/S <1 336
A Ff 8 6 H 10 H

a1l S DNED
i R

AN
Ay

=8

= WAL K

Y
A
b
\]EH

B i (i FE S BERT A O A5 R D@ k1 DOV T

BT 10 A 22 BATITERRE 623 52 b o THHEBRERENLRMLEEEZERICE
RERDONTZ T = A VF T R LR MEEEEFEMOFMFEILTRLO LB TTO
T, B ZeEARE R 16 FIEREE 48 5) B 23 RE2HOBEIZE ST WML £,

B, BSEEEEMOEMIIIERO LB T,

G

T2 A VF T RAOH R —BERES 0.04 ng/kg AE/H. 2SR AEL 0.1
mg/kg KE LR ET D,
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<BHOEE>

2025 10 H 15 B RBKEAR D DIHEE T ~ RIS EKRHFFEIT6R 2 kg L O
HEERGEMRE GOl - fa. fa (BE ) ) ROEED~D I
YEfE R E KR

20254 10 A 22 H WEKRBEERE D &R R EI26R 5 B ab i 2R m 12
DOWTHERE (HRES 623 5) . BEFEEOESZ (R 1
~61)

20254 10 H 28 H #1001 FIRMEEEZE S (FEFEFIGH)

20254 12 A 15 H 45 [ 235 P EES

2026 4 1 H 29 H 4 46 [0 23K A S

20264 3 H 31 H %1020 BI&MNEZEEES (i)

20264 44 1H 775202644 H30HFET EEMNSDOER - HFHROEE

20264 6 H 1H EEF _FHMHESIERNOBEMEEZAESZER~E

2026 4E 6 7 9 H #1027 HEMLEEZES (W)
(6 A 10 B 1T N BFRER R EL ~m8 %)
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<FHEREF_EMRESFMSEANLE>
IR+ (ERBERZPESIMAES: - ARMESHE BEY) FREER)
TR MR (ESLAFFERH S8 IE N 236 « R dh PESELUINTIE B WFFTrkns i S8 BR BT FE BT I M 52
eI e E =)
T W CRUERER R EHR)
AR GoESZER SR AN TP 2 2 AR It o 2 — 2T IR
e == )

<F 4 MREFE_HMRESEMSEANLE>
IR (ERBERZPEZRAAES - AREESHEE (AT FREHER)
THZMREE (ESLHFFER IR N 26 « R dn PESE BT S IFJERERS = K BRI SRR I M2
HEE I e = )
T W GBI R E HdR)
AR GoESLER SR AN e T2 2 A RABRI 5t o 7 — 2T IR
i =2 &)



E ®

AIAFURFERH (72 AV PFT7 X (CAS No.2413390-32-4) (2O T,
KRG R 2 TR S R B RA Z FEhE L 7=,

M - BBR G 1T, M ARE OKfR) . EWERY. F&aRE (v RU=vD
NU) | BPEWERE. kN ERE (T N | HEMENE (T M, v AKROA
X) | BN AMEGE (T R) | BRAME (U R) | BERERRENE (T
N | HEMRENE (T M) | REMREE (v b)) L 2 HREE (T v b)) |
AR (7 NEOUHX) | BEEFEEETHD,

BREFMRBRERND, 72 A VF T AFEIC L A RET, FICERE G
fi) . HIEE GEES TS . Ty RO T R) KU IR (IR ARG
7 v REO~ T R) IZRO BT, BRAME, BIEREICXTT 25288 A M L ONE
EEMEIIER O B o T,

BAERBRAE RN D EEM R OBEDTOIEL B S EE 7 = AV PFT
X (BULEMDOHR) ERE LT,

KB TR O N EEEE L OB/ N EEREO 5 bi/MElx, v X2 AV E R
PERBRD 4 mglkg (KHEH/H ThHo7=Z b, THERILE LT, Z4f2% 100 Tk
L7z 0.04 mg/kg REH/H 2#7FA— HEIUE (ADD) S E LT,

Flo, T2 A VFT AOHEERAOKGEFIZLV AT HEEED H 5 HIEZEIC
*9 % MM E K N/ NEEREO O bR/MEIL, 7 v &AW A BN O s
P& 10 mg/kg (KEH/H TH o722 LD, ZHRERILE LT, Z24%% 100 THRL7-
0.1 mg/kg AELZ M RAHE (ARD) &E&RE LT,



. FHENRERROBE

. &

e Al

. B2 D—i%4
MG 72 A PFT R
#4, : fenmezoditiaz (ISO %)

. E24
IUPAC
4 BR)-3-(2-7 v F TV —/L-5-A L) -8 A F)-T-FF V-6-7 = =)L~
2,3,7,87 b7 b Ful[,3]77 v ul3,2-a ') I V41 T A-
54 L —k
#4, : (3R)-3-(2-chlorothiazol-5-y1)-8-methyl-7-oxo-6-phenyl-
2,3,7,8-tetrahydrol1,3]thiazolo[3,2-alpyrimidin-4-ium-
5-olate

CAS (No. 2413390-32-4)
s BR-3-(2-7mu-5-F7 Y U )23 Tk R-5-&E R ¥ -84 F )L
T-FXV-6-7 2=/ -THF 7V r[32-dtV I =7 L5051
54, (3R)-3-(2-chloro-5-thiazolyl)-2,3-dihydro-5-hydroxy-8-methyl-
7-0x0-6-phenyl-7H-thiazolo[3,2-alpyrimidinium inner salt

. HFK
C16H12CIN302So

. AFE
377.88



6. BEX

7. HEMAEFRER

fll A : 262°C

gy D HIEAREE (269°C THRD 7= 8)
B : 1.55 g/lem?® (20°C)

KR : 4.5x106 Pa (20°C)

6.9x106 Pa (25°C)
AL (R OTRR) . B DR AERD AR, ER

IRV R : <25 mg/L (20°C. 7&8H/K)
d 0 B ) — KSR : log Pow=1.4 (pH5.8, 7.0, 9.0)
PR 4K : pKa = 4.56 (20°C)

8. FRDEE

Tz A TFTAE, KA BASF thiC LW BRI HHOMEE AT 5
AIAFRBEBRFTHY  BROHFHARIAFET d=aF 7 eFral v
SRIREFEET D LICE VAT T ¥ 1B RIEMEA L, R R 2 ER 5 2
LIZE- T, AR ZTRTEEZOLNL TV,

WAL T ORERIL 72 STV 720,

Alal, BEEEERRHEAIC IS < BFEORERMEE DIkl A O GEEW) 1 2k dh
TW5,



I. REHICRIBROME

SHEEREL OREHFABR [T, 1, 2, 4 XKU'5]1F, 7 = = /VEDRFEZH—|Z 1UC

THEFHLEZHD (LLF lpheUCl 7 = AV UFT X Lo, ) |

T AT

FTrAOVE FuF 7Y —VE 2MOKRFZE UC TE#H L b (LU Titu-14C]
Tz ASTFTX] LS, ) KOTFT Y — VB 2 LDRFE % 14C ThEak L72 b
O (LUF Tthi-MCl7 = AV PFT X Lo, ) 2HWTHEESN, K6

I B N OV IR LI, FRICHT D D3 WA T s 6E

AV VFT AOWRE (mglkg X pglg) (TR L2l L TRLT,
PRI 53 SR T B ORI BB 1 OV 2 IR ST B,

1. TIRPBIREHER

(1) FRMEKTIEDEEHER

BERHEE) o T =

[phe-14Cl 7 = > A V' U F 7 XX Elitu-4Cl 7 = > AV OF T X HW T, 5
FEK R Eh REER 23 S S 7z,
FRBR OB N OFERIC OV TIEE 1L ITRENR TV 5,

(2. 3)

F1 HFIREKTENHEABOBMERVIER

o e — R | HEE

nitgﬁ%'ﬁ: j:i% mlléﬂaﬁx ﬁj\ﬁ@% Hé{}ﬂz,ﬁ;ﬁ
0.2 mg/kg §2.1:(200 g ai/ha #H4)., [phe-14C] 7 = 5.8 H
K 1.6~2.0cm, 20°C. KT, gL | VAV UF T X | M1, M6, '
21 HREIF LA v 2 X— M E, & CIE) | [itu-vCl7 = | 1CO2 83.8 H
£ 120 HEA > F 2— | ASOFT R '

L JRE TIRICENWT 7 2 U AV UF T RFUT L A LS. M1 & & T EEE O ARIR E R 0

T ERE ST,

(2) IR ETEPEREHER

[phe-4Cl7 = > A Y UF T X [itu-4Cl7 = > A V' U F 7 A XX [thi-14C] 7 =
VA VUFT X T, iR g ERE R R Y I S T,
HER OB K O RICHONWTIZE 2 I RENTWS,

(W 2. 4)



F2 HIWITEPHEAROMERUVER

?7:]\ Z == A=
o i g WD BIVIE | gt
SR
0.53 mg/kg ¥+ v NEEETCKE) 30.1 H
(200 mg ai/ha #H S [itu-:Cl (R A7) M2. Mi4. 18.9 H
M), AR KE TSAY R Pl s M24. #CO
¥ q HwtH(RA > . 2 28.1 H
25%~40%. FT A AR LKA )
20°C. R, 4~6 $E - CKIE) 51.0 A
HEZ LA 2% a [phe-11C] oV NEHEECKED | M4 30.0 H
S R -+ TrUATY — :
;c F% 2%@; 7 Wi t(rqw) | M15, HCO2 | 981 g
120 HFHA ¥ 2 [thi-Cl | v MEHEHCKED) | Mo, Mo4 35.5 H
—h T LAY ———— s Sa
FT R WHE (R 1) 2 29.7 H

a: PE BB TIEHWTNOEETHL 7 = U A Y UF T AR NPBRE S,

(3) FRAMEUEANTRPEIEHR
[phe-14Cl7 = XV OF 7 X [itu-4Cl 7 = > X V' U F 7 AR IE[thi-14Cl 7 =
YA DFT R AN T, AR R O T B AERER N FE i S Tz,

R OB K OFERICHOWNWTIER SITRIN TV S,

(2. b)

£3 HRHRVEINTEPSHESBROBER OHER

. o - NSy aWikiay L] HEE - IR
PR G e = oy - s
R i i T War | | e
) M2. Mi4
OV NE | M2, M4, N >
0.53 mg/kg Wz 5 CRE) | 14CO. %\:[ég\ M17, | 42.8 H 37.1 H
1. KRB KE _ 2
[itu-14C] wE+ | M2, M14, | M2. M14,
25% 3013 45%. 1 5 3 | (ka) | 100, M10, 14CO, | 272 H | 673 1
20C, WL 3| gy x [THREBL M2, M4, |M2, M4, | .o q | 8360
~6 H~7 LA (FA ) | 4CO: 14CO2 ' '
UFaN— | A+ M2, M14, | M2, M14, 535 0 | 36.7 H
HRWSEMC 21 CK[H) M17, 4CO: | M17. “CO2 : :
X% 30 HEA [phe-14C] . e
N L ME M14, M17, | M14, M17,
vFas—h | T=AY i%ﬂ%é)l@OZ 14C0; 384H | 178 H
%, HERMG | YT TR
ThHE 121 HIH [thi-14C] . .
R . L | VIV NE M2, M17,
(4) THEEESER

litu-14Cl1 7 = A Y PF 7 X T, HHERAE R FE i S 7,

B OB OERICHOWVWTIEE 4 ITREN TV A,

(=2, 6, 7)




=4 TEREABOBMERUVER
Freundlich @ AHIRFZHFIZLY

itk 1o " : o
W AR Kads | f1E L 72 WS 4R %L Kads,,
(KA > 2 i), BEW (R
A HOHEE), v NEECRE 0.58~2.24 50~275

K OSEE), S ACKIE)
KILPK £ - SR EGRS), ERE 1 -
i+ E)

0.94~9.83 101~205

2. KHEIRERER
(1) hnksfEHER
[phe-14C] 7 = > A V' U F 7 A Flitu-14Cl 7 = > A V' U F 7 X& W, K
Sy PR S e S AT,
REBR OB R OFERIZOWTIEER S ITREN TS, (B2, 8)

£5 MKIBABOMERVIER

ARSI FEAETIR WD HIVTC RN | HEE
6.0 mg/L. 25C, pH 4(&RE 7 = L BRRRMERR) | —» —b
WA, & 31 A | pH 7TQRE Y U ERfEER) | M10, M11 11.6 H
A4 ¥ a_N— | pH 9GHE & v EekEER) | M10, M11 3.50 IR

a: B ST

b SRITIZEAEROONT, HEEHEMIIEL S ero T2,

(2) KpRHBHAR EERRUTBERK)
[phe-14Cl 7 = > A V' F 7 X [itu-4Cl 7 = > A V'V F 7 XX iZ[thi-14C] 7 =
YA UFT R T, KPR ERER AN S S Tz,
REBROME R O RICOWTIER 6 ITRENLTWS, (B2, 9~12)

10



x6 KhADBABOBMERUVIER

oy ek B BT HEE -0y b
B AR Yl
Sy a e FRE IX Ik BRI
e | Mde, M6, MI3e, 1.66~2.09
6.0 mg/L. 25+ ﬁ?ﬂ;ﬁﬁ)@m M1de, M19d, A -
1C. A TROE P M204, 14CO» (4.34 H)
FREE ;30 e UCO R e
\‘ % N ~~
Wimd). 15 | REERK e o, 0.26~0.67
(RA >, ok, H —
pHSLE, o M13c, M14e, M19d :
— L EHEnT

»

S IREE B ARK DGR RX T, M10 KON M11 23 Sz,

TR (bR 35 ) DFEZFE (4~6 A) BHIARKECHHEE

Citu4Cl 7 = v A Y O F T RAF K Cphe-14Cl 7 = v A Y O F 7 ZALFL DO LR ET R THO LGB 5
Nz,

Citu-4Cl 7 = v A Y PF T RAF D FERE R TOHFED iz,

Clitu-4Cl 7 = A OF T RN OV [thi-14Cl 7 = A F T DB O RE X TO LD 5
Nz,

¢ [thi-14Cl 7 = v A V' O F 7 RALER D SR X N OVE T OREFRAALER DI R IX TR b=,

: [phe-14Cl 7 = > 2 /' O F 7 XAUE O Y IRE X TO LB LTz,

o

o

[=¥

@

Q-

3. TIEREHRER
Tz A VFT AW fEY) M4, M6, M7, M8, M10, M11, M12, M14,
KO M19 Z08rstgib e & Uz TR OKH) XE7 = A PFT7 X
WOy iy M2, M4, M6 KON M14 % /oWt gubAain & Uiz B sl (
) MNHEME ST,
REROM R OFER TR TIOREN TS, (R 2, 13, 14)

x7 TEERBHBROMERUVEER

HEE P800 P
R TEE a 1o Tz RAY T A
CFT R DFT R+ o
LR A - B
e S (KH) L1 H L3 1
(k1) 8 WAL - L
() 1.9 A 2.1 H
K A - B 4.4 H 6.3 H
1 F R 2,000 g V30 (4.7 1) (6.3 H)
(Jn Hh) ai/ha s - B 11.0 H 14.2 H
(v %0) (12.1 H) (16.1 H)

) AKH (HEAK) IZBWTHY M12 KT M14 23, M BV THfRY M2 R TIM14 23 H &
D, ZDIED O FEYILTRBR A28 L TR TEERMARB TH -7,

a: K TIX 2.0%K25], M Tl 200 g/L 7 1 7 7 AFINENERH W BT,

b M B B 0~10 cm Ofif, FEFEINNIL HEERE 0~20 cm OfE

o AKHEIXEY) M12 LT M14 O4 EfE, M35 i# M2 & O M14 O 4 &1l

11



4. Y. REFICETH5RBERUEBRRR
(1) HEYMHHER

@

KFE-EENE

7a 7 7 AKNCHEEL L7 [phe-4Cl 7 = v A V' O F 7 X X Z[itu-14Cl 7 = o A
VOFT R IBENORRBI L=k (WFE: a2 e b)) OB 119 X
I%£ 124 A1ZIZ, 50 g ai/ha OB TEIEHAMME L, 1 [FIH QLB 14 A2 2 [A]
HUE 21T o 72, BB 14 OB (BBCH89) ICbAXK Efib b 28
B L CL FEARERRER 23 50 S Az,

KB O 7 B T BRI FE K O33R 8 IR &E T 5,

PR REIR 1T, b Ak T 1.36~1.86 mg/kg. fid> 5 T 3.07~5.05 mg/kg
ThoTl,

WTFNORBHZB W T, FEERSIIRBED T 2 A PF T X Tho T,
R & LT M2, M12, M14 KOy, bAKTIITASARFRD D-7
VA= ANRED LN, WTIE 10%TRR Rl ChH o7z, KREMD 7 = A
SUFT R (LERKLEOREDL L) Ox=F T A~ —DOIFERICE I 0o 72,

(M 2. 15)

£8 &M DEBMITRERERUKEY (hTRR)

ﬁ‘/\
wgRn it fantlilla o
B | BB | Hoee| 7= | i .
(mghkg)| > | M2 | Mi2 | Mias | g | AE DOV
F7 R 5 a—2
B 84.7 15 1.2 11 1.4 12.1 3.1
;pil‘?/l;CL AR 136 1 1 | ND (00200 | 0,017 | 0.014) | 0.019) | (0.164) | (0.042)
4 82.9 14 15 0.3 2.8 10.0
CTTAARDE | 307 | o | ND | 0.045) | 0.009) | 0.089) | (0.307) | NP
. y 79.4 3.8 1.6 0.6 1.8 13.2 4.3
7[1:1‘;:11/14)({3]/ bR 186 |y | 0070 | NP | (0.030) | 0.012) | 0.033) | (0.245) | (0.080)
am 72.9 1.0 13 0.8 1.0 12.4
vFTA | REDL | 5.05 (3.68) | (0.049) ND (0.066) | (0.043) | (0.051) | (0.624) ND

() : mg/kg, ND : fri s

a: HPLC 3Hrs OB EFE T & b= M UL « KIBRIRICE VW AER LI AN TED L &
b B DRI E RSy D FHIE,

o AELALERIC XD TAS A B AR

@ KiE-LiEunmE

7ua 7 ZAKNCHHE L7z [phe-14Cl 7 = > 2 V' U F 7 X XZ[itu-14Cl 7 = > R
VVFT X% 200 g aitha O ECRE AL Uiz 1A ANTRENORR
2, #&fE 15~18 H# (BBCH11~13) O/KfE (M : 2> e h V) OHE %28
fEL., B 83 HZICHRMAELERE (BBCH48~51) %, 161 H7#% DM

(BBCH89) b Ak &b b ZEE L C, MBS0t S iz,

12




- RUBk R DA RETR B S UMK

IR 9IRS LTV D,

PR B AT RETR B 1T . RARFAZESE T 0.079~0.158 mg/kg. fitd> 5 T 0.382~0.447
mg/kg., HAHAKT0.077~0.114 mg/kg BFED BT,
[phe-14Cl 7 = v AV VF 7 ZBRFICEB W T, RENMD T = AV PF T X
(RAAZEEE) LOREHY M12 CRAEAZER O 5) 25 10%TRR 2 2 T
BBz, F72. [tuCl7 = v AV UF 7 RABLX D R FREAZEE K OFab &
P BIXEH M2 23, & TOREN DR K OB E D R FERH B 5
72Dy, 10%TRR Kiii Ch o7z, Kol ) HITE Az L v D-
Za—2 (10.4%TRR~59.0%TRR) 7338 b iz,

(HE 2. 16)

=9 FBEHDOREBEMSTREEE R UARBEY %TRR)
?ﬁ/\
g i H 1] 5 o
AR | BB | HdEE| T = . o o
(mg/kg)| AV M2 M12 gﬁ% Fe[A] & a it :Dj;:/b
FF R 7
FNpE 0.079 11.1 ND 10.1 3.2 20.4 48.4 13.2
[phe-4C] | 2% | (0.009) (0.008) | (0.002) | (0.016) | (0.038) | (0.010)
TR W 2.8 6.5 7.4 6.5 75.2 36.9
SOFT bAAk| 0.077 (0.002) ND (0.005) | (0.006) | (0.005) | (0.058) | (0.028)
z - 3.8 15.8 6.2 23.3 53.0 10.4
fion] 0382 1 () ors | ND | (5060) | (0.024) | 0.089) | 0.208) | (0.040)
ﬂa&%&0]58 5.3 3.9 ND 4.1 4.4 79.9 16.9
[itu-4C] | X3 | (0.008) | (0.006) (0.006) | (0.007) | (0.126) | (0.027)
TR . 2.4 4.0 1.8 85.1 59.0
SOFT bAoA 0114 (0.003) ND ND (0.005) | (0.002) | (0.097) | (0.067)
z . 3.5 1.7 7.9 16.3 70.9 13.8
B 51 04471 (616 | 0.009) | NP | 0.035) | 0.073) | ©0.317) | (0.062)

() : mg/kg. ND : #HHi S+
a W OREERDY DOEFE, BE—A0 T 10%TRR 2B 25 b DIL7en-o7-,
b A BALEIZ LD EIZTASA (bAK) Xt ue—2 GREEAEIERORRDLS) 26 AER

T2 A TFT AOKRRIZE T D EERBHREKIL, BV IV UEROBMERIZK
HEY M2 T M12 AR TH -1,

(2) FpBRBHR
KFEEHAWT, 72 A PF 7 AW NTARH M2 O M12 245644k
G LT VEMR R BR D i S T,
FE RT3 IR ENT VWA,
DA GBI DRIFELEIL, 7 = AV OF 7 A CIIREEI 7 A %I
FEL7-Fgb 5D 1.28 mg/kg, FIEES CIXHEMEBAR 7 HZIZUHE L7 22K 0.02
mg/kg, R M2 Tl, S 7 BZICIE L 7=/ 5D 0.29 mg/kg Th
ST, AIRIICE W T2 TERRIRT CThH o772, i M12 Tk, &k

13




B 7 0% 21 BIZICUNHE L 7= A2k 0.09 mglkg, P& TIIER&HAR 7. 14
X 21 HEIZINRE L7 22k 0.05 mg/kg TH o712, (B2, 17, 18)

(3) RERBHR
® v¥

WHY X (b T NTFEE Y — 3 RO HERE, —REME 2 96) (Z[phe-14C]
T A VFT A% 20.7~21.5 mg/#/H (11.3~11.5 mg/kg fz/EfAEHH )
iEtuCl 7 = AV POF T X 19.4~19.7 mg/¥8/H (10.5~11.0 mg/kg ¥z
BRERHRY) of®ET1 B 1\, 7 B 7k des LT, FEMRERERN
FhE Shtz, FitHiE 1 B 2108 R, EERORN— DRI 1B 1A, iR, g
e ORI I A& % - 8 X% 9 RERIRR ITERER S v vz, i vp 7 B R P 0 78 23 ) e 3%
HRiT M O 24 HERE 14 & CREFRFAOIC T2 S 7=,

KRR OB S RE AT 1338 10, FLyt P OFE B REIR AL 13 SR 11, &5lk)
B ORBEWILE 12 1ITREINTWD,

BeE eI TR 1T 39.5% TAR~45.1%TAR, #1C 31.3%TAR~35.9%TAR
Pttt =i, RS sdt S iz, FHItHicid 0.5%TAR~0.7%TAR B17 L 7=,
FLH R O U REIR 1T B G- 72 R CREFRABICE U e KA 1X. [phe-14C]
T A TFT AR TR 168 K d 0.060 ug/g. [itu-4Cl7 = 2
FT AP HRETRE 168 FEfH D 0.047 pgl/g Th o7,

g M O DR R REIR B IXE M TR b m <. IR THIFIB TR o7z,
FLIF, g QSRR O EE Ry & LT, RED 7 = A VFT XNED
Hil. 10%TRR 2 5GEmE LT, M1 (FLit) ooz, (B2,
19)
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x10 HHMDOZREBERHFES

. SR [phe'14C]7:1::/)< VT [itu'14C]7::‘{)< VT
W - 7R TR
ugl/g %TAR ugl/g %TAR
JHF ek 0.141 0.1 0.177 0.2
R Mgk 0.370 0.1 0.496 0.1
A 2 0.024 <0.1 0.025 <0.1
R JE 0.014 0.075
HERS Kl NA <0.1 0.017 <0.1
FF & R 0.018 0.027
THILE N 1.9 3.0
HAbE 0.4 0.5
T —J A1 2.1 1.9
17 0.027 0.028
AR 0.441 0.504
FLit P 0.038 0.7 0.036 0.5
#Hb o 3.06 31.3 4.13 35.9
Jit b A~6H 5.36 45.1 4.93 395
o — PSR 4.4 5.5
= R A& G- H 0.1 0.1

< BEIE 2 BHOEHE (%TAR) XUk 2 B4y 07— L ikBloshHiiEic L 5
SN L. NA: fran s
s R R OMAIE SR s R VR A B (20 1, wiw)
D EEARREHARI T (4~6 H) O — ik
s RIBETE SO LIEHE LSC VA RIE

S

&1 HAAPOERBRHNERE (ug/g)
_gﬁfﬁgﬁq [phe'“?] 7z />< > [itu'l“Cj] 7z / A
() CFT X CFT X
24 0.030 0.021
48 0.037 0.033
72 0.046 0.039
96 0.041 0.039
120 0.040 0.040
144 0.041 0.043
168 0.060 0.047
BT L PRI OREI O G EHE, 2 B

0

VAR -
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& 12 FEHPOREY (%WTRR)

wrh i Sy
" e N 7 A Fhi
FEFRAK WS J et RE L ) REE .
NP > 2 v ijﬁ
(ugle) 4 /;?7 R M1 e "
oo 64.4 13.3 1.2 1.9
it 0.038 (0.026) (0.005) (<0.001) | (0.001)
N 88.0 7.0
A 0.024 (0.021) ND ND (0.002)
o 48.4 2.4 4.5 3.2¢
[phe-1ac] |  TTHE 0.141 (0.068) (0.003) 0.006) | (0.005)
T 20 | e 85.5 5.0 2.9
SFT R i 0370 (0.331) b (0.019) | (0.01D)
% I 7 0.014 95.8 3.7 6.5 5.7
il : (0.011) (<0.001) (<0.001) (0.001)
KHang s
_ 59.4 4.2 4.8 16.0
PORIRDG | 0.018 0.012) | (<0.001) | (<0.001) | (0.003)
o 57.2 15.9 1.2 41
it 0.036 0.021) 0.006) | (<0.001) | (0.002)
. 57.1 2.3 3.2 3.4¢
R 0.177 (0.100) (0.004) 0.006) | (0.006)
86.2 5.6 3.3
BEX e
[itu-14C] e 0496 (0.443) b (0.029) (0.017)
R 81.4 6.2
TE A Gk 0.025 (0.021) ND ND (0.002)
CTTA | e 0075 27.7 3.9 36.2 4.6
HE N ' (0.020) (0.003) (0.026) (0.003)
e 93.0 3.4 6.6 13.1
KAl | 0.017 (0.014) (<0.001) | (<0.001) (0.002)
B 89.0 4.2 6.7 105
BERRRIS | 0.027 (0.024) (0.001) (0.002) (0.003)

() : pg/g. ND: fHishd, /%47l
RIFEERBY - IO RFEERB OAFHE, [itu-4Cl 7 = o A Y OF 7 X R 5 B E P
B CIEEL— R 2y THcR 10.2%TRR (0.007 pglg) B Hiiz, ZOIENORECIXH—Am T

10%TRR # 2 5 & Did 2o,
a: EFEIREHR T (B5 4~6 HO 7 —LRED
b IR N ONEARIER A A TR AR (20 1, wiw)
o A T T T — B, XS RV T LT F AL O Rk i

@ =9hrY

PEINFS (Shaver Brown, —#EME 10 X)) (Z[phe-4Cl7 = X YV U F 7 AT
[itu-14Cl 7 = AV VF 7 X% 1.839~1.44 mg/ P/ H (12.4~12.5 mg/kg 5
BHEY) ofET1 H 11, 13 HEA 7R 0#& 5 LT, FEEaBnE
B SAutz, B 1 B 210, PRI 1 B 1, K. BRER M OWHRR I TR k&5 8

P& (BRI S LT,
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AR OFRBE IR ATIIR 1312, INH ORI REIR BEIT3R 1412, 53l
B oMR#EITER 15 IRERTW5D,

P 5T RE D RKERSY (96.7%TAR~102%TAR) A3 HEMEY) K OV — Wik
IZERD B, PR, BEER M OISR Tl 0.1%TAR LA F CTHh -7z, UIFR 7R ikt
REIREIXIRTE TG 9 UL 12 B, JIATHRE 1 XX 2 HICEFREBIZEL, I8
TR 0.135 pglg, INE THK 0.089 pglg 788 H iz,

gt S O TR D FR A O BEIR BE 1, FiBCRe b i < (0.187~0.235 nglg) #
oz,

IR, Meigs X O Oy & LT, REMD 7 2 U AV DVF T ANRED LI
721E7>, 10%TRR 2B 2 2 E LT, M13 (JIALORA) KO M14 (If
&) 23580 BT, ZOIE0, Y M1 () M OO RE EHE 1%
s L OFHARICRD bz, (B2, 20)

& 13 HAMPOZREBERIED

B [phe-#C]7 = AV | [itu¥Cl7 =2 A Y'Y
Rt Eﬁ;f*m F7 R F7 2

o nglg %TAR nglg %TAR
PHEg 2 111 H 0.135 0.1 0.108 0.1
G = 0.058 0.1 0.048 0.1
JT gk 0.235 0.1 0.187 0.1
P e H@grt 0.011 =1 0.011 =
JED - RS Lo <0.1 <0.1
e Kl NA <0.1 NA <0.1
T 0.043 <0.1 NA <0.1
53 T IR 0.1 <0.1
et 7~11 H 7.02¢ 89.3 7.44 95.6
g — PSR 1~13 H 0.222¢ 7.4 0.226 6.8
r—= ) R s G- A 0.021¢ <0.1 0.013 <0.1

o T o» S~

ML, NA: Sffran
CEFEREMIMT O 7T~11 HORB A2 77— 1

S BREL R O E AR OIRARFEN (10 1. wiw)

2 10 PO

17

- BUEIE 10 PIOFHE (%TAR) E 10 P53 07— VB O EIC X 2 FHREE

(nglg)




14 WhOERBHRIFERE (ug/g)

P55 [phe-14Cl 7 = AV P FT X litu-4Cl 7 =2 A Y PFT X

AR G, FREd Gk FREd
24 0.011 0.043 0.017 0.058
48 0.032 0.069 0.034 0.065
72 0.049 0.065 0.046 0.062
96 0.082 0.069 0.064 0.049
120 0.091 0.071 0.080 0.066
144 0.109 0.067 0.099 0.066
168 0.135 0.089 0.113 0.072
192 0.123 0.048 0.109 0.052
216 0.127 0.059 0.107 0.045
240 0.110 0.057 0.093 0.042
264 0.126 0.064 0.099 0.051
288 0.116 0.065 0.101 0.050

18




& 15 FHAMPOREY (WTRR)

‘ 4y
TR i H 1] 55 i
ek | REE | kst | T = @éa
(ngle) | AVY | M1 M13 | M14 |RFEP|RFE ©
F7 R
53.9 5.2 2.0
PR | 0.135 (0.071) ND ND ND ND (0.007) | (0.003)
19.0 19.3 23.4 0.2
o SRE | 0.058 ND ND (0.011) ND (0.012) | (0.014) | (<0.001)
:Efz;%f’*@ 0011 |,395 | ~xp |, M8 | Np | ND | ND 3.1
S Hﬁ . (0.004) (0.002) (<0.001)
Wi | 0.235 18.5 8.2 3.1 9.0 ND 30.4 8.1
) (0.045) | (0.020) | (0.007) | (0.022) (0.074) | (0.020)
BT 16.9 81.3 13.9
lilz3ii] 0.043 (0.005) ND ND ND ND (0.026) | (0.004)
55.4 6.0 0.3
PR | 0.108 (0.061) ND ND ND ND (0.007) | (<0.001)
. 8.0 29.8 25.5 0.2
-14 h N
7[;1:;\/)((3]‘} SRR | 0.048 | ND ND 10000 | NP | (0.015 | 0.013) | (<0.001)
= e 36.3 11.7 2.2
CTTANEA 001 | ga0n | ND oo | NP | ND | ND o 4501)
" 19.6 7.4 3.5 11.1 24.6 7.6
IFlgt | 0.187 (0.038) | (0.014) | (0.007) | (0.021) ND (0.048) | (0.015)
() : ug/lg. ND : B En ¥

A PRI R A 7 0 77—, 1 mol/L HCL, 1 mol/L NHs %5 CTrl¥RILALER: O i i TR

b : HPLC {8 32.7 43 ([phe-4Cl 7 = > A V' U F 7 X ERE) | 34.4 4y ([itu-4Cl7 = 2 Y
UFT ABERE) IR S D REEHY

o DR ERB DO EEHE, [phe-4Cl7 = v A YV UF 7 R E5REC I T 5 2 FIENH CldE—

Ry TRck 28.3%TRR (0.009 pglg)

[itu-4C] 7 = > A V'V F 7 R ERECBIT A00A T CliHE

—h TR 10.3%TRR (0.005 pglg) #8® Hiviz, £ DIEMOFENCIZH—# % T 10%TRR %
B2 5HDIERoTz,

YXIZBITD 72 AV UFT7 A0 FEREHRIE L, 7 = =V 4 (LD KEE(L
WX AREMY M1 O, =7 N T2 Y IV UrBoBZNc L AHEY M14
DR E . i NATF I LD M13 DEKRTHD EE 2 BV,

(4) BEDKEHER
D 9>
WA (FNVAZ A FEXANIHRNVAZA LFliE 7 ) — 0T VRO MR, —Bt
MESEH) (2., 7= AV VT T X% 0.326, 1.73, 10.2 LY 10.4 mg/kg FEHHA
MOHEZCT1IH1R, 28 B 7 AR O#HE LT, 7 A VF T XN
WZAREH) M1 KON M14 % oWkt b 64 & U T- S e ik s ikl 203 55k S 7,

2 ARBRIZI T 2 BT, EWIREERRD 615 5 -G EHIRIH S O EM ORBIRIEN DR S
. Ao TREEEHR KA R (0.389 mg/kg Sk D 1, 3 XU 30 fFIHY,
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10.4 mg/kg fEHEYS B HREIZOWTIE, 28 Ao G HM%Z., KE 8 HRIOIK
M5 T BTz,

FERIIBIR 4 RSN TV D,

LI ORI BRI EM DI RKIRBEIL, 7= AV PF 7 AN 0.017 pglg.
R M1 28 0.011 pg/g THH . WI L d 10.4 mgkg FEHE GHEZB VD TR
Sy AW

figias M QAR R D st AL G O B RIEREEIZ, 7= A VF T AN
0.097 pglg (Big) . fH# M1 2% 0.0069 pgl/g (BliE) <THV ., Wb 10.2
mg/kg fABHHE Y B 5 TR O BT,

Rt M14 132 TOFREHZ B W TRHIERSR (0.0025 pglg) Kiii Toh o7z,

10.4 mg/kg FEHEYF SR N T, WThOoSIbam s, k3K 5 A
BT RS (0.0025 pglg) Kiwi&7e-7-, (M2, 21)

5. EBIMENEIREHER
(1) Svb
@ HiR
a-1. MAPREHER
Wistar Hannover 7 v & (—#EERER 4 JT) (Z[phe-4Cl7 = AV U F T X
HLIFtuUCl 7 = AV UF T X% 15mglkg K& (LLF [5. (1)] 2B
T MEME] &9, ) HLLIZ60mgkg (K& (LI [6. (1)] IZBWT I
M&E] L), ) OMETHEBEIRAEE ULitu-4Cl 7 = U A Y UF T X% 1
mg/kg (AT O & T —FFMERES 6 DRI HEFRIRI R G- L T MR EHER 12>
WCRRRF S L7z,
MY ERR RN T A —Z TR 16 1TSS TN D
HARIRE O #% 5-5% o A PR EEIT, R &R G TIIRE 1~8 Kk, mH&E
B GRE TR G 1~24 FFETZ T Cmax (232 LT, BRI AR G2 O MAE IR EE D Ty
I3 1.73~2.89 Ffff] T o7z, BT A —HITHERMEE R OFEIRIC L5 7%
TR oNenote, (BH 2, 22)
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F16 MBEHEDBHEFH/NSA—4

e 50715 A BRI FRIRA
B 5 & 15 mg/kg (K E 60 mg/kg A 1 mg/kg (KE
PER] 1 i3 1 i i3 i3
Crmax(ng/g) @ 1.60 igz 3.29 3.95
[phe-14C] 1
— =+ % | Tmax(hr) 2 2 S 4 1
SVFTT | Tyslhr) 12.9 14.4 17.4 24.0
A | AUCouesthr-pg/ml) | 23.8 39.9 95.5 122
AUCo-(hr- pg/mL) 23.9 39.9 96.0 129
Crmax(ng/g) 0.89 0.93 1.53 1.47 0.70 0.86
litu-Cl | () 4 8 8 24
Zi;; Tuz(hr) 14.2 15.2 13.2 16.5 2.89 1.73
=z AUCan(hr- pg/g) 22.0 20.7 44.9 64.5 0.7 0.7
AUCo-(hr-pg/g) 22.0 20.7 45.3 65.7 0.7 0.6

[N L
a: G-I PRSI, FEREE1Y—, FERIEIE2E—7

a-2. MAREHE

Wistar Hannover 7 v ~ (—HEHERES 4 DT, 450 mg/kg (R G-HEITHED 77)
iZlitu4Cl 7 = > A ' UF 7 X% 15, 50, 150 Xi¥ 450 mglkg RE O M & TH
mERE AL LT, mEFREHRIZ OV THRET S iz,

MAE RSB RELH) /8T A — X 3EK 1TITRSN TN D,

BHEGHED Crax ODHMBIIHELE TEIS 7223, AUC 13 521X A L
THEMMNEED Hiviz, LN ETRO LR o T,

723, 50 mg/kg (KEEG-REOIE KL Y 150 mg/kg (KE G- REOMECIIE O v
— 7 NRO B, BIFRES IR ST, (B2, 23)
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x 17 MBEHEDBHEFH/NSA—4

W5 R 15 mg/kg (K% | 50 mg/kg (KE | 150 mafkg (K& 450{ %g/ kg
PE5 I il e i3 I ivi3 JHfE
2.98 6.32
Crmax(png/g) 2 1.64 1.69 3.66 5.69 7.90 18.5
3.24 3.17
1 1
Tmax(hr)2 2 2 4 2 4 1
8 48
Tua(hr)P 22.9 17.8 16.6 12.7 13.4 13.1 11.8
AUCo-168
(hr- ufmD) 25 31 86 83 176 243 657
AUCo-»
(hr- pgfml) 26 31 86 83 177 244 658

s B PHERES., EBIIE 1Y —Y, TRIEIFE2Y—7 RFTBIIE3IE—7
LRS54 SEPNE

b. IRUREE
REH i HEEER [5. (1)@.b] TH O G5#% T2 B0 R, B, 77—
PR R O — 1 AP OB GEH G, 7 2 A OF 7 XORIR IR
ERGEET 47.4%~68.2%, mHERGEET 32.4%~385% L H i an-, =

f2 2. 22)

Q@ Haf

Wistar Hannover 7 v b (—RElEMESR 3 % 4 JT) |(Z[phe-14Cl7 = A V'
F7 ZE L Zlitu4Cl 7 = U AV O F T AR EL L < IZEHETHERR D
BHOEAE TER NG GFFE#RIA%Z 14 Ak G%. 156 A B Iz
Hi[E#5) LT, NS F2E S vz,

T AR M ORI 36 1T DA BN REIR 1T 18 IR STV 5,

PR REIR EE 1T, B/ R OUWHE OIFh, I, B, AL OEIE TE R
DOz, FREBUNRE D /MR, & 5&, &EEE &K ORI X 58372
ZITRO N2 oT-, (B2, 22)
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& 18 FERBSFRCEBICE T HEE RS

L, i

BERRE (ug/g)

kA

B
(e 5-7515)

(63
]

Tmax fT1T 2

¥ 5 168 i

[phe-14C]
T A
FT R

15 mg/kg K E
(B[R 1)

I

H(48.7), & (10.6), Bk
(6.69) . JITl(5.88)., FIR AR
(3.58). Bl (2.94) 1 —H A
(1.76), [gi(1.43), M4
(1.26), ii(1.25), ok
(1.11), 1mi%(0.94)

71— 7 A(0.08), ii(0.06). F
R ER(0.04) ., B (0.03), I i
(0.03) . % i (0.02) . &l %&
(0.01) ., M Jig (0.01) . i (0.01) .
DR (0.01), B #(0.01), I HE

(0.00)

i3

H(70.3). & (71.75). B g
(5.48) . JiT g (3.31) . 4R iR
(2.92) . &l & (2.31) . 1 4%
(1.62). MiE(1.42) fifi(1.23).
D111, B —B 2(1.05).,
1f.3#%(0.97)

J1— 71 2(0.07), & hi#&0.06).
JIF1ig(0.03), IR AR(0.03), HfiLik
(0.03) . ‘& # (0.02) . &7 J&
(0.02) . Fl & (0.01) . M ik
(0.01). fifi(0.01), H(0.01), 15
%(0.01), 1f#%(0.00)

I b

B (5.17), AFBE(3.18), IMiE
(0.890). 1fL#%(0.776)

i

ENE(4.91), ATIR(2.46), IiE
(1.18). ik (1.02)

60 mg/kg {KE
(EA[al#% 17)

H(263), 15 (25.0), W& fik
(10.4) . AT ik (9.62) . H1 IR B
(7.06), 71— H 2(3.90), EI%E
(3.50) . I 4% (3.13) . B fik
(2.49) . LMiE(2.19), Mi(1.71).

1% (1.57)

1 — 71 A(0.58), HIRHR(0.23).
JHF g (0.20) . 137 (0.18) . & ik
(0.09) . Fz i (0.09) . B B
(0.07) . M4 h (0.04) . FI &
(0.04) Jii(0.04). 5% (0.04).
Di#€0.03), #57A(0.03), A5G
(0.03). FlEe(0.02). A¥(0.01).,
K3 (0.00), F0©0D, B
(0.01), Im#%(0.01)

B (462), 5% (73.1), % g
(11.5) . T (6.45) . Jiti (5.84)
i ik (5.43) | Bl & (4.99) . IF B
(4.71), 1M 4%(4.59) . H IR
(3.49). +'=(3.42), I—I &
(3.05) . L% (2.59) . H ##
(2.58). MiE(2.16). MMk (2.02)

71— 71 2(0.93), B fi(0.23). H
RER©0.21), 1 (0.12), B
(0.11) . Bz J& (0.11) . AT gk
0.10) . B & (0.07) . &l &
(0.05). H(0.05)., F=(0.04),
JEN(0.04), FREL(0.03), FEhk
(0.03). ifi(0.03), /CMi&(0.03).,
[l fi (0.03) . % A1 (0.02) . i
(0.01). H(0.01), [fm4E0.01)

K b

N (30.4), AFlE(11.5), HMnfE
(3.32). 1M (2.76)

J b

8 (20.0), AFHR(8.40), I ifE
(3.62). 1fmi%(3.21)
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el | | T 3 0 B 168 HE %
71— 77 A(0.08), Fi&(0.04) . F
W AR€0.03) ., B8 (0.02), ‘B #
i (0.02) . I ¥ (0.02) . &l &
(0.01) . M i (0.01) . Jiti (0.01) .
15 m/ke K R§(0.01), & (0.01), M4
s (0.00) __
() ﬁfjaz(o.os)\ ﬁﬂﬁ(o.w\
FLRAR(0.03), fFlE(0.02) . B it
p (0.02) . Fz )& (0.02) ., Il %
(0.02) . &l % (0.01) . M ik
(0.01). fifi(0.01). 5% (0.01) .
1 #%(0.00)
H(33.1). 5 (4.08), B ig|fFh#0.11), = —4 2(0.09), F
(2.76) . T gk (2.65) . Bl B [RAR€0.07), B (0.03), 1 ik
(1.23) , H IR R (0.79) . Jig&|(0.02) . FZ & (0.02) . ‘B ##
1t (€0.70), .4%(0.69), ifi(0.58), |(0.02) . ¥ figk (0.0D) . fIl &
DE(0.57), B H6(0.45), #7—[(0.01). gk (0.01) . fifi (0.01),
71 2(0.44), P#(0.42), 1k B (0.01) . H (0.01) . 5 &
(0.42) (0.01), Im#%(0.00)
litu-14C] H(20.2), 1% (8.56) . B I —7 2(0.08), HIi(0.05),
S 2|18 {r}g/kg (LNEEN (2.87) . JIT figk (2.20) | Fil & |FHgi(0.03), HHRAR(0.03), K f§
ogrx | CHERER) (1.35) . H 4R B (1.11) | B }§((0.02) | i ¥ (0.02) . H #
JE 1€0.92), 1M#%(0.80), ifi(0.75), |(0.01) . &I & (0.01) . Mo ik
N (0.67) ., Lo (0.62) . ‘B #E((0.01). it (0.01). Lri&(0.01)
(0.60) . 91 3 (0.59) . T =|H (0.0, H&E0.01), M4
(0.56), IfMi%(0.48) (0.00)
i b B (3.24), ATHiE(2.94), ik
(0.396). 1Mmi%(0.357)
i v BN (3.35), AThiE(1.38), ik

(0.467). 1f.i#%(0.408)
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B

PR s

Tmax f11T 2

¥ 5 168 HrfH#

60 mg/kg A
(GAEIf qu))

[itu-14C]
Tz A
CFT R

I

H(74.2). HEQ2.1)., Bl
(3.27) . AT Jig (2.88) . Bl &
(1.22). 1 — 7 % (1.22). MMLiE
(0.82), HIRAR(0.81). [k
(0.68). Jifi(0.65), LMi#(0.60).
1f.3#%(0.56)

71— 77 A(0.83), Fhi&(0.25). F
AR (0.22) | B i (0.09) | 1 7
(0.08) . F2 )& (0.05) . ‘B #f
(0.05) . % % (0.05) ., A&
(0.04)., ¥E(0.03). fii(0.03).
D % (0.02) . ik (0.02) . H
(0.02) . # KW (0.01) . A8 H
(0.01). J%(0.01). ¥54.(0.01).
#(0.01), 1M4%E0.01)

154 (81.1), H(54.1), B
(4.61) . AT g (3.52) . EIl &
(1.56) . Fz f§ (1.53) . I 4
(1.47) . B (1.833) . H R R
(1.11) . N (0.98) . 71 — 1 A
(0.94). 1=(0.83). MfLi%(0.83)

71— 71 A(1.06), FIKER(0.20),
K (0.16) ., B #6(0.12), JiF sk
(0.09) . % 5§ (0.09) . I #&
0.07) . 1% & (0.04) ., Fl®
(0.04).ii(0.03), CMi(0.03).

14 i (0.03) . H (0.03), i fik
(0.02) . 98 ¥ (0.02) . + =
(0.02), AK(0.01),

fENG(0.01), M(0.01), MMHE
(0.01)

15 mg/kg
{RE/H
(14 HFH

RAEREA)

JiFiE(0.07), FUIRAR(0.06), 57—
71 2(0.03), B(0.02), I
(0.02) . &l % (0.01) . M fi&
(0.01). Jiti(0.01) . & #£(0.01),

FZR§(0.01), 1#%(0.00)

it

FLIRR(0.07). B igi(0.06) ., T fiik
(0.04). 1 — 7 2(0.04). EHi
(0.02) . % J& (0.02) . I &
(0.02) . &l % (0.0D) . M ik
(0.01). fiii(0.01) . L+ (0.01) .
1= (.00), H(.01), BE
(0.01), Im%%(0.00)

- BEOBE IO TNLNEMEFRL,

BB 3 T AEDEME, [T —H 7L

a: [phe-Cl7 = v A V' UF 7 XEHBER G CII& G 2 Bl () KOV 1 R () Soics
FERGECIIRE 4 REf#% (M) KOV 1 RefItE ()
itu-4Cl 7 = > A V' UF 7 REAERGRETITE S 4 RE% (M) RO A &R G CIE S

8 iM% (M)

b RBEHB (5. (1)@ THBNETF—¥

QS R

iR EHER AR [5. (1)@a-1.] THLAMET RIS [5. (1)

@] THLNTZIR, RO 2B LT, KR

HIE + T BRI EH S

72o F7=. Wistar 7 v b (—HMEIES 4 JC) (Z[pheUCl7 = XAV UF T XX
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Zlitu-4Cl 7 = > AV UF 7 AR E s HESHEERR OG- LT, T, B
fidk, 4= K OV 2 BRER L | %%ztﬂtlﬂ@ﬁ%ﬁﬂﬁﬁz%*‘bi%ﬁ ZRIE Lz, WIThoik
BHZBWTHREND 7 2 A DT T APENTGGROONTZDHATH -T2 Z
9: o, g () ICB W TR o 21T o 72, Mgt () o7

BEIX 0.59% TAR~0.70%TAR L 2T, 3 DO FE Y — 7 Wil bz, Ut
%@ B N OVRFISAT X 320 L 722 v o 7,

PR, #EL OB FIZB T 2REMITE 19 1S Tnd

RE OEFNIREACD T = A DF T R0 67. 3%TAR~94 1%TAR., E£72
Rt & LT M1 2 3.74%TAR~14.6%TAR 7338 b 7-1E0, i M3,
Mw M16 LT M23 iR iz, BBHFH TIIRZELD 7 = A VF 7 A0
RO BLTIE, REE LT ML LU M23 RRO S iz,

Ty MIBIFDLT7 2 A TFT O EENRFHHRKEIL, 7 = =)VE 4 (LD KR
BICE DB ML OEREEZ DN, TDIENIZ, P ReF 7V —LEOD
ISR KX B BHER LY & A F AR X B3 M3 O E . Fid S A %/1/
FOBIZ LD M23 DA, XiFEve FaF 7 Y — LERO K
5 BB AR D —EAIZ X B REH M10 O E ., Fi< 7= =/LEg 4 14@7k@8‘i

LIZ X 21 M16 Ok LB 2 bz, (2, 24)

& 19 R, ERUVEFIZE T 58 (%TAR)

5B o | IVEHERER | 7 XY
= y 2 2.
PRI e | " P s | o7 e
M1(7.31). M10(1.50). M16(0.61).
k| 0~168 35.6 M23(0.26). M3(0.19). F[[E(0.53)
B [ 3 | o~168 | 3817 |ML4.17). M3(1.12). %&FE0.09)
15 mg/kg REH| 0~48 0.32 |M1(1.95). M23(0.85). #[[7E(0.17)
NI M1(4.68). M10(2.61). M23(0.77)
(LI F1) & | 0~168 4.8 IV116(0.52). M3(0.33). S [17E(0.60)
[phe-14C] M| 3% | 0~168 26.2  |M1(4.31), M3(1.20), #I[F7(0.13)
T A
JUFT Ry 0~36 0.41  |M23(0.73), M1(0.61), Kl[FlE(0.14)
A | 0~168 26.7  |M1(6.85). M3(0.15). #[F(0.21)
I | # | 0~168 67.4  [M1(4.91)
60{2%@ fHY| 0~48 0.08  |M1(1.98). M23(0.50). #[F7E(0.17)
(H[ERE D) & | 0~168 38.0 M1(4.14), M3(0.43), M23(0.13)
M | #E | 0~168 41.3 M1(2.67)
REH| 0~72 0.37 M1(2.07). M23(0.39). K[[E(0.26)

3 [itu-UCl 7 = > AV VF 7 X Em ARG T,

DFLHNL Lo 7=,
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ot hH& e | VEHEREL | 7 =AY
Sk | ot s SEHE 7 e
M1(5.50), M10(3.09), M16(1.59),
e | K| 0168 240 I\i30.17). KFE0.59)
1;:%%@ % | 0~168 | 437 |M1(3.92). M3(1.08). AKRIiE(0.09)
Py M10(4.52), M1(3.00), M16(0.97).
(BHRER)| e | R | 0~168 | 327 M23EO.46;\ M3((0.33))\ ﬂ%ﬁ%(o.s)s)
3 | 0~168 35.4  |M1(2.53). M3(0.70)
= | 0~168 410 hé}é?fgg M23(0.29), M3(0.15), &
15 mg/kg ¥ [ o~16s 35.5  |M1(4.76), M3(0.41), RI[FIE(0.08)
R fH¥| 0~48 0.21  |M1(0.74). M23(0.73). K[FE(0.16)
(HAEIRE 1) JR | 0~168 41.6  [M1(4.25), M23(0.62). #[E(0.38)
M | # | 0~168 349  [M1(2.04)., M23(0.21), M3(0.09)
fEYf| 0~36 0.34  |M23(1.43). M1(0.37), K[FE(0.11)
JR | 0~168 23.7  |M1(4.57)
[itu-14C] HE | # | 0~168 54.8  |M1(2.76), K[FE(0.11)
7 = A | 60 mglkg 7| 0~36 | 033 |M1(0.75). M23(0.74). AME(0.17)
yoFT | WKE
e (B[4 1) JR | 0~168 25.1  [M1(2.79)
Mt | # | 0~168 60.3  [M1(0.95)
fEH| 0~36 0.34  |M23(0.51). M1(0.12). #KI[FE(0.08)
M1(5.72). M10(1.54), M16(0.67).
ge | R 0168 | 288 leie0.30)
15 mg/kg # | 0~168 47.4  |M1(3.63), M3(0.11), K[[:E(0.13)
{AE/H M1(5.58). M10(2.01), M16(0.61),
(Er)| K| 0~168 1 512 e 36). M23(0.25). ARIE0.51)
# | 0~168 931  |[M1(2.43), M3(0.31), M23(0.27), &

[ 72(0.28)

RIFE : BEDORFIERE D 5 B H—R5yr DR KAE,

@ Heit
a. REUEPHH
Wistar Hannover 7 > b (—#ElfERES 3 3% 4 JL) (Z[phe-4Cl 7 = A V'Y
F7 AELIZtuUCl 7 = AV OF T A BRHES L IXEHETHERR D
BHOHMEAE CTER NG GFERIA%Z 14 Ak G%. 156 A B IO
IRE W % Bnlfe 5)
Btk 168 HFfA O JR e O FEFHE=RI35E 20 ISR ST D,
Be G R RE L. BERRAR R OMERNC v &3, IR & 5 TIT R IR P,
A ER SR CIIEICE PR S s, e, IKHENERGRECIIECEIC

RN, HETEIZEPITHEM S 7,

27
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& 20 ®RE&R 168 FEDRRUVEDHME (hTAR)

Be 551k HA[AlRE 0§ 5 FAER O $e 5
AN . 15 mg/kg (A 60 mg/kg IR 15 mg/kg {KE/H
i Jii2 i3 JAi3 i3 Jii2 i3
R 46.5 54.9 34.6 41.9 35.8 43.0
[phe-14C] #* 42.7 34.5 64.3 47.3 53.0 40.4
T A | = UK 0.77 1.94 1.14 2.59 0.79 1.23
SIOFT R = 0.34 0.33 0.60 0.99 0.35 0.38
Rz JEbE P 0.01 0.03 0.03 0.06 0.01 0.03
P, © 0.00
SR 51.5 46.4 28.3 27.9 37.3 61.6
[itu-14C] # 46.1 38.5 61.2 61.2 52.0 27.4
T A | UK 0.72 1.12 0.72 0.94 0.92 1.67
SIOFT R = 0.41 0.37 0.83 1.08 0.17 0.16
z AL b 0.01 0.01 0.04 0.04 0.01 0.01
P © 0.19 0.32
[ F—R7 L
a: J—h AxEte
b WILENEYE ST
c: 2 JLDHy

b. RBitehEift

R4S B = 2 — L 48 A L 7= Wistar Hannover 7 v b (—FEMEES 4~6 ) |

(R

[phe-4Cl 7 = > A V' VF 7 A X F[itu-UCl 7 = AV PF 7 X RAREXITE
FECHER D &5 LT, BT EEERBR 2 =i S iz,
Feh5-1% 72 R OREY SRR OFER PR RITER 21 IR SN TV 5,
ARV rh PRt =R %, (KA ERGRE T 3.40%TAR~7.55%TAR., & &&K 5T

1.98%TAR~5.73%TAR Toh > 7=,

(M 2. 22)

£21 ®B®E®T2EBEORBAT. REVEDHEE (YTAR)
o - 15 mg/kg (A HE 60 mg/kg 1K
@A‘ = N
I 58.5 55.7 28.5 26.9
E 32.7 37.4 58.4 9.39
-14
[p}fe C]7 A 7.55 4.01 5.73 4.62
T A
252 H—H A 0.45 0.20 0.48 2.42
A — VIR 1.66 2.13 1.36 3.97
THILE 2 0.44 0.03 0.16 50.5
JK 41.2 57.6 28.3 33.1
. 3 34.8 32.6 60.6 46.4
-14
litu (\J]Z RETH 3.40 3.88 2.85 1.98
A
Frz H— T A 0.25 0.20 0.26 0.41
r— YRR 2.55 1.98 1.01 3.00
HALAE a 1.60 0.78 0.17 0.62

HEERNEYEE T
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6. SHEEERSF

(1) SHESHEER EORS)
T2 A TFT R (FIR) 2 AR B RO #S) RS,
MRITE 2217 SNTND, (BH2, 25, 26)

*x22 [EFHHRERME BOKE. REK)

BT LDso(mg/kg K ) _
PRI - L3 e i RS hER
$5R - 500 &% (f 2,000 me/kg /K E
500 mg/kg (RELL L -
Wistar Hannover EHRERRFEE 1~2 A LR, FERIA
7w ha 500~2.000 | VBB 1~2 L), SBWS1~2 H
i 3 P ’ LIRE), HE(ERC D P 5 1~2 B LA
(B 25) ). Bik@E 1~2 ALK, (RERD

(52 LI

500 mg/kg (RELL | THETHi b
#eH& : 500 KT8 2,000 mg/kg (A HE

Wistar Hannover

Sy pa 500 mg/kg A :

>2,000 | BHRERR KOS EEH G 3 F#~3
i 3 PT 1)
(B 26)
7 L
[ FEhedd

a: FIFTFIFIEIC X B3, B E LT, 0.5%CMC KK WV Bz,
b 500 mg/kg REE T 2/6 (1101H 1/3, 2 [F1H 1/3) i, 2,000 mg/kg {AFE T 3/6 (1[FIH 0/3, 2 [EIH
3/3) i,

7. BRMEEHRER
(1) 90 BEfESMEESHEEE (Sv )
Wistar Hannover 7 > b (—REHERER- 10 V8) 2 AW REE®R G (RIK : #E
0. 120, 300 & T* 1,200 ppm, i ; 0, 300, 1,200, 3,000 & U} 9,000/4,500 ppm* :
YRR AR E IR 23 BR) 12X D 90 HM M aEEEREBRN Ei s -, £
7o, xPHEEE (HERE) . 1,200 ppm (HE) . 3,000 ppm () K Y 9,000/4,500 ppm
(M) (2B W TIE, 90 A OG- T121C 28 H R OIRIEHIM 25 1T 2 [H11E
B (BBE10U0) RRE SNz, 5% 49~51 B2/ DEMm L <, MR
5LIZONWT T =AY VF T AR O M1 O AE R RENE Sz (f
RT3 24 2H) |

4 9,000 ppm F&5HEIZ i)l/\f B 3~7T HIZABINEC X FbaEFRINTZZ Enb, 5 THMD
BEHEN 4,500 ppm [ZEF SNz,
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& 23 90 BEEZME

HEHER (Sv b)) OFRFERE

B h-RE 120 ppm | 300 ppm | 1,200 ppm | 3,000 ppm 9’0(;(;/;11’1500
AR | KE 7.9 20.2 79.8
(mg/kg IRE/H) | M 22.4 88.7 217 508/3372

[ 3% 7L, 2:9000 ppm (5 0~7 H) /4,500 ppm (&5 7~91 H)

F£24 Tz AVOFTIARURBEYMN OMBHEYBBZM/AASA—4 2
. AUCa4(hr- pg/mL)
el RaR SV ATOFT X R M1
120 ppm 1.64
i 300 ppm 6.69
1,200 ppm 26.0
300 ppm 9.05
" 1,200 ppm 44.6 2.77
3,000 ppm 70.1 5.22
9,000 ppm 63.0 4.71
AR E DRI IR ARG CTh o 7o e R ST,
o —REMERERS B VR DYy
FRERE TR b EmEATRITER 25 [ITRSn TV D

1%0Wmﬁﬁﬁ@%&01moWmuiﬁﬁﬁ@mfﬁtxi@Lk S

WD BT, EFFNCI T HIREIE IS, M s, HILE oMkt & Ot

EESEINENRO bz, EEMRE TR IR E G O BITR O b
o iz, F72. 300 ppm LA EEGEEOREK N 1,200 ppm LA EEEREOME T/
BT RERRAR R 2358 B Te 25| IF etk & me 3 2 MK A L) /R T XA — 4

DB OFFHEAR PO NRBD SN o722 L n, @mIGHELTH D &
EZ 5T,

AFBRIZ I T, 300 ppm LA 3 5-BE O EIE TR O IR B IR 2G4 23580 B
ﬂt:kﬁ%\ﬁiigi%f1mpmnwgmwg%§m>\mf3mpm1
A (22.4 mglkg (KEH/H RN ThreBxbhl, (W2, 27)

5 D) oA TRTHDOLEEZ BN,

6 RELEELILEREL VD

(LAFFE T,

)
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#25 90 BHREBRAMEEEHER (S b)) TROONEFUERR

R iis JAi3 it
9,000/4,500 < FETE(3 4, 53 H), Wik L6
ppm B, B&eh5 7. 58, 65, 67, 70, 74
EPIEE SINE (A QOEN-SIN RN
B, E, KEEA. MM
C EIBOS AR
3,000 ppm - LT B, 555 H), Ul &%
Q. %5 56, 72 H)[EFIRHER
R
- RIRIRREEAL, E
3,000 ppm UL E
- FlR
- REIEINEHIP G- 7~14 B)
1,200 ppm - BT, 5 55 H) ST B, 5 56 B)[eHkER
- JEERREAL 2 B, KEEA., LEH]
- IREEINEEIBE S 7 B PR RO
EEHE D> (B 5- 0~7 H LAKR) 1,200 ppm A E
« Hb J2 OY Ht H#40 - BETERD (5 0~T7 H)
- PT iR - JEERAEAL 2
- ERE Y BN « LDL. TGSK O U 7 ASHAN
< AR b s e OV EE BN - THALAE bk K OV EE BN
. FERG M ONEL G PR - Kl K ONEL G N R ) Fe i 1R
- IRE MR L OGE T ARIR A ZE | - IRESNEIRIR SR 2, BBE.,
s Jfa g Ko OV ik kb, BB
HRZEME, B Z5hE. ERNIREE
300 ppm LA b |« EERRERI AN ZEAE - B OV T IR M e ZE 4
120 ppm CRL I IRA

[]: 3B 303008 & BB TR & L7 it A
) BHOEBEE, BRI, WIRAT R L OE BRI Z0IZ DN T, #EEHEIREIZIT i T

WV, RIERGOEBELZ 2 b,
§:9,000/4,500 ppm 5B TIIHEHFIAEEZET RV, MEKRGORELEZ BT,
a: |DI)SWETRTHDEEZEZ BN,
b B~EG. HIEENEYE T

(2) 90 HESMEEHEHEER (TUX)
C57BL/6J ~ 7 A (—REMEMES- 10 UT) Z W 7=iREEE S (A - 0. 120, 500
KX 2,200 ppm, FHRAEREILE 26 BHR) (2K 5 90 H EHE A dM B
DERE S 7o, 550 KT 51 HICHERES 5 V8 (2 #) ozl T, 7

= A VFT X O M1 ORENRIE S RERITER 27 3R)

#F26 90 HEBEIMEEMEHR (YOX) OFHREERE

5B 120 ppm 500 ppm 2,200 ppm
SRR | M 22.3 104 473
(mg/kg IKE/H) | M 32.3 129 591

31



£21 Tz AVOFFTARVKEM N OMpEYEEZM/NSA—4°

. AUCa4(hr- pg/mL)
PRI B b — N
T ASIFT R R M1
i 5 900 173 12.1
i3 VY PP 101 11.2

a: —HEMERESS 5 LoD

FREHFTRD N

FPEATRIEER 28 lIoREn TV 5
ARFERIZE VT, 500 ppm uiﬁﬁﬁi@ﬁkﬁ#&’éﬁ@ﬁmqm
5 MECHRERSME IR D ONEPEZEE 5 23

f’E’C“%Eiﬁéﬂﬂﬂﬂ

t 120 ppm (M : 22.3 mg/kg IAHE/H | ﬁkﬁ : 32.3 mg/kg MKE/E) “CB‘?JZ) &%K 5

iz,

(M2, 28)

&28 90 ARBESMEMHR (YOR) TROHONE-EUEMR

P58t JAi3 i
2,200 ppm SRR 3 B DARR) K ONE i L o | - 2EREEAR R 1)
(5 42 B LK) RIS 3 B LARR) M OME AL,
- BRI G 0~T7 H) (#¢5- 63 HLLKE)
+- WBC & Of Lym J&/> - REIEINENHIP G- 7 B DA KO
« ALT KOV AST 840 E &R (B 0~7 B)
- T.Chol /> - ALT #4n
- FERG Me ONEL G PR AE - TP i
- ONBHEEEERE SN, ~N—— | - FEIBILE
B, BEHNER. SPEAMA SR L OUEE |« ~N— & — IR, B PR O ONE
fii&) P
- i B L 25 1 GRE R B825E) 15 0
500 ppm LA E | - FOKFEYL 2 - FED KA a
- IREEEINENHI(BE G- 35 H LARR)L - ALP, Ure LK OVH-FEHEE D
« ALP, Ure, T.Bil X OMEH-EEHN |« ARESSMFEIR ONE M ZEHE
« TG KO} Glu 34 - BB U o oSBT S NE AR A N
- b iR L 2 5 GRS 50) B 0N
120 ppm BT R L mIEAT AR L

1) R OREGARFT AL, PIIRPT LK QYR BRI LIS DWW T SRR E T I THOAIL TR0
iR ORELEZ b,

a: HD)SWITEDHBD

b: 2,200 ppm $EHEETIIEE 7 HLRE

(3) 90 BRIEREEMHER (1 X)

=R (—
F O 800 mg/kg RE/H) |
H () K&OV55 H (M) o H-Hi.

32

BEMERES 5 U8) & W= 8 PRk n#E (E/A 0. 50, 200
Z X% 90 HE AR
#4530 KX 60 4

BN E i S iz, 5 54
BRI NCHRE- 2, 4 LN 6




R IR A BRI L T, 7= v A Y OF 7 R OMRE M1 OEENHE SN
7= (FESIEE 29 201)

®29 Tz AVOFFTIARUVKEMM OmMBFHRE (ng/ml) °

PR Jii3 i3

oEx?] BoR 50 mg/kg |200 mg/kg|800 mg/kg| 50 mg/kg | 200 mg/kg | 800 mg/kg
_ K/ H {REE/H {REE/H {REE/H {REE/H {REE/H
BRI )

T P 5 216 893 1,250 328 1,000 755

AV Y| #5830 449 977 1,230 323 1,190 1,220

TT A g5 60 454 1,100 1,250 2,460 697 1,880 2,440
P 5. 2 W1 1,960 2,390 4,110 1,450 2,620 4,030
B 5 4 el 2,060 3,610 4,960 1,860 4,810 5,460
5. 6 HE] 1,990 3,810 4,880 2,600 2,910 5,940

R P 5 138 279 373 178 268 380

M1 | g 30 45% 134 264 353 153 275 365
5 60 531 206 255 398 183 289 442
e 5. 2 W1 258 319 496 226 360 623
5 4 Wt 272 436 578 260 347 700
5 6 Reftlt4 290 491 593 342 368 632

a: <L,0Q (100 ng/mL) %ZPFr< 3~5 LDy

200 mg/kg M@/Eluiﬁﬁﬁ@ﬁtﬁfﬁfﬁﬁﬂﬁﬂﬁﬂﬁﬂ&@ 1~11 HIZ@RO BT
N, 12 HUBRIEERD bhd, —BEOZTH Y | HEEFHERITBE N EE XD
iz,

AHBRIZHB N T, ETIIWTNOERGH T ORI GIC L 2 B EITRD 5
T, 200 mg/kg IRE/H UL EFRGEEOMET Alb KON LY 7 LD D3R
Ni=Z s, EEEITIMECARRBROREHE 800 mg/ke AKE/H ., T 50
mg/kg KEH/H THDHEEZ LN, (B2, 29)

<IKEHGRRICB T D7 2 A VF T AOMAEEIZOWT >

T v b, v UAROA XAk [7. (1) ~(3)] IckwT, 7
- ‘/)l OFT AOMARE RS EICE S TR Hiv= N, — &8 L7
PEITFRD b N7e o7z,

8. BiUSUHRRURLSA LR

(1) 2EMHEEEE/ERALHEEER (Y )
Wistar Hannover 7 v b (G223 AERE « —HEMERES: 50 [T, 18PEERIERE - —HF
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MERES 10 PT) 2 W =iREER S (JFA - 0. 50, 150, 450 K (X 900 ppm : “F-#J
BIREEIEILER 30 ) 12X 5 2 FRMBMEFEMEE D AMEORFE BN i S
776

&30 2FMIBUHESEE/ENARHEHER (Sy ) OFHRFEERE

&5 50 ppm 150 ppm 450 ppm 900 ppm
104 R | HE 2.1 6.3 19.2 40.2
e AERE | B | 2.8 9.2 27.2 51.7
(mg/kg RE/H) | 52 [ | 1 2.4 7.4 21.5 43.8
5 i3 3.0 15.0 27.6 56.6

FRERECRD DB EAT A GEEBEMERZ) 3R 31 ITRSn TV 5,

R iR 5B U CRAESE OB L 7= EBMR A ITR 0 b o Tz,

900 ppm F&HREDORERK Y 52 ## & FRED 900 ppm OO MERE T /N Fp Ly A
JERDFRD HT=2, 2R3 5 MR N T A — 2 O bR OYREL
M ELDRD bR 2 LMD, MISHE TH D L BEZ bR,

ARABRIZI T, 450 ppm DL B S REOMERECARE RN, B2 T ARARE A
DOOEMEZEMEENRO DN Z Lnn, EEMEEITMERE S © 150 ppm (K : 6.3
mg/kg (RHE/H ., M : 9.2 mg/kg (AH/H) THDHEEZX LN, BRAMEITED L
nignot=, (2, 30)
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F31-1 2FMEHSE/EVAEGHEHER (Sy ) TROHONEEEFRR

(FEEEMRE)
B 5RE Jii3 i3
900 ppm < FETCZREE N 2 - FETC N a
- JEERAEAL b - MEERAE{L b
- BE R (B 5 0~49 B) - B R (B 5 0~T RN 42~
- FTE S AMRES K ORI LS | 49 H)
iAD4 - HITE OVS ANBIES K OVR A AR
- B ERRIEE TS
- B JERBRPERS
- /N ERER
450 ppm LAk < ORI P - FEO R b
< AREEEININHIGE G T~21 H)e - AREIININHIF G- 77 B LARE)
- BH N IR AR OB M ZERE - BT MR OMERR 5 AR OV M2
i
150 ppm LA T [@EAT A2 L PR L

) FPOETRE ORI RICOWT, SEHRIBREITIThIL TRV, Bk EoRE L E
2 BT,

CRHRIAE ATV, R EORBLEZ BT,

CERAMC KB EIREEAR BICEE O WA & %

DY SWIZEDE LD

: 900 ppm & 5HETIIH& 5 7 HURE

6 T p w

x31-2 L2EEFE (1 ERMEMHSMARE) TROONEEUEMR

(FEGMERE)
S a i i3 i3
900 ppm R BERE SR e N2 - BEERAEAL =
- JEFRAEAL 2 - AR 0~T A)
- FEDO R = - B ERRIER

- AREBIIE (S 7 B LR K& + TR 5 A OV M 22
ORI (e 5- 0~49 H)S

- RE OB MR

+ BT 5 A OV L ZE5

450 ppm L E | 450 ppm LA F - FD R a
BIEAT R L - S T R G ONEME A
150 ppm L T BRI AR L

[1: 908 &% Rl bzt A

1) FH OEEIRPT R OYE B F 250 DWW T, BEFERIREIII T O TRV, ik 5
DEFBELEZ LN,

S MEFEIAE BTV, RIKEGORELEZ bz,

a: ED)OWIZLDHOD

(2) 18 MAMRENRAEER (THR)
C57BL/6J ~ 7 A (—HEMERES: 50 PT) & W IiREEHK G U5 @ 7E 5 0. 30,
100 & T* 350 ppm. I ; 0. 30, 100, 600 K TX 1,800 ppm : X IRIEREILE
32 ZM) 1T XK 5 18 7 A MIFE D AMERER N I hE S iz,
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#&32 18MARENAMRER (YOR) OFHREERE

58 30 ppm 100 ppm 350 ppm 600 ppm | 1,800 ppm
YRR | 5.0 16.6 106
(mg/kg KH/H) | it 6.0 19.9 73.1 413
=V

KR GRECTIRD D= EAT 33k 33, + IRBIEERE O A TR 34
RSN TWD,

1,800 ppm #5-HEDHETFR D O A7z + ZF5 MBI K OV D36 A SR EE O ¥E N
[ZDWT, KR DM A Hdv, BRI OWCIIRAEREN T 5T — 4 %
M2 TROLND DD, HENTHEZHRETH Y, IRELOIEOWT I
AHERAEEZET 2, BEICOW T CHLBIEINTZ LD, kRS
2 XD BT L LT,

AFRER I :JBD\’C 350 ppm $E G REDKE K Y 600 ppm LA F#% G- RE D T E 1Y
MIHIERRO e Z L n, Mtk &I - © 100 ppm (Ff : 16.6 mg/kg
(RE/H., M : 19.9mg/kg (KE/H) THDEBZ LN, BBAMETRD S/
nolz, (M2, 31, 32)

#&33 18MARMREASAMRER (YOR) TROON-BMUME CGEESERE)

P51k Jii3 i3

1,800 ppm - ZERG PR
- RPN W T B BR
- AT T _E R Rk (22 B8
- JRE D 9 Ju(Z 5
- BRI Y o il E S

600 ppm - FO KL 2

Yk - AREHINENHI S 7 B BARE)
- - AR AR R
- S R ONE SN

350 ppm - IBRIIE Y o EE N E IS

- (REH ISR G 7 B L)
100 ppm BT R L IR R L
IR
E%i'%qﬂwﬁﬁﬂ%?ﬁﬁ&ﬁmﬁﬁﬁﬁa:omf\ AR E I TN TV R WA, ik 5 ors L
bz,

S REFTERIAEZEITR VR, REERSORELE X b,
a: #EDH)HSWILELDHD
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K34 +HEBEBREOELERE

TR i vt
¢ 5.7 (ppm) 0 30 100 350 0 30 100 600 1,800
MR BN EL 50 6 1 50 49 50 50 50 47
1 3a
i 0 1 0 0 0 @) 0 0 6.4)
- 1 1
i 0 0 0 0 (2.00) 0 0 0 ©.1)
A et (IAE + frge) 0 1 0 0 1 1 0 0 4
N ~ A 1 2 9** 19**
GBI 0 0 0 0 (2.04) 0 (4) (18) | (40.4)

Fisher o [R5 51
- PUBR S i i A DI 25 10 4E D
a1 PITREROREE LD b,

9. MEEMHR

(1) SHAESEER (Sy k)

Wistar Hannover 7 v & (—#EHERES 10 IT) 2 HW /- HERHIRE O #&5 (R

& : 0. 30, 100 & T* 300 mg/kg (R, &M : 0.56%CMC KEEHK) 12 X 5 arEnp

R EE AR N S S T,

BB GHE TR DIV EEITAIEER 35 ITRS LTV D,

RO o T,

AR VT, 100 mg/kg RELL &GO MERE CEEARMRPASH, AR
BOOLNTZZ D, WEMEEITHERE S H 30 mgkg KETHH B2 BT,

(M 2, 33)

PRI B R PR AW T IR 512 X 2 FE

** 2 p<0.01, OPIEIFAER (%)
WET— XL, +IEIBRFELEERK © 6% &K ORIE : 2%
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& 35

=2EmREEEHR (Sy b)) TROONEFEMRE

B

I

i

300 mg/kg (AT

< FEE@Q B, FeE% 2 KNS
H). 38 & & fl, Bh%
3 IR, REEA., 28
REEAR B OV 5 R ]

- IREEINIEI(BE 5% 7 RO
14 H)

100 mg/kg (AHLL |

- WP RIS PASH (B 524 H) R OY

- HIRE G2 AP

ARG H) - R AR PASH(PE 54 B) KO

=TT 44—V RTOBE F =TT 4= R TOHRBR
ITENR (54 H) ITERA (54 H)

< AR (B 54 B) RO | - BEFLAOR B (52 H)
JEE EARE (B 524 H) - ARIEB R G- H)S KON

- LG R (B 52 H)a B EX Y B (54 H)

30 mg/kg K& mMERT R L mIERT R L
[] FTEW) CRRO LALTZAT A
) ROOBEEFTRAL O —T > 7 4 —L FBEICBIT AR (EEN T A —ZE2E<) 12O

T, FERAIRTEITIT I TV AR NS, &W&%@ﬁﬁk%z%ﬂt
§: 100 mg/kg REBRGHETIIHHFEEEIT RV, MEREOEELEZ O,

@ : 300 mgrkg RELECGAETIL, BH% T HORITRD BTz,

b F—F 7 ¢ —)L R TIE 300 mg/kg REHK GREDAITEBD ST,

(2) 90 BEEARHMESHESHER (Sy )
Wistar Hannover 7 v & (—REERER- 15 DC) Z MW 2IREER S (JFUR : 0,

30. 120 U600 ppm : ‘FHIMAEREIXFR 36 ) (X5 90 H [H Sk

708 7 P R 3 S S AL 7

#&36 90 BHREIBZMEHESMEAR (Sv b)) OTHREERE

B hRE 30 ppm 120 ppm 600 ppm
LR AT & Vii2 2.0 7.7 39.0
(mg/kg RE/F) | i 2.4 8.9 44.4

FEEHETRD LN

o T=,

600 ppm £ G-FEDOLET/NEPOVEFFHIBIAE R 23588 b2y fFatt 2 mmed

BT RITE 3T I RENT WD
FOB [ OV BEAH AR AR A I B W T MR 512 X 2 s 28

=]

D MARAAC ) ST A —Z DOZAL K OR B E R L D358 0 e o 72 2
D, WINHEIETH D LB R DT,

ﬂ&uﬂﬁ
e

38

BT, 600 ppm 5 G-HEOMERE CREET B T8 TR & QYRR B
SROLNTZ EnD, MR EITHERE S © 120 ppm (B - 7.7 mg/kg K
EVAEIR Lttﬁ :89mg/kg (KE/H) ThHD LB Z BT, HAMEMEEIE

m[_,&)%

IR b5



whpote, (B2, 34)

F 37 90 BREIBEAMEMESESAR (Sv b)) TROHONEEEMR

B HE Vi3 iii3
600 ppm - JBRE OV AU K OV I - EOKAUL 2
- FORFUL 2 - FEA R (B 5 0~7 H)

< AREHININEIGR G T~63 H) |« %0 F IR OVEERR = A0 ZE 4
K OEEE B (% 5 0~7 H)

« Hb & ON Ht B8
« TR TR B OVPE R o A A 2 e
120 ppm LA T PR L T R L
TE) T ORRET R O ERRR 2B IOV T, M AR E I T TV, Mk 5

DB LEZ BT,
as ;D) ST LDHHD

(3) REMESUHER (SvH)
Wistar Hannover 7 v & (—#flff 28 VL) Diflz 6 H~MiFE 21 HIZIREEHR S
UK 2 0, 20, 60 JTF 2008 ppm : “FEIRAEIREIIE 38 Z /M) LT, FiEM
e E I AR 03 St S T,

*x 38 RHEMRSUESHER (Svbh) OFHREERE

BHRE 20 ppm 60 ppm 200 ppm
SEHR A ERCE | IR 1.7 5.1 16.3
(mg/kg KE/H) | mhe HIR 2.1 6.0 20.4

@b%f‘ %, 200 ppm £ 5F THREH IS (OFi 13~20 H) K UOEEHER
(ﬁiﬁ)& 6~13 HL%) 230 bhiz, BEMO FOB IR GIZ X 2 FE
TR N2 T,

L%%M@mi\ 200 ppm B G-BEOMERE TIPS (A% 4~7 HLAK) 2358
D HiTe, WEW O FOB, #RATEIFAIMA, MR O 5 B PRI A %2
ARG L 23R BIIRO N oTz, F-. MOBEFHIICEW T, 4
% 70 0 OMED BB O LA RS CHREFEIINCE BRI EN D 578,
KTFTORENMENTH-T-Z LD, BRMRE(LEEZ BN,

ARFRBRIZI5U T, 200 ppm £ G- FEORFENY) & OB C R T NP0 S5 5358
b=z Emnb, ?ﬁ%ﬁ%i‘i@j%&(ﬁ[%éﬁ% & H12 60 ppm (5.1 mg/kg R/
H) ThdiEBEZOLNT, BEMREBEEITRD OGN hoT, (B2, 35)

8 HEREICHT AMiEiie LT, Wistar 7 v b (—#ME10L) (27 =2 AV TUF 7 X% 0, 200
K600 ppm OHETRAHKG LT, 7= A PF 7 R OMRHEY M1 OFLI PR N HIE S
NT-fEE, 200 ppm 5 TENEN 723 KT 483 ng/mL, 600 ppm 5 TENEN 2,760 &
W 1,770 ng/mL TH -7,
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10. £ERESERAR
(1) 2H#HAKARKERE (Sy M)
Wistar Hannover 7 v & (—HEMERESS 25 T) & FHWTZIREEER G- (5K @ 0,
60, 200 KO 600 ppm : FERAEREITER 39 /) 12X D 2 HARETHER )
Fehs =iz,

&390 2HAEIERER (v ) OFHRKERE

B 5 60 ppm 200 ppm 600 ppm
Jiia 4.6 15.8 45.7
P 1t
SR (A B LA il 4.9 15.8 48.5
(mg/kg A/ H) I
mg/kg & Byt i 5.1 17.2 53.6
i3 5.3 17.8 55.6

 BREREE o . MO TIEP KO F R E b EHE T O

FRPEF B A AN ST,

B GRETRD DA EmEI RIEER 40 IR TV D,

AR T, BlEMTIL, 200 ppm LA & S REOHERETIRE OV 5 ANEE
23, REN) ClE. 600 ppm £ 5RO MERECORE I ININEI S FRD H vz Z &
5. MM EIIE Y CIIMERE S B 60 ppm (P - 4.6 mg/kg IKE/H ., P M :
4.9 mg/kg (AE/A . F1 : 5.1 mg/kg KE/H ., F1lff : 5.3 mg/kg (AHE/H) | &
) ClramEsE & 200 ppm (P : 15.8 mg/kg (KE/H, P M : 15.8 mg/kg (A&
/B, F1/ : 17.2 mg/kg (AE/H ., Fi1lf : 17.8 mg/kg KE/H) THDHEEZ BN
Too BIHREICXT T 2 WEBIIRD LN o7, (BH 2, 36)
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x40 2HAEIERER (Tv k) TREHoN-FMEHR

. HoP, R BlF. B
B i i I i
600 ppm - AREPEIHIGE | - REHEININHIGE | - IEEE{L o - REEEAL, 2
H7 AU LD | IRHART ) KON | - REBEINE M | - REEINE %
EE RO RS | fHERDES 0 OB B (¢ HR ) K O
0~14 H) ~7 B R OUER G ) B (5 14
. - fRE KNE HA R ) ERYNEILQON IR
% - 2R R R O )
W iR R YEE - Bl L ORE K
- AifH KHE JiEE
- FFR B G
200 ppm cBREOLAUNEE | - BREOOANMES | - IREOLANEE | - IRE OO ANES
Vi k < FO R, a < FHO R, a < FHO R, a
60 ppm FMEIT R L FMEIT R L FMEIT R L FMEIT R L
600 ppm | {z@%ﬁu?ﬁnﬁ%ﬂ (W |« PREEHRININHICE | - RERININHEI(H | - RN (0
- B 4~T B L) H 4~T7 BLI%) B 7~14 HLK) | B 7~14 B LK)
% aBZ THEEE T - JeERE DR AE - FLEA/FLEm R B TEL 55 i {58 (i {5
W I AEE (i )a | - EAGIE ) | - B TE 5 (R E)a
200 ppm ﬁ‘@ﬁﬁ% L TR L TR L TR L
LJT

1) R ORFRPT R OVE BRI 7RI 22 is DV T

DB LEZ BTz,
as D) ST LDHHD

(2) ESHEHAR (S M)

Wistar Hannover 7 v b (—#£/E 25 PB) O4HE 6~19 H
& : 0, 3, 10 %0 30 mg/kg IARE/H |

ABR N S it S T,

REEIY) Tld, 30 mg/kg A/ H &ﬁﬁi‘f“%E?ﬂw\ (WEH= 6~8 HLARE) |
il e O ) (Wl 6~8 HLARE) 7
El BT E RO R LEIE (PR

(A B ZREEINDNGRD b T,

BIFD ﬁifﬁg X, BE L OR IR
IO Lot

AR IZ

ST, MR

(3) EBHHER (V¥

NZW 733 (—#M 25 PL) OIFIRE 6~28 Hi
LN

12 O 24 mg/kg IR E/H |

N7,

KGR TRD BN
ARFRERICIB VT, B Tl 12 mg/kg (K H DL BB GRFETHO KB K OME
HEJD Y, RIE Tl 24 mg/kg (KEE/ H & 5-7E TRIIRE K OG5 PR 14 IR FE 12 3R 1Y

At . 0

41

Z Rt

FEMEARIZER AL ITREN TV A

LR FAIREITAT DI TWVRWD, k5

Wi NS (5
0.5%CMC /Kigik) LT, FEFENME

FEn4m

B BTz, MBI TIX 30 mg/kg IKE/
 ARIEIE RO B ) OFABAEE

T10mgkg KE/HThHDH LB %

(M2, 37)

kOEh (5K 0, 4,
0.5%CMC KiEiHR) LT, FAEmMERER ) i




MENRD LN Z Lnb, HEEMEE il%ﬁ%“( 4 mglkg (AHE/H, KILT 12
mg/kg (KEH/H TH D & &z vz, kearBrEl

IR bR otz (BH2,38)

=N EESHRAER (VYY) TEROHONE-EUFRR
HH-# REhY) fa IR
24 mg/kg A/ H - PEFE A D (R 7 B DARE) |« WRINUMSER K OB IR 1R RBE 1 S8
- AR EWD (R 14 B LA /AN m
PR 6 B LARE) - HALERIES (L HE = K O A58
© TR SIS X D IERE RN aifb, HEROHERE)
il
- RBC. Hb, HCT KU MCV &
H
« Ret 2T Neu HEREEN
12 mg/kg (K E/H c BOFAULETYR 24 HEBE)> b | 12 mg/kg RE/HLLT
ULk - JEAE D G 15~19 H)e PR L
4 mg/kg K/ H EALIBIRA

) RHPOERKET RIZoWT,
A e SR SN ==Y AR/

arED) OWMERTHDEER LI,
b 24 mg/kg (RHE/H B G5-HE TIXAER 17 B BLRE
¢ : 24 mg/kg KT/ H 58 TIFAEIR 6~21 H

1. EESEHR

BERT IR E T O TV, Bk GORELEZ b,
MR GORBEEEZ BT,

Tz A TFT R (JFIR) OMEE RO EIRERERRER, T A =— AN
LA L —PREHDORHII (CHO) % W s 722 Bkl B FRAEIMm Y o/ Bk
Z NI in vitro /MERRER KON~ 7 A & N in vive /INEERER DS EE S vi-,

F%i%42:ﬁéhfwékﬁw\éfﬁﬁﬁ%ok:kﬂ%\71V%79

F 7 R@ T nWb D EE X b,
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* 42 EEsEHHEBBRE (RIK)
AR PIES WUERRIE - B 55 i 5
in vitro Salmonella typhimurium | ©33~5,000 pg/~7" L — k
(TA98,.TA100, TA1535. | (+/-S9)
BIRERAER | TA1537 ) (FL— )
R Escherichia coli @33~5,000 ug/7"'L— k 2
(2 39) (WP2 uvrA ££) (+/-89)
T rFa—ragv
)
S. typhimurium D33~5,000 ug/~7"'L— k
(TA98.TA100, TA1535. | (+/-S9)
IRZEIRAEFL | TA1537 ££) (FL— )
BV E. coli ©233~5,000 ug/7' L — =
(17 40) (WP2 uvrA ) (+/-89)
FrArFa—var
%)
BB | T A =—A A Z— | D172~1,000 pg/mL(+/-S9)
75 R YN F A (CHO) @309~800 pg/mL(-S9) n
(Hprt i&151) (Wt 4 FRREALER) -
(& 41)
b B Y 2o RER D111~360 pg/mL(-S9)
61.7~200 pg/mL(+S9)
/IR B (4 WEALER, 16 BEREHEER n
(2 42) Jifd) -
©309~1,000 pg/mL(-S9)
(20 FERAALER R BRI
in vivo NMRI ~ 7 (B %640 ) 250,500 } % 1,000 mg/kg
IR (—BF1EE 5 PT) (RE, H[ERR DS o b
(B 43) (£ 5- 24 KON 48 RjfI T 1T -
B

) +-S9 : RENEMALREE T L OIEFEET

a s VARG FRARE By OV 55 FH B oD

by 72 A VFT ARG 1 KB O R, MEAL. SRR, AR X OPAIR 258D
i, #5524 B4 D 250 mg/kg (SEH G5 T 8.8%., 48 Ff# ™ 1,000 mg/kg (KEHK 51T
17.9% DK EL T 3580 Tz,

12, BEEE, RAFCESFHR
(1) SHSHEER EREBEERUBRAIISE. RE)
Tz AVTFT R (JFUR) OF v b EHWE R (RGO
ANEL ) NE Sz,

FRBROFERITIR A3 ITREN TN D,

43
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F43 SAMBUARERSE @RORAXCE, REK)

I B fl LDso(mg/kg A ) e .
% & PERI - T e It Bl S NTIEIR

Wistar
Hannover
39574 7w ha >2,000 | >2,000 | JERKLOFELTHIZ L
MERES 5 DL

(21 44)

A b 5k

LCso(mg/L) RRRAM], FIRIFR, S2B. BB DTG o

Wistar SRR e

Hannover

>9.42 >92.42 | [ : 1.01 mg/L DL ETRESR, FETH)7Ze L
J : 1.01 mg/L UL ETEMR, 2.42 mg/L T
]

HERESS 5 P
(21 45)

a: AL LT, 0.5%CMC BAHW ST,
b ARERIXKE (=7 ey )
¢:2.42 mg/L OMEDH TRRD b Tz,

(2) IR+ REIZxT 2HRBER RS BMEEEER

NZW 75 % [ T2 IR K OB S RIS P St b M skk LT
v (RhCE) {EIZ X D in vitro HRHIMERER N Tkt S iz, IR OVZEIZR3 5
R IXERD Bz o7,

Hartley E/VE > F & W72 B RAENMERER (Buehler %) & T CBA/Ca v v
A % O S EAEMERER (LLNA 15) 2338 S, fRiIVvwIhbitEcho
7z, (ZH 2, 46~50)

(3) 8HEESMEESEER (SY F)

Wistar Hannover 7 v & (—HFEHERES 10 DT) 2 W& h (JFIK 0,
100, 300 X 1,000 mg/kg RE/H) (X% 28 H B A AR A MR R 23 22 i
Ehiz, FIBLET v NS ICHKkEZ 28 R (1 B 6 efEl, @ 5 H) BAf
L7,

KRBRIZBOWTOWT OB GEICEB T HEEEETRO O hoT 2 b
2B, MR S AR O &S HE 1,000 mg/kg KH/HTHDL EE %
b, (W2, 51)

(4) 28 BRIERERASHEER (v F)

Wistar Hannover 7 v ~ (—BEHERES 5 DC) Z W2 AT <E (5K 0,
0.01, 0.05 % 1*0.25 mg/L, 6 Fffl/H. 5 HAH) (2K % 28 B EdE 2R Azt
FRBR N I S T,

ARV T, 0.25 mg/L & 58 O1ET APTT X O PT O%fE, TP LU Alb
DWW ONZ Chol DHFMMNFRD HiLT=Z &b, MWEMEEIIHET 0.05 mg/L.,
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M CARBR OIS HE 0.25 mg/L THDH EEZ LN, (B2, 52)

13. TDOHhDRAER

(1) ZYFAFDRUR 7Y AT VESSE (/in vitro)
T2 A VFTAOE T Ra X UZRIRICRHT 5, 7= NROT v
A A=A MEHOAE LG T 5720 8 N7 RaFr U SBEKK OB Z 7 K
VH—BUR—F B TEEAN L REREEBRBEREIC 7 2 A UT
7 A% 1x1010~1x104 mol/L ¥’ L., 48+4 Kffij5# L C, LR — ¥ —&{s T
T A DBER ST,
RRBREMTIZBWT, 72 AV VF T RIWNTROBREIZBHNTHET VR
By U RO v e AR E RS o T, (B2, 53)

(2) IRFASFVRUIMIR bASVEMEAER (/in vitro)

T2 A VFTAOE A Ma X UZFIRICRT D, TA=A MRONT
A A=A MEFOFELZBFT D720, 8 Fo A ba P USRIKKRONB-H T 7 b
VH—BUR—F B EEA L REREEBRBER I 2 A UT
7 A% 1x1010~1x104 mol/L ¥’ L. 48+4 FijiE#E L C, LiR—¥ —#&is1
7 A BT,
ARBREETIZBWT, 720 A Y UF 7 XTI THOBEIZBWTHT A K
n7 RO A ey AERHE RS Rirole, (B2, 54)

(8) =aF ME7EFNaY VREERICHT HERER (/n vitro)

=aF T EF L) UREER a8 KD B4 U T RERFEHA AT v L
H7a2=v  (hnAChRa3/84) D% EHRE HEK293 fiflic 7 = L A Y UFT X
Z 1x108~3%x10% mol/L i L., ACh |2k A7 T=A F, T HXI=A X
X PAM {ERITE S ET S 47,

Tz AT T RINTNOREICEWNTHL T 2= MEH X% PAM #h &
TR E o723, 3x106mol/L LA EDORETT o &# T=2 MEM (ICso : 2.8%
106 mol/L) MER® Hiiz, (B 2. 55)

(4) LARAYY M3) . FEXA F (MOP) BU+ERA b= (5-HTy) ZEMEIZHT

DRERE (/n vitro)

LAFY Y (M3) . A4 A K (MOP) kO nr = (5-HTea) &K~
DREBEZ TR DT K% Db M FREIEF 238 S 72 CHO Ml XX HEL-
293 MU 7 = v A Y U F T X% 1x108~3%105 mol/L ¥#iI1 L. RN M OFEN
SZRKEEET v A NE ST,

ARBREETIZBWT, 72 A Y UVF 7 XI0nT oz R L THL T 2
=AMRORT o IA=X MEHZ RS 0T, (B2, 56)
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M. REHICHRIABROME (KREW)

1. SNRSEER OS5, REYN2 RUN2)
Kt M2 L OVM12 O 7 » b &A= 2 st R 0 5) 83 S i,
RIIE M4 ITRENTWD, (BIR 2, 57, 58)

F 44 SHESHARBEREE BOKRE. KB RV M2)

o EL7/Ki LDso(mg/kg 1K) - SRS
BRI E BERI - DTk 0 " B S NTIEIR
BhHE
300 &% 0" 2,000 mg/kg (KT
Wistar
- Hannover N 2,000 mg/kg (R : JEEMZ
A 200~ | 300 mg/kg RS : v,
—HEIE 3 P ’ BERIEAR R, R R #E b K Y
(B 57) P F Y LKE
2,000 mg/kg (KEH TEFIFET
B
300 % O* 2,000 mg/kg A
Wistar 2,000 mg/kg (R H :
e Hannover DEIRREEAL, PEUL IR,
M12 7w ha >2.,000 WA AONE AN
— i 3 T 300 mg/kg (AHELL [
(M 58) SHRERR, LELTH T
=R S
2,000 mg/kg (R H THIT-H
[ FEhaEd

a: B FIFERICE D70, e LT, a—rBBdHvsIT,
b : 300 mg/kg REBEGHETOALRBD LTz,

2. Bi=EHEEER (KEYN2 ZTUM2)

Rt M2 (W KR OH3ERSKR) KOYM12 (FES KR OUK S k) oM %2 Az
IR TR BABRY N M2 O F T v AV 2= 7~ A& fWiEis 1
ZERAE AR (TGR 1) ME S,

WHRIIE A5 ITRENT VD

R M2 ORME 2 H W2 IREARE BRI BN T, RENEHEILRFE T O
TAIS KR CHMEDFE R TH -T2, F TV AV 2= 7~ 7 A& AW En 255K
ERBBRIZBWTEETH -7, R M12 OMIEE %2 W 715 IR 28R 28 B BR 1T
ErECthol, (M2, 59~61)
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F 45 EEHEABRSE (KEYM N2 XU M2)

BERE A Bk k5 JLPRYREE - B 5 & it
S.typhimurium D33~5,000 pug/~7" L —
(TA98. TA100, k (+/-S9)
in IRk | TA1535., TA1537 ££) (FL— N E)
itro LHAER | E coli (WP2uvrA ¥£) ©@33~5,000 ug/ 7' L— |tk a
(&M 59) k (+/-S9)
- T A=
R M2 i)
BT NG A=Y 6.25.12.5, 25.0 KN
n ZEIRAEHL | Muta ~ 7 A 50.0> mg/kg (A HH/ H
i RBR (g, &) (28 H MsEHlRE O £ axp
(TGR %) | (—H#EE 6 D) 5. m&H&h 3 A1l
(B 60) | (UacZ EisT) FH)
S.typhimurium D33~5,000 g/~ L —
(TA98, TA100,  (+/-S9)
) IRk | TA1535. TA1537 ££) (FL— N E)
R M12 WJ.Z | ERRER | B coli(WP2uvrA #) | @33~5,000 pg/7 L— | bk
(M 61) k (+/-S9)

(LA vFa—
9 5)

+-89 : REEMEALRFAE TR OIEAFIET
a: TA98 ¥k (+89) ™ 2,500 ug/7'L— ML ECHEIFER a v =—0EN GEESEO 2 520 E) 2
R AL, RHHEMLRIFE T T, TAIS HRIZx L CERFMEEAZFTH LB 2 bk,
b: CD2F1 ~ 7 A2 12.5, 50.0, 100, 300 K} 1,000 mg/kg {K/H % 14 HMFE Q&5 L 7= H &%
ERBROAER. 1,000 mg/kg R/ H LA EEGHETIERGI 5 C UTBSERE L 720 . 50.0 mg/kg
(REE/H B RECIIAFLLE R, H oMt L Ot EEOB, /i'H OB AL & O VLR A H
BOLNTZ D, 50.0 mg/kg (KHE/H TR KIE & &2 b,
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N. BARECEM

BRICHETT-EER 2T, B (72 A DF7 X OB a2l %
Sk L7,

UC TERR LT 7 = U AV UTF 7 ZAOMMHEBROMSESR., EHEkS L L TRE
D7 = A7 OFT ADIEN, 10%TRR 8B 2 213 & LT MI12 NEH LR
77

Tz A VFT AW NTREY M2 O M12 Z o ktgi b e & L= 1Emik
HilBROFE R, 72 U AV UF 7 AOFRRKIEEREEIL, g 5O 1.28 mg/kg, FJ&H
TIX L KD 0.02 mglkg TH - 7=, G M2 O KEEEIL i 50 0.29 mg/kg
Tholeh, AIREFICBW IR TERRBRRARM Th o7, W M12 O iK%
I, & AKD 0.09 mgkg, EFHTILZ KD 0.05 mglkg Th o7,

UC TR L2 7 = U AV VF T AOEESY (YXEROP=U L)) ZHWEFE
BB OF R, RE(D T = AV PF 7 ZADIED, 10%TRR %48 2 5 #H
ELTYXTIE ML (F) . =Y FU Tk M13 UREKEOA) KO M14 (fF
figh) 23FED BT,

Tz A TFT AW NIREHY M1 O M14 Z0ktg e Lo v 2
BEMFREHABR O R, oG b e ORRKIRBMEIL, 72 A VFT X T
0.097 pg/g (&) . L#HM% M1 T 0.011 pglg (Ait) THo7-, REH M14 134
TOREHZIBWTHRHBRS (0.0025 pglg) KiiiToh -7z,

UC TIER LT 7 = AT T ADT v N DT B RN EhRERER D5 5
BeH% 72 W OISR IZARH &R 5-RE T 47.4%~68.2%. mHERGRET 32.4%
~38.5% Th o7z, MIEFIREHERE OMRFHIIB VT, 50 mg/kg KRB GHED I Y
150 mg/kg (AR GREDOME THEE O V' — 7 358D b, IBIFEERS "R Sz, &
GG BRI 5 O H ERE I EICRPIC, mAE IR EP IRt S
7o Fio, KEHKE (KAE) Cl3MEcRIgRyIC, BECTEICEP IS ST,
figias M OSRERR HP 7R B O IR FE 1, Trmax I TIEE L OWGE DI1FD, Ik, B,
FOR IR ORI C R < B BTz, IR L OFEH CIXEICEH M1 358D b7
Eh, fUE M3, M10, M16 KON M23 23 &7z, FEATRClERE kD 7 =
YA TFTAOIEN, EFEREH E LT M1 KO M23 235 @%hto

KRG NS, 72 A T T AZGIC X DR EIL, EICIRE BN
) . HEE GEE S oW - 7 v PR~ T R) WONSHMV g (IRl 22
M5 0 7y MR~ U X)) ITRBO O, AN, FEMRRENE. BRREITx
BB EFEME R OB REIEIIERD b o Tz,

ﬁ%ﬁﬂﬁﬁ&@%mﬁﬂﬁﬁ@%%\m%mR%ﬁiéﬁ%%kaV@%T
X M12, BEIY TII M1, M13 KUIM14 @O Sz, R M11Zo » T
LD O, BEDHRERBROMERN S, TR B KA EIZB T R IEIT MR
HRARGM CTh o7z, o, AAEH M12, M13 KO M14 IZWFhd 7 v MTBW
TR &b o 7=, TE R BRI DN 2PERE O BB M OB R TR BR O f
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Wns, 72 A UF T RITHART, Y M12 OFRBEIZ LD &WEE
#MEI1E95 < (LDso : 2,000 mg/kg ##)
7=, REY M13 KO M14 135 S ETER & ONE FEY) 75

D,

fi Bk fie AT B
BED T OIXL< &

FHRBR DO MRV B3 46
HEEIRATIORS ATV D

7 v hEHWZ 90 H F'ﬁﬁ%\ﬁﬂﬁ%ﬁ%ﬁb:

7= 73,

ERIE LT,
*7-.

ARfD

(ARfD & &
(BhimiE)
(1)
(& 5-9715)
(I )
(R

T<BEREITHOWVTIL,

7oA VF T AOEAERR O 55
2k 2 MR B N O /N7
FEMERE 10 mg/kg (RE/H ThH o722 &b,
B L7- 0.1 mg/kg (AEAZAMSRAE (ARD) L&

ADI B E AR LA EL)

RALE L)

AFHIAE R A B E A TG 2RO, T2 L LT 5,

B 2 M THERMEEDSERE

L0 RSB ETHEM SN 2 FRIBMETEE/ T AMEOFE
T, BEMEENGOLNATWD (K : 6.3 mgkg (KE/H .

BanZeEZERIT, HRRTE LN R N O/ 5
U AW ABERBROBEREEE 4 mgkg AEH/ATH-72Z &6, T
ZARMLE U T2 2f2%0 100 ThR L 72 0.04 mg/kg (KE/H #7FA— Bz (ADD

KLV AEFDHE

ZERILE LT,
E LT,

0.04 mg/kg AHE/H
F A EE R
A

1R 6~28 H
SRR F

4 mg/kg {KE/H
100

0.1 mg/kg N
A FE MR
7w b

IR 6~19 H
SRR

10 mg/kg {AE/H
100
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. EIRZRE BB ORERILZMETH
ARBROFERDN S
B ERBEEIXRENEEZ LN, UEDZ LD, hfﬁ%&f}
Mﬁﬁxf%%’féf%7:n/% SUTFT X BULEOI) LERE LT,
I, HEREOFGECL VAT RSO H 5 EHMt
T&E o
ARz
Mt : 9.2 mg/kg IKE/H)
PEED 5 BiR/IMEI

M & 5 s
MED 9 bi/MEX, 7 v b %Jﬂb\fc%ﬁéﬁ‘ﬁﬁ%ﬁOD
R 100 T



=46 BHERICBTIEEEHESE
. BhHE T B B/t E 1
D P (mg/kg KE/H) (mg/kg KE/H) (mg/kg KE/H) fii %5
Zv | 90 HM |#E : 0,120,300, % : 7.9 1 20.2 MR - AENER oD i e i el
i Z P75 1,200 ppm W — M : 22.4 e
=g (M : 0. 300, 1,200,
3,000, 9,000/4,500
ppm
£:0.7.9.20.2.79.8
I : 0.22.4.88.7.
217, 508/337
2 4ER9 10,50, 150,450, 900| /4 : 6.3 Mt - 19.2 BHERGE ;- PR EEEEINPNHI, BH
&M/ |[ppm it - 9.2 i - 27.2 TR R A R 0> ONE:
A CORC[E ) i
ClEEat S 1:0.2.4,7.4,.21.5 . .
438 &S AEITRR D B 7
i - 0.3.0.15.0. )
27.6, 56.6
(104 WM #E5)
1£:0.2.1.6.3.19.2,
40.2
Mt 0.2.8.9.2.27.2,
51.7
90 HFE (0.30.120.600 ppm| i : 7.7 1 - 39.0 ERE - fEAT B SR
i 2t (12 0.2.0, 7.7, 39.0| I : 8.9 e - 44.4 L e O AE P o i 25
Eppaten (M 0.2.4.8.9, 44.4 L
(H AR B 1R
YA
FeEmgg 10,20, 60, 200 ppm| BEEM, IREMW 5.1 (REEh Y . R BV - [REh. EENY (K EE
=2t 16.3 17461] &
R T PIEEHIESS
0. 1.7. 5.1, 16.3 . R = =1
Hﬁﬁ,ﬂﬁ&ﬁ ;%ffﬁ*?;ﬁﬂ ri&imu &) %
0. 2.1, 6.0. 20.4
2 =S 0,60, 200, 600 ppm| BB BlELY BlEM
ShER Pl : 4.6 P : 15.8 HMERE - BRE OVS AR
P : 0.4.6.15.8. [P : 4.9 P i : 15.8 &
45.7 0% . 5.1 il 17.2
Pt : 0.4.9.15.8. |F.lf : 5.3 Fiitf : 17.8 REW
48.5 IRE PREILY) ERE - AR EE BN I 2
F. /4 : 0.5.1.17.2. |P ## : 15.8 Pt : 45.7
53.6 P : 15.8 P i : 48.5 (?&fﬁmb (N SR Y- e
Filf : 0.5.3.17.8, |F1 /8 : 17.2 F.# : 53.6 D B ILIRD)
55.6 Fo it : 17.8 Fi i : 55.6
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. Beh & T /N .
Byt HER (mg/kg KHE/H) | (mg/kg ﬂ@/a) (mg/kg (KHE/H) fi %
AN |00 3. 10, 30 RE. BRIR KE, BRI FE) - (REE N
R &O‘Eﬁﬁiiﬁw\
: fﬁl”ﬁ/\ﬁ’ﬁ@ =Kl
Eﬁ( ERER . A lE
B O =5 E1k)
('T Tﬂ:/ utu&) E)hiﬁ
W)
<~ A | 90 H[ [0.120. 500, 2,200| % : 22.3 1 104 W ORI, (KEHE
fiZM:  |ppm M 32.3 i 129 e
FMERER (14£:0.22.3.104.473 I - FE D KA, IR S
#E:0.32.3,129,591 T YN L =
18 7> A M |#E - 0.30.100. 350/ : 16.6 HE - 106 BHERE - (A ERBE I3 A5
FENANE |ppm M2 19.9 M 73.1
#Ep M 0.30,100.600, (RS AMEIEFRSD B 72
1,800 ppm )
1 :0.5.0,16.6,106
M . 0.6.0.19.9,
73.1, 413
TR | AR 0.4,12,24 !@J% 4 liﬁ% 12 ISEIL7/IE Y i (8
W HEbR Hahe OMEAH Bl )
Fa - WU & OV
PR IRFE TS SR 18 N
({ )Tﬂ:/ EEY)) Y ARAS
[,\
q X 90 Hf# [0.50,200,800 1 : 800 M — M BT R L
it I : 50 It : 200 M - Alb O v
w7 R NN %
NOAEL : 4
ADI SF : 100
ADI : 0.04
ADI B2 EMRBLE L o5 A F R ER
ADI : ¥FA— HiBEUE SF : Z224%% NOAEL : MMt
— MR IR/ N BRI E TE o T,
U B/ NEMER TR bR BT Ao E 2R Lz,
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x4 BEREEOARSFICIYVAET HARMEOHLIEMZEF

MV N OSSR ERR T

» 5
BrL | B BT ATy RAA L kD
(mg/kg K HE X% mg/kg (KE/H) (mefke (57 1% mgfke (K1)
79 b | g | M ¢ 500, 2,000 M —
KD He  AEPRRERE . %
s ppstzp: | M 500, 2,000 M —
RO W . EEIRERE K ONLE
bbb MM+ 30, 100, 300 e - 30
AR i - I TR M I, ARG )
3. 10, 30 R : 10
%igﬁ FEENY © (KD (KLU 6~8 B LU/
o BTN K OMEAH ) (4
Iz 6~8 H LJV‘)
VAUA=S 4, 12, 24 REMW K OREIR - 1
Je A REEI R ININE R OV A )
=R (WF4E 6 B LUK
B VR RISV, N DR e BB 1 3
B
NOAEL : 10
ARfD SF : 100
ARfD : 0.1

ARSD % ERRILE B

7 v NI AR

AR : f%«f%?ﬁﬁﬁﬁ% SF : % 421%% NOAEL : #E&HE &
— o EEMET

1 - %/J\

RIETE N>,
l‘i%‘( y)%ﬁ/bfx_ﬂffiﬂilﬁfﬁﬁ%na L/t_o
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<HIRR 1 - A3 RS o >

k=2 I b5%4
(3R)-3-(2-chloro-1,3-thiazol-5-y1)-6-(4-hydroxyphenyl)-8-

M1 |M5601001 methyl-7-0x0-2,3,7,8-tetrahydro[1,3]thiazolo[3,2-al pyrimidin-
4-ium-5-olate

M2 [M5601002 (4]?)-2’-chloro-Nmethy1-4,5-dihydr0[4,5'-bi-1,3-thiazol]'2-
amine
1-[(1.R)-1-(2-chloro-1,3-thiazol-5-y1)-2-(methylsulfanyl)ethyl]-

M3 M5601003 3-methyl-5-phenyl-1,3-diazinane-4,6-dione

M4 |M5601004 2,5-dihydroxy-1-methyl-5-phenylpyrimidine-4,6(1 H,5 H)-dione
(3 R)-8-methyl-7-ox0-6-phenyl-3-(1,3-thiazol-5-y)-2,3,7,8-

M6 M5601006 tetrahydro[1,3]thiazolo[3,2-alpyrimidin-4-ium-5-olate

M7 |M560I007 5-hydroxy-3-methyl-5-phenylimidazolidine-2,4-dione

M8 |M5601008 [(methylcarbamoyl)oxyl(phenyl)acetic acid
1,1’-{disulfanediylbis[(1./)-1-(2-chloro-1,3-thiazol-5-yl)ethan-

M10 |M5601010 2,1-diyll}bis(3-methyl-5-phenyl-1,3-diazinane-2,4,6-trione)
1-[(1A)-1-(2-chloro-1,3-thiazol-5-y1)-2-sulfanylethyl]-3-methyl-

M1l |M5601011 5-phenyl-1,3-diazinane-2,4,6-trione

M12 |[M5601012 2-hydroxy-/N-methyl-2-phenylacetamide

M13 [M5601013 5-phenyl-1,3-oxazolidine-2,4-dione

M14 [M5601014 3-methyl-5-phenyl-1,3-oxazolidine-2,4-dione

M15 |M5601015 oxo(phenyl)acetic acid
1-[(1A)-1-(2-chloro-1,3-thiazol-5-y1)-2-1[(2 B)-2-(2-chloro-1,3-
thiazol-5-y1)-2-(3-methyl-2-methylidene-4,6-dioxo-5-phenyl-

M16 [M5601016 1,3-diazinan-1-yl)ethylldisulfanyl}ethyll-5-(4-hydroxyphenyl)-
3-methyl-1,3-diazinane-2,4,6-trione
(3R)-3-(2-chlorothiazol-5-yl)-6-methyl-8-phenyltetrahydro-5H-

M17 [M5601017 oxazolo[3,2-clpyrimidine-5,7(6 H)-dione

M19 [M5601019 1-methylurea

M20 [M5601020 1-methylimidazolidine-2,4,5-trione
1-1(1/)-1-(2-chloro-1,3-thiazol-5-y1)-2-[(2-hydroxyethyl)

M23 | M5601023 sulfanyllethyl}-3-methyl-5-phenyl-1,3-diazinane-2,4,6-trione

M24 IM5601024 (2R)-2-carbamamido-2-(2-chloro-1,3-thiazol-5-yl)ethane-1-

sulfonic acid
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<BIRK 2 FRATE R AR >

s 4R
ACh TeFALaY s
ai Hxhk sy (active ingredient)
Alb TNT I
ALP TNRYKRAT 72—
ALT TI=TI ) NIRRT 2T —8
(= IvBenresmgho 27 IF—8 (GPT) |
APTT TEMALE 7y ha v AR T T AT IR
AST TANRTGXUBT I ) N T AT 27 —8
(=7 NVE I VERAFY aFER T 2T IS —F8 (GOT) |
AUC i o P -] R T TR
BBCH Biologische Bundesanstalt Bundessortenamt and CHemical
industry : fEYIR R DB A KT
Crmax R e e
CMC FIVRF T AT LB — A
Chol I L AT HE—)b
FOB [ =R A oy
Hb ~EZrEUE (ItsEE)
HPLC IR v~ N7 5T 4 —
Ht ~v ~7 Uy ME
LCso PR
LDso PREUEE
LDL KB Y RE Ny
LLNA JapT U > 8HitE (Local Lymph Node Assay)
LSC ik v FL—rvar s g —
Lym U RERE
Neu I FREREK
PAM 77U FFT L
PHI A DI £ TO B
PT A= N = I g .1 1
RBC 7R I ERH
Ret AR AR i Bk
T2 TH R Rl
TAR it b (L) Ko
T.Bil e e
T.Chol BalrArm—i
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W& PR i
TG N Z YRR

Trmax Fe 10 e P B PR ]
TP R HE

TRR TR i R

Ure PR3

WBC A I ER %L
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<BIHK 3 : 1EM IR B >

e 44 St il PR (mg/kg)V
CGikzgae) | 77 R | ., PHI | 7 =
R Ly | SR g 7 wam | ram | ..
ESyikes =z
T 7 <0.01 <0.02 <0.03 <0.06
=
Ei;’g 1 3 14 <0.01 <0.02 0.03 0.06
2020 4 9 g 21 <0.01 <0.02 <0.03 <0.06
KT ai/haC 7 0.11 <0.02 0.09 0.22
(FE #h) +
[ 7K] 1 67.8 ¢ 3 14 0.10 <0.02 0.07 0.19
2020 4 ai/hasSc 21 0.02 <0.02 <0.03 0.07
= X2
IK A 7 0.33 0.13 0.07 0.53
S
ﬁj‘fﬁ;] 1 3 14 0.17 0.10 0.05 0.32
1H
2020 4E 21 0.02 0.03 <0.03 0.08
KT 7 <0.01 <0.02 <0.03 <0.06
=
%3’3 1 3 14 <0.01 <0.02 <0.03 <0.06
2020 4 2 21 <0.01 <0.02 0.03 0.06
KT ai/haG 7 0.07 0.06 0.05 0.18
S
72 1) +
(& 7K] 1 67.3 ¢ 3 14 0.09 0.03 0.05 0.17
2020 4 ai/hasC 21 0.08 0.02 0.05 0.15
= X2
KA 7 0.49 0.29 0.05 0.83
=
ﬁ(jfj;] 1 3 14 0.22 0.10 <0.03 0.35
1H
2020 4F 21 0.03 0.05 <0.03 0.11
7K Fi 7 <0.01 <0.02 <0.03 <0.06
) 3 14 <0.01 <0.02 <0.03 <0.06
(2] 1 . . . )
2021 4 2 21 <0.01 <0.02 <0.03 <0.06
IKF ai/haC 7 0.13 0.02 0.03 0.18
=
[%%;gi] 1 66+4 o 3 14 0.06 <0.02 0.03 0.11
2021 4F ai/iu;sc 21 0.07 <0.02 0.03 0.12
i 7 0.37 0.11 0.03 0.51
=2
ﬁ(jfjé] 1 3 14 0.24 0.10 0.03 0.37
1H
2021 4 21 0.20 0.08 <0.03 0.31
B 2g 7 0.02 <0.02 0.05 0.09
(Mr‘é) ai/haC
i) +
1 3 14 <0.01 <0.02 0.05 0.08
(K] 68.3 g
2021 Qg a1/haSC
X9 21 <0.01 <0.02 0.05 0.08
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(ﬂiﬁ?ﬁu) | s | | PHI [T S
ol | 0 | @aima) | S| (R | yogr | TR TEE g
AR i M2 M12
Z'EEE) 7 0.23 0.03 0.09 0.35
(4 2] 1 3 14 0.13 0.02 0.07 0.22
2021% 21 0.15 0.02 0.09 0.26
(Z{iﬁg) 7 0.93 0.23 0.05 1.21
b 5] 1 3 14 0.65 0.15 0.03 0.83
2021% 21 0.08 0.05 <0.03 0.16
Zﬁ}i) 7 <0.01 <0.02 <0.03 <0.06
[27 ] 1 3 14 <0.01 <0.02 <0.03 <0.06
2021{& 2g 21 <0.01 <0.02 0.03 0.06
(j_iﬁg) ai/j}aG 7 0.02 <0.02 <0.03 0.07
(4 7K] 1 66.4 ¢ 3 14 0.05 <0.02 0.03 0.10
2021<$ ai/>1<1380 21 0.06 <0.02 0.05 0.13
(Z{iﬁg) 7 0.46 0.13 0.03 0.62
5] 1 3 14 0.23 0.06 <0.03 0.32
2021? 21 0.12 0.08 <0.03 0.23
;EE;) 7 <0.01 <0.02 <0.03 <0.06
[4K] 1 3 14 <0.01 <0.02 <0.03 <0.06
2(;}2{%% 2g ) 21 <0.01 <0.02 <0.03 <0.06
) al/};a 7 0.05 0.02 0.03 0.10
[ 7K] 1 68.3 ¢ 3 14 0.06 <0.02 0.05 0.13
2021? ai/QZSC 21 0.03 <0.02 <0.03 0.08
(Z'J:EE) 7 0.21 0.10 0.03 0.34
b 5] 1 3 14 0.16 0.06 <0.03 0.25
2021% 21 0.02 0.02 <0.03 0.07
Z'EEE) 7 <0.01 <0.02 <0.03 <0.06
[2K] 1 3 14 <0.01 <0.02 <0.03 <0.06
2021\{% 5 g 21 <0.01 <0.02 <0.03 <0.06
(7J<EE) ai/EaG 7 0.06 <0.02 <0.03 0.11
(% 7 K] 1 67.3 ¢ 3 14 0.05 <0.02 0.03 0.10
2021/$ ai/ilzsc 21 0.04 <0.02 <0.03 0.09
(7J<E‘E) 7 0.23 0.05 <0.03 0.31
i 5] 1 3 14 0.04 0.02 <0.03 0.09
2021 4 21 0.02 <0.02 <0.03 0.07
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e 4 B ] R i (mg/kg)V
CGiszege) | 700 | EAE |, PHI | 7 = # . .
L Ll j:EI . S oA i i =
il | " | (& aima) (éf‘) (B | vogr | TP A gy
ESyikes =z
K FE 7 <0.01 <0.02 <0.03 <0.06
& Hir)
[4K] 1 3 14 <0.01 <0.02 <0.03 <0.06
2021 4E 9 21 <0.01 <0.02 <0.03 <0.06
— g
KT ai/haG 7 0.24 0.03 0.05 0.32
(7 Hh) +
(& 2] 1 66.4 ¢ 3 14 0.04 <0.02 0.03 0.09
2021 ﬁg ai/hasSC 21 0.04 <0.02 0.03 0.09
— X9
IKFE 7 1.28 0.28 0.07 1.63
I==
[;fi@g] 1 3 14 0.06 0.06 <0.03 0.15
1H
2021 4 21 0.13 0.06 <0.03 0.22

) G 2.0%HkA, SC:20% (g/L) 7wu 7 7%l (18.2%w/w)
V. 72U A UFT R B
< E T — & N E PR OB SILE BRI <2 L TR LT,
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<HBRk 4 : BPEWRERABREE (WHEE) >
- 3ot
. = BT ﬁ /
£ A SRBHTELH a s . " Eiﬂ_(ug 9 -
B | (mglkg | (7';' | TV A VFT R R M1 fRE M14
BEHA ) Bkl | Wl | BRI | T | Sl | Tl
0.326 <LOD <LOD <LOD <LOD <LOD <LOD
1.73 3~928 <L0Q <1.0Q | <LOD | <LOD | <LOD | <LOD
4 5
10.2 2 0.014 0.013 <LOQ | <LOQ | <LOD <LOD
2 b
A 0.017 0.015 0.011 | 0.010 | <LOD | <LOD
0412036 | (1039 | <10Q | 00020 | <LOQ | <LOD | <LOD
(K% 1~8) ' '
1 0.326 <LOD <LOD <LOD <LOD <LOD <LOD
g | 1.73 0.0032 | <LOQ | <LOD | <LOD | <LOD | <LOD
22
Wi 10.2 0.010 0.010 0.0054 | <LOQ <LOD <LOD
Lo 104 0.016 0.012 | 0.0081 | <LOQ | <LOD | <LOD
0.326 <LOD <LOD <LOD <LOD <LOD <LOD
Ll s 0.0041 <.0Q | <LOD | <LOD | <LOD | <LOD
5 22
H; 10.2 0.010 0.010 | 0.0071 | <LOQ | <LOD | <LOD
10.4 0.0077 | <LOQ | 0.0053 | <LOQ | <LOD | <LOD

<LOD : #HRHR (0.0025 pglg) K, <LOQ : E=IRSR (0.01 pglg) A
a: B EBAME B O B
b T 3 EHOEME, AT OMED LOQ Kl DAL EHE<LOQ TH L7, /=77 L. k31 H

X358, 2~4 H|Z 2594, 5~7 HIZ 198

¢ N NOFEHEE B ICERE S 3072 2T OREO ST E D S
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-+ Wi Ko OV

B | R (uglg)
o %?fﬁag S | T AV UFT R fuli M1 IR M14
) (R) R AAHE A SI(E] R AAHE AL R AAE AL
0.326 <LLOD <LLOD <LLOD <LLOD <LLOD <LLOD
1.73 28 <LLOD <LLOD <LLOD <LLOD <LLOD <LLOD
10.2 0.0052 <LOQ <LOD <LOD <LOD <LOD
A PAy b 30 <LOD <LOD <LOD
(A3 2 H)
33
10.4 (s 5 1) <LOD <LOD <LOD
36
(k£ 8 F) <LOD <LOD <LOD
0.326 0.0039 <LOQ <LOD <LOD <LOD <LOD
1.73 28 0.0063 <LOQ <LOD <LOD <LOD <L.OD
10.2 0.019 0.018 <LLOD <LLOD <LLOD <L.OD
i 30
(s 2 ) 0.0075 <LOD <LLOD
33
10.4 (s 5 1) <LOD <LOD <LOD
36
(k3 8 ) <LOD <LOD <LOD
0.326 0.018 0.013 <LOD <LOD <LOD <L.OD
1.73 28 0.025 0.021 <L.OD <L.OD <L.OD <L.OD
10.2 0.097 0.091 0.0069 <LOQ <LOD <LOD
1 30
=)
B (ki 2 F) 0.041 <L.OD <L.OD
33
10.4 (s 5 A1) <LOD <LOD <LOD
36
(k2 8 F) <LOD <LOD <LOD
0.326 <LOD <L.OD <LOD <LOD <LOD <L.OD
1.73 28 <L.OD <L.OD <L.OD <L.OD <L.OD <L.OD
10.2 0.0063 <LOQ <LOD <LOD <LOD <LOD
RGN © 30
G (k3 2 ) <LOD <LOD <LOD
33
10.4 (s 5 1) <LOD <LOD <LOD
36
(RS 8 ) <L.OD <LOD <L.OD

<LOD : #HIRFA (0.0025 pglg) Hiii. <LOQ : TEBFR (0.01 pglg) A
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The Metabolism of [14C]-Reg. No 6044689 (BAS 560 I) in Laying Hens (GLP

%fhtx) : BASF SE, Agricultural Solutions, Ecology and Environmental

Analytics (KA ) | 2022 %, RAFEK

Magnitude of BAS 560 I and its Metabolite Residues in Edible Tissues and

Milk of Lactating Dairy Cows (GLP %fit:) : Charles River Laboratories

Edinburgh Ltd. (%[E) | 2022 4, RKAoE

14C-BAS 560 I : Study on kinetics in Wistar rats after oral and intravenous

administration (GLP %J/&:) . Amendment No.1 to the Report : BASF SE,

Experimental Toxicology and Ecology (K1) | 2022 £, 2022 5T, K
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14C-BAS 560 I : Study on plasma kinetics in Wistar rats after oral

administration (GLP %})i~) : BASF SE, Experimental Toxicology and Ecology
(RFAY) | 2022 45, RAF

Excretion and metabolism of 1#C-BAS 560 I after oral administration in rats
(GLP xfits) : BASF SE, Agricultural Solutions, Ecology and Environmental

Analytics (KA ) | 2022 -, RAFK

BAS 560 I -Acute Oral Toxicity Study in rats (GLP x%fii») : Bioassay, Labor

fiir biologische Analytik GmbH (R ) | 2019 4F, RAFR

BAS 560 I -Acute Oral Toxicity Study in rats (GLP x%fii») : Bioassay, Labor

fiir biologische Analytik GmbH (K1) | 2022 4, KA

BAS 560 I -Repeated-dose 90-day oral toxicity study in Wistar rats including

a recovery period of at least 28 days - Administration via the diet (GLP %}

Jts) . Fully Amended Report No.1 : BASF SE, Experimental Toxicology and

Ecology (R ) | 20214, 2024 FihGT. RAFK

BAS 560 I-Repeated-dose 90-day toxicity study in C57BL/6JRj mice -

Administration via the diet (GLP xfjts) : BASF SE, Experimental Toxicology

and Ecology (FA1 ) | 2021 #, KAFK
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BAS 560 I-Prenatal Developmental Toxicity study in New Zealand White
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3t M2 - Acute oral toxicity study in rats (GLP %)) : Bioassay, Labor
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3% M12 - Acute oral toxicity study in rats (GLP %})&) : Bioassay, Labor
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