMRRO | BHHROKRE . |BBUERVCIER: |SESEROIBIE  E8FRA L
GEIEER) 10 — (EFRMETED i)
< WA |90 ARIESM |4 262 HE - 1,200 HE TS - REENES
Afeme  |ms3 | f:1450 | i : BB X HEIEOBRE
18 & A RN | # : 37.3 HE - 200 ¥ BREEET RS
AAERRER HE - 47.3 HE ;260 M /NFEROEIT R AR
(EBAETRERD B2
TR | REBERR |(BEORUCKRE: |BESEUKBR . | BB . KEENMEZ
|25 100 W R aiikigdh, BHARS
(AR D bz n)
A X |90 BREAME (#: 15 HE : 80 HE B R LR %
Ehtam | Me:g0 ] 250 | M EEEEE
1ERTBIESE [ 5 HE - 25 HE - WL OO T Sm
R - 25 I - 125 HE - Mol R O o R ks

— o EEMAEE IR NESERBRETE oy,
HETIIRNEEERECHEL LN ROEELR L.
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<HIRE 1 : /53 RO >

WE#F b4
B N[[(4,6-dimethoxy-2-pyrimidinyl)aminolcarbonyl]-2-[2-
(Met-1) fluoro-1-(hydroxy)propyll-3-pyridinesulfonamide
C
(Met-2) 2-[2-fluoro-1-(hydroxy)propyll-3 -pyridinesulfonamide
D i . . g
(Met-5) 2-amino-4,6-dimethoxypyrimidine
E 2-[2-ﬂuor0'1'(methoxymethylcarbonyloxy)propyl]-3-pyr
(Met-4) idinesulfonamide ‘
P N-[[{4-hydroxy-6-methoxy-2-pyrimidinyl)amino]
carbonyl]-2-[2-fluoro-1-(hydroxy)propyll-3-pyridinesulfo
D thyl Met-1
(Desmethyl Met-1) namide
G .
m E B/
(Hydroxylated Met-1) ARIFVE RIS AR
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<BUHE 2 : SRE(EEMEF >

MR | Z2¥7n
A/G i TATIVTaFYy vk
ai B &
Alb TNT I
ALP TAHVRAT 7 5 —F
Cmax | BXEMEE
CMC HNVHRF Y AF AL —R
CYP F k7 a—.A P450
Eos IFEATRER
FSH SRRRE R T
Hb ~EFnEy (LEHEE)
Ht ~< ;Y w ME
LCso A B
 LDso | HHEFE
LH BAERRFNLE
Lym U > Bk
MC AF LR —A
MCH Rk hEEE
MCHC | FHRMIRMGHEERE
MCV SR AR MR AR
Mon BEERE
Neu Bk
PHI BEEANGIN#EE TO R
PLT /MR 3R
PT =N = D g5l
RBC FRIMEREL
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