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L3

MU RUROBREAR] 7% MU A2 (CAS No. 1342891-70-6) (2
WA FERBRAESE 2 W C R dn R R B80T & S0 L 7=,

FHIIZ AW BR AR L. B AN Em (7 > b)) | EIENES OKRg) o F
Wik, WaMEEME (T v b, v UAKROAS X) | WAMMREE (Z ) | 8
MM (7 v MRS X) | BUEBMEENAMEGES (T v b)) BB (T R)
2 HREHE (F v b)) | BERE (Fy NEOTYFX) | BmtEoRBRaGE T
H5b,

BHEEERBERNS, 720 % U AU REICK DAL, EICR (AER
H Ty b)) ChERODHEFAIRAERS) KOHE (54 ~ T &) IZ§R
BTz,

FrRe e, BIHERRIC AT D, a PR B EEITRO b7,

Z v bRV 2 RN AR W T, IRERR T BRI FED Bz,
Rt RIEIC L Db D B2 b, 2, BamiiieTrtEchoz2 &
6 EBEOFR AP IBIEEIEA D= XL 8135 2 #E< | Gz 72 0 BIE 2%
ETHIEFARETH D EEZ LN,

(Vo) ZE L0 GEsETE) ]

R L 9 RE T ?

[FHR L]
JRSCTIZLL T OFE# A TSN E L,
One male in the 200 ppm group showed squamous cell carcinoma which was
considered to develop secondary from the chronic inflammation of cornea induced by
the treatment.

KRERBAE RS | B ORBIMANGWE L 7 =% 7 b A @IS
WyDRH) EFRE LT,

BIWZEEESERGEMFHESIT. FRRTHEONIZEEEED O b i/MEIT,
7 v bERWE 2 HVEFERER O 0.166 mg/kg KE/H THHo72Z Lnn, Zhk
ML E U C, 222550 100 TR L 7= 0.0016 mg/kg RE/H %2 — HERZH A & (ADI)
ERRE LT,

Flo, 7z ¥ M)A VOHEROBGFEICL D AT HAREMED & 5 mikp 2
(X Do N EEERIL, T v b OBMEIERBR TH 57k 2,000 mgkg KETH Y |
71w MA7ME (500 mglkg (KE) LU ETH-o7mZ Eovh, ARD (X% ET 2 LB
7R\ &I L7,
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. BHli R R BEDOME
. A&

R ELAl

. ARG D—RjH

M4 7% bU AV
#:4, . fenquinotrione (ISO %)

. ER4A

TUPAC
4 2-[8-7mm-34- b Fa-4-4- X %7 = =)1)-3-
XX XH Y 2 A NI VRN T aNF Y -1,3- VA
4, : 2-[8-chloro-3,4-dihydro-4-(4-methoxyphenyl)-3-
oxoquinoxalin-2-ylcarbonyllcyclohexane-1,3-dione

CAS (No. 1342891-70-6)
s 2-[[8-7mm-34-U RE-4-(4- A ¥ 7 = =)1)-3
FXV-2-F% ) %W Y =) HAR=L]1,8- 2 T anF o A
44, . 2-[[8-chloro-3,4-dihydro-4-(4-methoxyphenyl)-3-
oxo-2-quinoxalinyllcarbonyl]-1,3-cyclohexanedione

. GFR

C22H17CIN205

. OFE

424.83

. E=R

. FARDOER

Txrx ) I AE 7 ITAMEFLERASHIC K VBRSNS b

RERELAIT, 77 A bR CAGHRRRICE G595 4-HPPDase OFAE T &V BREL
R Z TR EBEZ BN TV D,

Al RERBGHEIC A D  BROBRERRRE GOl : BAEKER) 2smashnTno, i

AT OBGRILT STV,
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I REHICHRIEBROME
KFEMAER [D.1~4] (X, 7= F%/ NUFororan7 = VEROKRESL
UC CTH—ZEFRL7=b 0 (LT Teph-UCl7 =2 %/ RUAV ] Lo, ) | &
I AU VRO 2NMORFEE 14C TEH LB (LT leye14Cl 7 = v~
X/ hUAF] LD, ) ROA MFU T 2= VERO 4 NL.DRFEE 14C TR L 7=
HD (LAF Mmph-14Cl7 =2/ bV A v Lo, ) ZHAVWCEI N, K
SHREVREE ) ORI S 1, FFICWr 0 DWW IEA T ie (B &idEE) »6 7
=¥ MU A ORE (mgkg Xiiug/g) ITHE L7fEE L OURLT,
R 3 T AR NG PR e O A E AR IFHAK 1 RO 2 IR STV D,

1. BiEmEaBER

(1) B (v k)

¥/ bIFUFHES ()

Fischer 7 » b (—#EMERES 9 PT) (Z[cph-14Cl7 =% 7 R U A [eyc-14C]
ZxrXx 7 M)A XElmph-14Cl7 =% 7 MU F % 5 mgke KB (LLF
(1.1 BT MEAR] &vo, ) FHFLLIE 200 mgkg (A8 (LLF [1.] 128
WT TR W), ) THERROKRS LT, BiRNEm R e S iz,

@ MmpREHSE

SMBIEF0/3F A — 4 13K 1ITREN TN,

B PR EE AL U it PR EE 10 & <L AR IMLER~ DY A F IR S 41727
o7, HEZRT HMBE R OEMO Cuax LY AUC 13, M EE~EVEZ R LTS,

(M2, 3)

=1 FEYEIEBERNTA—42
ok i 4% A1
BSR 200 200
(mg/kg {AH)
PRI I i3 Ji3 i3 Ji3 i Ji3 i
Trmax (hr) <0.5 | <0.5 | <0.5 | <0.5 | <0.5 | <0.5 | <0.5 | <0.5
[cph-14C] | Cmax(ug/g) 2.45 | 1.42 151 96.7 | 1.70 | 0.998 | 74.7 | 74.7
7% /| Tip(af)r) | 1.63 | 1.96 | 0.74 | 0.60 | 1.23 | 1.90 | 0.74 | 0.60
N AUCoo
484 | 353 | 490 279 | 3.24 | 2.58 | 358 205
(hr - pg/ g
Trmax (hr) <0.5 | <0.5 1 <0.5 | <0.5 | <0.5 1 <0.5
[cyc-14C] | Cmax(ug/g) | 2.15 | 1.93 116 | 87.9 | 1.49 | 1.36 | 885 | 66.0
Z7xr% /| Tie(aff) (r) | 058 | 1.66 | 1.04 | 1.82 | 0.60 | 1.65 | 1.07 | 1.83
FU A AUCo-
3.95 | 3.66 | 329 217 | 295 | 2.79 | 248 168
(hr - pg/ g
[mph-14C] | Tumax (hr) <0.5 | <0.5 1 1 <0.5 | <0.5 1 1
722 F /| Cmaxugl/g) 3.41 | 2.11 153 | 96.9 | 2.37 | 1.52 | 107 | 70.5
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¥/ bIFUFHES ()

U Ay | Tz (off) (hr) | 0.55 | 0.62 1.01 1.22 | 0.55 | 0.62 1.03 1.27
AUCo-o
3.99 | 2.89 413 289 2.82 | 2.13 290 211
(hr - pg/ g
@ RinE

B Rt EER (1. (D @] oo R, 7F— P WK, it RO —7
A 1D HHEEDBFH OO EHEDO 7 =% 7 b U Ao B 5% 72 FEICB T 2%

IRT D7 EHIET 70.5%, MET 70.4% & B H STz,

(2) 2% (SYHR)
Fischer 7 v b (—BEMELES 6 PT) (Z[cph-14Cl 7 = > % / b U A > XiZleye-14C]
ZxrX ) N AVERHAES L IXEHETHERDEE LT, mASmRR
INES Ry 4 Wi

T TR M ORI C 36 1T DR U REIR EE 1R 2 IR STV D,

FELARR S0 AT (AR RRAR DI S OMERE 721 %

Mo, FRET OO BRI TR RIS LT,

(M2, 3)

D HAVY BTN OB i 278D &
(ZH 2, 3)

x2 FTERBSBRCEBICETLERBMSEREE (ng/g)

BeHE
kAR | (ma/kg | PERI P 5 0.5 FE % B 5. 72 W%
K HR)
FFigi(19.4), Brhw(5.71), 1gE | AFh(2.64), BlE0.681), ‘B
(3.53), AIVZIR(2.02), 421M1.(1.99) [(0.011), T HE/R(0.011), HiNZAR
(0.009), EI0.007), [
e (0.006), 1M#E(0.006), Ml
(0.004). “E(0.003). LMi#(0.003).
5 Jiti(0.003), “41f.(0.003)
fFig(22.8), Briw(6.59), Im4E | AFh(2.83), BlE(0.914), HH#
[eph-14C] (2.81), £M(1.53) (0.036). FIF(0.035), TFElk
S i (0.028), Mfi%(0.007), il
(0.006). 1M#%(0.005), fiti(0.004).
hUAS LNi(0.003). 77— 2(0.003).
41f1.(0.003)
Fig(206), MmAE(138), Bk | JFhE(3.83), Bhg(1.06), TR
i |(86.4), £1f(76.9) (0.707). "HHE(0.435), IfnAE
200 (0.229), 4:1f1.(0.183)
IFig(236), Bhg(139), Mm4E | JFhg4.50), Bhg(1.60), TR
e | (114). fii(69.0). FURMR(64.4). |(0.924), B #6(0.582), [MHE
411.(63.6) (0.192), 4:1f1.(0.188)
[eye-14C] 5 | g |MHEQ7.3). BE(T.45), AISZHR | IFIE2.42), FER0.751), 6

LR N O 2 B BRI ERIED Z L 21— A L)

LAFHET, ) .
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BeHE
kAR | (ma/kg | PERI P 5 0.5 FE % B 5. 72 W%
)
TJxrX) (6.08), Mm#E(4.76), 4if(2.81) [(0.017), ‘H(0.016), TR
U (0.013), FI#(0.011), fiR(0.011),
R 0. 005) ¥ (0.005) . 4 ifiL.
(0.005), 1#%(0.005)
Jl(18.4), hi(6.58), IMAE | AF(2.93), Bh#(1.19), ‘E#f
(2.72), #1f(1.51) (0.050), rﬁmmmm A ik
il (0.016), AEIBF0.008)., fHfiEk
(0.008)., mA(oownﬂmmoom\
41f1.(0.006)
FORAR(332)2, AFIE(223), MfE |FF(4.39), FIE(AR(1.39), Bk
o [(184), Afi(97.7), BhE(91.2), & [(1.31), 41M.(0.423), M.4E(0.327)
B6(91.1), 41.(89.5)
200 Fig(223), MmAE(179), Bhk | JIFhg4.67), Bhg(1.77), TEEK
i (155), 41f.(85.9) (0.877). HHE(0.399), IfnAE
(0.311), FI%(0.185), 4=
(0.174)

a: 3 COEET — 1% 20.1, 56.0 LN 921 pglg & 1 IEOENBEEFICEHLS . ZOEEFRVZ 2 )LD
¥4I 88.1 pglg Thoiz,

(3) K#t (Tvy k)

PEERER [1. D OKVQ] TEHER SR, ER O 26k LT, U
WIRE « E BB = S 7z,

F\ﬁ&U%ﬁ$®£%ﬁﬁ%iﬁ3:féhTw

RO T 1 7 7 A WVTHEREZEZIZRE D Do 710

RHPTIE, RO 7 =% b A3 KT E1I%TAR 8D Hivl-, T3
REWIE B T, 1IN C L O D/H 358D Hiiz,

HFEPTIE, RO 7 =% /) b U AU MEAERETROK 20. 7%TAR e FH =
FECTHRK 63.3%TAR B b v/, FERBHMWIL B I LI T HREHY C.
D/H., E X O'F 3380 bz,

AT, RE(ED 7 =% ) N U A NI KT 1L.I9%TAR B L=, &
ERBHPIE B T, 1 Z0ITREW C XU D/H 338 btz

Z7xrX ) NIA DTy MIBT 5 EERFREX. A P72 = VRO
AR VEOBRA T NACIZE A B OEKRTHY , a4 8
OB X 5 C. D, E. F AU K 2 i&anz, £72, v Z7oa~fi
CHUBO N DOBFELVE Fax ) XY UENO 3 MORFENERILLZ
R#wH & L b En,

AT YU UF CBEOBIEEICL D AT AMEY I LT IZEICDOLHR
HEH, R TR SN o722 &b, T OB NG 3
IZEWERESND EEZBNTZ, (B2, 3. 50)

10
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Jzox/ M)A UEEE (F)

x3 R, ERUBEAHOEERHY GWTAR)

S BhH& M S TR N -
EFEALN —— Akl . FEEREH
bR 1.6 B(10.3). C(0.3)
o B(23.0), 1(7.4), J(5.2). D/H(2.6),
5 ¥ 18.5 F(2.2). C(1.6)
JR 1.7 B(10.9). C(0.3)
i . B(17.2).1(7.3). J(4.8), F(2.6). C(2.5).
¥ 17.5 D/H(2.3)
bR 0.6 B(2.8). C(0.2)
HE| B(11.8). J(3.1). D/H(2.3). 1(1.6).
¥ 571 c§0.9)\) F((().7)) 9. 106
eph-#C] 200 PR 0.4 B(5.8). C(0.3)
T ) e[ B(15.1), J(3.2). D/H(2.5)., C(1.3).
kU 572 gy, 10.9)
bR 5.1 B(33.6), C(1.6)
, D/H(38.8). F(1.5), B(1.3), 1(1.3),
He| % 1.9 C(1.1), )J(0.7)
AR 1.6 B(21.4), C(0.3), D/H(0.3)
° R 3.8 B(40.0), C(0.5)., D/H(0.1)
, D/H(4.3), J(2.6). B(0.8), C(0.7),
| 1.2 1p0.5). 10.5)
B 1.0 B(16.4). D/H(0.3). C(0.2)
PR 1.4 B(9.4)
i £ 20.7 B(16.1). 1(7.4), J(5.1). H(<0.05)
° bR 2.3 B(11.2)
. £ 17.7 B(24.3), 1(6.3), J(3.8). H(<0.05)
PR 1.6 B(3.9)
i £ 63.3 B(11.4), J(2.7), 1(0.7). H(0.4)
[cyc\-“C] 200 = oa )
7;)/;/ . # 58.6 |B(9.9), J(3.5), H(0.5). E(0.2)
g PR 3.8 B(23.6). D/H(0.1)
| # 2.3 D/H(2.2). B(1.5), 1(0.4), J(0.1)
ARV 1.9 B(26.0), D/H(0.2)
° PR 4.3 B(39.8). D/H(0.1)
M| % 1.7 B(2.1)., D/H(1.8), 1(0.1), J(<0.05)
ARV 0.9 B(20.4), D/H(0.3)
bR 1.2 B(8.5). C(0.2)
[mph-14C] i3 % 167 |BE8.0O) 1(7.5), J2.5). D/H25),
LY 5 F(2.3). C(1.9)
ey s 1.3 B(9.4), C(0.2)
i % " B(24.3), 1(5.5). C(2.9). D/H(2.6).
: F(2.3), J(1.7)

11
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(4) Btk (Tv k)

@ RRUEHHit
Fischer 7 v b (—BEHERER 4 JT) (Zleph-14Cl7 =% 7 R U A2 [eye-14C]
Zxr¥ ) MU AU mph-14Cl7 =% 7 N AU A ERAEE L IZEHE
THEREOBE LT, JREOFEHPEIGER 2 L < iz,
B 5% 72 B DR K O R ~DOPEIRITE 4 ITREN TV 5,
MERE & B PRMITECH T, B 5% 72 IR H & T 90.8% TAR~98.7%TAR
3, EHET 95. 7% TAR~100%TAR 23R & ORIz g X v, EICFEHP PR
STz, MERA~OHEIT 0.3%TAR LA FTho7=, (B2, 3)

x4 BEERD2EFEEORRUESRHE#ME (BTAR)

PSR 5 200
(mg/kg 1K)
el Jii2 i3 VG2 i3
R+ — e | 17.0 20.3 7.2 12.2
[cph-14C] -
£ 79.5 70.5 93.8 92.1
Tz x )/
H—J A a 2.4 2.8 0.1 0.1
N —
&t 98.9 93.6 101 104
R+ — ek | 15.0 19.2 7.8 7.7
[cyc-14C] -
£ 79.2 78.3 88.4 88.0
Tz x )/
H—J A a 2.9 2.8 0.1 0.1
NV —
&t 97.1 101 96.4 95.8
R+ —UUEIR | 14.1 18.2
[mph-14C] -
£ 84.6 79.5
Tz x )/
LYo H—J A a 2.6 2.6
&t 101 100
/L Ehaadt

o JHEEZE T,

@ BBtk
JREH =2 — L&A L7z Fischer 7 > ~ (—#EHERES 4 PT) (Z[cph-14C] 7 =
% bU A Nidleye4Cl 7 = > /7 MU AU A CHE CHERE DS LT,
A BRI SRR 23 S X 7=,
5% 12 FE O IR, #ERLOVEAHPEERITR 5 IR STV 5,
MERE & b PRI T R~ DU R O HEM L, BT 25.7%TAR~
29.4%TAR, MiT 19.2%TAR~23.1%TAR Th 7=, (B2, 3)

=5 BE5ZRI2EBEOR. ERUVETHE (%TAR)
v [cph-14C] [cyc-14C]

12
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TJxx /) N A TJxx /) N A
i3 i3 Vi3 i
PR+ — YRR 45.2 48.5 38.7 47.1
# 22.7 24.4 21.4 19.1
IERAR 25.7 19.2 29.4 23.1
=51 A 2.7 2.7 2.4 2.4
At 96.4 95.7 92.8 91.9

2. HEHHEREREER
(1) K%

fg (SFE . a3, OEDIEh, e U KORIR) $himic, RANCH
L 7zleph-4Cl7 =% 7 U A2 [eye¥Cl 7 = > % 7 MU A2 Xk
[mph-14C] 7 = > % 7 R U A ZBAHIE (1 B HARE) KO 62~70 H#% (2
[B] B ALER) (ZZF 4 E 4 300 g ai/ha O & CHIEAKIZAEEL, 2 B HALE 15 H#%
ZHA FEBE 2 MIH AP 60 HZICHKRAREI OfD 6 (b AfFE) Z8HL T,
) A PN G iy 5B 03 St X A7z,

A XE R O O T O S RE i e OMH TR 6 IR SN TV 5D

PR B REIR BT H N D XX O 6 T < £ £74 0.048~0.119 mg/kg
J Y 0.051~0.109 mg/lkg ThHo7-, bAHTIE0.011~0.027 mglkg, ZAKTi
0.010~0.035 mg/kg TdHh -7,

FAY ZFXBER DD O DO FEERDIIREND T =% /7 MY A THRK 0.067
mg/kg (56.3%TRR) } T 0.052 mg/kg (47.7%TRR) ThH -7, 10%TRR % i
25 E LT, C 23K 0.015 mgkg (12.6%TRR) KO 0.016 mg/kg

(14.7%TRR) B 57—, ZOMMORFwE LT, D BBRE I,

KT, fhHE BRI (0.001 mg/kg LAT) THY ., a7 I 7 —EHLH
12XV 0.001~0.002 mg/kg (5.7%TRR~10.0%TRR) Az L 7=, £ 7. [cyc-14C]
WERAR O KRBT, BRINK A RALERIZ Y 0.027 mg/kg (77.1%TRR) 23ifF
BEL 7=

KWIZB T L7 = F 7 M) A OFHEMRFHREKIT, 7 m~"FHh o IF U8R
DB X 218 C DR, D% DIV R X D VORI LR %o v
LIz k5 D DA, EO%EERE, UV 7 =2 RO b a—R 7 8O L
& DOFREGRIFBBYOAR EE 2 Bz, (B2, 4)

x6 FMYEERVTEOLLoPOEREBIESMRUKEY (ng/ke)

i Tl H M S RE
) _ . oY Eitilan
%E\E‘ ¥ H‘ 7/ ﬁ ‘,: I‘ : .
FERRAA R HURE ] =w i3 oA - /«*\j J c D Zoola | B
NU
[Cph'14C] 2 B HAE | FADY 0.119 0.067 0.015 ND 0.012 0.017
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F 12 ARREFAESHER

¥/ bIFUFHES ()

T LX) 15 H1% EE (56.3) (12.6) (10.1) | (14.3)
by | 2mAQEE]| 0.052 0.016 | 0.004 | 0.018 | 0.019
60 g | MPH | 0.109 (47.7) (14.7) | 3.7 | (16.5 | (17.4)
JLE = . . .
R Bl 9; i 'ii? 0,048 0.017 0.007 | 0.020
5 s 15 H# EIE (35.4) (14.6) | (41.7)
T
o [AlEALE | 0.022 0.008 | 0.025
] N A
MIAS T o me | PR 00551 00 (14.5) | (45.5)
9 [al B ALEE | XD 0.029 0.007 | 0.007 | 0.022 | 0.021
-14
me}; ;/] 15 Rk | x| 009 (31.5) (7.6) | (7.6) | (23.9) | (22.9)
T
o [Al HALEE | 0.013 0.004 | 0.013 | 0.021
] N A
MIAS D s pg | PR 00511 o | ND o | 95.5) | (412
ND : R SIT u7e L

TE ()

a: 3~14 ORFEW = & A, H—0 TIEENZI 0.005 mg/kg VLT,

: %TRR

3. TiEEdaHER
(1) IFSEEKTEDERFER
[cph-14C]7 = > % 7 b U A [eye-4Cl7 = % /7 b U 4 > XX [mph-14C] 7

=F ) MU AU B ARSI U (KR 12 0.3 mg/kg el D X
INZHLERE L, 25+2°C, WSl FCRcE 35 HMA > F =_— h LT, HFRAIIEK
g o A B  SEE < T,

KB ORI RE M OV i d R 7. 7 =% 7 B U A 2 OHEE R
F8IIREINTWND,

WP ORI BT b AE T RE 1Z K8 2 S L ~ DT BT L,
KJE T A BEIZ AL R Y H © 90.3%TAR~ 102%TAR 7> 5 4LEL 35 H £ IZ1X
0.4%TAR~6.0%TAR 2V L7, [E5HMER, BEEHMEREY

WA X ORFCR R OKE+ LHEE) 12812 EERDIIRE D7 = %
J U AT R H 89.8%TAR~99.0%TAR 7> 5 ALEE 35 H1%121% 4.4%TAR
~6.3%TAR [T LTz, 1IN, 2 B, C X OVH 8w bz,

WHE X ORBRABEIZBNT S, FHEEDITIRE( DT =% ) MY F 2T,
ALER 35 A T 75.1%TAR~81.0%TAR i Hiviz, 1EZ, o B, C KW
H 23388 67z,

FhHAZRE I3 FEDREE S DR X2 BN T, Z it KT 89.9%TAR (ALE 14
H#) KOV19.3%TAR (WLE 35 A%) Thoiz,

HRRIHK BEICBIT D7 2% 7 MU A OFEHEGRKIT, A Xy 7=
ZNVERDA FX VIO A T AIZ X 550 B DA, 7 a4
BROBBEZ L D0 C OERL N 7 oo OF VRO N OfEE L
b Rax X% U UEALO 3 MDRHEE DBRILIC L D5 H OAERE N
SR S DFNHHERIE ~DER Y AL L CO ~DEEMI L L EZ bz, (B 2,
5)
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Jzox/ M)A UEEE (F)

K1 FAMPORBBRHERVSEY (hTAR)

) - FhHAME SAAFHE
F: JLER 1%
. | o 4 H & fibH
B 2k H¥ | #k FD | . .
REUE a t ¥/ kK| B C H RN | CO2 | 7RI
X (H) . 1ty a -
VA e
KB | 986 | 962 | 00 | 1.8 | 06 | 0.1
0 — 2.3
+H5 | 2.6 — — — — —
[cph-14C]
K JE 0.8 — — — — —
T | 14 - 0.0 | 0.2 |86.7
+# | 137 | 48 | 1.2 | 0.7 | 42 | 3.0
YA
KB 0.6 — — — — —
35 — 0.0 | 0.4 |83.4
+H | 156 | 49 | 24 | 08 | 41 | 3.6
. AJE | 99.2 | 99.0 | 0.0 ND | 0.2 e
JE +5 | 1.8 — — — — — '
. [cyc-14C]
& KB 0.8 — — — —
Tloerxs| 14 = 0.0 | 0.6 [89.9
X +H5 | 102 | 53 | 03 36 | 1.1
FU A
X K& 0.4 — — — — —
35 = 0.0 | 1.2 |88.9
+H | 99 44 | 08 2.4 | 22
K@ | 90.3 | 89.8 | 00 | 02 | 02 | 0.2
0 — 1.5
+45 1.7 — — — — —
[mph-14C]
K& 1.3 — — — — —
ZxvX% /| 10 - 0.0 | 0.3 [85.0
i +# | 168 | 87 | 1.0 | 0.7 | 39 | 26
YA
35 K | 0.7 — B —— 00 | 0.6 |81.9
+# | 158 | 63 | 1.7 | 0.9 | 3.3 | 38 ' ' '
. KB | 976 | 954 | 00 | 1.6 | 0.4 | 0.3 -
+5 | 1.3 — — — — — '
[cph-14C]
K@ | 100 | 96 | 04 | 00 | 0.0 | 0.0
7%/ 13 — 15.2
Lo +# | 758 | 723 | 0.8 | 2.7 | 0.0 | 0.0
KE | 4.5 41 | 00 | 03| 00| 01
35 = 17.8
+# | 791 | 737 | 1.2 | 33 | 06 | 03
. A& | 100 | 100 | ND ND | 0.0 -
i [eye-14C] L4 L6 — — — — — .
Y &A@ | 104 | 104 | ND ND | 0.0
7%/ 13 — 15.2
X i +# | 747 | 747 | ND ND | 0.0
YA
KE | 5.1 51 | ND ND | 0.0
35 — 19.3
+# | 759 | 75.9 | ND ND | 0.0
A | 102 | 101 | 00 | 04 | 02 | 03
0 = 1.8
[mph-14C] +H | 1.6 — — — — —
TrX) 1 KE | 9.5 93 | 01 ] 01| 00 | 00 -
N 5| 758 | 758 | 0.0 | 0.0 | 0.0 | 0.0 '
35 | KB | 6.0 56 | 01| 02| 00| 02 18.8
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750 | 69.5 | 0.7 | 30 | 20 | 0.0 | | |

| EE

INGEGUEN e

© 00 3 O Ot

10
11

12
13

14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30

ND: B &End &%l —: ored
a: BWEORDEER, TNENOAERET 2% TAR A

x8 Jzrx/ MIAVOEEFBH (B)

) HEE 0 (H)
HE:B‘
PRI JEWRE X R X
[cph-14C] 7= % NU A 2.6 120
[eyc-4Cl 7 =% 7 RU Fv 2.7 115

(2) LIRRAEEER

AFREED 12 (Wt (ER) KO3 L (DB E., Ok, @X) 1 %
FHN T B0 i 25 3R 28 S0 S A7,
BB AWE R OHEREIIEIICREINTNS, (BH2. 6)

£9 ETEICEHFIRBERVHERNEREMZE. RESMZEEE

+15 Kadsg Kadsp,, Kdesp Kdesgy,
b (e ly) 2.73 488 5.14 918
B TOEE) 5.69 188 9.19 304
B QWIA) 2.20 195 4.99 442
@ KEA) 15.1 311 18.5 382

Kadsp £ (X Kdesp : Freundlich OW 5625 K OS5 5
Kadspoe N O Kdesye : SR B G RIC LD MIE L7 WBERE K O WA RE

4. KeEasER

(1) hksfEER

pH 4 (7 = VEEREENR) . pH 7 (VU U ERARETTR) MO pH 9 (K ¥ ERARER)
DAIREBEEIR I [cph-14Cl 7 = > %/ MU A &2 FE 8.11, 9.08 L1 7.66
mg/L, XX pH 4 (7 = U EEEEHR) OWEEEIRIC[cyc-14C] 7 =%/ FU A
% 8.09 mg/L L7325 XL, 25+1°C, W5 CRE 32 HE A %
a_— kLT, Ko ekl ms i < vz,

BRI BT DR R O 7 =% ) b U A4 OHEE R IIEER 10 [OR S
TW5H,

7 ¥ ) MU AT pH 4~9 OWT IO TH KSR S Fv, KSR
PEIZ pH 4 Tl b @ oz, FESMHE LTC, EXVHBRD LN,

7 X M)A OTRIKGIRREEEIL, 7 a~F o U RO
L5518 C O E ORI N7 a4V BEBOr O sy
ERax /34U MO 3 MDREEDRILICE D0 H OEREEZD
niz, &2, 7)

16
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2016/11/30 % 142 AIRREMAESRHER 7z ¥/ MU VFHEE ()

x&10 FRERIETE528Y WAR) RUT7z X/ M)A OHEFEA

B
oH | mmak w7 ¢ | B | B | zom| 2T
MU A (H)
(R)
[cph-14C] | O 96.2 2.0 1.1 0.32
Txrx |07 83.6 10.0 5.8 0.0 | 40.1
. FUAY | 32 55.2 30.8 11.5 0.0
[eyc-4C] | O 101 0.0 0.2 0.0
Txrx |07 87.8 7.3 5.8 0.0 | 45.0
UL | 32 61.9 26.2 10.6 0.0
[cph-14C] | © 97.8 2.2 1.0 0.0
T | 7=rx/| 0T 96.4 2.3 1.1 0.0 |>14F
UL | 32 95.8 2.5 0.8 0.0
[cph-14C] | O 97.5 2.3 1.0 0.1
9 |Z=vx/| 7 96.3 2.3 1.1 0.3 |>14F
FUAY | 32 95.9 2.3 1.1 0.0

SR
" SR B &G,

(2) K5 AR

W EEW (pH 7) KOYEHE HIRAK (pH 5~7) (Zlecph-14C] 7 =% /7 RV
Z % 5.93~6.32 mg/L XiZleyc-4Cl7 =% 7 MU A % 9.85~10.2 mg/L &
RAHEOWTIHIMLT-#%, 262 CTiRE 13 HElFk® /T 7 OLME : 484
Wim2, #5290 nm Kiifiz 7 4 V&2 —Th v b) ZRE LT, KFEo MR
ANESS TRV g Wi

ZxrF ) N A COHEEERIITE 11 ISR TV,

BEETPICBW T, 7=0F% / U AR HENLE T, LIRS 13 B
91.4%TAR~92.5%TAR TH V., mfiE L L TB, CLKU'D 58D bl

HARAKHFIZEBWNTIE, 7% MU A 3RS 18 HZIZ 36.9%TAR~
67.0%TAR 7 B, EENEME LTD MO CO: 235K 31.2%TAR (Fi4f 9
H%) KON41.0%TAR (RS 13 Hi%) RO b, 1IN, Y B KO C »
P bILT,

AT XA B W TiX, BRERT RO AKRKT & oY C R KT
4.0%TAR (FBE 6 H%) MON5.4%TAR (BE 9 H%) B iz, 1EnIToyfit
B KEORDBRBDLNTZ, (B2, 8)

®11 JxzoF/ bUAVOEEFBEH (H)

=W/ PR AR SRR X KGR 2 5 AT 6 BRI
PR [cph-14C]

B 144 898 722

R | T/ Y A

17



2016/11/30 % 142 AIRREMAESRHER 7z ¥/ MU VFHEE ()

leye-12Cl 61 377 113
TJxrx /) M)A
[cph-14C]
g | ZEmrEs b0 Ay 18 112 289
h leye-12Cl 9 53 413
TJxrx /) M)A

1 a . b4k 35°. & (4~6 ) O KB ICHEE
2
3 5. TEBRBRAR
4 R - R () ROVKLR L - g (R W T, 7% b
5 U A AN f#EY) C, D, E X OYH Z08rt 8 b & & U7 3 s il 23 54 bt
6 iz,
7 FERIIE 12ITRENTWDS, (B2, 9)
8
9 5= 12 TIEFHBHERAE
HEE 1 (H)
ABR B i . | 7R RUA U+
=l N eV SR A b
(F55aRBR | 300 g ai/haa| S L - #RAH 1 0.7 0.8

(kM) (2 7)) PRI SR S 6.1 7.7
10 a: 3%l
11 b S E RV Th b EREBRRME ChH 7= EmbEEN TR,
12
13 6. fEYERBRHER
14 ENIZBWT a7 2%/ M) A RO C 2 0rxtgbad &
15 U7 VEW R R el N Sl S 7z, AR IERIAE 3 IR ST 4,
16 TxrX ) MU ROREY C OFRFRBEIEIZ. WI bR »&Hn 45 BRI

17 WA L7-feb HIcB1F 5 0.68 L 1N0.02mgkg THh-o7=, £, AIEE (ZK) I
18 BOWTIE, 7% M AU EROGEW C I3 TERRARmM TH o7z, 70k,
19 AEHICBITA5NTFRORBHIBNTHL 720 F /) M) A UTEEBRBARNTH
20 STl HEEEREIIEE L 2ho7z, (B2, 10, 11, 12)

21

22 7. —REEHE (Svbk, TORX)

23 TxrX ) MNIAUDT y MR T A% DT R ERERER A3 S S 47,
24 RixE 13lor&nTnsd, (BR2, 13)
25
26 F 13 —REEHBHE
y P %ka %2
smotmE | ot | OV ngrkg i) | O0E IR
(VL/Ef) (B2 L) (mg/kg (mg/kg
(NN, (R ER)
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2016/11/30 %5 142 AERREMREEZHRESR

¥/ bIFUFHES ()

—ftR e SD i3 A 2
X . — 2,000 —
:;1:5 (FOB &) 7w b %5 7oL
R —akre | ICR | e BET L 5
R N 0. 500, 2,000 —
(rwini®) | ~ox | #38 | 70 2L
R | IR HE ’ (%’; III; 5 000 P 5T T % B
SBZ | KOS | SD 5 b ’ AL
— /o —
e | mUE - vk 5,000 B BT k5
wih | DAEK ’ 2L
HE - BRIKI 0. 5%MC KRR T S
— R/MEREIIRE TE 2o T,
8. RHEEMHHER

(1) 3EEESR (Sv )
Zxrx ) MU A Yy (FIK) AW atEEERR N E i S 7o, mERIEER

4IRS TWS, (B2, 14, 15, 16)
14 SHSHHBREE
5 ENLZET LDso (mg/kg 1K)
g | MR- I B i B SNIAER
# 5.8 : 2,000 mg/kg AHE
_— SD Z v b ~9.000 AL JE PO DOTBEN K OHREFRE S 6
it 6 PC ’ % ~#&5 1 Atk)
72 L
SDJ v I Be5E Mk 2,000 mg/kg K E
Rz B 5 >2,000 | >2,000 | : 1 I CTHERERD
T 70 L
B SDJ v b LCs0 (mg/L) MERE - P25 1 BRIARE R
HERER 5 D > | >2  [mreminL
/o B

a: FEPEERRIE, WX 0.5%MC KIEIR & .
b 4 W] S D B R

(2) RHEEHAR (Sv H)

6)

R#H C O D A N JFARIREY) 2. 3. 4. 5 V6 & W= AtkED
FEhii S N7z, FEFRIZE 15 ITRS TV D,

(R C RU D HUICRIKEEY 2. 3. 4. 5 RV

He 2B 78
(M2, 17~23)

x15 AMEUEAREE REYRUVERKEEY)
s | owE e
wgr | oo | LDl 1) A S
~ | sDTu R He b B - 2,000 ma/kg KT
@ C |0 i 6 [T >2,000 |y b oo e o A R
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2016/11/30 %5 142 AERREMREEZHRESR

¥/ bIFUFHES ()

FELHI7a L
i D o 52,000 [BERBOFECHR L
. $e 55 ¢ 2,000 mg/kg (KE
JmiE SD 7> b 52,000 |ILPURBEOBEOT, K
?E‘i@ . S]ﬁﬁz [7/_': " >2,000 SEH R OB il 72 L
=
Peh& 0 300, 2,000 mg/kg KE
JEA SD 7 v bk 300~2.000 | 300 mefke AE THEM &L ORI
IR 4 it 9 PG b ’ &
2,000 mg/kg & CRpA L
- Bk © 2,000 mgfkg (KIE
EE?; D 7>k >2,000 PERMGL, I REB O T
el 5 6" FEL 172 L
?E‘i@ ) S]ﬁﬁz [7/_': " >2,000 SEH R OB il 72 L
=

BEMESIEIC K E i

a AT 0.5%MC KIERIK Z 18
b : 2,000 mg/kg fAE 3 L, 300 mg/kg (A 6 Pt

9. R - REICxt
NZW 7% X% Hu = HE&UEZ?%U{%

¥ 9 5 Rl B U B S AR S BR
ﬁ%#%méhto%@ﬁﬁ RIZ

TITLEEDOHR ?%5(‘%75§*L‘f$ TR B IVIZIA,

(2R D AT

10. ERMEEHER
(1) 28 HEESMSHEERER (Sv 1)

Fischer 7 v b (—

mu &b E)ﬂtﬁﬁ)/) 710
Hartley E/VE v b %& f 72 2SR ES
it R, WV O R E AN BT,

24 KFfEIF£IZI

XL

ATk LT, RE

£ BR (Maximization ) 7233 I 17-
(W 2, 24, 25, 26)

FEMERES 6 UT) 2 W 7=iBEE (5K : 0, 2, 10, 100, 2,000

K O) 20,000 ppm : SEHRBRAEREILE 16 2) &512XK 5 28 HF WA

AR N e S AT,
16 28 HEERMEMEHER (v b)) OTFEHRAKER=E
e 58 2 ppm 10 ppm 100 ppm 2,000 ppm | 20,000 ppm
R E R | K 0.157 0.787 8.19 162 1,640
(mg/kg {KE/H) | M 0.168 0.852 8.52 181 1,790
MEFTF oo A REITE 17, KRG TRO LB EFT RIZE 18 IR Eh

TWna,

PRIAIC VT, 100 ppm LA BB GHEDMERE TR 7 b ARDOEEIMDFED b
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T B EAC K o TIRPICHEImES L <122 DR

¥/ bIFUFHES ()

B LT a L DfRE

MREEE SN2 LICERT 20T, BEETREIZIEZ DN o T2,
ARRERIZIB VT, 100 ppm LA ERESREORER Y 2,000 ppm L EERGREORET

FEff et B ONLE B BRI N RO b= 0T, BEMEEIIHET 10 ppm (0.787

mg/kg (AHE/H) | MET 100 ppm (8.52 mg/kg AH/H) THH EEZ BN, (B

R 47)
F 17 MmiEhFos VRE (nmol/ml)
B GHE 0 ppm 2 ppm 10 ppm 100 ppm | 2,000 ppm | 20,000 ppm
Vi3 98 234 344 1,500* 2,660%* 2,750%*
i3 86 297 435 1,150* 2,030%* 1,900%*
Dunnett € * : p<0.05 **: p<0.01
x18 28 HEHEIZMUEMEREER (Sv k) TROHON-EHR
5 5-1F HE i3
20,000 ppm | - JRECEIGIN « AST K O ALT #9n
2,000 ppm - T.Chol #4/n
bk - AR U R
- R OV fftsef Je OV R i 288000
- e S
100 ppm + TP, Alb., Glob &X' T.Chol #4411 | 100 ppm LA F
YLk < AR A U ) BT R L
- JHf sk Ko O L B 4N
o JINFE R B AR AR R
- fa RS
10 ppm LU T | FpERT L7 L

?;%%i%ﬁﬁlm&mﬁ\@%%5@%@&%26hk0
55 :2,000 ppm #HHETIIHFHFZOABEZITRVR, BEKE5 0

(2) 90 BEMESESHERR (5 F)
Fischer 7 >  (—HEMEMES 10 VL) Z HIV 72 iREE (FK 2 0, 1, 10, 100, 2,000
KO 20,000 ppm : EERAEEEITER 19 Z0) REICL D 90 HMEAMEENE

AR N FE i S T

£ 19 90 BREBEIAMESEHR (v ) OFHREKERE

By
s

EERDbNT,

& H-RE 1 ppm 10 ppm 100 ppm 2,000 ppm | 20,000 ppm
R R ER R | 0.0625 0.631 6.38 131 1,330
(mg/kg fRE/H) | M 0.0720 0.719 7.53 154 1,500

REILERALEREE VS CAFHEL, )
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2016/11/30 % 142 AIRREMAESRHER 7z ¥/ MU VFHEE ()

B GHETRD DIV BT AIEER 20 ITRS ATV D

JRIAIZ BT, 2,000 ppm LA BB S-HEDORE K O 100 ppm UL EEGEEOHET

RHT R AROEENN, 100 ppm PL_EFE5-FEDRERE TR pH DAL T3 H L7273,
FRARPE G I o TIRPIZHEBRE L L < 132 OREW X LT a v o@D )
PRS- Z SICERT DO T, mUEITR EITFE X Eﬂfom)o 7o

AFABRIZF VT, 100 ppm LL EERGHEOMEE TAHIRRKRENFRDO LD T,
M EIIMERE S & 10 ppm (M : 0.631 mg/kg ARE/H. M : 0.719 mg/kg A/
H) ThodEEExohlz, (W2, 27)

£20 0 BREBZMEEEHER (Sv b)) TROONEEFERR

B H-RE Vi3 i3
20,000 ppm | - {REEHEHOHNH] - Glu &
- TG K% O} Glu J
- Jia Jitee ot Mo OF b B ik
2,000 ppm - A IERE KON AE FEWRENERY | - i 4 54 (IREHA IR AT)
Ak ﬁ%{ N + AST., ALT %} T.Chol 4/
e A e OB M6 B OV TR AN
100 ppm « TP K O Alb B4 - A R (IR EHE R R AY)
Lk - Ik} L - I
o TRkt M ONE B B0
« NEE MR R AR S
- R
10 ppm BLF | #EMEAT R L AT AL L

(3) 90 BFESMEEMEER (TOX)
ICR ~ 7 A (—BEMERES 10 PT) % IV v=iRES (54 : 0. 10, 400. 4,000 &
1%10,000 ppm : “FEIRAEREIZE 21 ) H512X 5 90 H R 2rEErER
BRI N S 7=,

BB 10 ppm 400 ppm | 4,000 ppm | 10,000 ppm
R | K 1.39 56.0 560 1,420
(mg/kg (AE/H) | M 1.69 65.9 682 1,730

BB HHE TR DB MERT AITER 22 ITRSNLTWD

AFRBRIZEB VT, 4,000 ppm uﬁﬁffﬁi@&k&f&fd\%qﬂ»u P PRI e A R &5 203 R
D HNTZD T, EEEEMEEITMERE S 400 ppm (M : 56.0 mg/kg (AE/H . M : 65.9
mg/kg KHEH/H) THDEEZ LN, (SR 48)
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F22 90 BRIBAMSEHAR (YOX) TRHOoN-FEHRR

B GHE It i3
10,000 ppm « ALT . ONTG 0
4,000 ppm LA E | - TG KO T.Bil #5408 - TP }% Ot Glob #3440
o JFheE st K ONEE B 2 HE N o JFheE st K OV L B 2 HE N
o ZNBE PR R AR R o ANFEGUE TR AR A S S
400 ppm AT TR L TR L

CHRPERA BTV, BRSO RELEZ LN,
$5:4,000 ppm ¥ GRETIIHFFROAZEZIIRVR, BEERGORBLEZ ST,

(4) 0 HEEEMESEEER (1 X)
E— 7 VR (—REMEES 4 PC) AV ziREE (BUA - 0. 2. 10, 2,000 KON
7,000/4,000 ppm? : ‘R IERE 3R 23 BIR) K512 X5 90 H HH AR,
AR AN St S T,

B 58 2 ppm 10 ppm 2,000 ppm 7,000/4,000 ppm
LR RE B i 0.0576 0.291 60.2 149
(mg/kg (AH/H) i3 0.0612 0.310 62.0 146

B GHETRD DB AIEER 24 ITRSATW D

JRERAIZEB VT, 7,000/4,000 ppm #&-5-BE DM TR EP’f R AROHM, [RIRE
DOHMETIR pH OIR T 2358 HAVToS, iR G2 X o TRHICHEERmE R L <1
Z OB T T v ORIt S - Z EICERT S b O T, mERT R
ClXEBEZ N T,

AFRERIZI T, 2,000 ppm LA _E B G- HEOIE T ittt e 0L B &b T
JEL R ONIF A& I TUHE S 3580 H =0 ©, HEHMERIIMEE S © 10 ppm (M :
0.291 mg/kg K/ H ., #f : 0.310 mg/kg AH/H) ThoH EEX b, (B2,
28)

37,000 ppm £ HREOMETIT 1 I CTHR G 4 B MO FES Hiv, HETE 1HIcES 2 M5
ITEVRIE S . BT K OV P HH il OY _Fﬂﬁﬁmtm WO LNEERRIEL Ir o272, HETIIRE 5
W, MECIEEE 480 5 RIREE % 4,000 ppm (2 F U CRRBR DM S HL7z,
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2016/11/30 % 142 AIRREMAESRHER 7z ¥/ MU VFHEE ()

F24 0 BREBIAMEESRER (/X)) TROOIFERR

B H-#E i3 i3
7,000/4,000 « PLT b % O Ret #5013 5-4 | - PLT. Ht. Hb &%t RBC jE4
ppm ., 1) AP ONZ Ret & OXWBC H3in(#% 5-
- Glob £/ 23, 141
- T.Bil J8/ « Glu & O T.Bil b
2,000 ppm LA L |+ fgligiteser o OV &l - ALP #9/1

o JE R OVITBE A 85 1 T e 3 TN
B Y 7oL ) S
1ommuF FEIERT R L FEMERT R L
: 2,000 ppm = GEE L BIOHDHTRCh 570, BikERGOEELE X b,

(5) 90 HEEAMESEER (Sv )
Fischer 7 v b (—REMEMES 10 UT) & VW 7=iREE (B4R : 0, 200, 2,000 K Y
20,000 ppm : FEIRAEEEREIIE 25 M) BHI2 L5 90 H S ER R EME
AR AN SN S T,

25 90 BREBAMMESIEAR (v ) OFHRFKERE

R 200 ppm 2,000 ppm 20,000 ppm
SRR R | K 12.2 125 1,280
(mg/kg IKE/H) | iff 14.0 144 1,460
KRG TRD B3 I3 26 (RSN TV 5
ARERIZFEB T, 200 ppm LA B8 GREOIETHE BRI, ﬁk&f% | E XN TAl |

KOVENNFED SN0 T, MWt T & & 200 ppm A (7 : 12.2 rng/kg

(RE/H AR, M 14.0 mg/kg RE/HARN) THDHEBEADNT, Elo. HRE
A TRHO DT IT—BRBELIC & 5 “Rp g L B2 bz, (Zﬁﬁﬁ

2. 29)

& 26 90 HREBEIMMESERER (Sv ) TREOohEFEEHR

B h5HE iz e

20,000 ppm - IRFAPHER AR 25 (B 5- 81 H LA
%39

- R TEN UG- 4 KO 13 ),
IHENE LR 5 8 KON 13 ) O
SEH B0 [N 5 13 1)

- 75 HIBHBEEAS TR G- 2 KO8 #)

- A EgK 1 B¢

2,000 ppm L E

- BRI S 65 A LK)

200 ppm LAk

&=L G AN RN

ST ORI 2 05D

: Ln‘l‘%é’]ﬁ

ETTRVDY, IR G- DL B 2 fbﬂt

a : 200 ppm &"'@ﬁf Beh-4 HLABE, 2,000 ppm DL S G#E - B 53 B DA

24




© 00 3 O O = W N+

10
11
12
13
14
15
16
17
18
19
20

2016/11/30 % 142 AIRREMAESRHER 7z ¥/ MU VFHEE ()

b : 200 & TN 2,000 ppm #FE5-/E - 5 7 BLAKE, 20,000 ppm 58 - %56 B LR

1. EHENERBRRUENAERER
(1) 1 FEEHSHESER (v k)
Fischer 7 v ~ (—BEMERESS 20 VC) % FW7-iREE (54K : 0. 1. 20. 200 &

2,000 ppm : FEMRAEREILE 27 2) #512X 5 1FEREE R
Fh X7,
#=2] 1 FEEMHSHRER (Sy b)) OESBEEKERE
R 1 ppm 20 ppm 200 ppm 2,000 ppm
SRR AR B Ji3 0.0431 0.843 8.78 89.4
(mg/kg K&/ H) i3 0.0536 1.06 11.0 111

B G TRO DT BT IR 28 lIRSN TV D

FRIRAIZIB VT, 200 ppm LA B GREDMERE TR 7 b AROHEINKL DR pH @
RO BT, BIREGIZ X > TRPICHEEBRYE A L <132 O XX
Fu rORENIE ST Z SICERT LSO T, BT & IIFE X 6k
o7,

Zﬁﬁiﬁ%ﬁ IZFBW T, 200 ppm PL B GEEOMERET AR, FRR= 20 REMSE

RO LNT-DOT, ME M EIIMERE S B 20 ppm (M 0 0.843 mg/kg (AE/H ., M :
1.06 mg/kg (KHE/H) ThHhdHEBx b, (B2, 30)

=28 1EMEHSEHEHER (v k) TROoh-EHMR
P 5B Jii2 i3
2,000 ppm SR DTG - iR
- AST #4701 - JR 1 Bil #4n
+ Cre J8
o TV B MR R R e B A
200 ppm - (REEHE NS - SRR DB
ULk - AR KT - 8RR VR K OMILAE B AR (IR R 221
- 8 BRTE VR K OIS 8 A= (IR R 221 FRAT)
AT - RBC J8/
- ALT. A/G tt. T.Chol, TP, Alb | - Cre JHi
K ONTG #ahn - T.Chol X O} TG ¥4
- JRELEEEE N - JRECEEIE N
< JRA X7 HENN R E Y = N
- Jibdit skl BB B o I R OV et M ONE EE B HE AN

« BT R OV e ks Je OF P EE BN

 ANBE LR TR R AR R

- N B M I e R e b

« B PRANE A A2 K OVR FIAE
- R = v R

- fAER

- FORIR = o R
- AR
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2016/11/30 % 142 AIRREMAESRHER 7z ¥/ MU VFHEE ()

| 20 ppm LA | FPETAL L | AT L
a: 200 ppm B GEETITES 20 LK, 2,000 ppm £ 58 T 5 12 HEUABRICH 00
AEZENRD b,

(2) 1 EMRESERR (1 X)
B — 7 VR (—REMERES 4 TT) & AV 7<iREH (5K 0, 10, 200 & T 2,000 ppm :
TR 29 BR) BGIC LD 1AERBIEEMERBRA Ei S 17,

£29 1 £FHEEMHEHRR (/1 X) OFEYBEFERE
5B 10 ppm | 200 ppm | 2,000 ppm
SRR AR B Jii2 0.297 5.98 59.8
(mg/kg K/ H) i3 0.300 6.21 60.5

B GHETRO DIV BT AIEER 30 ITRSNLTWD,

JRIEANIZFB VT, 10 ppm LA B GFEOIE N O 200 ppm & G-HEOME TR 7 |k
AROEEN, 2,000 ppm £ G EEOMETIR pH O T30 Hiiz2y, kg5
Ko TRPIZHEBRE R L <IXZ O T TF v o v o R s Ptk S a7z
ZEICERTALOT, BEREIFE N7,

AFBRIZEBV T, 2,000 ppm & GREOHECTHRIEESI, 200 ppm DL EEE#E
DT ALP #2358 H 72 O C, MRS IIHET 200 ppm (5.98 mg/kg &
#H/H) . HT 10 ppm (0.300 mg/kg (AH/H) ThreEX N, (2,
31)

#=30 1 EEMESERER (/1 X) TREOon-EHMR
B H-RE Vi3 i3
2,000 ppm SR BE BN
200 ppm LA _E 200 ppm LA « ALP & O* Glob 5/
BT RS L - A/G LD
10 ppm AT R L

(3) 2EMENALEER (Sv )
Fischer 7 v I (—REMERESRS 50 PL) 2 HIV 72 iREE (A 2 0, 20, 200 & T 2,000
ppm : FEBRAEIREITER 31 M) K52 L D 2 FRIFEN AMERERD I S h

7=,
=31 2EFEMENAMEE (Sv b)) ODEHRKERE
B h-RE 20 ppm 200 ppm 2,000 ppm
PR | 0.730 7.53 77.3
(mg/kg RE/H) | M 0.936 9.69 99.1
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B GHETRO DIV BT AIEER 32 ITRS TV 5D,

200 ppm £ 5-HEORE 1 B TR 5T IRERR - _E RISV T, 2,000 ppm $¢
HRHETEHRDO NN, 7y FTEENRERE THH Z &, 200 ppm LA E
B G- HEOMEREIZ I TABER K O ORI 72 RIAEIC & 5 A E Rl Ak A3 58
HDONTEZ Enb, MIEERGOREETHDL EBX LN,

[VE)IEEFEE XY GEshTEs) ]
£ 2

[FHmEv]
JRSTIZIZLL T OFE#NS TS WE Lz,
One male in the 200 ppm group showed squamous cell carcinoma which was
considered to develop secondary from the chronic inflammation of cornea induced by

the treatment.

ARFBRIZEB VT, 200 ppm Pl EBEREDOMEE TRBEKSENRD -0 T,
M EIIMERE S & 20 ppm (M : 0.730 mg/kg AE/H. M : 0.936 mg/kg A/
H) ThiEtEZONEZ, (BH2, 32, 50)

x32 2HMENAVERER (Sy b)) TROONEEEME CEESERE)

FGRE i3 e
2,000 ppm | - SEAREYFE S 39 LK) AN B =Ry Ok @
- BB 35 LK) - R = v R
» R M O L E RN - - PN 2R
* /MY T8 ZE Ak - Ry il

- IR
- HURB = v o RAEME

- LS o ifi.
o JEERR JRy P i ki i 2554 M OVHR A
k=1

- BB ARAMEZENG
200 ppm - PRV G 17 HELE) - LR (G- 35 T LLRE)P
Lk - UREBEIHIE G- 7 8 LA s W OHENE G 14 L)

- bt B B - AREEHEINPNHIEE S 1 L)

o JF R OVESHE6F K OF bt B BB - WBC®, Lym® &% O Mon* #4/1

- AES, AN LB « Jibdshes st B B

- JaE K KRB A 2 o JESHE X K ONEE EE SR N

o JIF BRI RIRRE S OV N 2EE - ARG, AT RR AL

o B - Jg B K KRB B 38 1. T

o AL BRSSP o JIT BARZ A IR K OV IR 2

« 7oy R—Hila~E T U UIRE
o LB PR
- FREPRRARARRRE
20 ppm a7 L AT 72 L
5200 ppm FGRE T AOABEZITLRVA, KRG ORELEZ bz,
a: 2,000 ppm 5B CIIEG 2 HUE
b: 2,000 ppm & 58 ClIEE G 33 LI
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2016/11/30 % 142 AIRREMAESRHER 7z ¥/ MU VFHEE ()

¢: 2,000 ppm B HRETIXEG 7 HLRE

(4) 18 MAMENAMERER (THX)
ICR v v A (—FEERES- 52 V) 2 AW T=IREE (JE14&: 0, 100, 1,000 M Of 10,000
ppm : FERRAEIEITIE 33 2MR) K52 L5 18 /2 H IFEMN AMEER D FhE X
iz,

F33 18 MARMEASAMRER (XOR) OFYREERE

e 58 100 ppm 1,000 ppm 10,000 ppm
R AR E | B 10.9 108 1,110
(mg/kg (K&E/A) | M 10.7 110 1,090

BB TR DT BmMERTRIZER 34 1RSI TV 5,

iR X0 FABE ORI U - BEEMER 2 X580 e o 7=,

AFRBRIZFB T, 100 ppm LU B GHEOMEE TR A 23RS b= T, #
T B TMERE &t 100 ppm Al (7 : 10.9 mg/kg (E/ H R, M : 10.7 mg/kg
(KE/H R ThHDHEEZONT, BRAMITRD bR hoT-, (B2, 33)

&34 18MARBEASAMRER (YOR) TRHOoN-FEHR

B H#E i3 i3
10,000 ppm AT 1| DE RSN i - JHHE K OV B B 0
- NEEFULE TR R A L o /INBE ALY A e A R
- MHEERGEE - R Rk
1,000 ppm LA E |« /nBEALUME AR K
» BRI B P PR e 182 5
100 ppm LA E - JHERE A - IBEERE A

12. EERESHEER
(1) 2HKEERAR (SvF)
Wistar Hannover 7 > & (—FEHERES 24 IB) 2 W 2iREF (5K 0 0. 3. 60
KON 1,200 ppm : ERRMAEREILE 35 2/R) &5 LD 2 HAVEGERER N E
i S A7z,

&35 2HAEBEHR (Sv b)) OFHRAFERE

B h5-8E 3 ppm 60 ppm | 1,200 ppm
VA 0.166 3.40 70.3
L P i
SEV R AR B St 0.271 5.59 110
(mg/kg IKE/H) T 0.198 411 85.4
P .
IR 0.294 6.00 121
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Jzox/ M)A UEEE (F)

BB R TR DB MERTAIZER 36 IRSNLTV D
ARV C, BB T 60 ppm uiﬁﬁﬁi@&k&f&fﬁﬂﬁﬂ%m B
T 60 ppm UJ:TQ’%L%?@ Fq tHARHE T2 Bl AE, 1,200 ppm H&5-HED F1 K&
O Fo HEARHE C A e 25
M 0.166 mg/kg M@/H . P 0.271 mg/kg {KE/H ., F1/f : 0.198 mg/kg K&

/B . Fiiff : 0.294 mg/kg (KE/H) .
{KE/H . F1/ : 0.198 mg/kg KHE/H) .

ntu &) [\Ohﬁ_@‘( ﬂﬁé I\ii iﬁ%ﬁ#@@lﬂﬁfﬁf 3 pPpm (P

REORET 3 ppm (P : 0.166 mg/kg
T 60 ppm (P M : 5.59 mg/kg {ZIKE/

H. Fil : 6.00 mg/kg AHEH/H) ThHDHEEZ BN, BIHREIZKT 5 AT

&) [\Qﬂzﬁﬁ“’) 77:—0

(MR 2, 34)

Fx36 2HAEBEHR (Sv b)) TROHONEEERR

B

BloP, A

iy

o Fu

I Fe

I

i

I

i3

T8 %

1,200
ppm

- AT O
CEPIRE

« (REHE NI (7
7 H)

- FFE e K O R
NS S

- PREEE AN (%
H. 1 JH LA

- JF#astS K OVE
EEHNSSS

- ke M O ER
iie /0%

o /N P A
HEj(§ §§

- PREH M (B
5138 L%

- JFE S R O
e DR

60 ppm
ULk

o BHESEES S R ONER
ENez )l
- FARESE

- FERER RO
HERD
- FIER

- AR

» bt oes K VB ER
inl%en

- PR e VR E
N

- AR

3 ppm

TR L

TR L

TR L

R R 72 L

oz

¥&

1,200
ppm

« PREHINHNH
- FAESR

« PREHE BN
- JEBA AL
LS

« PREHR AN
- FAESR

« PREHE BN
- FARRAR

60 ppm
LAk

* TR B A

3 ppm

mIEAT R L

60 ppm LLF
BT R L

60 ppm LLF
BT R L

60 ppm LA
T R L

:ffn+ﬁLBﬁ%§f?4r.izﬁb\ﬁ‘

MG OHEEZZ DT,

: 60 ppm G TIIMETFRIAEEIT RO, BERGORERLZ LN,
855, DAL R ER SN TE LT, o T v FE AW CRO N MEELBE L TH
G- DR Ll LT,

(2) RESHEEER (SvF)
Wistar Hannover 7 v kb (—H#filff 23~24 L) Oiffz 6~19 H
& :0, 1, 10 X1 1,000 mg/kg AH/H .
PERRIR 28 e S A7z,

VB

FREGHE TR DN RIIR 3T ITRSNATVS
jt@]ﬂﬁ%%‘ﬁumwh LONSY Wi/ AN

REENIC

M EDOH B D & THRIEI

29

amflRen (R

1% CMC K¥siR) 5 LT, %
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2016/11/30 %5 142 MREFEMRAERHRER Tz 0¥/ bUF VEHEE ()

IR THY | BIEEGICLDRETITIRVWEZE X LN,

AGRBRIZ BN T, l%%fiun@&MK@Euigﬁﬂfﬁﬁ%ﬁwﬁ
2 Gl 10 mg/kg (R HE/ A UL & GRECTIRIRENGRD b0 T, ARERIC
ﬁ%*rigg X, BEWI A ONREM & HIZ 1 mgkg (KE/H THD &5 % 67&71

TEMHEITERD otz (=2, 35, 50)

F3I1 RESBMHR (Svbh) TROONEFEFRR

£ 5RE REE Ep

1,000 mg/kg A/ H - IREHE N HI AR 6~9 H - EEE
LK) - fHERZ L~ B
- ILHERTHE B Sk 27

10 mg/kg RE/HLLE | - BEHERD R 12~15 B | - {&{KE
LARE =)

1 mg/kg A/ H IERT e L FIERT e L

a: 1,000 mg/kg AR E/H & 5HETIE, HR 6~9 AL

(3) REBHEHAR (VIH)

HABORE X (—/ElE 25 VC) OFE 6~27 BicHmflRen (544 : 0, 1.
10 K% T8 1,000 mg/kg MR/ H ., B - 1% CMC KigiK) #5 LT, 4R

NEHE ST,

REEV TR MR D 2 %ﬂéﬁﬁ;@fﬂﬁﬁ (I V=T DR DAV, BT

MR THY , BRIEEGICLDRETITIRVWEEZ X LN,
ARBUZRV T, BT :t 1,000 mg/kg KT/ B #GRECHE (1 6) 233

S, B TiE 10 me/kg RE/H LU GAE TIIHERTHE £ 27 R ORI E 235

=)

WO HNT=DOT, ARERIZIT 5 Wt &L, !@JJ%“C 10 mg/kg AE/H ., A
T 1mgkg KEH/HTHDH B2 LN MEFEIEITRED b o Tz, (B 2,
36, 50)

13. BEEEHHAER

Txrx /) MV A Y (FIK) OMEZ HWTAZRERERRAER, F v A =—2X
DAL — i EREHEF IS (CHL/IU) & AW c Qe R R R R A O~ 7 2 2 v

T /NEZRRBR N FEME S ALz

AREBRAERIIE 38 I RENTWBH LB, 2TEETh =2 b, 7%

J B FUCEmERT Wb D LEX b, (B2, 37~39)

*x 38 EiEMHABRME (RIK)

B | x5 | PR - e 5B B
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Salmonella typhimurium |(1020.6~5,000 ug/~7" L — k
(TA98. TA100, TA1535, | (+/-S9) (TA98. TA100,
TA1537 ¥K) TA1535, WP2 uvrA ¥k)
Escherichia coli 6.9~1,670 pg/~7'L—
EimzEsk  |(WP2 uvrA B (+/-S9) (TA1537 #£) -
75 B BR ©156~5,000 pug/ 7' L— k =
(+/-S9) (TA98, TA100.
. TA1535, WP2 uvrA ¥k)
1n vitro 39.1~1,250 pg/7 L— k
(+/-S9) (TA1537 #%)
F A =—ANLAZ—fiH | (D525~4,200 pg/mL(H/-S9)
SHe R 2 A (6 FEEALER)
, sz | (CHL/IU) ©263~2,100 pg/mL(-S9) o
ORI (24 B5RALED) Stk
365.6~525 ug/mL(-S9)
(48 WfEALER)
ICR ~ 7 A (B B ) 500, 1,000 K% T* 2,000 mg/kg
invivo| MERER |(—FERES 5 D) NG =Yg
(Hi[El#E N8 5)

1E) +-89 : RENGIERFE F R OIRFE T

& C (. fd, BHEEOKTHEK) KD (@, fE¥ Kk OVK T H k)
W ONZJFURTRIEY) 2, 3, 4. 5 MU 6 Ol &2 H o158 IR 22828 BLEABR 3 S0 & AU

7o RBERIIR 39 ITRENTWVAE LB, 2TRETH-T-,

(& 2, 40~

46)
39 ExEUHAREE (REPRUVREEEY
WE R ES SLERYREE - B 55 i A
S. typhimurium 061.7~5,000 pg/ 7 L — b
i} oo | (TA98, TA100, TA1535, (+/-S9)
e RIS | a1537 1) ©313~5,000 pg/ 7 L— b | bt
¢ R B ol (+/-89)
(WP2 uvrA £%)
in S. typhimurium 061.7~5,000 pg/~7 L — b
vitro (TA98, TA100, TA1535. (-S9)
TA1537 ¥§) 6.9~1,667 ug/ 7 L-— k
(A IE7) BIRIK | E. coli (+S9) i
D AR | (WP2 uvrd 1) ©®313~5,000 ug/ FL—k | 7
(-S9)
39.1~1,250 pug/~7’ L — k
(+S9)

31




2016/11/30 H 142 BREEMAESHER 70X/ bUFUFHBE ()
S. typhimurium 061.7~5,000 pg/ 7 L — b
(TA98, TA100, TA1535, (-S9)
TA1537 k) 20.6~5,000 pg/ 7 L— h
(+S9)
©313~5,000 ug/ 7' L — k
JFAARTR HIFZER (-89) o
£ 2 AL 156~5,000 ug/ 7L — k | =
(+59)
E. coli 061.7~5,000 pg/~7 L — b
(WP2 uvrA ££) (+/-89)
©313~5,000 ug/ 7' L — k
(+/-89)
S. typhimurium 06.9~1,667 ug/ 7L — k
(TA98., TA1535 1) (-S9)
61.7~5,000 ug/~7'L-— k
(+S9)
©39.1~1,250 pg/ 7’ L — h
(-S9)
313~5,000 pg/7'L— b
(+S9)
S. typhimurium D2.3~556 pg/~7'L— k
(TA1537 ) (-S9)
61.7~5,000 pg/ 7 L — h
JEARTR HIT 22X (+S9) o
1% 3 78 FLERER 29.8~313 pug/7'L— h -
(-S9)
313~5,000 pg/7'L— h
(+59)
S. typhimurium (020.6~5,000 pg/ 7 L— h
(TA100 ) (-S9)
B ooli 61.7~5,000 pg/~ L — k
(WP2 uvrA ) (+59)
©156~5,000 pg/ 7 L-— I
(-S9)
313~5,000 pg/~7 L — k
(+59)
S. typhimurium D61.7~5,000 pg/ 7 L— b
‘ ey (TA98. TA100., TA1535, (+/-89)
VR f{gf‘f TA1537 ) ©@313~5,000 pg/ 7 L — | [t
fE9 4 HABR E. coli (+/-S9)
(WP2 uvrA#£)
S. typhimurium 05.1~1,250 pg/ 7' L — k
‘ virim ey | (TA98, TA100, TA1535, (+/-89)
SRR f{g%% TA1537 ) ©39.1~1,250 pg/ 7 L — b | gt
e 5 HABR E. coli (+/-S9)
(WP2 uvrA#£)
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2016/11/30 H 12 EAREFEMRELRHER 70X/ FIAVEHEE ()
S. typhimurium 020.6~5,000 pg/ 7' L— b
(TA98 ) (-89)
Z coli 61.7~5,000 pg/~ L-— k
(WP2 uvrA ) (+59)
©156~5,000 pg/7 L — h
(-S9)
313~5,000 pg/7" L — k
(+59)
S. typhimurium 02.3~556 pg/~7'L— h
(TA100, TA1535 1) (-S9)
61.7~5,000 pg/~7 L — k
JEARTR HITZEIR (+S9) -
1£4 6 2 HLEAR ©9.8~313 pg/~7' L — k =

(-S9)
313~5,000 pg/7 L — k
(+S9)

S. typhimurium
(TA1537 #F)

[D0.76~185 pug/ 7' L — b
(-S9)
61.7~5,000 pg/~7 L —
(+S9)

©@2.4~78.1 g/ 7L — h
(-S9)
313~5,000 pg/~7' L — k
(+S9)

) +/-89 : RENEMERIFAE N R OFEAFE T

14. TOMDRAER

(1) 28 HEEEESEEER (1 X)
E— 7 VR (MRS 1 PC) A2 VW 2iREE (A - 0, 2. 20, 2,000 KON
20,000 ppm : FEIRAEEIREILE 40 /) B5IC L5 28 B I E R

ANESY TR g Wy
=40 28 HEMHEEMEEEE (/1 X) OFEHBRKIERE

B h5-8E 2 ppm 20 ppm 2,000 ppm |20,000 ppm
SRR AR TR B i 0.0577 60.8 629
(mg/kg IKE/H) i3 0.0627 62.9 566

MR F oy VEEIIE 4L ITREINTWS, (B 49)
=4 mFEhFOS EE (nmol/mL)
& H-RE 0 ppm 2 ppm 20 ppm 2,000 ppm | 20,000 ppm
e H-Hii 33 43 27 35 40
| &5 2@ 35 906 1,360 1,740 1,530
#5438 34 734 1,240 1,450 1,340
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B 5-Ai 25 40 36 27 33
M| 52 33 911 1,960 1,240 1,940
%5 4 33 839 1,610 1,410 1,710
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2016/11/30 % 142 AIRREMAESRHER 7z ¥/ MU VFHEE ()

. BmAfEEETm

BRRICHET TG ZHWT, B3 (72X ) N 4] O/ SR 2Tl %
Skt L7,

UG CHEFR ST =X U A DT v b EBWT-EWIRNEGRER DR 5.
BHAEO 7z x 7 M) AU 85H% 72 BERICBIT A2WINR TV 2R L HIET
70.5%., MET 70.4% L EH I, EHGHSREOPEITESC) T, 5% 72 FFH
AR & T 90.8% TAR~98.7%TAR 73, & T 95.7%TAR ~100%TAR 73R & Y
#Ep oS L, ElCERICHRES L, IR ,ﬁé&UHEH‘EP@EEE}Z Y& LTRE
m@7i/%/k)ﬁ/&0ﬁﬁ%Bﬂmw%m, IR C. D, E, F, H,
I. JENRBOLNT,

WO THEERESNT 7 =% ) N A OAFGE W T- R P E G 35RO 5
FEE D E L TREIED T =% 7 B U FUNRERO LNTZIEN0, FX D XK OFE
b o TREW C BNehnZnm Kk 0.015 mgkg (12.6%TRR) & 0.016 mgkg

(14.7%TRR) B H T2 1Z T 10%TRR 28 2 5 EMIIER 0 b e o 7=,

ZxrXx ) NI AUV ROREY C 2otrdgiba & LIZENICB T 21wk
HRBRORER, 7xo% 7 MU AU KOG C DR KFEEEIX 0.68 mg/kg (T
H5) K 0.02 mgkeg Fbb) Tholz, AAEE (LK) 2BV TIE, WTh
tE BRI AR Th o 72,

KHEERBAE RN, 720 F% ) MU A UEGICE 22X, FICIR (AR
T v b)) L IR ONEEROERT IR KEE) K OVESE ( FE ~ 7 A) TR
Sy AW

fhitEEtE, ZEIHAEL Ciﬁ“é%ﬁiﬁ\ fEaTVE N BB EMEISRER O e o Tz,

7 v bW 2 FERFEN AMRRERIZI W T, IRERR - LT BT 3,
Rt 2 RIEIC LD b0 LFE2 b, £z, BamtiRiIeTagiEtdo 2 &
5, JEGEOREMFITBEEEA D = XL L 13E 2 #< FHMEIC Y720 BE A
ETHILITRETHL EBERDNT,

[(va)lsEMZE L0 GE#ETE) ]

faf5E 2

[FHR L]
JRSCTIZLL T OFE#A TS WE L,
One male in the 200 ppm group showed squamous cell carcinoma which was
considered to develop secondary from the chronic inflammation of cornea induced by
the treatment.

FEERNE B ORE R, 10%TRR B2 2@ & LT C 258D bz,
Z7y MZBWTHORE SN ThH o722 LD BEY T OB 54
,\?557:n/ﬁ%/ N (%ﬁﬂﬁ/\%@ﬁ) ERE LT,

FRBRICRB S 2 EEMEEFIIR 42 (2, BREREARGFICIVERESND LB X
55w %ﬁiﬁ’* FFR BTN EI RSN TN D
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2016/11/30 % 142 AIRREMAESRHER 7z ¥/ MU VFHEE ()

7w hEAWZ 90 H M AR R R ER OMEE TR ENRE TX 20 -
e, KVERHEE TEMS N 90 A MHE MBI CTHERE & & a0
ENELNTWD, £72, ~ U A Z W 18 7 A W3 AMERBR O e ¢ M F 1k
BENRRETERD TN, FoEmETHDLI T v FEHAWT, KV EHEE THEiEs
iz 2 RN AR BV Tl b mEBEENE LN TV D,

B ZERESEREMPFES L, FR R CE OB E N O/ N tEE O
O bi/MEIL. Ty EMWE 2 HREAGEER D 0.166 mg/kg (KE/H THh o722
EMND . TNAERHLE LT, Z24a8f%% 100 T L7 0.0016 mg/kg (AHE/H % — H &
HBFrE & (ADD) &% E L7,

Flo, 72 ¥ NI AUVOHEEBROBEFEICL D AT HAREED B 5 Bk E
D/ hEMEEIE, 7 v b ORarEEERER A 57z 2,000 mg/kg (KETH Y |
By bATZE (500 mglkg (KHE) LI ETH-7-Z Enn . ARED (TR ET D MLED
7euN S LT,

ADI 0.0016 mg/kg A/ H
(ADI B ERAE L ZIHAR

(B F) 7 vk

(1R 2 A

(B 5-J71%) TR

(e &) 0.166 mg/kg A5/ H
(22750 100

ARfD BEDOME T2 L
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Jzox/ M)F Y

AEE ()

=42 BHRRBIZETSIEEHERUVHE/NENEE
o e b piliE N e/ R .
D AR (mg/kg KE/H) (mg/kg KH/H) |(mg/kg K/ H) fi
0. 2. 10, 100, 2,000, | : 0.787 1t - 8.19 HERE - FFfE s B OY
98 [ il 20,000 ppm I - 8.52 e - 181 b BN A
Py - 0. 0.157. 0.787.
. 8.19, 162, 1,640
ME - 0. 0.168, 0.852,
8.52. 181, 1,790
0. 1. 10, 100, 2,000, | : 0.631 1t - 6.38 MERE - AR %
20,000 ppm M 2 0.719 M 7.53
9/:2 E'E'f% HE - 0. 0.0625. 0.631.
PR EEIE
S4B 6.38. 131, 1,330
- 0. 0.0720. 0.719.
7.53. 154, 1,500
90 [ T 0. 200, 2,000, 20,000 | : — ot 12.2 1 - zﬁx’%fﬁﬂl
e | PP e — e : 14.0 M - S EEE D
R 10, 12.2, 125, 1,280 T & 095
- 0. 14.0. 144, 1,460
0. 1. 20, 200, 2,000|% : 0.843 Mt : 8.78 MERE - Mg, H
ppm W - 1.06 I : 11.0 K=o 14 RE
1 =M |7 - 0. 0.0431, 0.843, P
B 8.78, 89.4
Mt - 0. 0.0536. 1.06.
Sk 11.0, 111
0. 20, 200, 2,000 ppm |%£ : 0.730 1 - 7.53 MERE « IR S
2 R |12 0, 0.730, 7.53, 77.3 M : 0.936 it - 9.69
AMERRER | 0. 0.936, 9.69. 99.1 (i - IRERR 7k
F )
0. 3. 60, 1,200 ppm |H &Y BlENW) BlENW)
P : 0. 0.166, 3.40, |P X : 0.166 P I : 3.40 MERE - MRS
70.3 P i : 0.271 P i : 5.59
P : 0. 0.271. 5.59. |F:1 /4 : 0.198 |Filf : 4.11 IHE
s | 110 Fiitff : 0.294  |F1if : 6.00 f’é TR %ﬁ@ﬁ
21{;?‘%5% oAt 0. 0,198, 4.11. i - fa %
i 85.4 IR @ IR &
F. i : 0. 0.294. 6.00. |P % : 0.166 P I : 3.40 (BHEREIC % T 2
121 P - 5.59 Fi/d : 110 EEITEO LN
Fift : 0.198 |P#f : 4.11 720N)
F1 i : 6.00 Fii - 121
0. 1. 10, 1,000 l@]% 1 l@ﬁ@ 10 FHENY) « FBAE &9
falR fal 7%
I |
Py el ARARE
nﬁ% (1 Tﬂ:/ mu&)
6h&w)
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Jzox/ M)A UEEE (F)

B MR | R EER )
By HER (mg/kg KE/H) (mg/kg KH/H) |(mg/kg K/ H) fi
0. 10. 400, 4,000, |/ :56.0 I : 560 MR - /N D
10,000 ppm it : 65.9 it : 682 T4 e
ﬁéﬁg 10, 1.39. 56.0. 560,
“gﬁg 1,420
i I - 0. 1.69. 65.9. 682,
iR 1,730
0. 100, 1,000, 10,000 |/ : — 7 - 10.9 MERE - RFERE
| ppm Wt — it : 10.7
;;ifj K- 0. 10.9, 108, 1,110
b - 0. 10.7. 110. 1,090
e (D AMITERD
Sy AWAAY!
0. 1. 10. 1,000 FEh) - 10 ISTILY/ME 1000 BEEWY) - WiE
R 1 el 1 & VR« AIHE RITHEE
Py ¥ 27 F OSBRI
A ﬁg 1
(1 Tﬂ:/ nf
m&m)
0. 2. 10. 2,000, | :0.291 1 60.2 R NS ERSPNAO)N
p— 7,000/4,000 ppm i : 0.310 i - 62.0 b B
%ﬁ;ﬁ M : 0. 0.0576, 0.291, e < B R OB
“gﬁ% 60.2, 149 X It LS
. i i - 0. 0.0612. 0.310.
62.0. 146
0. 10, 200, 2,000 ppm |/ : 5.98 7 : 59.8 - PR ERES N
1 & : 0.300 : 6.21 - ALP #9jn%es
frf!t% 0., 0.297. 5.98. 59.8 i . W R
i : 0. 0.300. 6.21. 60.5
NOAEL : 0.166
ADI SF : 100
ADI : 0.0016
ADI F ERIE £} Z v b 2 AREGE R
ADI : — HERZA SF : 24f%% NOAEL : #E&H M &

ARk E Y iﬂWﬁf@:lﬁ%ﬁ‘ﬁ&“ﬁ?f X ol
T%ﬁ IR/ N EEE TR N EmEfT RE 2 LT,
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Jzox/ M)A UEEE (F)

T43 HERROBREZHICEIVAETHOEEOHIEEFESE
55 MM BN VA S I ER T
BtE KR (mg/kg R X% mg/kg B4 Ay RARA > R D
KE/H) (mg/kg A X% mg/kg K5/ H)
2,000 M —
5 . £ [ R
7 b BRI - TP B O B 005 U R OV
(Bt 56 Fefiite~ke 5 1 H1%)
ARSD REOME L
(51 v b A 71#E(500 mg/kg AR E)LL )
ARfD : 2t HE
L mEMERIRETE R,
D Fh @if 8 6N E AR BT A LT,
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1 <BIURE 1 AREW 5 B S IR IRAE N >

N2 &R b%4
] . 2-[8-chloro-4-(4-hydroxyphenyl)-3-oxo0-3,4-
B %1(\?__11)3653 M-1 dihydroquinoxaline-2-carbonyl]cyclohexane-
1,3-dione
R KIH-3653-M-2 | 8-chloro-4-(4-methoxyphenyl)-3-oxo0-3,4-
(M-2) dihydroquinoxaline-2-carboxylic acid
D KIH-3653-M-3 | 5-chloro-1-(4-methoxyphenyl)quinoxaline-
(M-3) 2,3(1H,4H)-dione
E KIH-3653-M-4 | 1,3-cychlohexanedione
(M-4)
F KIH-3653-M-5 | 5-chloro-1-(4-hydroxyphenyl)quinoxaline-
(M-5) 2,3(1H,4H)-dione
] AL (RS)-10-chloro-5a-hydroxy-6-(4-methoxyphenyl)-
H g&%ﬁ%?’ M-7 3,4-dihydro-2 H-chromeno[2,3- bl quinoxaline-
1,12-dione
I U34/35 5-chloro-1-(4-hydroxyphenyl)-3-(6-oxocyclohex-
2-ene-1-carbonyl)quinoxalin-2(1 A)-one
U40 5-chloro-1-(4-methoxyphenyl)-3-(6-oxocyclohex-
2-ene-1-carbonyl)quinoxalin-2(1 A)-one
. i 8-chloro-4-(4-hydroxyphenyl)-3-oxo0-3,4-
K b A F v M-2 dihydroquinoxaline-2-carboxylic acid
(RS)-10-chloro-5a-hydroxy-6-(4-hydroxyphenyl)-
L fiii A F v M-7 3,4,5a,6-tetrahydro-1H-chromeno(2,3- 4]
quinoxaline-1,12(2 H)-dione
JRRIEE 2 | — —
JREARE 8 | — —
JRRIEE 4 | — —
JREARE 5 | — —
JRARTE 6 | — —
2
3
4
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1 <P 2 : BAEZES R >

W 75

ai Hxhk sy (active ingredient)

ALP TNNAYKRAT 7 2—F

TI=T I N T URT 2 T—F

ALT (/LA VBREALELVEE R T v AT 2 F—F (GPT) ]
TANRNTGX VBT I ) N TV AT 27 —F
AST

(=7 Z I gAFIafig 7 27 17— (GOT) |

AUC S FE bR T A

Bil elres

Cimax AR

CMC HIVRF T AF L m—R

Cre JVrF=

DTso =R

Glob 7=V

Glu Jna—A (i)

Hb ~EZ ety (MfaEs)

HDW ANET T PRBE AT

4-HPPDase | 4t RFuXx>s 7= LAV FX A —F

Ht ~~ b7 Uy ME [=fPifERER (PCV) |

LCso FREBSEIRE

LDso PRI

Lym U NEREL

MC AF)LErm—A

MCH SRR LB . 434 B

MCV IR ML ER A

Mon BEREL

MPV SER I R FE

PHI RAEH D DIAEE TO AL

PLT /I

RBC R I EREK

RDW IRIMLER 3 AT

Ret AR IR L ER S

Tz e R

TAR G (AP e

T.Bil MU LEY

T.Chol fa L Arue—u

TG N ZUEY R

Tmax H%%?%E?Ui%% ﬁfﬁ

TRR IR R BE
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ERi) AT

WBC i ER 2
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S (R)

{/E:@% %IJEE %iﬁ ?)*%%Jflﬁ(mg/kg) 1,%2
\(”E%‘L B !,E' PHI| 7=y
GkEsTERE) e F | & (H) S C s
Grprin) | | | (D — — AR
gy | €aVh) | SN | TN | R | Tl
- ;ﬁim) 2 | 45 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
o
(FiE &5 ) 1 2 60 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
(%)
Tk 94 4R 2 | 75 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
. ;ﬁ"iw) 2 | 45 | 003 | 003 | <0.02 | <0.02 | 0.05
oS
(Fft ¥ B Ai) 300G 1 2 60 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
Fed5)
Tk 94 2 | 75 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
. ;ﬁ"i&b) 9 | 45 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
oS
(HE G B 0) 1| 2 | 60 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
(b 2K)
Tk 94 4 2 | 75 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
o jgf' - 2 | 45 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
3
(HE G B A0) 1| 2 | 60 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
(Z%)
T 94 I 2 | 75 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
, N i ) 2 | 45 | 001 | 001 | <0.02 | <0.02 | 0.03
OEWiEh
(FiE 15 &4 3006 1 2 | 60 | 0.02 0.02 | <0.02 | <0.02 | 0.04
Fib5)
TRk 94 6 i 2 | 75 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
, N i ) 2 | 45 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
O EDIFH
(HE G B A0) 1| 2 | 60 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
(b 2K)
Tk 94 4 2 | 75 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
, N i ) 2 | 45 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
ave BV
(FiE &5 B h) 1 2 60 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
(Z%)
Tk 24 4 oo 2 | 75 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
, N i ) 2 | 45 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
ave Bl
(HE ¥ B A) 1| 2 | 60 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
e 5)
TRk 94 6 2 | 75 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
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S (R)

VEW 4 _— B PRl (mg/kg) *1+2
(5 FE) | PHI T ¥ )
) | o | B C .
Gprin) | | 8| (D — — AR
A g avhal |y EfE | P | ReiE | EAE
, 7”"";"3 ) 9 | 45 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
a3t
(FiE &5 B h) 1 2 60 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
(b %)
Tk 24 FE 2 | 75 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
NI 2 | 45 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
HH)
(FE: 75 78 ) 1 2 | 59 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
(%)
TR 94 FEJE 2 | 74 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
NI 2 | 45 | 0.36 0.34 | <0.02 | <0.02 | 0.36
HH)
(v R AiD) 3006 1 2 | 59 | 007 | 006 | <0.02 | <0.02 | 0.08
Fe )
TR 24 FEJE 2 | 74 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
NI 2 | 45 | 0.16 0.16 | <0.02 | <0.02 | 0.18
HH)
(FE: 75 78 ) 1 2 | 59 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
(b %)
TR 24 FEJE 2 | 74 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
, N i ) 2 | 45 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
EXAS A 5]
(i) 1 2 | 60 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
(Z%)
R 25 4F i 2 | 75 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
, N ) 2 | 45 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
Fhted o
(B i) 3006 1 2 60 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
Fe )
e 25 4 i 2 | 75 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
, N i ) 2 | 45 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
EXAS A 5]
(i) 1 2 | 60 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
(b 22K)
R 25 4EJiE 2 | 75 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
N i 2 | 45 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
HAA)
(B i) 3006 1 2 60 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
(Z%)
T 25 4 2 | 75 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
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e 4 s ) 7 fE(mg/kg) 72

(5 FE) B | m -
BIHEPB) | jmm | | K 1(91;)1 7;)/;// C e
(IHTEBAT) s E BEE) A EHE

sy | 8D | A | PN | B | TR

KFi 92 45 | 0.68 0.66 0.02 0.02 0.68
(& H)

(FAi) 1 2 60 0.02 0.02 | <0.02 | <0.02 | 0.04

(fid> )
R 25 A i 2 | 75 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03

BA—Iv7 B\
THhA L= 2 | 80 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03

i

(> eHh V)

3006 1 | 2 | 45 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
()

(Hh | AE A

(ENEXEN) 2 | 60 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
SERK, 25 4E

BA—IL7 B\
T L= 2 30 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03

FARw
(e eHY)

3006 1 | 2 | 45 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
(i)

(M | A4

[LSEXEN) 2 | 60 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
SRR 25 4F

=7 a
I A L= 2 30 0.02 0.02 <0.02 | <0.02 0.04

i

(e /eHV)

300G 1 2 45 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
(B i)

(Hh_EEBAE

XN 2 | 56 | <0.01 | <0.01 | <0.02 | <0.02 | <0.03
SRR 25 4F

G : Rl
1 72X ) M) A UBEE
2 F— A NEEBRREOLEEIIEEBIMEIC<ZA L TiRtdE L,
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<>
1. BEERESHEICOWT (FRk 28 4 3 A 22 HAHTEA @A RA RS 0322

10.

11.

12.

13.

14.

15.

16.

17.

18.

%5 75)

AR OMEL B 7% MU Ay (BREAD (20164) 7 I7A

b5 TRt — AR TIE

The Absorption, Disposition, Metabolism and Excretion of [“CJKIH-3653(3

Radiolabels) in the Rat upon Administration of Single Oral High and Low

Doses. (GLP xfii~) : PTRL West(Analytical Phase). Pacific Biolabs. Inc.(In-life

Phase), 2015 4E, RAFH

A Metabolism Study with [14C]KIH-3653(3 Radiolabels) in Rice (Oryza sativa

L) (GLP %t/7) : PTRL West(Analytical Phase), Excel Research Services(Field

Phase). 2013 4E, RAF

Aerobic Aquatic Soil Metabolism of [1*CIKIH-3653 (GLP %)) : PTRL West.

2014 &, KAk

KIH-3653 @ WA (GLP %His) @ 7 X7 A b7 TERNSHE, 2012

F, Rk

Hydrolysis of [1“CIKIH-3653 at pH 4, 7 and 9 (GLP xfii~) : PTRL West, 2014

£, RAEK

Photodegradation of [14C]KIH-3653 in Natural Water and Distilled Water
(GLP %tits) : PTRL West, 2014 £, R FE

TEERE TR R EE - —RMENE N FRERIENISERT. 2014 4F, RAK

KUH-110 O KFG~DOIEW I & s 2 (GLP %)« AWM EEANA AR

T FRE A I, 2018 4F, RARK

KUH-110 O KFE~ DO ilB i i& ik = (GLP %) - A HEEAN B A

TEYREI A IE 2. 2014 4F, RAEK

KUH-110 OA—/7 vy 7Y A L— Y ARG ~OEi BB & msEE (GLP

XR) AN ENEN B AR E A . 2015 4F, RAR

KIH-3653 TGAI : A{AHERE~D BB 55BR (GLP X)) « —ixHHITEAN

FREBEIEMESTRT. 20183 42, RAAFK

KIH-3653 TGAI : Acute Oral Toxicity Study in Rats (GLP %f/i~) : The Institute

of Environmental Toxicology. 2012 4, R/AF

KIH-3653 TGAI : Acute Dermal Toxicity Study in Rats (GLP %}/&») : The

Institute of Environmental Toxicology., 2012 4, KA

KIH-3653 TGAI : Acute Inhalation Toxicity Study in Rats (GLP x%}/&») : The

Institute of Environmental Toxicology. 2012 4, HK/AF

KIH-3653-M-2 : Acute Oral Toxicity Study in Rats (GLP %) : The Institute

of Environmental Toxicology. 2014 £, RAFE
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