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E ®

B b ) — VB EATOERBA (A4 (CAS No.1229023-00-
0) IZDWT, KFEEEE U CR i R RE S22 2 5206 L 7=,

P W BB AR L, A (h~ b, XL 2 5) | 7EWFRH. %m
K (PXEROC=U NV) | SEWEE (V) | BWENERE (v ) | 3l
HEME (Fy b, v UAKRPA X) | &iﬂ@(4x)'@%%W%ﬁhﬁﬁé
(T R) . EBRAUE (vUR) | 2EmREE (v ) | 2H1RETE (T2 b)) |
BAERME (T PEROTYX) | Efnmths T%é

FEHEMERBERENS, AU BRI ARET. EIC %E(%mm%)
PR BT, TR ANME, MR, é%%:ﬁﬁé%@\1#ﬁ$&véw
WTCRE & 2 2 BAam RO b o7,

F ARG RO rﬁ%&oﬁﬁ%¢®i< AR R E A A B4
FROR#HY B &% E LT,

KB O R E TR/ N EEED ) bi/MEIX, 7y FERAWE 2 F
MR T RN AR O BRI E 4.7 mgkg KB/ Tho72Z &b, Zh
ZRRILE LT, Z44%% 100 TER L7Z 0.047 mg/kg AE/H #iFA— HiEEE (ADI)
ERE LT,

T, AR UACOHEEROBEEEIC LD AT D AREO D D R
#éﬁ%ﬁ%ﬂ@%»%@%@é%%dﬁi U Y X & AR AERERBR O EE
P10 mg/kghHE/H TH Y . 38D NI LT REMMIC B ENRD bV

SRRy RE bV S Vg Ey T%é&U%Wﬁ@mﬁé SRR THTZ LD,
BT TR LTV D AfREME D & 2 tEIC kT 2 2 E (ARMD) X, 2%
BiLE LT, Z2FEH100TH L720.1 makghE ERE LT, £/, —MROEMIC
KLTIE, 7y bEHWERAEBERER L OA X% W28 B I G m MR O
MM 30 me/kglAE/H 2 RALE LT, 255100 THR L 720.3 mg/kgikE %
ARfD LB E LT,
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IUPAC
M4 3427 m-26-AFNT 2=/L)8 A MF-1-AF)L-2-FF /-
1,8- Y7 A [4.5]5 H-3-= 2 -4-A V== F )L=H LR F— k
¥4, 1 3-(4-chloro-2,6-dimethylphenyl)-8-methoxy-1-methyl-2-oxo-
1,8-diazaspirol4.5]dec-3-en-4-yl ethyl carbonate

CAS (No. 1229023-00-0)
M4 3427 mm-2,6-AFNT 2=/L)8 A MF-1-AF)L-2-F4F /-
1,87 YA r[4.5]F7 I-3- = -4-A =F)L=J1 LR T — |k
¥4, 1 3-(4-chloro-2,6-dimethylphenyl)-8-methoxy-1-methyl-2-oxo-
1,8-diazaspiro[4.5]dec-3-en-4-yl ethyl carbonate
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C21H27CIN205

. AFE
422.9
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7. DEMIEEFRER

[ELP : 134°C

B : K9 187°C s b B R
R : 1.28 g/lem?® (20%0.5°C)
AR : <5.0x106 Pa (20°C)

<5.0x106 Pa (25°C)
SMEL (TR OTER) . B - mEAaEER (k) (25C) | R

IR L : 46 mg/LL (25°C)
F 7 B — VKRR : log Pow=3.2 (25°C)
it e % (pKa) ;R

8. BRFODER

ABREVANE, VoV AR VBB ENTZRIR S b — VB E
BT 5%bATHD, BROTEF L CoA ITNLRFTT—BEHETDHZ &I
KoT, BHRIEHZ T EBZ LN TN D,

WA CIEEEIN, #EESE TR SN TV D,

AEL RBIEIEHEICHK S S BEREHFE Gl : A&, IThvl 1 %) »
mENTWA,



I. REHICRIBROME
FRENRE e OGERAER [T, 1,
BROKFEAZ 1UC TH—I

2. AKNE] I, A BEISF ORI
R L7 (LLF Tlphe-®ClAv o v o4 L

9o ) ROAERERD bALOKFEZ UC TIHEHKLZbD (AT [spi-4ClAE = v
VAV WD, ) AMAWTER SV, BRI R OB BRI, R
D RIWIGE IR ETRE (B E&RSRE) oA YA oRE (mgkg X
uglg) WCHABE L7-fEs L TR LT,
B 53 BRAWE FR S ORI E IS AR, BIAE 1 RO 2 IR ST %,

1. LIRDEIREHER

(1) FRMYLTEPEERER

[phe-4ClA ' r B4 v WiXlspi-UClAE m B VA & HWT, iF5m) i
FERERER 2N Eit S ATz,

SHER O K OFERIZHOWNWTIEE L ITREIN TV A,

(& 2~4)

x®1 WFERHUITESHEABROBMERVER
FEERAK FR R 2R +-4E R BT SR HEE - a
U NEREL | B. C. D. E. F. L J. 05 0
(77 2) 0. 1“COq :
WEE%E T | B. C/J. D. E. F. 1. Lan
[phe-C] G 0. 100 |
§5u5 5t B. C/J. D. E. F. I. 05 h
S (A A R) 0. 1COq )
TV NEHEL |B. CJ. D. E. F. 1.
04 mg/kg -?i—/ii\ ()KJIA) 14 1.1 EI
20+2°C. 1Hik 0, *C0:
/\75 ) AV iﬁfﬁj: B\ C\ D\ E\ F\ I\ J\
sy & pF 2. - o 1.0 H
Ar. 6 % 7 AR CRED 0, #C0,
A ' UL NERL |B. C. D. E. F. O.
T A FaN— _ " 0.5 H
Mg, i 120 I 7 *) | 1400
N o wEsiEt | B, C. D. E. F. O.
A 2% 2— | L 5 1.3 H
[spi-14C] -
e %1 B. C. D. E. F. O.
A | o, 05
L NEHEL |B. C. D. E. F. O. e
CKE) 14COq )
H 1+ B. C. D. E. F. O. LoH
CK[ED) 14CO32 )

a: BT L Z[pheuClAE R E VA KW spi-UCIA B B BV F U OFER A S Db TR SN,




(2) BKLTEPBERER
[phe-4C] A B B* P F > Xidlspi-UCI A ' B F & VT, B 18
HENRERBR 23 FEhE S 7z, RBROMEE K OFERIZ OV TIEER 2 [ITREN TV 5,
(22, 4, 5)

F2 BINTEPHEAROBERUVER

PERRAA BRI 135 D BT o Y HEE P =
0.4 mgfkg & ywﬁgﬁ§%7§yx)lic\D\%mz 0.4 A
[phe-1Cl | - 20+ =R o € W ES)) B. C. D, E, “COq 0.6 H
AEHE | 9C, +Hik B (2 A ) B. C. D, E, CO: 0.5 H
VALY | 4y pF 2, SV NEHER/LL NVESE | B, C. D, E, Q. e
BEAT. 6 X% B+ CKE) 14COq :
THRZ VA | o MER(ZF2) | B, C, D, 4CO: 0.4 A
[spi-1+C] | ¥ F=">—F W R+ () B. C. D, E, 4CO; 0.6 H
2pnmy | B B 120 i (A A ) B. C. D, E, 1CO: 0.5 A
oy | AR %= T ey 0 M | B, C. D. E. Q.
NR— Kb i - Ci ) 14COy 1.1 H

a: +HE L IZ[pheClAE R VA KW spi-UCIA Y B VA v DR EEDLETCEHEINT-,

b RIS T A v X ax— b (U0 NMESEL ¢ 3 R, WYEHIEE L - 24 WERD. HE L 1 ERRD.
v NEEE/ v NEREEE T - 21 FEE) . BRI TA U aX— |,

¢ 14CO2 DFEERIT 0.1%TAR Al

A mETF O HEIZBT D FEESMRIKIL, VR T — N ORI
X D55 B DR E ZIUTHE NA FUAIZ E D05y C, N A N
LT X 555 D, BRI X 55 E XIXHERIC X 20 F, I ROV o4t
% EEZ BT,

(3) TIERENLHBREER
[phe-4ClZ2 v m YA v WTlspi-UClA r YA 2T, HHEREL
Oy R BRI S ATz,
RO OFERIZONWTIER S ITREN TS, (R 2, 4, 6)
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£33 ITEREASEABROBERUVKER

EERS AR BRI 5 AR X RO BV | HEE R b
" B. CK., E. L,
" TR 60, 29.7 A
ALY | 17.0~25.5 B G B T 3
\\v . \/B’g - Y Y Y A Y
A gggikﬁvé%iﬂ% ik | i JEHRA X K. L. O. P. uco, | 05971
S S 7| . B. C. E. F. G/P,
v IS %’;&E | s 1L 0 ueo, 0.29 H
%ﬁ%igé 42)  |# | WS |B. C. B, L. 14C0O. | 29.7H
[spi-14C] | 15 A FH ARG B | Wit e | B, C. E, CO2 19.1 H
o e o B, C. E. F. L
A ]: =z ]: N2 BE - A N N N
e - JEHR X M. O. P. 1CO, 0.597 H
i . B. E. F. G/P
B weampe | B> O 1 F G 0.29 A
o : MR R EELIC X 0 Ky A BRE, I EEEIE UK RS pF 2

b BMEAX Z & iZ[phe-CIAE R B VA U KW spi-UCIA B B BV A v DR 2 HbE THI S

776

¢ : 4COg DFAEIT 0.1%TAR Al

(4)

o AgRR i 7 SER

[phe-4ClA B B B4 v &2 VT, TR A R E i S 7,

SHER O K OFERIZHOWNWTIEE 4 ITREN TV A,

(M2, 4, 7)

x4 TERRERBROBMERUVER
/\
Freundlich ﬁﬁ%g’;%ﬁ Freundlich ﬁuﬁq?’g%ﬁ
A 143 £ " WS . .
Prat i PRARE | Ut | PP L e
Kadsoc I{desoC
DA *‘*iﬁi(77/?<)
IV NEE(AA R),
b NEEEECRE), E)’%ﬁiﬁ 0.8~2.3 38~268 0.8~3.6 94~259
HAGEE), BEwCK
[E), HEgE+CKE)
KUK £« BEEER), HE
L) 3.52~9.84 70~91
| g

2. JKPRIEEER

(1)

ks fEEER

[phe-4ClA ' B2 2 % HW T, MK fRERBR S SEi S 7z,

SER OPEE K O RAIC O W TIEFE S IR SNL TV 5,

11
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x5 MAKIBABROMERUHER

KRN B g | OO g e
3 IR
25°C 11.4 H
o pH4 e B 6.23 M
(IR A A FR T ITR) 00 5 5L H
2 mg/L. T, pH 7 15C 16.5 H
BES0HM A | AV o EEiEE 25°C B 5.48 H
¥ 2 _— | ) 35C 1.89 H
pH 9 15C 0.36 H
(R v Bk 1 25°C B 0.10 H
) 35C 0.04 H

a: 7 L=y AXEHWTEE Lz 25°C I8 A HEE ik, pH4 T12 H,

pH7C5.16 H, pH9 T0.12 HCh -7,

(2) KehEHBHER (REERERVERK)

[phe-4ClA 1 P F v K W spi-UCl A B 1 A &2 HWT, KoEsfE

PR 2N T S A7,

R OB K ORI OV TIEE 6 IS TV 5,

(=M 2. 4. 10)

£6 KPANBRHABROBERUVKER

il Il PRk | BB | R bR |
_|_

[phe-iic] | 1O me/L. 25 JERHIE | B, L, 1COs 12.8 1
sbrnprogy |16 ¥/ v O U (34 H)

N YN g “,//_“JJ Hﬁ:—{ﬁf‘glx R 14 .
;O/SZZE?T“ R EPTIREIX | B, 14COq 1; ; El

14 - . H 5.0 i R N PNRE '
Xéfbggy Wim?). k14 | ©PHBO | LA B, L, 1COs (34 A)
ENELGED) AT | B, 4CO2 11.7 H
[phe-ic] | LOme/L, 255 YRS | B, L. 4CO» 2.24 1
REB LT | DD e | BEOIK [ giiﬁ
270/8~244 R 224 f

i- . o =, pH 6.1 S R s 14 :
Xé?ﬁ?;,,WMﬁ\WEZO =, p ) | e B, L. M, 4COz | 0y
ENEGES) KEPTXRIX. | B, 4CO2 2.44 H

a: MBI Z & IZ[phe-“Cl A B VA U K D spi-UCI A R BV A v O R 2 EbETCHEE SN

Too FEIMPIZ. RO (EfE 35 ) OFEFHKRK

Bo o H A,

AV n VUG DKPNG RIS D EESEREIL, LR T — s Dbk
IR X DR B OARL E FUCHES 7 = = VI DR biEE kI
K20 L oLk, A aiROBENC L0 M DA EE 2 Hivlz,

3. TEREHER

A n A NS EY B, D, K. O KO P 2ot gba & Uit
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PR BR N FE i S T,
HREROME L OFE BRI OV TR TITRENTWD, (B2, 11)

x7 ITEERBAROMERVER

HEE -
R EE U 2 = B R B
B | s 5 HEeAs + Sy fie b
TEERE | RERE | HEEREE | HERE
0~10cm | 0~20cm | 0~10cm | 0~20 cm
KK+ - HEE+
5 | 2,090 ) 2.0 H 1.9 H 2.5 H 2.6 H
, . whis - .
(i) | g ai/ha @%%%u)ﬁi 5.2 H 5.4 A 5.8 H 6.1 A

E) K AP, B2 B L CECEERARE CH o=,
a : 300 g/L /KFnH| % 15 F
b AR VALY B, D X0 DAY B4 U HEMOABIEIC X 5 -6

4. Y., REFICETH5RERUBEHER
(1) HEPRHEHER
OB
k<~ bk (57 : F1 Shirley) ZWHE O A - - FEICERE ., IRENTHES L.
7u 7 7 HENCHHE U7z [phe-UCl A ¥ r B4 o XE[spi-UCl A v F v
Z 273~302 g ai/ha OHETXERFY (BBCH16) . BA{tisi] (BBCH61)
F ORI (BBCHS85) ([ZZ NN EEEwA L, 3 H#A 1 BRI REW
NZ 3 [BIH AT 21 HRRICRFZROZELA I L T, M AHER D Ehi Sz,
N~ NEUBH OB R RE IR R UMM I3 R 8 IR ST 5,
PR REIREE 1T S IRI B A 1 HZ LUV 21 HZOFET 0.073~0.174 mg/kg,
3 [0 A #cfi 21 HEOXET 0.502~2.48 mglkg TH-o7=, WITNOEFRIKICE
WThH, REXROEEPICBIT 2B BHEO FER 71T, KRELOAE R Y
AL THY, BFET 28.0%TRR ~ 54.9%TRR. %X % T 35.4%TRR ~
44 4% TRRABOH LTz, ZDIENITEHY B K OD BRFELPEETHTLD
10%TRR ##x T bz, o, RETRHEW C, XETRIWE. F. G
KO HBRBD BN, Wb 10%TRR Kiiti Th-o7-, (B2, 12)
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=8

R B DR BIRSS

RERERUAEY (%TRR)

_ Lo | ReFRRE | Rk
PREC | &R NS Eiitlan
Rk s o | BESRE | HEARTY | 2R - o
WP (mgfke) | HES | v Ry Pt
%@E L] 0117 88.8 28.0 | D[18.6(0.024)]. BI[8.5(0.011)]. 11.1
L R FEz| O (0.114) | (0.037) | C[7.0(0.009)]. KI[FAE <[5.8(0.007)] | (0.014)
[phe-14C] ;E 0.174 97.9 54.9 | B[17.3(0.031)]. DI[10.4(0.018)]. 2.1
zvn | 3mEE | £ (0.174) | (0.098) | C[2.2(0.004)], K[FE[4.4(0.008)] (0.004)
voA Y | B B[9.9(0.058)]. DI[7.2(0.042)].
21H | % 0.502 94.8b 35.4 | E[1.6(0.009)]. G[0.4(0.002)]. 5.2
= | 3E (0.554) | (0.207) | FI<LOQI. HI[<LOQ]. (0.030)
K[FE <[6.8(0.040)]
3%@5 7 0.153 90.7 32.3 | D[16.5(0.028)]. B[9.3(0.015)]. 9.3
L R ES (0.154) | (0.055) | C[6.7(0.012)]. RI[FAE <[6.1(0.010)] | (0.016)
B[25.8(0.019)], D[15.4(0.011)],
[spi-14C] i 0.073 (093'710) (03(7)‘288) C[5.2(0.004)], (020'32)
tiyt;y 3£$ ' ' ARIFIE  4[10.2(0.007)] '
91 H D[13.8(0.318)]. B[10.3(0.237)].
% 3 0 48 96.5 b 44.4 | E[0.4(0.010)]. G[0.3(0.007)]. 3.5
1 ‘ (2.22) (1.02) | FI<LOQ]. HI<LOQI. (0.080)
K[FE <[2.8(0.064)]
() : mg/kg, <LOQ : &R RFA
A EHHRBEE TOHE
b RELEEHT I S LR o 7272 8. LY O O
o REEMRBI O 5 B H—RS DB KE
4 RHW B ORRLY LHEE ST,
@ FhuL &

I L x (SFE : Maris Bard) ZRVEE LD A - 7B ICfE L, IWENT
Bir L, 7o 7 7 AFNCHEL L7z [phe-4Cl A v m 22 4 > Xidklspi-14Cl 2 v
U4 V& 192~200 g ai/ha O ETEXEREY (BBCH16) . 3 20%5%5
H# (BBCH42) K Oy (BBCH48) |+ ENXEA L, 2 [HH K
i 28 HIZICHRBGAMZE R OURARAEIESL . 3 A H B 7 HRRICHE R N EE S
BRI L T, M REEER I e S v,

(T U ks O R R BUR REIR X MG 133k 9 IR ST 5,

FRER T REIR BRI B2 T 0.061~0.074 mg/kg, XHET 13.3~23.1 mg/kg T
ol WEFT TR (DAY B DF I SR, FERHME LT
B &N C 2 10%TRR ## 2 TR biviz, XEF TIIREB(LOA Y v E UA
5 58.9%TRR~67.6%TRR #i i S 7-1F7>, 3% B 78 10%TRR %8 2 TR
BTz, 1ENIC, SETREH D LV E, XETREY D, EXG BED 5
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NN, W 10%TRR K Tdh - 7-.

(M 2. 13)

£9 UL LHHEPOREHSEEERVUKEY (%TRR)
_ Y]
. REL - FhH FhH
FEERRAR BB | HRE @ N 2 - .
iS3H (mfke) [LTE%) b Rt PR
L B[35.9(0.011)], C[25.0(0.007)],
i
2 [6 B A Ekf 0.033 94.8 ND DI[2.5(0.001)]. E[0.5(<0.001)]. o1
BizE (0.028) (0.002)
/%l ' AR 7E 1[4.3(0.001)] '
23 H& | Sepkst 0 86 95.9 83.0 | B[5.7(0.138)]. 4.1
[phe-14C] X£E ' (2.32) | (2.01) | R >[1.7(0.042)] (0.099)
=z gu 843 B[33.3(0.021)], C[24.7(0.016)]. 157
S BI3 | 0.074 ' ND | D[4.3(0.003)]. E[0.6(<0.001)]. '
3 [ElH (0.053) (0.010)
e K[FE »[2.9(0.002)]
7 A% 99.7 8.9 B[18.1(3.89)]. E[1.9(0.415)], 0.9
X 23.1 (21'4) (12'7) G[0.5(0.110)], D[0.4(0.089)]. © 6 43)
' ' H[FE v[2.5(0.541)] '
- B[35.4(0.011)], C[21.7(0.007)],
=)
A Ei;‘“ 0.032 (08;'238) ND D[2.2(0.001)]. E[1.4(<0.001)], (01(2)684)
%@E T ' JelAE 1[3.000.001)] !
93 A% | 4ot 95.0 0.3 B[4.4(0.110)]. C[1.3(0.033)]. 49
» E{ﬁg‘ 2.94 (236) (157) E[1.1(0.028)], (0i22)
[?LS] - ' ' A v[1.7(0.041)] '
NN 0.8 B[27.3(0.018)], C[22.0(0.014)], 90.3
S 0.061 ' ND D[7.8(0.005)]. E[0.4(<0.001)], ]
3 [l { (0.052) (0.013)
o A A E [1.7(0.001)]
7 H % 96.1 676 B[10.7(1.50)]. E[1.4(0.193)], a8
XIE 13.3 (13'5) © 48) D[0.6(0.091)], G[0.3(0.043)], © 5'33)
’ ' K[FE P[1.8(0.187)] '

() : mg/kg, ND : g
a EAERBEE CTOME

b RIFTEGH O O B —l oy DR RIR MK

Q@ f=
VoY

FRAGEEE (M LA (AR) |
B, EMORFET) ZERE L T, M ARERRER D B < vz,
DIZFEH T OB ESRER B X OGEHIIT K 10 IR SN TV D,

PR O RE TR FE 1. RAREVEEE T 0.537~1.74 mg/kg. KEFE+F T 0.029~

(fufE : Millennium) Z##E DO A -
77 7 AFNCHEL L 7~ [phe-4Cl A v r BV A4 > Xidlspi-4Cl A v m B2 F
Z 149~156 g ai/ha O E T, JEEH (BBCH16) . BHEWIH (BBCH60) &
W7z T0%BAEH] (BBCHS7) IZZNENFEERAR L, 2 [FIHEAR 27 HZIZAR
3 BN 14 HZIZHGTE T & OULHERIFEY) (SREZ,

15
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0.034 mg/kg. INFERIEM T 2.67~3.43 mgkg ThH-o7-, A FTITBNT

KEf DA R E A NI <D E (0.3%TRR~0.6%TRR)

RO BTz, R

FEF- O FEERAIAEY B T 18.1%TRR~23.2%TRR 886 HiL7-, RAKEZE
BECIIEY H 23, IERIPEY T3 B KOV H 25 10%TRR %8 2 T

bz, (W2, 14)
F 10 Hf-FHBEPOEEMHEEEEROCKLEY (YTRR)
KT
" - FhH i H
FEFRAA R | EEE @ N A . .
(mg/ke) [CIEG; SNy L7 PR
. B[8.7(0.146)], H[7.7(0.130)],
al;ﬁz; 1.74 (?6(;2) (032519) F[3.6(0.060)]. DI[3.0(0.050)]. (03621)
3 - ' ‘ R 1[4.3(0.072)] '
phe-tCl 1™ e oy 75.3 0.6 | B[23.2(0.008)]. D[2.5(0.001)]. 24.7
NN i1 (0.026) | (<0.001) | RI[FE 1[5.2(0.002)] (0.008)
B[14.1(0.477)]. HI[8.6(0.291)],
Eﬁgﬁﬁ 3.43 (zii) «fggl) F[7.2(0.243)], D[1.6(0.054)], (0%;6)
' ' K[ E 1[2.7(0.090)] '
B H[11.9(0.072)]. BI[7.9(0.048)],
=
/§§§§‘ 0.537 «figi) «fé§9> F[7.3(0.045)], DI[3.1(0.019)], «33?;)
- ' ' F[FE *[4.1(0.025)] '
[S;flég] i A 0.034 69.0 0.3 B[18.1(0.006)], DI[3.3(0.001)], 30.9
SISy Fii 1 : (0.023) | (<0.001) | #[A7E 1[3.3(0.001)] (0.011)
» B[12.9(0.343)], H[12.0(0.320)],
é%ﬁ% 2.67 éi; (S;;) F[9.8(0.262)]. DI[2.0(0.053)]. mi§@
' ' R[] E v[3.000.081)] '
() : mg/kg

a ERRRBEIL T O

b RIFERBW D O B H— sy DK IE

iz X A%

AR VA OWMITIIT D EEMRBREEIL, DVRT— N OIKSFEI
LB B 04k & ki< N A F AR X 2R C. NI A h ¥
H D UTBHBRIC L AR F oLk, R#EMW F o N A FuAkic
LIHMREMH DL EEZ BT,

(2) e EBRHE
FHL r. TAIWEZHWT, Arr b4 itic#y B, C. D,
F &k OVH Z 00t gib 6% & Uiz BBl »n 32he S vz,
FERIIRHL 3 IR ENTW D,

2B A DO KRR,

BRASHAT 7T ARRIZIE S e B CRED)

D 6.96 mg/kg TH 7=, W ORKRFEEMIL B TIXHAL 7 BRICINES L2
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K GEAR) ©52.4mgkg, C TITHUA 14 HRRICIFE 74 (RHEIK) @ 5.70
mg/kg, D TITHUM 14 BRI S NTZK Gik) @ 0.94 mg/kg, F TIIHAm
T HRIZIGE S oAk (RHEIR) @ 0.27 mgkg, H T 7 HZRIZIGE SR
=% (RHK) @ 0.06 mglkg TH-o7=, (B2, 15~33)

(3) RERBHER
® ¥¥

WIHY X (F— R ORT IS, RO, —FEME 1 58) (2. [phe-
UClAErE YA % 0.8 mg/kg (KE/H (37.3 mg/kg /@ EHRY) X i[spi-
UCIAv rE YA % 0.7 mg/kg {KE/H (31.0 mg/kg R EIRHEY) OHET
1H1ME, 8 A 7EAKROEE LT, FEMRFRBEOAEM Sz, HLitix1
H 2 W, JRECHET 1 B 1B fes & ORISR &R G 12 RFMZ IS
776

KB ORI R 133 1112, REWIEE 12 ITRERT WA,

G5 s RE L. SR IC 50.8%TAR ~ 58.6%TAR. # 412 16.3%TAR ~
29.1%TAR #Ei v, i 121% 0.062%TAR~0.101%TAR B17T L 7=,

LT ORI RERE O R KRMEIL, [phe-UCIAE R B VA v GHETHRE
7 B4 D 0.036 pglg. [spi-UClA B m v P4 % ERETHE 9 HARTD 0.024
uglg Th oo, FLITFENZ AR AL AT /0B L 7o/ 5% IR E T aelR
FEIE, BARFLAY 0.014~0.032 pglg. FAEHIAY 0.010~0.019 pglg Th o7, ik
A B O R O 7% B RO TR FE 1 X B g S OVl T < . FieR T 2.48 pglg (Bl
B LT,

. SRR ORI, RE bR r YA idmE ST, 10%TRR
2 HEHERS E LT, REMW B (., &g, AL ONEN) . D (ALt
fili, g, SRR ONENG) KO B-glu (IFlE) 2Z@®oni-, (B2, 34)
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x 11 BHEHEDPOKREWEGTEERE
- FUBHR [phe-“ClA v m BV A4 [spi-¥ClA B v F
" IE uglg %TAR uglg %TAR
18 | F#% 0.006 0.004
— 0.011 0.006 | 0.006 0.003
9 g AFHI] 0.014 0.008
F1& 0.016 0.021
—1 0.023 0.013 | 0.019 0.011
ZEH] 0.029 0.018
3 H —
Tt 0.026 0.019
— 0.025 0.012 | 0.017 0.008
A AFHI] 0.025 0.016
F1& 0.025 0.013
—1 0.024 0.015 | 0.015 0.009
. ZEH] 0.023 0.016
i Ttk 0.028 0.017
— 0.029 0.015 | 0.017 0.008
6 2] 0.029 0.017
Ft% 0.029 0.013
—1 0.032 0.017 | 0.014 0.007
ZEHi] 0.033 0.015
7H —
Tt 0.036 0.019
— 0.030 0.016 | 0.017 0.010
g g 2] 0.027 0.015
Ft& 0.018 0.023
—1 0.021 0.007 | 0.024 0.006
9 H | &l 0.025 0.024
1~9 H 0.101 0.062
JHEfik 1.58 0.4 0.667 0.2
2 Mgk 2.48 0.1 1.55 0.1
s THIHE 5B 0.078 <0.1 0.082 <0.1
i A5 0.066 <0.1 0.068 <0.1
5 )5 12 F§fE % 0.020 <0.1 0.014 <0.1
IS0 T 0.020 <0.1 0.010 <0.1
DA 2] 0.009 <0.1 0.007 <0.1
HMLE K ONEY 1.4 1.1
PR 58.6 50.8
N 5
3 29.1 16.3
N Tv— 1~8 H
A — VR 5.9 23.3
=YD
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& 12 FAEHPOREY (%WTRR)

AR | WAk -
] - _ i | 2vm il
R | BURE | BRI | HRE ..
A E°S 2 i
e | (uglg) | O ;ﬁ L7 %
st
. 91.3 D[81.1(0.027)], BI[1.9(0.001)], 8.7
A ;Sﬁ 0033 1 0030y | NP |Skia2(1.90.000)] (0.003)
" 88.6 D[46.8(0.785)]. B[26.6(0.446)] <, 11.44
hetic] | M8 a9 | NP |ND0.00.168). ERIE150.025) | (019D
AR | gy | B | g 4e | 973 Np | P150.0(1.27)], BI37.3(0.949)], 2.7
cogs | e ' (2.47) NI[3.5(0.089)]. K[FE[0.6(0.015)] | (0.069)
e | 1215 97.2 B[47.4(0.034)], D[39.3(0.028)]. 2.8
B g | 0070 | 0 oegy | NP Lemi(2.00.001)] (0.002)
= 100 D[42.9(0.009)]. B[29.8(0.007)].
WA 0021 1 029y | NP kmisela.200.000)] <LOQ
2 f‘bgf oor7 | 942 ND D[77.4(0.012)]. BI[7.3(0.001)], 5.8
e ' (0.015) K7 7E[0.7(0.001)] (0.001)
e 92.2 B[44.8(0.314)]e, D[34.2(0.240)]. 7.7
—_ L 0-667 | 0eam | NP IN[3.4(0.020)]. #M7[0.60.000] | (0.054)
AR | gy | B | s | 986 Np | P140.3(0.670)], B[37.3(0.620)], 15
NN H e : (1.64) N[1.7(0.028)]. #I[FE[2.1(0.035)] | (0.025)
e o | 121 97.2 B[57.4(0.044)], D[26.7(0.020)]. 2.8
B g | 0074 | ore | NP eael5.9(0.004)] 0.002)
C 100 B[53.4(0.006)]. D[19.9(0.002)].
A 00121 o1 | NP kmAEl9.6(0.001)] <LoQ

() :pg/g, ND: miish 7, <LOQ : & &R A

RIFE « RIFEEREP O 5 HH—K o O KIE

a
b
c
d

RS - SR O 1 2(wiw) DIRES

D BEBEARRS - B FHRRE O 1 1.2(wiw) DIRE Y
G B-glu @ 10.2%TRR(0.171 pgl/g) % & A 72144

IR A I e T T — BT A Z L2 XY 9.4%TRR 28, F 725,

U LRET 5 Z L2 XD 6.2%TRR 23 AlE bk 7z,

e : X B-glu ® 7.9%TRR(0.055 ug/g) % & A T2 ME

@

=7JkrY

PEINFE (Novogen brown fli, —#fff 6 1) (Z[phe-“CIAE R E VA % 1.0
mg/kg RE/H (16.4 mg/kg TEFAEHHY) XiX[spi-4ClA B YA % 0.8
mg/kg {KHE/H (14.5 mg/kg W AREEHEY) OHET1IH 18, 14 HE D &L
OGS LT, FEREEBRAFEm SN, JNX1H 2E, g8EwIiX1 B 118,
figede M OVKRR I Lo i e 5 12 FRREI R ICBR I S L7z,

spi-UClAE m B VA U EHREO 1N A OINE DWEA, IR S o ToZ &b,

BRSNS, DT, [spi-UCIA B R EUA R ERIT 5 P TEMES T,
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F B O IR O REIR L I3 3R 13 12, I O HGTREIR IR 14 12, &%
B ORI 15 1IN Tn 5,

BeE i EREIE. HEt I 83.8% TAR~88.2%TAR M HE &7z,

AU O O AR S 13 [phe-4Cl A B u ¥ 0 A U B R CIER 5 13 HICEK
K (0.039 pglg) . [spi-4ClAv o v yA o FKERTITERS 7 HiZkK (0.032
uglg) &7eodz, IB. BEER K OVRERR T O 5% B S se R B 1k, IFB (0.175~
0.229 pg/g) THbE <. RWTHEE, A, fiiK. IBVDIETH > 7,

O, EEs X ORI W T, REfbOAE R E A T s vT,
10%TRR B2 5@ E LT, B XU D 2380 biiz, REENRHDIIEE
RO HIL, H— TIIINAICB W TR AT 13.0%TRR, &/ & ORI IZERB W
TR T 14.5%TRR B EN7=H D00, WIid 0.005 mgkg Kiii TH - 7=,

(2HE 2, 35)

& 13 FHAHMPOZRBRSERE

- [phe-4Cl A ' m &' ¥F v [spi-“ClA B & v A
ugl/g %TAR ugl/g %TAR

PR a 0.032 <0.1 0.029 <0.1
PP - 0.032 <0.1 0.025 <0.1
ek 0.229 <0.1 0.175 <0.1
A AN <0.1 <0.1
i) Ha 8 <0.1 <0.1
w [ e | 001 <0.1 0.018° <0.1
B J Ko O RS 0.017 <0.1 0.012 <0.1
NENEAE R <0.1 <0.1
HE) 83.8 88.2
r— IR 7.7 6.2

/3%

a: [phe-UClAE R B UF U REREITI®RE 8~13 B, [spi-“ClA v u B UF & E5HITE
5.9~13 H O

b J RS Mo OIS RS D IR A B

: F2JE & a2 PR O FE

<)
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x 14 RhOERBHRAEREE (Ug/g)

I [phe-UClAE B B [spi-UClA Er U
UHS] SR 4P a YA SR g2

H1H 0.032 | 0.004 | 0.023 | 0.026 | 0.003 | 0.019
45 2 H 0.047 | 0.009 | 0.035 | 0.029 | 0.006 | 0.022
5 3H 0.043 0.015 0.034 0.023 0.009 0.019
®hE4H 0.041 0.023 0.035 0.025 0.016 0.022
%55 H 0.036 | 0.030 | 0.034 | 0.025 | 0.020 | 0.023
456 H 0.039 | 0.036 | 0.038 | 0.030 | 0.026 | 0.029
5 7H 0.034 0.039 0.036 0.032 0.031 0.032
5 8H 0.027» 0.041b 0.031 0.025¢ 0.033¢ 0.027
#4590 0.024> | 0.039> | 0.029 | 0.025¢ | 0.035¢ | 0.028
#h5 10 H 0.032 | 0.038 | 0.034 | 0.027 | 0.033 | 0.029
511 H 0.034 0.038 0.035 0.028 0.032 0.029
&5 12 H 0.029 0.040 0.032 0.019 0.034 0.024
#5130 0.038 | 0.041 | 0.039 | 0.024 | 0.034 | 0.027
5 14 H 0.028¢ | 0.030¢ | 0.029 | 0.018 | 0.030° | 0.021

¥) [phe-MClA B A R 6 P, [spi-HClA B v B4 U HF I 5 PO B E
: FHRAE

5 P DVEE

4 PO TFHIE

: 3P D FEHE

C 1P ofE

o o o T W
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& 15 FHAHPOREY (BTRR)

syaat

. e | T - il
*/iu%{¢ uftﬂ ﬁﬁ(%‘f He @ﬁj\ it = 1&5%% §§{7&
(ngl/g) S
66.6 D[18.6(0.007)]. B[10.1(0.004)], 33.5
S | 0.032 (0.025) ND K [m7E[7.4(0.003)] (0.013)
100 B[65.4(0.020)], D[9.6(0.003)].
(ohe-14C] A T0032 | oz | NP kmiene.s0.000] <LoQ
ikimto Wi | 0.229 67.2 ND B[23.2(0.056)], D[13.4(0.032)], 32.84
S ' (0.161) NI[6.5 (0.016)]. KI[FE[4.8(0.012)] | (0.079)
- 89.6 B[39.3(0.007)], DI[21.2(0.004)], 10.5
e | 0018 (0.017) ND FEE[3.4(0.001)] (0.002)
B & K 0.017 71.8 ND B[34.0(0.006)]. D[12.9(0.002)], 28.2
e | (0.013) KAE[10.9(0.002)] (0.005)
60.2 DI[14.1(0.004)]. B[9.0(0.003)]. 39.8
S | 0.029 (0.018) ND F[mE[5.7(0.002)] (0.012)
98.2 B[73.1(0.017)], DI[5.9(0.001)], 1.8
[spi-14C] A T005 | oz | NP |kmies.00.009)] (<0.001)
;ptlom ol s Loars | 640 | np |Bl22:40042)1 DIS.0(0.015)], 36.04
S ' (0.119) N[6.1 (0.011)], #I[F7E[6.8(0.013)] | (0.067)
- 86.3 B[42.2(0.006)], D[19.1(0.003)], 13.7
BN " | 0.013 (0.012) ND K[F7E[3.6(0.001)] (0.002)
B K 0.012 69.7 ND B[24.6(0.003)]. D[14.2(0.002)], 30.3
OB | (0.008) KAE[14.5(0.002)] (0.004)
() : pglg. ND : #rHH N7, <LOQ : T &R

KIFEE « REERHD D 5 B H—p sy D e KK

a: [phe-UClAE v B UA & GRETIHKRE 8~13 H.

H O

b o S K ONEIE I BRSER 0D 7R

AR

o g &G TR OB

d R A I e T 7T BT 5 Z L2k Y 26.8%TRR~33.2%TRR 7%,

SOVEREE T Y U ALY B Z L2 kYD 16.7%TRR~19.5%TRR N Ak S /-,

2R A OSEERY (YXEDR=U FY) (T

A VIR T — F DK K 5 8GEH B O AR L T iulhe< N A 31kl

FLRFH D DA EE 2 BT,

(4) ESEMZREHR
D 9
WA (RVA S A R, BehRE - el 3 B, PHRAEE - i 1 5R) |

VoA & 3.07 (PREEREHE KARE) |

9.21 (3 1%

[spi-4ClA v &4 UG RETE S 9~13

ENSV T N

BT 5 EEAEHIREE X

IZ A 1
) &K1 30.8 (10 fi2&)

mg/kg BB EHES OMET 1 B 1A, 29 HFA 7 eunikG LT, Atn

EUA W ICREHY B, D KON 20trdgdqbeme L&
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FEhE S 7,

BRI 4 RSN TV D,

b, BB L OFIE Iz W T, WTINoOoirst gt a8 b E &R
(0.01 pgl/g) K TH -7z,

fes X Ok C, A EYA iR, WTROMERIZE N TYH ERERF
(0.01 pglg) Kl Th o7, REWORRIEEMEILB TlX 1.77 pglg (Aenv
A B - 2.14 pglg. B . D TiH0.12 uglg (g . N TIiX0.03 ug/g
(ffl) Th o7z, (B2, 36)

5. EiPAREIRERER
(1) v @

@ m®iIR

a. MPREHD

Wistar Hannover 7 v & (—HEMERER 1 PC) 1T, [phe-UClAE m &4 3
L<liXlspi-4ClAE R E VA % 5 mgkg KE (LIF [5. (1)] I2BWT MK
AE] Evw)o, ) HLLIZlspi-¥ClA r B4 % 250 mg/kg REHA L <1
[phe-4ClAE 1 VA % 1,000 mg/kg (A8 (LLF [5.(1)] iIcBWT IEH
m] EW9H, ) THEROESE L, XidlphedClrvr m v 4 4 L < idlspi-
uClAavr vy % 1 mgkg REOH & CHFEFHIRNE G LT, mHREHRS
IZOWTHRFT Sz,

M IEDENREFH) ST A —Z (TR 16 TR STV D,

BOo#EH Sz lphe-UClA o V4 o Widklspi-UClA Vv BV F ik, &
mH <, mHERGHOBICIB T HRE 6 %L RS, &5 1~2.22 FF#Z(C
Cmax (22 U7z, MBEF T, KSR GHEOMRE &K Om 2 5ol T& 5
1~2.22 %S, SHAERGREORETIX, &5 0.5 K% 3 24 FFREIZIZ Cmax
LTz, Tield, &M T 11.2~49.4 BEE, MmAEH C 8.14~33.8 FEfHE] & B
ST, BARNBEGRED Tipld, ROBGEEIZIERK O, (B2, 37)

2 WRLRE - G B - 1.21
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F 16 MAEYEFRBRFH/NTA—4
551k &0 AR
s | Be 5 5 mg/kg (& i"’géﬁgfﬂ 1 mg/kg (K&
PERI i3 i Jii3 Ji3 i3 i3
Tmax(hr) 2 2 6 2
o Crmax(ug/g) 2.71 3.14 90.7 76.7 | 0.887¢ | 0.869 ¢
o Ti2(hr) 31.5 22.1 49.4 12.6 38.1 14.0
AUCo (hr-pg/gd | 15.1 13.9 | 3,510 | 1,080 | 2.19 3.01
[phe-14C] AUCo-.(hr-pg/g) | 16.5 14.5 | 7,950 | 1,400 | 2.52 3.09
AR EVF Tmax(hr) 2 2 24 2
[m Crax(ng/g) 3.53 451 99.4 101
i Tii2(hr) 17.4 16.8 33.8 8.14
AUCo- (hr-pg/g)d | 16.0 19.3 | 3,270 | 1,270
AUCo-(hr-pg/g) | 16.3 19.6 | 5,930 | 1,400
Tmax(hr) 1 2.22 6 2.22
2 Crmax(ng/g) 3.22 2.99 60.9 489 | 1.92¢ | 1.19
i Ti2(hr) 11.2 25.3 37.9 17.4 18.2 8.77
AUCo- . (hr-pg/g)d | 15.5 14.2 703 698 3.82 3.52
[spi-14C] AUCo-w(hr-pg/g) | 16.1 15.3 796 713 3.95 3.55
PSR = RS Tmax(hr) 2.00 2.22 | 0.500 | 1.00
Crax(ng/g) 1.23 3.47 147 83.4
5 Ti2(hr) 13.8 22.7 10.2 8.60
AUCo (hr-pg/gd | 10.1 18.1 838 682
AUCo-o(hr-pgl/g) | 11.4 18.6 847 688
[N

»

o

<}

b. I
B

@ R

HEERER [5. (1)Q@] I8V THLNIREVEZ AT,

S

: [phe-4ClA B v 04 & GREIE 1,000 mg/kg (REH G-, [spi-4Cl A v m v 04 U # G- E I 250
mg/kg IKE5-

: [phe-4Cl A B ¥4 2 1,000 mg/kg (RE & 5HEClIbia L&D 7=, TS 48 Refilth,
3% G- 30 Wi 1% OB B A ER BGRUR}

B o R sUSHME U 72 B BEIRE Co

4 E A BE R SR BRIURE AU E T oD AUC

R [5.(1)®] ITBWTELNTIR, MR, I—H AKF N r—8
HR T OB RED GG, HERR O & 5% 168 R oI R, (K&
BEHRET 64.0%~72.6%., = HEKGRET 41.0%~67.0% & FH Sz,

3

e
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HRBR N FEE S 7z,

PR B OFEFR ORI IEFR 1T IR EN TV D,
O OFHIRNES SN A e BV A U 3lenic i s, REMLD A
B YA 1T 1,000 mgkg REEGHEOMEREDOFEPITENNE O D DH
Thol, Efime LT, B XD n@RD LN,
BN E DR 7 1 7 7 A VICBAE R AT O bV o T,

& 171 RRUOEFOKEY UTAR)

s, RGELUME

B | oapy | BREUREE | ARV
ik ks | BREE | R (hy) Sy Rt
. e JR | 0~48 ND [D(62.0)., B2(4.8). B-glu(0.8)
mefke % 015 Eg 3210'3; B2(3.7). B-glu(1.1)
R | 0~48 59.1). B2(3.7). B-glu(1.1
[;ihteo';g = ND |D(18.1)
s | 1000 | ,E 0~48 ND |D(27.8), B2(1.6), B(1.0)
n%&g # | 0~48 1.3 |B(20.0). D(6.9)
e | R | 0~48 ND |D(16.6). B-glu(1.0). B(0.5)
%0 # | 0~24 0.4 |D(1.8), B(3.7). B-glu(0.2)
= s | g | R | 0~48 ND |D(55.3). B2(4.7)
malkg % 0~172 ND D222.3;
. R | 0~72 ND |D(55.6
Eﬂiﬁl R 072 | ND  |D(8.5). BOLY
S 050 | it )i 0~48 ND |D(31.4). B2(19.4)
mefkg # | 0~72 ND |D(19.9)
R | R | 0~72 ND |D(55.0). B(4.6)
# | 0~72 ND |D(18.7). B(2.5)
JR | 0~48 ND |D(67.5)
[/Eh;';g mgllkg M5 T 0~as ND |D(16.7)
S e | e JR | 0~48 ND |D(64.8)
iR # | 0~72 ND |D(16.8)
N , R | 0~24 ND |D(63.2)
;Sﬁ’;zi] mgl/kg M5 T o~as ND |D(16.1)
S | JR | 0~48 ND |D(65.6). B(3.3)
# | 0~48 ND |D(15.3)
ND : &4
S Bt

Wistar Hannover 7 » b (—HEMERES 1 /8) (&, [phe-UCIAE R E VA U4
L<ilspir-dClArrm U F 2 EAESE LIEHETHEIROESG L, X
IZlphe-4ClAE R BV A U3 L IXspi-“ClAE R E VA % 1 mglkg KED
M ETHEFIRAE G- LT, ROV TRE S vz,
Peh54% 168 BFE] DR, # L OWFUP PRI R 18 IR S TV 5,

TR K OMERINC KL DB 72213 b T 5% 168 Tk 95%TAR
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VLERRKEOSE (75— e ate, ) Picdht s, HIZRPICH S
Teo PRI A~DOPMITIZ E A ERRD BRI o T2,

£ 18 RER1BKREOR, ERVIEFHHME (WTAR)

& 0 £ 5 HRARP % -
Bkt i I ) [ p——
Ji3 i I s I i3
0~8 52 48 6.2 7.3 53 42
R
0~168 | 71 70 32¢ 20¢ 69 67
0~24 18 17 23 9.2 18 14
[phe-14C] x 0~168 | 24 24 40¢ 9.2¢ 24 22
AVRE | VPR | 0~168 | 1.3 | 2.0 | 12 | 15¢ | 3.1 | 6.8
vA AT 0~48 | <0.1 | <0.1 | <0.1¢ | <0.1¢
FaHE & 96 96 84¢ 44¢ 96 96
HbE 168 <0.1 | <0.1 | 5.6° 50¢ <0.1 | <0.1
T —H A 168 0.3 0.2 1.3¢ 6.0c 0.2 0.2
0~8 48 34 17 27 53 52
R
0~168 | 61 61 60 61 67 70
0~24 23 26 8.3 12 21 17
[spi-14C] x 0~168 | 34 30 34 32 25 21
AVRE | VPR | 0~168 | 2.7 | 83 | 39 | 58 | 3.7 | 48
vA FE 0~48 | <0.1 | <0.1 | <0.1 | <0.1
FaHE & 97 99 98 98 95 96
HIbE 168 <0.1 | <0.1 | <0.1 | <0.1 | <0.1 | <0.1
T —H A 168 0.3 0.4 0.3 0.2 0.3 0.1

[ 3470

a: [phe-4ClA ' v A V& GHET 1,000 mg/kg RER G, [spi-4ClA w4 & E5EHIL 250
mg/kg (KEFE G

b [phe-¥ClA E'm B4 1,000 mg/kg KE G REO BTG 48 K1, MEXE 5 29 REF%IC

U EFZ L2720, 0~168 Bl DT — X 135 oo 7=,

D R E TOfE

o

(2) 3v+Q

D@ m®iIR

a. MpREHE
Wistar Hannover 7 v & (—HEERES 4 PC) 12, [phe-4CIAE R E VA v %
5 mgkg KE (LLF [5.(2)~(4)] iBWT MEHE] 2vwH, ) HLLIZ
250 mg/kg fAEH (LLF [5. (2)~(4)] IZBWT IEHE] Lvwo, ) THIH
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ok h L, XilphedClAav v B4 FH LL ispi-ClA B E VAU % 1
mg/kg (A HE O & CTHEIFAIRNR S LT, M EEHBRIC O W THRE ST,

M K OV I PSR BIRE 21 R T A —Z 13 19 1R EN T\ 5,

BAO%EG snizlphe-UClA Y u B F 0L, RAERERETIIHS 1~2 B
Bz, MHERGEHETIEIERS 1~4 FFH%IZ Cnax (ITIE LT, Tyzld, 9.98~74.7
IRefi] & R S 7z, £72, AUC IEEHERGHOIZ ) MEHERGH LY K
30~60 fF@E o7z, FRIRNEZGEED Ty 13, RORGEEEIZIERBETH -T2,
B S T R iR R PR30 0.5 (B 0.25 REfEI %) ~7.5 (% 5-96 FEfH1£)
OFPHICH O, WEFRR A28 L CTREFIICEIM L2 Z 206 ETED—HFH
MER Y &G Lo 2 &R ST, &R &REEHER 5L OIRN IS
FEIC R W T E RIMERER TR O b o T2,

RO BEGHRBOFERNS | MXIINA AT XA T8 Y T 13T 131%~
167%, MET105%~130% L HHH SNz, A FT XA FZE VT 1 53>100% & &
MR E LT, AUC gypn /NI SN HEOREENE X LD,
(2HE 2, 38)

F19 MBERVOEMAPEYEIEFN/NS A —4

P55k &0 wHIRA
b 5 mg/kg R E 250 mg/kg A HE 1 mg/kg (RE
el Jii3 il Jid Jid Jid i3
Tmax(hr) 2 1 4 2
Crmax(ng/g) 1.78 2.70 40.9 55.7 | 0.8312 | 0.651%
~ Tis(hr) 64.7 44.1 74.7 65.5 41.8 21.5
4 [,
AUCo.  (hr-pglg) 13.8 15.4 851 605 2.23 2.66
AUCo ..(hr-pglg) 16.7 16.6 1,010 697 2.33 2.75
NAFT_AFTEUT (%P 131 130 167 105
Tmax(hr) 2 1 1 2
Crax(ng/g) 2.32 4.05 49.4 74.1
i3 T12(hr) 24.3 38.4 9.98 26.5
AUCo. . (hr-pglg) 13.8 20.2 735 635
AUCo-(hr-pg/g) 13.9 21.1 738 642
[N

s B iR RIS AMER L7 O BRI Co
A FTANATEYT 4 (%)=[AUC g x5 )/ (AUC g x5 Hie11)1% 100

b. WRINE

JE R PEEER [5. (2)@b.] THOLNMEH, R, I—BI AKXV r—
PEE R P ORISR GH NG, 5% 72 R OWRINERIL, KHER G T
82.3%~83.0%. mHEK G T 66.9%~80.7% & HHH S,
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@

VK]
Wistar Hannover 7 v & (—REHERER 4 PT) (2,

[phe-4C]AE R BV A %

B I R THIERE ARG LT, RNOAmRRER D 32k S 7,

He 0,01

iy
gkt o ONHER 1 oD 7 B8 T RE 1 .

ik

M ORI 1T D IR U REIR L 1332 20 (RSN TV D,
T S O gl 25 < FB 8 b, &G 2~

4 W% 24T Dl M ORI EE D3 i & 72 o T, AR P A 1, i
Jifi, JFHE. BN OV B CHRRI R o 7223, £ < OAHRRIZ d5 W Tl B A -3k
] EREXIT L Er T,

(M2, 39)

& 20 fEHRRUCHEBICE T LERBERGTRERE (ug/g)

g b T H137 5 FE 24 IR 36 WY | HEY 06 I
JTI#(31.5), BIR(9.87). | ITIK(2.32). Bi#(0.206). |[TH#(0.422). Wi
e MA4%(2.56), 1Mik(2.03) 1i#%(0.059), 1M#%(0.048) |(0.038), IfiZ(0.027), H
5 RAR(0.021)<, fifi(0.009),
mg/kg J¥iE(0.009), 1 #%(0.008)
LNi:} ITh#(38.6). BMi(5.77). | NTIE(4.34). B#(0.208). |[TH#(0.855), Ffik
M | 1 4E(2.20), ik (1.52) 1 4%(0.088), 1k (0.062) |(0.035), Ifii%(0.018), Ifi
1£(0.011)
Fiee(183), BHik(91.0), ifn | FFHK(83.3), Bik(28.0), | AFH&(9.6), 1Mmik(1.3), &
$£(39.7). 1fi%(39.0) Mm% (10.8), FRAR(7.7),  |J§(0.9), HRAR(0.4)e, L»
i3 1M#E(7.6) fi&(0.4), fii(0.4), ML
950 (0.4), M4E©0.2)c, B
molk (0.2) ¢, Fi5(0.2)¢
em | |JERG96). HKOTA). M| IFHE0.8). (7.8, T [IFE.1). mik0.7).
1£(94.3). 1fi%(66.3) RERES.3)e, 1Mik(2.9), Afi [§i§(0.6), HUIRAR(0.6), Aii
i3 (2.4), Li(2.3), K (0.3). MEfER(0.3)e, LMk
(2.3), EIE(2.2), ImiE (0.2)e, EIF(0.2), IMmiE
(2.2) (0.2)¢

a R ERGFEOMLE R mHER GRHEOM T3k 2 FFE, SHER SO TIIRE 4
G INEZI Ry v B
b AR B GREOMEREN Od BRSO TITR G 24 FFE, sHERSHFEOM TI3&RE 36
R ] 1% (R & 7o Ukt
c: Ny 77T vy RELE] 30 dpm KD 7T — & 2 bR L7k 2 & T A E

Q HEit
a. RERUZE i
Wistar Hannover 7 v ~ (RO & G8E . —BEHEMES 4 VT, IR GRE . —

FERE 4 D) (2,

[phe-4ClAv m A v ZEAER L <T@ A& CHIERR O &

HX1% 1 mg/kg AE CHEFHIRNES- LT, REOE PR N i S iz,
B, TR [56.(1)] 128V T, MRHYOBKEITRHE SN RhoTzZ &
N, ARRER CIIES T~ IR S N o T,
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HA[AIRE 0§ 5 ) OFRIRN % 5-1% O JR L O PRI 1T 21 IR & T 5,

PG RE L, ORI, % 168 RO JRHPICIKRH &R G/ T
57%TAR~61%TAR. m=HEREGRET 49%TAR~53%TAR, #HIZIKHERE
T 29% TAR~36%TAR, mHEKRGH T 46% TAR~47%TAR, #5548
Tl BeG#% 96 RO JRFIZ 64%TAR, #H1Z 30%TAR HEi- s 7=, (BH&

2. 40)
#21 BEEBEORSRUVEIRNZRSEORRUEHHME (YTAR)
HAERE O £ 5- FRIRIN $¢ -
v FRBHR HURE ] (hr) 5 mg/kg AAE | 250 mg/kg (A | 1 ma/kg (K
Ji3 i3 Kk i J3
0~8 43 41 20 23 43
bR
0~168 X% 0~962 | 57 61 49 53 64
0~24 29 21 26 22 27
x 0~168 X% 0~962 | 36 29 47 45 30
HH 168 0.2 0.2 0.2 <0.1
THIbE 168 <0.1 | <0.1 | <0.1 <0.1
HILENED 168 <0.1 | <0.1 | <0.1 <0.1
T —T A 168 i 96P 0.1 0.1 0.2 0.2 0.5
=DV | 0~168 XX 0~962 | 2.9 7.4 8.7 5.1 9.0

[ 74 L

a s R OB GRETIE 0~168 R, FFARPE 5 Tl 0~96 IRFfH
b RO GHETIEHR G 168 FEfE 4, RN G-RE TlIe 5 96 Ktk

b. BBk

R4S = 2 — L Z4f A L7- Wistar Hannover 7 v b (—BEMERES 4 PT) 12,
[phe-4ClAE r B U4 Z{EHE XTI EHE THERR D5 LT, 8 ki
FRBR N FE N S T,

BeH-4% 72 R OB, R A OFEHRHEISR 3R 22 IR STV 5,

B hgteeX, HEICED O FRICRPICHRES v, & 5% 72 R O R P HE
==X 45%TAR~66%TAR Th o7z, &G4 72 RO AR PR ==K =
HERET 5.71%TAR~11%TAR, mHEHRGH T 13%TAR~14%TAR Th -7,
ETOHEGREZBWT, &5% 728 T96%TAR DL EA . JREO#E (F—
DR ATt ) FICHR ST,

29
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x22 ®RERTEROBT, REVCERHER#E (%TAR)

St 5 mg/kg K 250 mg/kg K
Jid i3 Ji3 i3

[iERa 11 5.7 14 13
73 65 66 45 64

£ 14 15 30 19
THLE <0.1 <0.1 <0.1 <0.1
THILENEY <0.1 0.1 0.2 0.1
T3 =5 A 0.7 0.6 0.2 0.3
7 — VYRR 6.3 10 7.7 3.4

(3) v kB
REAE B = = — L IEALE SLFALE L 7= Wistar Hannover 7 v b (—RERE44 LT
3 L) 12, [phedClArvrr Ay #EHE N IEEHETHEBREORS L THE
SR, #EL O R OUMEE A FREE LT AEIRIE - E SRR K VPRI

BRpsEm sz, (2, 41)

@ HK#

PR #E, B RO OREIEER 28 IR STV A,

PR, MV R OMERICIIRE D A oA TR D b o, Rt
W& LT, JR¥FT B, B2, B3, Bglu, C X' D 2%, JEHH T B2, B-glu KO
D 23, m#EH ¢ Al, B, Bl-conj, B2 XU D 2B biiz, FEF TIIAREILD
AR EUFUPRRKT T.0%TAR i =i, (#EmE LTAL, B, Bglu XU

D 2@ biic,

t TR [5. (1)Q] 2B\ T, fREW 7 n 7 7 A VICBEE R EITRBO Do T Z b,
HED I CHE i S vz,
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#£23 R, E. BARCMEHOKEY (R, ERUREA : hTAR, MmIE : hAUC*)

PRIURFH] | AR E

ey ok (hr) S R
D(42.8), B2(6.3). B-glu(0.9). B(0.6).
ilik=2 x 0~d8 ND B3(0.6). C(0.4)
Hma— | 3 0~72 ND |D(18.6). B(0.8)
5 L IRALIE B(45.0). D(19.0), B1-conj(6.6).
HeF ~
mg/kg M| 0~24 ND - po5.9). A131.1)
(UNEE . D(52.5). B2(7.2). B-glu(0.9),
jiﬂrég_ k| 048 ND - 1B3(0.8). BO.7). 0.9
L # 0~48 ND |D(5.7). B(0.4)

fRY | 0~24 ND |D(7.6). B2(4.6), B-glu(1.3)

D(35.1). B2(6.2). B3(0.8).
g | K| 0748 ND g o1u(0.7). C(0.6)
H=ma— | # 0~172 2.7 D(16.1). B(13.8), A1(1.2)
250 | VIEALE B(47.9). D(17.4). B2(5.3).

bikes ~
mg/kg ke ] 0~24 | ND gy i3.0). AL2.5)
(ENG " D(36.8), B2(5.0), B-glu(0.9).
H_EE% R | 048 ND 1B30.4). B0.2). (0.2
;&Z% % | 0~48 7.0 |B@15.5). D(5.0). B-glu(1.0)
" | o~24 ND |D(8.4). B2(3.0). B-glu(0.7)
ND : smiish 7

a: # AUC IZxd 5 &S

AR EVF DTy MBI D FEMNBREE L. DRI — F DMK
IZE DR B 04 E ZUcki< NA T ABIZ L AR C KOV N-Ji A
MR IAIZ DG D o4&, 72, G B Ot FeFx Akicki< k&
WERY D UVENLD NA MY REOFEE, Eoil Nz 7 vr v U Biaaic
£ 5 B2, B3 LXUB-glu DR, 1ENZ, AR ETF L OEXRY DUERNLOD
A N UREOBBEC LD Al OARKREE X Bz,

Q@ Heit

PR, FER O EEIERIZE 24 (RS NLTWVN D,

JRE N =2 — VIELE T » MW T, BRAERGRE T, &SRR E
WZIRFUZHEIE S 4, 5% 96 RO IR EEIERIL 54%TAR TH Y, mHER
TIHREOEIIZITHF SN, BEV=a—LLET v FTIL, HE
B LT, EHICRPICHEE SN2, 2 TORGEHCOW T, &51% 48 KB *
TIZ 95%TAR~98%TAR 723 it X 7=,
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#24 JR. ERUVETHHEHE (%TAR)
I JHE ) = 2 — L IRALE JHAS J) = 2 — L AL
- OB K
Ak ﬂ%’;ﬁ? I 5 250 5 250
mg/kg (AT | mg/kg AH | mg/kg AH | mg/kg (KHE
0~8 40 22 51 26
R

0~96 X% 0~722 54 45 66 46
" 0~24 26 40 8.3 29
0~96 X% 0~722 36 47 9.7 31
BVt 0~172 15 13
T—T A 96 XL 72b 0.6 0.5 0.8 0.3
b‘b—{};{%@’ 0~96 X% 0~1722 7.7 7.4 6.8 7.9

Bz, WEN==2—

iy

VAL OB GRS OWTIE 3 8, 1Zh0REHIZOVWTIT 4 [ED

[ ¥4 7L

a: HEH =2 —
& =alet

b HE S =2 —
& =alet

UIEALERECII R 5% 96 R, S H = 2 — LALERECIT R 51 72 FEICE

UIRALERE CII B 5 96 iR, HE U = o — VALERECIIE 5 72 RE% ICER

(4) 59y b (BA—FS5PHTS574—)
Wistar Hannover 7 » & (—HEfERER 1 PC) (Z[phe-M4ClA B m B U A 0 X%
[spiruClA R YA U 2 EHAEITEHECHRERO&K S L, &5 2, 6, 12
(R EEGHEOR) | 24, 48 (FHERGHOZ) KON 72 FFH#ZICE RS
FA— T VF 7T LERL . MRS 28152 L TR sl s i S
72
ligids M OSHARIZ 35 1T D FR R REIR FE 133k 25 IR STV 5,

FRR P REIR 1R, [spi-tClA B r B VA v i H BR G REOMED % 5- 6 i
IR TSI L2, 2SO ERECITIRE 2 % Ic e Ec s
Too JHFMEG. NS A OVEBEEE IC BT, I SR E O MG REN RO b ivlz, &
5. 72 WRefIZ 23600 B A% U e IR B 1T Pl C ik @ < FR iz, MERIR Y
TARNE DBV L D REREFRD N o7, (B2, 42)
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& 25 [ESRRUHEBICE T LERBRGTRERE (ug/g)

&5

(63

S e b Tona {305 * Beb 12 30U 24 WERGE | B0 T2 BERH
JFNg(27.1). B JFg(4.75), KAGHE il (0.352), KEE
(10.2), /MIEEE(8.60),  [(8.87), E#EM(1.29), [(0.069). BRH
X (8.28), i X R E(0.823). Bl (0.035), Eh#%(0.033),
i (7.90), BEHEE(5.22), |(0.754), /INiGEE &7 L 2)(0.021),
FEMRE(4.49) . (LK (0.588), BHHH RBEE(0.020)., Ik
(2.52) (0.370), fEERtEE (0.019)
5 (0.370), 1fi%(0.152)
mg/kg| | FE(33.6), B EEA FFig(16.2), 1B RS JiFlEi(0.835), KJIGEE
(LGS (18.4), EM#(8.75). & |(6.13). BHAK(2.62). [(0.086), EHEIA
F'E(8.54), BHEE KIGEE2.57), BRE  [(0.034), BERE
(6.59), /IMFEEB.97),  [|(1.08), Bh&(1.07). B [(0.027). Bi&(0.024),
| BE(2.25). ME(2.03) |BEEF0.813). /NEBEE | RRE(7 L 2)(0.020).
(0.486), 1i#%(0.341) A (0.014), FEE
(0.013), M (0.010),
1f.3#%(0.008)
-14
[phe tC] HHERG30. Tl | OBER9.0. T |G, mik0.7)
NN (129), Bh&(111), B [(28.7), B #HEAKR6.4), H
'%(88.5), EHHH fEE(5.8), TRz iR
(76.8), /NIFEE67.7),  |(5.6), BhE(5.0), B
HE| i iz (33.4) 'H(5.0), BHIEG.4),
INIGEE(2.8), fERtEE
(2.1), KE E£(2.0),
950 1% (1.6)
mg/kg KIGEE(173), BFHEIR KIFEE(29.3), TN JFig(5.3). [EiGEE
R (135), AFh®(113), Bk |(23.4), wFzfR(5.8), E [(5.3), KHFEE(1.5), &
(77.0), FEREEE(76.3), | IBEE(5.0), BRI BEE(0.5), BE(0.4),
R (74.4), BEREE (4.2), BEMEEG.T, & |BE0.4), Mmik0.4)
e (59.0), EBEE(54.2), |EEEE(2.6), Tl
1% (35.6) (2.2), BRER.2), &
BEE(1.8), /MG
(1.2), Hi(0.8), IMmik
0.7
FFig(14.5), B HEM KIGEE(5.45), ATl ITE(0.29), IELAGHE
(8.78), Ehi%(7.98). B |(5.38). EEMLEE(1.79), |(0.10). B FE(0.04),
FE(7.97), BHEE R (0.80), EFEEAR | ENR(0.03), KIEE
epiic] | 5 (4.59), HEE(.57), b [(0.78), EiK(0.73), © |(0.03). EHEE(0.02),
Pl | WEEE(3.46), /1t EE(0.54), /INEE MR IR(0.02), D
e \melkeg B (g a6 o 08) (0.51). BREE0.37). |(0.01). HHIKO.01).
voAy | KE

Mmi%(0.15)

Jiti(0.01), JAEE(0.01),
/NIEEE0.01), AR R
(0.01). Ifi%(0.01)
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s | PO TN TRt B 1250T2amME"| R4 2R
JHE(36.0), BB JFg(7.82), 1B EE JHE(0.88), K FEE
(14.3), Bh6.45), & |(3.84), KIFEE(2.33), [(0.21), EJFEE(0.14),
25 (6.09), BEHEE BERrEE(1.98), BRE | REE0.04), BHEAR
(4.32), Ifi%(2.25) (0.84), ®M%(0.75), B [(0.03), BM%(0.03), Mg

i3 BE'E(0.73), AR W HR(0.03), BHEE
(0.36), /IMEEE0.83),  [(0.02), /IMEEE(0.02).,
11(0.22), 1Mik(0.19) |ffi(0.01), FEE(0.01),
i (0.01), LR R
(0.01), % (0.01)
FEREEE(162), B HEMA KIGEE(104), BFEEIR [ (10.8), [ELAGEE
(158), HEEQ15T), JiTh |(86.9), AFI&(77.0), B |(7.5). KIFHE(3.8), ME
(129), Bh(115), B |I5EE(75.9), Bl HR(1.4), 152£(1.3),
'5(98.6), BRHE (46.5)., BE(43.0). |Big(1.2), BEE
HE(92.9), /NIERE(48.2),  |RFEEEE(38.7). REMeRE (1.1, WAERA.D, M
RIEHEB9.7. A [(34.0). /ME8E(30.5), | #k(1.0)
(35.9), RIERE HE£(16.6), IMik(12.8)

950 (35.5), NiLf(34.5), I

malkg %(33.8)

e KIGEE(283). TN EGEE(259), KAGHEE EEE(12.1), TN
(120). BE(70.7), B&|(Q77), B#EAKQ0.5), H|(7.1), MHERLRQ.7), KX
li%(68.4), FErHEMR BE(74.6), JTi#(68.5), |IEEE(1.1), 7E(0.9),
(63.8), BHEE(61.6), |BHE(36.5), BHEHE 1f.3%(0.6)c

M| HEE(32.1). /MEEE (32.8), BHEE(30.1),
(32.0), 1f1i%(29.2) /NIEE(19.9), Bl
(11.6), RIBRHE
(11.4), FIBHE
(11.2), 1Mmi%(11.0)

© [spi Ol A U €U B R GRROMEDH BT 6 Wi, AN B GFE C IR 5 2 11

o THRIR S LT BUBHOD B
b SRR SRR 12 BRI, B LR S CILIR S 24 RER 1T RIS 72 RO B
 : ERIAR OB

(5) FXo0Y—LZRAW: /in vitrotkBERBIRE (Sv FRUTER)

7y P OE FOFI 7 v Y —AZBTAY e A O % Likd 5
HC, Wistar Hannover 7 v + (MEHEHREA) itk b (B&iRA) OFI 7
7Y — ABREIR (0.5 mg EAE/mL) %/1x7- NADPH i&#%5/Z. [phe-14ClA ¥’
o4 Elspi-4Cl A B m 04 v (WUERJERES 10 umol/L) Z¥W L. &%
£ 60 A % 2_X— ~ LT in vitro fHETEBR 23 Ehis S hui-,

7y MEOR MNF 78 Y =2 52REMWIEE 26 ITRSILTW D,

TERALIEDEWIC L A REREFROLNT, 60 HHESHEOAE R E VA
CEREITE PP /0 Y — AT 5.6%~6.3%., 7 v hMFI /0 Y —ATERR
RARME~11%THY, & MFI 78 Y —AIZBW TR b REmIT. 7 v

5 NADPH (2 mmol/L) % % Z¢ 50 mmol/L U »f#H U v LEfiK (pH 7.4, 3.3 mmol/L MgCl2 &)
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M7y —=AZBWNWTHET

o Ny g

(W 2, 43)

£2 SvhrRUEMFIIOY—LIZE TSRS (BHPLCY)
(60 DA o FarR—})

b S [phe-UCl]AE B E VA [spi-“UClAE v %
BTSSR 5k ek %ﬁ% 5ok L gﬁé
PSR =R 1.1 6.3 78.8 <L.0Q 5.6 72.4
K 1 19.3 14.3 ND 19.7 14.2 ND
KA 2 20.7 13.6 ND 19.4 14.7 ND
AW 4 22.1 11.3 ND 25.2 13.2 ND
R 10 15.3 33.4 17.5 14.2 33.8 25.3
R 11 10.4 11.8 1.2 10.6 11.3 1.2
R 16 2.5 3.1 ND 2.5 2.3 ND
R 17 1.6 <L.0Q <L.0Q 1.5 <L.0Q ND

<LOQ : j& RIRFAN. ND : i Sy
2 . HPLC \2351F % iR 45 5

6. SEHHERE
(1) [IHEHHEER (BOgs)
A2ty (JFIR) 0Ty hEAVWE2artErERR (BRoks) NEE

N7,

FERIIFE 2T ITRENTWS,
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%27 SESHABREEES BOHE5. B
B LDso B S gk

PERI - DCEL (mg/kg A )
#HE : 550(1 PL), 1,750(2 Pt), 2,000(3 PL) K O}
5,000 mg/kg A E(1 L)

5,000 mg/kg RE : fKf#
2,000 mg/kg (AH : REE
1,750 mg/kg RELL L AN L ONLB(RE- 2

Wistar Hannover REME LARR) . TRENMIK T %5 3 BERIR LIRS, Hw
Z v b 9 000 FE (G 4 R LIRS, WaRiEEh G, B
JHff 7 PC 2 ’ M, PR

(2 44)
FE B CRTRTEE O OB MR 48 (5,000 mg/kg
RHE), HEEIEO ONEMERE RO G, + 5
15 ZEi5 K ONEIRG DR AR K OV PR 4 3 OF
(R R(1,750 mg/kg ARE LA )

1,750 mg/kg (AR T 1 filElia & 7%

5,000 mg/kg {AE T

Fe b8 0 175(1 P8, 55001 P8) K& TO* 2,000 mg/kg
R (3 L)

Wistar Hannover

2,000 mg/kg {RE : LB, W AHEEN G, B

égga >2,000 | BAEFEA, (R ROE, WA, HKIEROWEBIE
Gttt 4 TG4 A L)

175 mg/kg RELL I« FEAL(FS- 30 4y LAKE)

L7 L
ar FIFTERIC X DR, IS LT, 0.5%CMC KSR WS T,

7. BRMEEHEER
(1) 28 HRESMHSHHEER (Sy k)

Wistar Hannover 7 v b (—HEHEMES 5 VD) 2 HWZIREEHR G (0. 500,
2,000 & TF 3,000 ppm : “FEERIAEEEIZE 28 2 R) 1 X 5 28 H M AMENME
AR EE S NT-, Fo, B 20 9 KON 28 HD 800, 12:00 &N 16:00 (24
P GREMERED O B EIREL ML L T, AR E YA R OYREM B o i o EE 23|
E S, 2MHPEYEIEL) T A —2 NEH Sz GERITE 29 2]) |

28 28 HREIEAMSEMEHGR (Sv ) OFHREKERE

Bh-# 500 ppm 2,000 ppm | 3,000 ppm
SRR B 1k 44.1 177 259
(mg/kg A/ H) i 44.4 178 264

A¥a oA AkimdciIm SN o7, REW B o AUC (I ER
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Pl EofEmnim s, ££7-.

WFNDONRT A= EMEITIEEALEBD LN

ot
x29 KEYBOEMPENEFEFH/INTA—42
BhH& Jid ki3
(ppm) 500 2,000 3,000 500 2,000 3,000
Cmax(ug/mL) 1.29 6.28 13.2 1.58 4.09 7.76
5 AUC
0—-t
21 (hr* pg/mL) 14.6 72.5 108 17.4 34.0 81.9
Crmax(ng/ mL) 1.10 7.28 14.4 1.34 6.56 12.0
B AUC
0—t
o1 (hr-pg/mL) 11.8 81.2 177 17.7 71.3 141
Cmax(ug/mL) 1.12 5.92 10.9 2.07 6.50 12.7
B AUC
0-t
28 1 (hr-pg/mL) 12.7 67.8 133 22.1 63.8 126
BB ERETRD LA RIE#E 30 IS TV 5
AGRERIZIB T, 500 ppm LA _EREGEEDORERE T T.Chol &U TG O DGR

ST Enn . IR EIIMERE S 500 ppm A (M : 44.1 mg/kg KE/H

A, ME: 44.4 mg/kg IKE/H R THHEEZ BT,

(=14 46)

&30 28 HREBEZRMEEEHR (Sv b)) TROONEFHERR

wH# T m
3,000 ppm |« REIEIIIH] KL ORAT RSSO (- | - BETERDSES 1~11 H)
1H ,U\Eq:) . /\\__y “‘H%ﬁ?ﬁ/\ﬁji‘mﬂﬂ
- TP 5 - CK #/m
« ALP }. T8 ALT 40
- BT R OV I T RS
2000 ppm | - Alb FY RIS 0~16 A. 0~
UL < FLRIE 2 B b BRI AR R (O 20 H. 0~25 H&Tr0~28 H BAFi
BAIN E)a
- WBC #4/1
- ALT 5/
« TP J O Alb b
© FLIRIR A FE R AR R (O )
s N B — R
500 ppm - T.Chol }x O* TGS/ T T.CholS 2 08 TG 15

S BRTERIAE S

a: 3,000 ppm ¥5EHITIE S 13 H LI

(2) W HHEAHESHESAER (Y )
Wistar Hannover 7 v b (—H#fERER 10 DC) Z=HW=IREER G- [JFUK : 0,

6 FesiRmE z It
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100, 500 M Tr 2,500 (k) /1,500 (M) ppm : EHRRAEREIIR 31 2] |

X% 90 AMHAMEMRBRNEm ST, £/2, &5 2 LTV 91 HD 7:00.

10:00 K OF 16:00 (2455 G- RMERED & R FRIRER L L T A B7m B2 2 RO
Y) B OMARESHE S, Rl EEYEIRRER T X — 2 REH s (f
RiTEK 32 M)

&3l 0 ARBIMEEHR (Tv ) OTEHREFERE

e RN it 100 ppm 500 ppm 1,500 ppm | 2,500 ppm
PR AR R i3 6.2 31.5 159
(mg/kg K/ H) i 7.0 36.1 110
=S (=Y (n

An Ao FEEL, &5 91 HOMED 1 S TORERAGETH -
iz, A a YA oM EYEIREER ST A — 2 TR S e o T,
RE) B DILAF Chax 13852 B & 91 HIZIFIER L TH-7-, 100 ppm % 5-#f
V500 ppm B H-RED AUCo- 1%, MEEE Hiz, #5452 A& 91 BIXIZIER LT
o=, EHABREREHETIE, %591 HIiZ2 HE KL 2~3FEmh o7,

& 32 KHEWBDEMPENFEFM/ NS A—4

5 & 1 ki3
(ppm) 100 500 2,500 100 500 1,500
B Thax? 7:00 7:00 7(/)10(/518000 7:00/10:00 7:00 10:00/16:00
L;L Cmax(ug/mL) 0.289 1.28 2.32 0.328 1.46 3.27
AUCo-¢
H (hr-pg/mL) 2.03 8.68 13.1 2.36 10.7 22.7
¥ Thax? 7:00/10:00 | 7:00/10:00 | 7:00/16:00 10:00 10:00/16:00 16:00
5. | Cmax(ug/mL) 0.123 0.542 2.37 0.163 0.894 2.56
91 AUCo-¢
e (hr- pg/mL) 2.40 10.7 50.3 3.23 16.6 53.6

a: Tmax (3, $RIEFAL (BFZD) 2T

B GHETRD DB AIEER 33 I stV b,

ARFRERIZIB VT, 500 ppm LA EFEGHEDORERE T T.Chol B/ NGB0 Hill- 2
D, MRS EIIHERE S B 100 ppm (K : 6.2 mg/kg (KH/H | H#f : 7.0 mg/kg
KE/H) ThrEEZONT, (B2, 47)
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£33 0 BREBEIAMEEEHER (S b)) TROONEFEMR

R iis JAi3 it
2,500 ppm | - (REHEMIH| S 3 B LI & O
A (B 5 1~4 i)
- BESRIC T (B 1~4 )
o 75 Hh BRHINE K OVi& ez 73 ek
- AST ##8/n
- TG >
o FUIRAR A B R AR AE R (ONE ) M
Wa oA REgE
1,500 ppm - IREHEINPHI(BE G- 28,70 KON 77
H) K OB & (B 5- 1 38)
- BRENRE TS 1~4 B LD 1~
13 )
- 75 HuBRHIE R D 2
« FRRAR A BB Rz AR AR R (ONEME) K
[ON=R= Ny
500 ppm + T.Chol JE/> - ALT #n
Uk + T.Chol ¥ O* TG />
100 ppm MERT R L FMEIT R L
[ FEhEn

A REHIME O “IRZE(LE B Z BT,

(3) 28 HEHEAMKSHRE (T X)
ICR ~ 7 & (—BEMEIESR 5 P8) Z WS (0, 250, 700 KO 2,500
ppm : VFHRBIAEREITE 34 2R) 12Xk 5 28 O AMETFEMERERNEM S

7’:,
—o

F&34 28 BREBEAMEEMEHR (YOR) OFHREERE

BB 250 ppm 700 ppm 2,500 ppm
117 449
45.2 126 465

SRR I I 42.1
(mg/kg IAHE/H) iz

B GHETRO DIV EwEIT AIE&R 35 IS TV b,

AFRERIZIBWNT, 2,500 ppm G5 HEOMERE TR EENRBD LN LD,
MM B I MERE S B 700 ppm (E : 117 mg/kg (KE/H . M : 126 mg/kg K/
H) ThdeBEZbN, (B8 48)
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&35 28 HREIBAMEMAER (YIOR) TEOoN-FHEHR

AR iis JAi3 i3
2,500 ppm | * FETC(2 B, B5 21 KTOV28 H) @B, F59 KU 22 H)
C REHININHIGE S 1 B L) R OMERE | - gha 2 %Q B, 55 H)
B S 4 K9 H) (R A, v—V > 7817, IRIGT
M, IEHE. TR, PELRER]
- AREBININHIGE G- 3 B LI K OMEEY
B E%YS 17 HE 08
« ALT KO T.Bil #4/0 =
700 ppm TR L TR L
LLF

[] A & A& TR BT ET R

L RERTEFIIA
A FET N OhA LRk

WELEZ %szi

(4) 0 HESMESHHEER (TVX)
ICR~ DU A (FEHE . —FEMERES 10 VT, B2t « —FERES 4 P8) 2 Wik
5 (J5UA : 0, 250, 700 KX 1,500 ppm : FE¥RRIAEREILE 36 B2R) (12

X 590 H MM AT MR L Sz, £, &52. 28 X185 H D 7:00,

11:00, 15:00 K Tr 18:00

Shilc (FRITE 3TEZH)

iiﬁbvﬁ\ Bk 508 L5 2 b,
TRV MR R & e L 72 E I 2 BITH o2 ik GO

(ZA B GREMERED DIRTEFFIRERIL L T, A B
v MO B oM iRESRIE SH, 4R

B2 /NT A — X NEH

#&36 90 HREBEIMEEMEHR (YOX) OFHREERE

B HRE 250 ppm 700 ppm | 1,500 ppm
SEERR AR | 35.2 105 236
(mg/kg RE/H) | Mt 44.1 115 252

AR VA OMPRET, EHER S THRHRARMG TH - 72720

ZEu A DOIEYERED

AHINEAT O o 7o, EH B O Cnax KT}

AUCO—»t j: Mf/ﬁk %)&5‘2 28&085 ET il_‘lbf&)of\_o
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=31 RBEWBOEMPEYHREF/NTA—4
Fe b I 2 i =
(ppm) 250 700 1,500 250 700 1,500
Trnax” 7:00 7:00 7:00 7:00 7:00 7:00
5 Crmax(ug/mL) 0.494 0.922 1.51 0.765 2.31 3.26
2 H AUCo ¢
(hr* pg/mL) 5.52 9.67 13.6 7.81 20.1 29.4
Trmax? 7:00 7:00 7:00 7:00 7:00 7:00
%5 | Cmax(pg/ mL) 0.355 0.792 1.74 0.702 2.33 3.22
28 H AUCo-t
(hr-pg/mL) 3.67 8.10 16.6 7.78 21.9 30.6
Trnax” 7:00 7:00 7:00 7:00 7:00 7:00
&5 Crmax(ng/mL) 0.303 1.07 1.97 0.461 1.56 2.46
85 H AUCo ¢
(hr* pg/mL) 3.50 10.9 20.7 4.60 15.7 22.9
a: 250 ppm F 5HEOHK G 28 KO85 H DML n=9, LIS DMEREIT n=10,
b e i R R ERFE] (Tmax) 13, BRMRER (RERD) 2R,
B EGHTRO DN EmMEIT IR 38 I RSN TV D
1,500 ppm ¢ 5-#F O 1 gk o 4l IE B &I N 23789 f‘oa%mb: I E 1 2 R
95 MR LRI N T A — & DAL R OIRBERE I LR B O o 7
Zenb, BB L THL EEZI LN,
AFRBRIZIB T, 1,500 ppm $5&5-8F O MERE TR I INPNHIE D7 D g;m__

Enb, BEMEITMME S S 700 ppm (K -

mg/kg (KHEH/H) ThoHEEZ BT,

105 mg/kg (RE/H ., W :

(B0 2, 49)

#=38 90 HEESMEMHER (THOX) TROoNn-EHMR
B 5RE Ji3 i3

1,500 ppm - AREEHEINPNHI B G- 5 3 L) - AREEHEINPNHI G- 13 L) K OF

- BEHRIK (B 1~4 KON 1~ fEET B (B 5 1 38 LARE)

13 i) - BN RIK TR 5 1~4 )
- R KON BUN #4hn - ALP #40
- TP, Alb }x (X A/G Hhjsi)

700 ppm LT | BwEAT R L BT R L

(5) 28 B ERMEEHER (1 X)

E—7 R (—
K% 100/65 mglkg RE/HT) |

HEERES 3 L)

T e A R 5 EEIE 100 mg/kg (R E/H O & TR S =08,
H CHA# G-z dilr (88 &
B, 4 EOH 5%,
MERES 1)) . I

o 1B

AW AR ORS (RIK
XD 28 HEHAME

b i< ‘%@r,{jﬁﬁ)
. 26 HHIRZER, 65 mg/kg RE/H |

0. 10, 30
uit%i)‘;éﬁm é j/bf;o

Wbzl &5 2
EE LEE 2R

g BBV EOBMEREO b ion, REEBERIEL (Wha &%

PR OFHIL M = e h o 7,
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7o, &5 1 kO 28 BIZE#E ) O SR L T, A e o4 K OMEY
B ot FEENHIE S vz GRERITER 39 2 1)

AR ETVACOMPREIX, RTORBTCEZRARB O, X
v U O M EYEIRE N7 A=K TR I N o Tz, R B ©
B 28 HOD Tmax 1%, 5 1 HOD Tmax EHE L THEHLS 7220, #5 28 HD Cnax
KON AUCo¢ 1%, #5 1 B & LT, 2T 2~3.5 5L 1.5 EEL< 5D
ZENBDO BN,

& 39 HKHYB DIMPEMHEFH/ NS A -2

Be b B Ji3 i3
(mg/kg R E/H) 10 30 65 100 10 30 65 100
Tmax(hr) 12 18 8 8 24 24 18 18
#5 | Cmax(ug/mL) | 3.34 9.67 19.4 29.9 2.41 7.98 27.4 28.6
1 H AUCo- 55.7 169 362 509 42.3 144 420 515
(hr-pg/mL)
Tmax(hr) 1 4 18 1
#5H | Cmax(ng/mL) 7.03 11.3 8.76 11.3
28 A ijigﬁ;}) 130 238 148 299
/3L

100/65 mg/kg A/ &G oUhE & &8 (K 1 Do, M 2 PT) T,
(- $e5-2, 310, Mf: %52, 290) . KADEHT (M. %52, 31H,
e P52, 29 H) | GEBNRHH (M - £&5 2 H) | BEER (M - &5 11.5 FEEE
~5 2 H) | i (M &5 20 29 B) KOVEFERER (M - £ 5 12.5 FRREE

~&52H, 29 H) RO,

ARBRIZIBV T, 100/65 mg/kg RE/ H & 5REDOMERMECTIEIE, K A & H174%
WO LNTZ D, EEthEl IS b 30 mg/kgREH/H THDL LB X B
7=, (=R 50)

(6) 90 HREAESHHAR (1 X)

E— VR (—REMEES 4 JC) AW Sk no®S (RK 0, 5. 15
Je ¥ 30 mg/kg {KFE/H) 12X 5 90 H MM AN FmERBRNFEE Sz, £70, B
51, 27, 55 KTV 91 BIZEE DO SHERRERIM L T, A r B4 » KOG
Y B OMAHFRENHIE Sz (FERITER 40 281)

AR EYVACOMPEEL, 2 TORBTEERARBG CH-mI D,
AV B VA OMPEYEIREFER T A —2 3R SR ho T, Y B
® AUCo-¢ 1%, HEREE 3591 HOEIFHREG 1 HOMEL ML, 1.7~5.3 1%

BT,
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x40 KHWB DEMPENFEFH/NTA—4

B Ji3 i3
(ppm) 5 15 30 5 15 30
Tmax(hr) 24 24 24 24 24 24
ng Crax(ng/mL) 1.81 1.84 12.5 1.27 4.58 11.1
AUCo +(hr* pg/mL) 26.1 28.1 164 19.1 70.4 165
Tmax(hr) 0.5 1.5 13 0.5 18 0.5
9%%;“ Cmax(ng/mL) 5.45 8.72 28.4 4.22 14.1 19.6
AUCo +(hr* pg/mL) 87.3 148 426 67.9 250 286

BERGHETRO DN EHEIT IR 41 IS TVn 5

ABRIZEB VT, BETIIREE 512 X 5 FiE 2 %bgnf 30 mg/kg &
H/ A RGO TR, B IENREESEPROONTZ s, EEME
I3 AR O Fe i & 30 mg/kg KB/ H . T 15 mg/kg (KE/H THDH LB 2
bz, (W2, 51)

F41 0 BREBAMEESRER (/1 X) TROON=FEMR

i i3 i3
30 mg/kg {AH/H 30 mg/kg {KFE/HLLF - gha s &Q B, B5 13 B)
AT R L [F8 7% I fh i S o o
ITEH, PR, IEEA
A B OV ROG R T
15 mg/kg K&/ HLULF BT AR L

[]: 00ia & @Y TR LTt R

<EERERRICBIT A2 A0 U4 R OE B O Pz oW T >

Ty b, SRR, XEHWESMEEERR [7. (1), (2), (4)~
(6)] ITBWT, A rE YA U iE, 2MolFEe TOREREHI B W THRH
I inoTz,

Rt B O R 1385 5B E - 72803380 S5, Cmax XN AUC O
EMOLRFIM L CHELREEAIL T, 7y FED~ T XA TIIHEIZEERT
HETHRE B D Cmax LN AUC O EAEEF DGR HAVIZAy, A X TILBHE 72
ZITRRO Lo T,
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8. BMSHEBRRUANAMLEER
(1) 1FEMRESHERR (41 X)

E— VR (RS 4 UC) AW TR0 S (JRIR 0, 1, 3,
10 K O 30 mg/kg (REE/H8) (2 X2 1 HERIBMEFMERERD Tt S vz,

B EGHTRO DN EHEIT IZER 422 IR TV D,

10 mg/kg PREE/ H % 58E O HECHIR O #xt & OV IE B E O INNGRD ST,
KTHREED RN X AR ERE OB AEBEOHEIMZ L5 DO TH Y | A&
L@ ECII VW EEZ LN,

ARRBRIZIVN T, 30 mg/kg IREE/ H B G- REOMERECIIENT, o i B e 25 %
ROLNTZZ Lnn, WEEETMELS S 10 mgke AE/BTHDL EEZ LN
e, (BZH 2, 52)

x42 1FREESESR (/1 X) TROOIEFEMRE

58 JAiE il
30 mg/kg (AE/H | - BB E&ZQ F, &5 14 H) - UE LA B, BeEH T H)
(514 HizH KR AR 724 EEE: )] S i (B, W FREEN R, i
1k) B, HREBNL T, EE, R HE, HSEENN T, i@, R
K OMTEh ] ik K O TEh ]
10 mg/kg (RE/H | BHEATRZR L mIEPT e L
LT

[1: 0hia & &EY TRRO LT R

(2) 2FMEUESHE/ RVAVLEGHERER (Y )
Wistar Hannover 7 » b (BN AMGREREE « —REMERES 52 P, 1 A5
PERRBRRE « —FHEMEER 12 U0) Z AW 2IREEE S (YA : 0. 50, 100 & T 500
(HE) /300 (M) ppm. FHMIKRBEEILE 43 2 W) (2 X D 2 FERMEMEENE/Z
S AMEDFEFRBR N FEE S 7,

&A43 2FREIEEEE/ EVARHEGHR (S ) OTHREKERE

Eranitd 50 ppm 100 ppm 300 ppm 500 ppm
SRR | M 2.4 4.7 24.0
(mg/kg RE/H) | 3.1 6.1 18.7
[ FEfiEnd

FEEGHTRO DT R GEEEIERZ) 138 4 1TRSn TV 5,
R G- K0 FAEBEEE DB U 7 IR 22 1338 b o 7z,
AFERIZIBV T, 500 ppm 5RO LETHREI NI %3580 v, HETIE

8 30 mg/kg AT/ H & GHEIZOWTIT, MERES 1 I THMER GO b, Uha sk (I : &5 14

H, tf: 85 7H) Licizd, #5% 14 BICHIEL, #7212 1 mgkg (RE/H &R SHEDEBEINI N
7o
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R GIZ L2 FHEEBIRD N o7 2 b, EEMEEIIET 100
ppm (4.7 mg/kg (RE/H) | HETARER D A& H & 300 ppm (18.7 mg/kg A/
H) Thsr LB, BRAMITRDLNRhoT=, (B2, 53)

R A4-1 2EMEHUEE/ENAEGHEHER (Sy ) TROOKEEHRE

(FEEEMRE)
B hRE i3 i
500 ppm - REEHEINPIHI(BE G- 22 H LARE) Je OMEEH

R (&5 148~218 H)
- BEERIC TR G- 1~4 O 5~8 i)

« T.Chol 5/

- JHEPLIRES L OVRJES
300 ppm 300 ppm LA T
100 ppm LA T | BmMEAT AR L BT A L

SORMEFERA BRI RV, MIKRGORBEEZ DN,

F44-2 1 ERERESESBRBECROON-EFEMRE

(EEEMHRE)
5B I i3
500 ppm - AREIEINHIGR 5- 22 H LIRS & O

AR (5 148~218 H)
- BEIIRIE TG 1~4 K OY 5~8 i)
- T.Chol J8i/»
300 ppm 300 ppm LA T
100 ppm LA | AT AL L TR 72 L

(3) 80 BRIFEMNAMRER (THR)
ICR v~ & (—BEMERESR 50 PC) & W= iREE#R S (5K : 0. 50, 250 KON
500 ppm. EXRAEREILER 45 28) 12X D 80 MM H S AN ER ) F i X
iz,

& 45 B0 EMEMNAMRE (YVR) OFHREERE

B hRE 50 ppm 250 ppm 500 ppm
SEH R A i i3 6.4 31.8 65.4
(mg/kg KT/ H) iii3 7.0 36.8 72.8

KGR TR b mEIT R GEIEEMHRZ) 133R 46 IR TV 5,

AR T, 250 ppm LA B8 GHE O MERE TR NS 580 b7z
Zenb, HEEMEITMES S 50 ppm (K : 6.4 mg/kg (AE/H, M : 7.0 mg/kg
KE/H) THHEEZONTZ, BBAMTRO LN oT-, (B2, 54)
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F 46 80 BREIEAAMRER (YOR) TREHOoN-FMEHRR CGFESMHERE)

AR iis JAi3 it
500 ppm
250 ppm LA E | - (REEEGINENHI(FE G- 13 3 EARE)? - (REI NP 5 5 L)
'ﬁﬂ@%ﬁ?@ﬁiNQ\kﬁ%@ -ﬁﬁ@%ﬁ?@ﬁ&~m@
50 ppm AT R L mIEAT AR L

§: 250 ppm %'Efbkﬁ“ff 3G 1~4 BIZHEI TR E A if£b‘753 RIAR G- DL Z 2 b,
a: 500 ppm £ G-HE Tl G- 2 3 LI

9. MHESHHER
(1) 2aESUEER (Sy k)
Wistar Hannover 7 v b (—REERER- 10 P89) & H W72 HEERHIFR O &% 5 (R
& : 0, 50, 150 & T* 500 mg/kg (REH, I : 0.5%CMC KIEEHK) 1 L2 EMErp
1R PERBR 2N FE i X A7z,
BHEGHETRO DB AIER AT ITRS TV D
PRI BEAR AR MR I B W T, iR 5z X 5%@%7&? IO Lo
77,
ARBERIZTIB VT, 500 mg/kg HREE G HOMECTHRERD . M CRENRED S
Ni=z end, EEFRMEEITMEL © 150 mekg AEEE 2 bz, AMEHRE
PEIIERD bR o T-, (BHE 2. 55)

x4 SEMESEER (Sv b)) TROON-FMEHRR

P 58t Vi3 i3
500 mg/kg (A - RERD S 1 ) - g8 L #%(5/5 F, 51 H)
s (F - 8 iR #%)]
150 mg/kg RELLT | BT 72 L s AL L

[]: 0hia & @Y TR bR

10. £ERESHHER
(1) 2HKREEHR (v )
Wistar Hannover 7 v b (—H#EERER- 24 DC) 2 W 2IREER G UK : 0,
50. 100 & O* 500 (/) /300 (M) ppm : FHMAEREITE 48 2] (X5
2 HEARBGH AR 23 FhE S T,

9500 mg/kg RE/H B GREOMEIC DWW TR, RANTEEG LTz 4/5 ILIZHEMEER (FRE) A b7z
HUPALEE L., 2V 1 USRI DN o T2, —REEOEA N SUaEZ LT, 1E0holEs
U R 155 N
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& 48 2HAEIERER (Tv ) OFHRKERE

50 50 ppm | 100 ppm | 300 ppm | 500 ppm
Vi3 3.04 5.98 30.6
P AL
S A4 R A B i3 3.94 8.11 24.1
(mg/kg {5/ H) M| 8.84 7.84 38.5
iit3 4.87 9.63 28.4
Fhiti S g

B GRE TR DI Bm I AITER 49 IR STV 5,

ARBRICEB W T, BE Tl ik bic L 55 %ﬂ“mh&b HIVT, 300
ppm &Efﬁi@%&fwﬁﬂﬁéﬂﬁiﬂz%ﬁﬂﬂaﬂeﬁ (P KO Fr tEAR) SR B,
) TR GIC L 5 HERBITRO LNl En b, %ﬁ%ﬁ%@fﬁf
AGRER D B A 500 ppm (P / : 30.6 mg/kg KE/H . Filf : 38.5 mg/kg I&
H/H) . MET 100 ppm (P M : 8.11 mg/kg KE/H . F; M : 9.63 mg/kg K&/
H) . IREMWIC O W TIIARRER O Fem M & 500 (#) /300 (M) ppm (P #E :
30.6 mg/kg AE/H ., P : 24.1 mg/kg (KHE/H |, Fi/ : 38.5 mg/kg AE/H ., Fi
Mt : 28.4 mg/kg (AE/H) THDLEZ LN, BIHRRICH T HHEBITRD LN
minol, (BRE2. 56)

x49 2HARFIERER (v b)) TROON-FMHAR

N %ﬂiP\L%ZFl %ﬂ-lebuin
R HE i I i
500 ppm 500 ppm LI F 500 ppm LA T
BPEAT R L BT R L

300 ppm RN =R YIE ] - BRI AR L
Bl (fFHE 0~7 H) B RE AR I
) - FOPR ARG E K OY
) il 1 FE S HE N

- FURARA e Rz
AR AR R

100 ppm LA F AT AL L wEAT AR L
2| 50004:)/3000HE) | FEMEAT 72 L BT R L
# | ppm LA T
)

[ Efisnd

S MEFEIOA RN, RS OBB L E X b,

(2) RESHEEER (SvF)
Wistar Hannover 7 > ~ (—#£#f 22 L) Ok 6~19 HIZmMHIRE O &5 (R
& : 0, 10, 30 XT* 100 mg/kg AH/H ., B : 0.6%CMC KiEik) LT, J4
MR 2N o S T,
H G TR DAV BT AIEE 50 ITRS TV 5

47




AR 2BV T, 100 mg/kg K&/ B & GEEOREMW) THRERD SN, IRIET
FFRIZER NGB bz Z b, B\EEEIIREY., BIE L HIZ 30 mgkg &
H/HTHDHEEZ N, BEFEMITFEO N o7, (B2, 57)

FO50 RAESBMRER (Sv k) TREOoONFHEHRR

BeGRE FHEIY) Er

100 mg/kg {AH/H - ARERD (R 6~9 B)AEINE | - BFEIZESE N
i K O EH B8 ) (WER 6~9, 9
~12 KX 6~20 H)

30 mg/kg KE/BLLT |dMEFT R L BT R L

(3) RESHERR (VYD)

NZW 7% (—#ElE 22 V8) DR 6~27 B2 05 (5K : 0. 10,
30 XU 60 mg/kg IKE/H ., W : 0.5%CMC KiRiK) LT, 3AEFMERBRNE
i <7z,

BHEGHETRO b EEITAIER LI RSN TV D,

AFRBRIZB N T, 10 KT 60 mg/kg (RE/H & G-HEOREM Z 24 1 6Tt
FEDIKMEDTRD HiLizfo o, YA &g (WEiR 24 X121 H) &4, 10 mg/kg &
FH/AEGREOREY CHE (MR 21 ) B3BO LN, BRFEAENZRFTR T
b, BREEGICLDEETITRWEZ X b,

ARV C, BEM TIL 60 mg/kg IRE/ B B 58 TRERCD . (RESEIMND
i K QBRI 23, BB IE TIT 30 me/kg A/ B LA _E#% 58 CHE /IR ZS kg
e O 2 SEHEUE SRR E2NRBO b2 &b, EEMEITRE)
¥)C 30 mg/kg (RE/H, BT 10mgkg KE/H TH D LB 2 b, 1AMt
TR N2 o Tz,  (BPR 2, 58)

#51 RABMUHAR (VYF) TROLNBUMR

B G-RE B eI
60 mg/kg (A E/H - REPD (TR 6~12 B)MAE | « KIRF R OVINRFFIEK
HEIm ) (R 6~28 H) BRSO E AR OER
- B B (IR 6~18 H) e
30 mg/kg RE/H LA E |30 mg/kg KE/HLLT - RS ZE S (M AR 2 E R A
IR R L e N OV 2 SEMERRE MRS AR
RIER)
10 mg/kg R/ H MR R L

11. BREEHEHR

A¥n YAy (FR) OMEZ AW ERZRERRBR, v b o oSERR
RO R ER TR L OVIMERER, ~ U AU Lo EIR A VTS 2R
ERFER (U RAV 74—~ TKRER) | F ¥ A =— X LR X PN
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P O F AR 2 O T2 8 AR 122 R BRI TN 7w b & D T2 /el J OF
Ge o R FLH SR DN FEhE S ATz,

FERIZE 52 IR SN TN D,

In vitro Yo KB FRBRIZB W T TH - 723, 1n vivo /IMERER K O fa (R
BRERBRICBWTEEThH 22 D, AR B4 UICARICE W TRE L
mAHEBEFEETRVWEDEEZ bR, (B2, 59~69)
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Fx 52 EiFHHEREE (R

B BIES JUERIR A - F R it R
Salmonella D71 — &
typhimurium 3~5,000 pg/~7 L — h(+/-S9)
1 IFZEER (TA98. TA100, QF LA Fax— g0k
LB |TA1535, TA1537 k%) 33~5,000 pg/ 7 L — ~(+/-89)  |[at:
(&1 59) Escherichia coli
(WP2 uvrA/pKM101,
WP2/pKM101 #)
S. typhimurium O7'v— Rk
oy DT, (TA98, TA100, 1.5~5,000 pg/7 L — b (+/-S9)
kg | LA1835, TAIS3TH) @7 LA vdas—ia -
H E. coli 5~5,000 pg/7 L — k(+/-89) -
(1 60)
(WP2 uvrA/pKM101,
WP2/pKM101 #)
D7 L — hiE
L 3~5,000 pg/~7’ L — h(+/-S9)
T T, (@7 Ay
HIFZER TAL 53‘5 T A15‘37 ) 3~5,000 pg/~7 L — h(+/-S9)
28 HLEAR E coli ’ (TA1537 ¥%) e
(M 61) (WP2 uvzAlpKM101. 33~5,000 pg/7 L — k(+/-S9)
WP2/pKM101 #) (TA98, TA100. TA1535.
WP2 uvrA/pKM101,
. WP2/pKM101 ¥k)
VIJZ : 150~2,460 pg/mL(-S9)
ASERIN Y (4 FEfTLEE, 18 IEfHEITE)
R t kU oSERHE 262~802 pg/mL(+S9) Bt
(&8 62) (4 BFfETAVER, 18 FREfH A1)
(D41.6~223 png/mL(+/-S9)
(4 FRRIALER, 16 BRRE[EE 5 o
- N1 v BALERT. 20 RefHERS
GBI e by sk #) bt
Z @74.6~400 pg/mL(H+S9)
(20 WEfEALER, YA R BT
B JLERT% 20 R[5S 8)
D8.4~101 pg/ml(-S9)
~ A
R S [ 16.8~134 pg/mL(HS9) .
i _ @15.0~70.0 pg/mL(-S9) 2
TK 5 (LL5178Y TK*")
30.0~120 pg/mL(+S9)
(2 64)
(360.0~80.0 pg/mL(-S9)
BIRTRERER | F v A =—ANLAH—
ARER YR SR (CHO-K1) Zgwigg ug;miérssgs;) e
(W 65) | (Heprt i) ngrm
BB FZRER | F v A =— AN L AX— |(D25~100 pg/mL(+S9)
BV Jiti 1 SRR (V'79) ©@5~40 pg/mL(-S9) £
(&M 66) |(Hprti&ist) 50~100 pg/mL(+S9)
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AR x5 LPRREE - & h& i
kR Wistar Hannover 7 >~ k|125, 250, _500 mg/kg (RE
(B 67) Gty (24 FEMFE C 2B O -, ek | Btk
~ (—HEHE 6 D) B 5 24 R4 I TAEEARVERY)
kR Wistar Hannover 7 >~ k[125, 250, _500 mg/kg (RE
(B 68) (ﬁ’ﬁi:ﬁ%ﬂﬂﬂ’ﬂ) (24 FEMRE C 2B O 5. Bk | Btk
n ~ (—HEHE 6 D) B 5 24 R4 TR ARVERY)
vivo g : 500, 1,000, 2,000 mg/kg &
ATEREN Wistar Hannover 7 v b |#ff : 188, 375, 750 mg/kg K&
FERE e | (BRI (HERRO#& S, &5 16 FEE%ZIC |k
(&1 69) (—HEHERES 6 PT) FEARVERL, HE 2,000 mg/kg R
B O 750 mg/kg (AR E 5
(3# G- 42 FFREIT2 IS AR ELR)

) +-S9 - RENEMHALRTFE T R OIEFIE T

a: 375 mg/kg (KE L GREDOME 1 FlICI VT, Bl 8 RFM % IR K ONHEMEIR T, 750 mg/kg (R #
HREOME 1 FlCBN T, F5 8 IRfIf2 1T JEEMEIR N R ONLERRD Hiv7e, 1,000 mg/kg
B LB GHEOMES 1 BBV T, ALMPERREF OIGIFD Hiv, 2,000 mg/kg (REEG-HEOLE
1 BB WT, IHFENE T R O PERER 3 U EATICFR D HivTe, &5 42 R ICEORHRER L
TZRETIX, 2,000 mg/kg REFRGREOME 1 FlICB T, B, FEME T, MEEAHEE 2 B HR
BHEIUE TRD L, 750 mg/kg (KERGHEOMEIZI T, 1 FITEENE T 2385 2 e & ONST
ENFBHRIAETIC, 1 FNSTEEME T R O AR AT, 1Z2020 1 SRR, BEHF, L8,
TR L L ORI 23 e - 2 BZICREBO Dz, 7ol —BEMERES 8 B CHlt S - &R E
Bk (I . 500~2,000 mg/kg (K, M : 500~1,000 mg/kg (KE) (2T, 500 mg/kg IKERED
1T, AL, SR, BIR, DEEOGI, EEIRREOEIRA S 24 FEM%E, 25 K% X
1% 2 HEZIZEE®O AL, 1,000 mg/kg REAEOMERE]T, MRS REE LK OWEIRSE D, 1 T
IVERER 3588 H a7z, 1,500 mg/kg (REBEDOHE 1 HIT, SLERRO LI, £z, RTOEKER
T, RERED R D,

12. BREE, RAFKESHR
(1) SHSHER BEBEERUBRAIXCE)
2oty (JEIR) T v bEAWZAaEERER REES KO A
< HE) NEmBI NI,
RIIE B3 ITRENTWVD, (B2, 70, T1)
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#5053 AMBUARERSE BERBRERUVRAFCE. REK)

- B LDso(mg/kg (K ) e g e
P 5 PERI] - JCEE m ” B SN AER
Wistar Hannover
Rz o Méég@ >5,000 | >5,000 | FERZOFECHIZ L
(MR 70)
LCs0(mg/L) WEREE « BXTIPERER . PR L
Wistar Hannover FEZARH. < Ledh, HISEBMK
Jh A b 7wk T&@H%&\wiﬁw
MRS 5 DT >1.12 >1.12 | M IEEGE < BER)
(& T1)
FET 70 L

a : 24 WRREPAZENGFT
b ARERIEK T (=7 ey )

(2) R - RMIS®Y 5 RIEER UK B RBAF SR
NZW 7 4% 2 FI T IR M OB R R R 28 Feft S Az, 2 o e, RIS KT
L T ORIFMEDTRD STy, B9 2 RIEMEIERR D k- T,
CBA/Ca ~ U A% AW B EREAEMERBR (LLNA 1£) 2N FEfi S iz, £ Ofk
R BERAEEREO bz, (BH 2, 72~74)

(3) 8 HEESMERREEER (Sv M)

Wistar Hannover 7 v & (—HEMERER- 10 PB) &2 W72 &5 (5K : 0,
100, 300 }%TX 1,000 mg/kg KE/H) 12X % 28 H AL AR F2MEBR 2N i
iz,

B GHETRO DN EEFTRIER 54 I RS TW 5,

ARFERIZEBV T, 300 merkg (R H/H # G- HEOHERE T T.Chol Jl 7380 b7z
ZEnn, WEMEEIIMERE S H 100 mg/kg KE/H THDH EBZ LN, (B
2. 75)

F504 28 HREIBAMRREMHAR (Sv b)) TROHONEERR

B 51 JAi3 i3
1,000 mg/kg A&/ H - (REEEINENHI(BE G- 0~3 K& - (REHIIMEI R 5 0~3 K&
O 0~4 )8} O EH &) N 0~4 i#)S
(5 1 #ELLE) - A/G g
- A/G R « FURAR A I b B2 R e A
300 mg/kg {&F/H LA L | - T.Chol J#/» - T.Chol
100 mg/kg {AH/H w7 L BT AL L

S BRIERIA BRIV, REREORELEEZ ORI,
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1 3. ZTDfDRER
(1) BRIBRLF XA —EFUAOEEICET HRE (Tv H)

Wistar Hannover 7 v F 0BG LEHRRI 70 Y — AIZAE R E VA
VR OMCHEM B 24 0, 0.05, 0.5, 2. 5 K%V 10 umol/L O HETHIL
T, FRBE~VA XX —8 (TPO) IR T 2 BN Sz, 728,
BHPERRRIZIZ 6- 7 e B -2-F 4T F v (PTU) BHWHLE,

L-F 12> 500 umol, = A LA U v A 150 pmol X ONHIRARI 7 v v — 2 &
X7 34 ug EEDIEFERICAY B E U4 UIAHY B % 0.05~10 pmol/L ¥
mi, 10 5#%DO L-Fr O/ a— NMuaflET 52 L2k v, TPO iEHEN
HE SN, ZOfER. TPO {HMEICHRIEKRGIC L 2E2ITERO T, AR
T AR E VA KOG B i TPO IEVEICEEB L2 WEEZ B,
(W2, 76)

(2) F3-0Y—LUDPGT ~DEEICET ZEHER (Sv k)
7w MRz 90 AffdEEEMEEMRER (7. (2)] oMKEZ ~ & (B : 2,500
ppm 58, M : 1,500 ppm & 5-8F) OFEY > T2 HWT, Ty HEHE L
7= 7 v Y — A UDPGT {&MHE~DEBEIZ OV TRET S iz,
Ty 77 v A 2,600 ppm & GHEOHET 2.5 %, 1,500 ppm #& G-HED
MET 2 fFHEAN L., WREE B2, UDPGT i&ME0#MARD bni-, (BH 2,
77)
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M. REHICHRLIEABROME (KEW)

1. SHESEHRE

(1) SHSEER @EOREs. REY)
R C D7 > MMV atEmERER (Roks) NEfINT,
FERIIE BB IR ENTWD, (B2, 78)

F 55 AMFMHHRME BOKS. KHY)

o EL7RCE LDso - SR
PR e i | (mglkg () S TER
Wistar 7 v bk 55 : 2,000 mg/kg {KHE
R C I 5 T a >2,000
(ZPR 78) JER M OFET il 72 L

a: PRI L 1T 0.5%CMC KBNS WS-,

2. EEMNEEEMEERS (QSAR) [ & 5 E 45 M
A U4 Y B, Bglu, B Ofiik#ER, C, D. D Ok Fexv
K, E. F. G, H A L<IE N iZ2W T, Derek Nexus6.1.010 %% ¥ Sarah
Nexus3.1.01UZ X 2B nmlED QSAR THINFEM Iz, EORE., BnlEEE
ASEMOBLEIZIBWT, AR E UL &R TREROBE S Z /R A gerE i3Iy
EEZLNTE, (B2, 79)

10 3= /L : Derek KB 2020 1.0
11 %#]E5 /1 : Sarah Model-2020.1
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N. BRARECEm

SRICETTEEREHWT, B3 T2 EUF ) ORMREEFRETMN % 5
Jiti U 7=,

UC TR LA a B od v 2 AW AREERBR Of5 R, FREBRRED 35
RNEIREND A B VA DIEh, 10%TRR 2B 2 23 E LTB, C. D
KOYH 23380 b,

A EUFNEH#Y B, C. D, F XU H Z20k8ibam e Li-1Ew
REARBROER, BTG EMORREREIZ, A4 T 6.96
mg/kg (B, BB) . M B T52.4 mgkg (Zk. idk) . UM C T5.70
mg/kg (Z5. BHIK) . Y D T 0.94 mgkg k. i) . it F T 0.27
mg/kg (5. BHIK) . H% H T 0.06 mgkg (F., BHIK) ThHoio,

UC Tk LA B oF 2 W E SRR oM R, v TiE, it
Bigien o O IR B kD A B a B4 3 g, 10%TRR %8z 5 R
e LT, B, DEXOBgluR@o o, =U KU Tk, U8, fess X O
PRI RE kDAY B E VA IR E T, 10%TRR #8252 #EMmE LT,
B LD B bz,

AR EVA T NCRHEY B, D KON 2008 (ba & LS Ew ik
R (TY) OfR, A e Ud iy T ioREHI B W T E &R A T
HY ., R ORKEEEIZ, BTL77 uglg (AR EUA MR : 2.14 pglg.
Zhg) . D TO0.12 ug/lg (Bhg) . N T0.03 pugl/g (iflg) TH o7z,

UC THEFR LAY E YA DT v ERAWZEMWARNEIRERBROFERE, A
a U T, RHERSHEO2n L OMEFIZRBW T, &E 1~2.22 BRI
Cmax [ZEE L=, BHH. JR. I—H AR — VP h ORI ED G F N5
B 54 72 W ORI TR H B 58 T 82.3%~83.0%. = HEHGHET 66.9%
~80.7% & FHH X7, HRIRE D& 5% 168 FFfEI T 90%TAR L EJR K OV
Ptk S 4v, BIZRPICHR S 7z, MR B RRIRE . L O R CE 0o
T2, RRERERICIED U, 58 D K OSHAR ~ D BB AIERD S o T,
PRE OBV IR D A B 0 V4 3B 5T, REOEST ORHH &
LTA1l, B, B2, B3, B-glu. CXOD 2, I oRFWE LT B2, Bglu &
OD 2iEd T,

FREFEERBERS, AR EUA U EGICL D EEIT, EICERE EMmm
fil) IZERD BT, AN, MR ENE, BIHRRIC KT AR AN R OV
BRIZBWTRHE L 2 2 BEEEIIRD bR o T,

FEAHTRER X OF S HERB O R, 10%TRR 282 2#HmE LT, MY
DR TIE B, CEOD A, F[EHYOAIEETIE, B, B-glu KO'D 23380 5
iz, K@ B, B-glu, C XD IFWITNS 7y MZEBWTHRDO LN, 1EY
PR kB e OV T AR R KA EICIS 1T 5 B EM R ERBR O R, EikE Rk
TIIHY B, C O D, SEDEERRTIIMHY B BRAY e o4 Ok
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%z LR EENRH T, L, EWEERBRICBWTRHWC, DRAERY
VAU E D ELS B ENDEMIT IR OND Z L, R B L ARG
ff@ C. D OZEREIIMRRNZ 0G| BIEY T R OEEDH O1E < Bahxt 44

Hh Ao /ZL/&(MJWET% B &3 Ebto

HBRIC BT 2 mEME A TR 56 12, HERRORGHICI VAT LD H
% El %Z*iw ii‘% BTIZZENZEIRINTND,

RN ZEZES T, FRBRCHE O EEEE TR/ EFEEED 5 Bi/MEX
7w MR 2 FRIEMEEER D AMEDFE R O R & 4.7 mg/kg (KH/H T
boloZ &b, TNEMRILE LT, 455 100 TH L7z 0.047 mg/kg KE/H
TN — HERE (ADD ERELT,

T, A REVACOBEBRAORGEEICI VAT L REEO H D E 2
R B MR B T RN EEEO 5 L/ MEIL, 7YX & H 23RO
MM E10 mg/kg/RE/H TH Y . RO LN RITREMICEIEZENTE D B
72 %a:mi%ﬂ@%ﬁﬂ%%ﬁ@zﬂf FER K OV 28R B IR R E R Th o 72
G, B XITEE LTV A FREYED & B I RISk A ArES & (ARID)
X, THEBRILE LT, ZeFE100THRL720.1 mg/kgRE R E LT, 7=,
—WEDEMIZK LTI, 7 v b EHAWERAEFRERBR L O X & H 7228 A il
AMETEMERBR O EEE 30 me/kgRE/H 2RI E LT, Z2fR%100 Tk L 720.3
mg/kg{AE &2 ARID & 3% E L7-,

ADI 0.047 mg/kg 1K/ H
(ADI BXEIRMLE L) P T3 S APEORA 3B
(B FE) 7 v b
(H11H) 2 FfH
(B 5-F71%) IRER 5
(fEF ) 4.7 mg/kg IKE/H
(2 2fR%0) 100

ARD 0.3 mg/kg (A E

KM DL
(ARfD REMRIER) O  FAEFEMRER
(B FE) 7w b
(151F) 1Tz 6~19 H
(5 551E) HiE L
(Mg ) 30 mg/kg K/ H

(ARfD BUERMEED) @  darkEmEEaR
(EhH) A X
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(D)

(F&EG-T51E)
(HEFE &)
(LR E)

ARfD

28 HH

B 7' RO

30 mg/kg K E/ H
100

0.1 mg/kg KE

ST TR L TN A RTREME D & 5 ok

(ARSD 3% EARMLE L)
(EhHi)

(D)

(F&EG-T51E)
(ML)
(L2 50)

T<BEREIZOWTIR, AFHIRERZ B E 2 7o liE 2RO, HRT L& LT D,

<HE>
<JMPR (2021 %) >
ADI
(ADI & EARAE K}
(@%@)
(H1F)
(B 5-7515)
(e 2 o)
(2250

ARfD
(ARfD &% EARMLE L)
(EhyHd)
(D)
(F5G-T515)
(FEFg &)
(245550

<EPA (2023 4) >
ADI
(ADI & EMRAE B
(B fE)

B A FE R
VAV

iz 6~27 H
SRR H

10 mg/kg A/ H
100

0.02 mg/kg K&/ H

PP FEEFE DS A DG RBR
7 v b

2 4[]

IREH

2.4 mg/kg {KE/H

100

0.3 mg/kg (AR
S e AR
A4 X

28 HH]

H 7RO

30 mg/kg K E/H
100

0.15 mg/kg (A H/H
2 A AR
£ =
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(4181 90 H 4

(5 H51E) 77 AR
(i ) 15 mg/kg K&/ H
ARfD 0.3 mg/kg KHE
(ARSD &% EARALE F}) o S A AR
(B F) A X

(1) 28 H ft]

(B 5 I715) Vi gu
(e T ) 30 mg/kg {RE/H
(2212550 100
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x56 BHRICEITLIERBUESF

A

P A

N

BRE| BB (ma/kg KE/R) | (mgfke (KH/F) | (mglkg (k)| 0"
7wk 0. 500. 2,000, Mt — HE - 44.1 MERE - T.Chol &
3,000 ppm e — ME - 44.4 TG b
28 HH
i 2 M- 0, 44.1. 177,
R 259
ME: 0, 44.4. 178,
264
0. 100, 500, 1 6.2 M- 31.5 MERE : T.Chol J
2,500046)/1,50004F) | #ff : 7.0 i 36.1 S
90 A |PP™
g}fﬁcﬁ 1 . 0, 6.2, 31.5,
159
Mt : 0. 7.0, 36.1.
110
0. 50, 100, M 4.7 1 : 24.0 HE - REEHE N
5000/4)/30004E) ppm | #ff : 18.7 M — |
2 [ W - FEPERT R
MBIEFEIEFE D |12 0, 2.4, 4.7, L
AEPFERER [24.0
ME -0, 3.1, 6.1, GED AMEITFRD
18.7 SR
0. 50, 100, BEMW) R OV E) | BB K ONEE) | EEY)
5000/£)/300(4E) ppm | ¥ 1Y) M - FEVERT R
P : 30.6 Pt . — L
P/ : 0. 3.04. P i : 8.11 P iff : 24.1 HE - FRIER A B
5.98. 30.6 F. i : 38.5 Filfe . — b Rz A AR R 2
2 AR Pt : 0, 3.94. Fi1 i : 9.63 Fi i : 28.4
BOHRER  |8.11, 24.1 IREhY
F: 4t : 0. 3.84, EIHEE BIERE AT RS L
7.84, 38.5 P/ : 30.6 Pt —
F. it - 0, 4.87. P : 24.1 Pt . — (BHHREIC T D
9.63, 28.4 F. i : 38.5 Filfe . — HEITHEO LN
Fi it : 28.4 Fuf : — 72\N)
0. 10, 30, 100 t%ﬁ% 30 B#% : 100 FEMW) - IREEE
fEIR K& 100 Do
Fa YR - IR
HE A TR n
%ﬂ&w)
~ A 28 H 0. 250, 700, 2,500 |/ : 117 M - 449 MEME © TS
ST ppm I - 126 It : 465
R
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. P& MR /N R "
B AR (mg/kg K5/H) (mg/kg &/ H) | (mg/kg AH/H) =
HE - 0. 42.1, 117,
449
ME 0. 45.2. 126,
465
0. 250, 700, 1,500 |/ : 105 I : 236 ERE - (REEHEN
ppm it : 115 it : 252 i 55
?E?EE 1 . 0, 35.2, 105,
Hpeam |20
ME 0, 44.1. 115,
252
0. 50, 250. 500 I : 6.4 I : 31.8 ERE - (REEHEIN
ppm i : 7.0 it : 36.8 i 55
o |0, 6.4, 318, (Rt AR
1 65.4 HIL72Y)
Mt 0. 7.0, 36.8.
72.8
AVACS 0. 10, 30, 60 ISTOLY/R 30 KEh 60 RE - (RED
BRI : 1 JelE - 3 7
SV GE= RN
A,
Se/k it P
(’T Tﬂ:/ inﬂ}a\&)
SR
A4 X 28 H 0. 10. 30, 100/65 |t/ : 30 MERE - 100/65  |WERE : PEHE, X
ik A8 & BITE
FEER R
90 H 0. 5. 15. 30 HE - 30 M — HE - HREER, 2
ik M 15 i - 30 Vo e e B it T A
FEER R
1 4[4 0. 1. 3. 10, 30 MERE - 10 BEE - 30 HERFE - ARIEAAL
&k o e e e T A
NOAEL : 4.7
ADI SF : 100
ADI : 0.047
ADI 3 ERRE £ 7 v b 2 ERVEBMEREIEFE D AMEDFG R
ADI : #FA— H#8HuE. NOAEL : #55M &, SF : 48R
—  EEMEE IR/ NEERITRETE RN T,
D B NEMETRD SN ERET R AR L,
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#£57-1 HEBOKREFIZKVETHAEHOHIEHFESE (—ROER)
P& MR L ORMES IR EREIC
Bl Y (mg/kg (R I Bhdd 5oy FARA L D
mg/kg (RE/H) (mg/kg A E It mg/kg RE/H)
A o M 2 550, 1,750, | M : 550
i%;@? 2,000, 5,000
i M IRENMK T %
o Mt - 175, 550, M -
i%g@;i 2,000
i M - AL
MEHE ;0. 50 . | MERE : 150
AR 150, 500
R BR o AR E D
M et
0. 10, 30, 100 REW) : 30
AN
R BR REENY) - IREERUD/EEININE] . FEEH
2%
I - 500, 1,000, # : 1,000
o pirt 1,500, 2,000 W ;-
((FH@; f};;;g # - 500, 750,
i 1,000 i ARVAE S
. AL
I - 0, 500, 1 : 500
e paptg | 000 2000|188
(A5 BR) - ’ ) )
750 1 TR PR B B D5
W g K R BN T
A X 28 HIH 0. 10. 30. 100/65 | ift/fE : 30
[isYea
TR BR MERE . KA DS T, EERHRE
NOAEL : 30
ARSfD SF : 100
ARfD : 0.3
e g F v MIEEBVERER L O X 28 H
ARSD % EARILE £} kb
ARfD : %\‘riiﬁﬁﬁﬁﬁg NOAEL : &R SF : 228155
—  EHEMRIIRE T Do,
D N ﬁgf WO bz BT R AR L,
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#57-2 HEBOKEZFIZKYET SHH
(WER I FEHR L T LA AIHE

EEDHLEMEEESF
D S LK)

EEZ/S

AR

55
(mg/kg KE/H)

MM R L VRS IR A &R B
g5 KR4/ h D
(mg/kg KE/H)

AV

A TR

0. 10, 30. 60

fBIR - 10

IR

iR @'E"ﬁ' ﬂ?ﬁi%ﬁ—k'ﬁr &
O 2 SHERCE e R 24

ARfD

NOAEL : 10
SF : 100
ARfD : 0.10

ARfD

A EARMLE R

U Y I A wE R

ARfD : G2 A&, NOAEL : ##H M &, SF : 2R
PEETRO b EemtEiT e it L7,

1) : %/J\
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<BIRK 1 : B/ 5 i RE T >

ALY & b4
Al Desmethoxy [2-(4-chloro-2,6-dimethyl-phenyl)-4-methyl-3-oxo-
SYN546330 4,8-diazaspiro[4.5]dec-1-en-1-yllethyl carbonate
2-(4-chloro-2,6-dimethyl- phenyl)-1-hydroxy-8 -
B SYN547305 methoxy-4-methyl-4,8- diazaspiro[4.5]dec-1-en-3-one
SYN547305 . .

- . > 2 "L NP2.705 7] PAN

B-glu PO SN P R B o7 Vo a g ik
. Hydroxy - . R A
B1-conj SYN547305-con] R#H B DOt Foa X ARkofak
Hydroxy oxidized

B2 desmethoxy @ B DT AAF /L Rk Uibik

SYN547305
Reduced - —_—

B3 SYN547305 R B O ITiR
3-(4-chloro-2,6-dimethyl- phenyl)-8-methoxy-1,8-

C SYN547435 diazaspiro[4.5]decane-2,4- dione
2-(4-chloro-2,6-dimethyl- phenyl)-4-methyl-4,8-

D SYN548430 diazaspiro[4.5]decane-1,3- dione
2-(4-choloro-2,6-dimethyl- phenyl)-2-hydroxy-8-

E SYN548033 methoxy-4-methyl-4,8-diazaspiro[4.5] decane-1,3-
dione
4-[[2-(4-chloro-2,6-dimethyl-phenyl)-2-hydroxy-

F SYN550839 acetyl]-methyl-amino]-1-methoxy-piperidine-4-
carboxylic acid
4-[[2-(4-chloro-2,6-dimethyl-phenyl)-2-oxo-acetyl]-

G SYN548388 methyl-amino]-1-methoxy-piperidine-4-carboxylic
acid
4-[[2-(4-chloro-2,6-dimethyl-phenyl)-2-

H SYN550820 hydroxyacetyl]
amino]-1-methoxy-piperidine-4-carboxylic acid

1 SYN549979 2'(4-chl‘or0-2,6-d1methyl- phenyl)-2-oxo- N-methyl-
acetamide

J SYN549098 2'(4-chloro-2,6-F11methyl-phenyl)'2'hydroxy-N
methyl-acetamide

SYN548037 4-chloro-2,6-dimethyl benzoic acid
2-(4-hydroxy-2,6-dimethyl-phenyl)-8-methoxy-4-

L SYN548274 methyl-4,8-dizaspiro[4.5]decane-1,3- dione

M SYN551480 1-metho%(y-4-.[methyl(oxalo)arn1no]p1per1d1ne-4-
carboxylic acid
3-(4-chloro-2,6-dimethyl-phenyl)-4-hydroxy-

N SYN548939 1,8-diazaspiro[4.5]dec-3-en-2-one
5-(2-aminoethyl)-3-(4-chloro-2,6-dimethyly-phenyl)-

0 SYNb552257 5-
hydroxy-1-methyl-pyrrolidine-2,4-dione

p SYN552045 2-(4-chloro-2,6-dimethyl-phenyl)-8-methoxy-4-

methyl-1-oxa-4,8-diazaspiro[4.5]decan-3-one

63




L i b%4
2-[3-(4-chloro-2,6-dimethyl-phenyl)-1-methyl-2,4-
Q SYN552984 dioxo-1,8-diazaspiro[4.5]decan-8-yl] acetonitrile
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<BIRK 2 FRATE R AR >

S £ Fh
A/G Lt TNT I a7 ok
ai Hhk sy (active ingredient)
Alb TINT I
ALP TNV RAT 7 HZ—F
ALT 7'7;‘/7‘1/ I\’?‘/?ﬁ?:?jﬂf ‘
(=B IVBEALELVBET AT IS —E (GPT) ]
AST 71/‘\(’??‘/@7‘2/ N AT 2T7—F ‘
(= NZ IV BATY el s 7 27 I —% (GOT) |
AUC SN B bR T i F
BBCH Biologische Bundesanstalt Bundessortenamt and Chemical industry
FE Rk D BB A& 34
BUN MR IRFAE TR
CK TVTFrxF—EF
Crnax iR
CMC JIIVIRF T AT L E— A
EPA KERERET
HPLC mHER s a~w N T 7 4 —
JMPR | FAO/WHO & 7% BB IE R P F i
LCso PRSI
LDso PEESE
NADPH |=aF .73 R7F=0 VX7 LAFRY g
PHI A R BUHE E T H X
T TR
Ty Y Aax
TAR b (LB FUrRe
T.Bil weEy e
T.Chol Wma L AT a—)L
TG N7 U)K
Tmax I e e P B R
TP fEEE
TPO FRIES VAR H—F
TRR HFE B G e
UDPGT | v VY VI Nnr/a=V 7L AT7x7—8
WBC H I EREL
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<BIIHE 3 : 1EW IR B >

TEM 4, o 7R it (mg/kg)
Ese=via ol Bk ( IR PHI | o
(BT ES7F4 ai /ﬁa) (=) (H) S R B | @ C | REmD | &M F | B H| A&
FEE A

7 <0.01 0.07 <0.02 <0.02 <0.02 <0.02 0.08
T L - 1 202 2 14 <0.01 0.05 <0.02 <0.02 <0.02 <0.02 0.06
[ 1] 21 <0.01 0.05 <0.02 <0.02 <0.02 <0.02 0.06
HB23%) 7 <0.01 0.04 <0.02 <0.02 <0.02 <0.02 0.05
2020 4E 1 199 2 14 <0.01 0.05 <0.02 <0.02 <0.02 <0.02 0.06
21 <0.01 0.06 <0.02 <0.02 <0.02 <0.02 0.07
7 <0.01 0.06 <0.02 <0.02 <0.02 <0.02 0.07
1 191 2 14 <0.01 0.02 <0.02 <0.02 <0.02 <0.02 0.03
21 <0.01 0.04 <0.02 <0.02 <0.02 <0.02 0.05
7 <0.01 0.02 <0.02 <0.02 <0.02 <0.02 0.03
FH Lo 1 191 2 14 <0.01 0.02 <0.02 <0.02 <0.02 <0.02 0.03
[ ] 21 <0.01 0.02 <0.02 <0.02 <0.02 <0.02 0.03
BR2%) 7 <0.01 0.02 <0.02 <0.02 <0.02 <0.02 0.03
2021 4 1 188 2 14 <0.01 0.02 <0.02 <0.02 <0.02 <0.02 0.03
21 <0.01 0.02 <0.02 <0.02 <0.02 <0.02 0.03
7 <0.01 0.17 <0.02 <0.02 <0.02 <0.02 0.18
1 188 2 14 <0.01 0.13 <0.02 <0.02 <0.02 <0.02 0.14
21 <0.01 0.13 <0.02 <0.02 <0.02 <0.02 0.14
7 <0.01 <0.02 <0.02 <0.02 <0.02 <0.02 <0.03
TAEWN 1 165 2 14 <0.01 <0.02 <0.02 <0.02 <0.02 <0.02 <0.03
[4% 1] 21 <0.01 <0.02 <0.02 <0.02 <0.02 <0.02 <0.03
(H:5) 7 <0.01 0.02 <0.02 | <0.02 | <0.02 | <0.02 0.03
2021 4 1 153 2 14 <0.01 0.02 <0.02 <0.02 <0.02 <0.02 0.03
21 <0.01 0.02 <0.02 <0.02 <0.02 <0.02 0.03
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e 4

PR (mgl/k

i

CHIETRE] A @fi m | pHI [

orrmn | | €L @ | |00 amB | i C | kamD | kamE | RippH | O0R
R

7 <0.01 0.07 <0.02 <0.02 <0.02 <0.02 0.08
1 165 2 14 <0.01 0.05 <0.02 <0.02 <0.02 <0.02 0.06
21 <0.01 0.04 <0.02 <0.02 <0.02 <0.02 0.05
1 0.10 0.06 <0.02 <0.02 <0.02 <0.02 0.16
3 0.06 0.10 <0.02 0.02 <0.02 <0.02 0.16
1 386 3 7 0.09 0.19 <0.02 0.04 <0.02 <0.02 0.28
14 0.08 0.35 0.03 0.09 <0.02 <0.02 0.43
21 0.03 0.27 0.03 0.11 <0.02 <0.02 0.30
bk 1 0.03 0.12 <0.02 0.03 <0.02 <0.02 0.15
[Hi2x] 3 0.02 0.17 <0.02 0.04 <0.02 <0.02 0.19
(%,pi) 1 410 3 7 0.02 0.29 0.03 0.08 <0.02 <0.02 0.31
2021;;}45 14 0.01 0.35 0.04 0.15 <0.02 <0.02 0.36
21 0.01 0.40 0.06 0.25 <0.02 <0.02 0.41
1 0.23 0.12 <0.02 0.02 <0.02 <0.02 0.35
3 0.24 0.13 <0.02 0.02 <0.02 <0.02 0.37
1 400 3 7 0.22 0.18 <0.02 0.04 <0.02 <0.02 0.40
14 0.15 0.18 <0.02 0.04 <0.02 <0.02 0.33
21 0.10 0.13 0.02 0.05 <0.02 <0.02 0.23
1 0.34 0.10 <0.02 0.03 <0.02 <0.02 0.44
3 0.38 0.12 0.02 0.03 <0.02 <0.02 0.50
1 385 3 7 0.32 0.12 0.02 0.04 <0.02 <0.02 0.44
S k= hk 14 0.26 0.13 0.03 0.07 <0.02 <0.02 0.39
[ %] 21 0.10 0.10 0.03 0.05 <0.02 <0.02 0.20
C= 1 0.78 0.10 <0.02 0.02 <0.02 <0.02 0.88
2020 - JFE 3 0.76 0.10 <0.02 0.02 <0.02 <0.02 0.86
1 403 3 7 0.64 0.08 <0.02 0.03 <0.02 <0.02 0.72
14 0.38 0.08 <0.02 0.04 <0.02 <0.02 0.46
21 0.10 0.06 <0.02 0.04 <0.02 <0.02 0.16
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YEM 44 B 75 iE(mg/kg)
[kbsERE] BV ( [EIE:4 PHI | o o
(T ERAL) ER7F" ai /ﬁa) ([=1) (H) S R B | 3 C | &M D | e F | G H
FE
1 0.76 0.21 <0.02 0.03 <0.02 <0.02
3 0.62 0.19 <0.02 0.03 <0.02 <0.02
1 413 3 7 0.84 0.36 0.02 0.07 <0.02 <0.02
14 0.54 0.29 0.03 0.12 <0.02 <0.02
21 0.12 0.39 0.04 0.17 <0.02 <0.02
1 0.75 0.35 0.05 0.07 <0.02 <0.02
1 385 3 3 0.40 0.21 0.06 0.07 <0.02 <0.02
P 7 0.28 0.15 0.06 0.08 <0.02 <0.02
(] 1 1.28 0.51 0.18 0.24 0.02 <0.02
(52) 1 386 3 3 1.04 0.48 0.18 0.24 0.02 <0.02
9020 5 7 0.49 0.33 0.20 0.22 0.02 <0.02
1 1.40 0.68 0.18 0.22 0.02 <0.02
1 382 3 3 0.98 0.52 0.18 0.24 0.02 <0.02
7 0.98 0.46 0.20 0.29 0.02 <0.02
1 0.07 0.48 0.03 0.05 <0.02 <0.02
) 301 5 3 0.04 0.57 0.04 0.05 <0.02 <0.02
Fot 7 <0.01 0.56 0.04 0.07 <0.02 <0.02
[Hi 2] 14 <0.01 0.44 0.03 0.05 <0.02 <0.02
(R 1 0.74 0.56 0.02 0.04 <0.02 <0.02
2020 4R . 409 5 3 0.66 0.52 0.02 0.04 <0.02 <0.02
7 0.24 0.41 0.02 0.04 <0.02 <0.02
14 0.08 0.27 0.02 0.04 <0.02 <0.02
A9cn 1 0.24 0.28 <0.02 0.02 <0.02 <0.02
[ 5] 1 393 ) 3 0.12 0.22 <0.02 0.02 <0.02 <0.02
(R59) 7 0.02 0.29 <0.02 0.03 <0.02 <0.02
2021 4EJE 14 <0.01 0.23 0.02 0.03 <0.02 <0.02
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e 4

PR (mgl/k

i

kT RE] e Rl - - S ——
(BT ES7F4 ai/ﬁa) (=) (H) S R B | (@ C | REmD | &M F | B H| A&
ESy/KEeNiS
1 0.43 1.44 0.04 0.11 <0.02 <0.02 1.87
) 379 5 3 0.34 1.33 0.04 0.09 <0.02 <0.02 1.67
7 0.13 1.17 0.05 0.11 <0.02 <0.02 1.30
14 0.01 0.94 0.05 0.09 <0.02 <0.02 0.95
1 0.33 0.27 <0.02 0.02 <0.02 <0.02 0.60
) 410 5 3 0.16 0.27 <0.02 0.02 <0.02 <0.02 0.43
7 0.01 0.24 0.02 0.03 <0.02 <0.02 0.25
14 <0.01 0.15 0.02 0.03 <0.02 <0.02 0.16
1 0.17 1.00 0.04 0.05 <0.02 <0.02 1.17
1 389 5 3 0.09 1.02 0.04 0.05 <0.02 <0.02 1.11
7 0.02 1.04 0.05 0.05 <0.02 <0.02 1.06
14 <0.01 0.75 0.05 0.05 <0.02 <0.02 0.76
1 0.12 0.29 <0.02 0.03 <0.02 <0.02 0.41
XpIHY 1 391 3 3 0.04 0.15 <0.02 0.03 <0.02 <0.02 0.19
[Hi 2] 7 <0.01 0.07 <0.02 0.03 <0.02 <0.02 0.08
(F3) 1 0.08 0.23 0.02 0.05 <0.02 <0.02 0.31
2020 4E 1 410 3 3 0.02 0.22 0.03 0.05 <0.02 <0.02 0.24
7 <0.01 0.24 0.04 0.07 <0.02 <0.02 0.25
1 0.12 0.24 <0.02 0.03 <0.02 <0.02 0.36
1 382 3 3 0.05 0.19 <0.02 0.03 <0.02 <0.02 0.24
i 7 <0.01 0.08 <0.02 0.03 <0.02 <0.02 0.09
%[%g,ﬂ@ 1 0.10 0.17 <0.02 0.03 <0.02 <0.02 0.27
8 1 382 3 3 0.05 0.15 <0.02 0.03 <0.02 <0.02 0.20
R 7 <0.01 0.05 <0.02 0.03 <0.02 <0.02 0.06
2021 4EJE
1 0.09 0.23 0.01 0.05 <0.02 <0.02 0.32
1 410 3 3 0.01 0.19 0.01 0.08 <0.02 <0.02 0.20
7 <0.01 0.13 0.01 0.11 <0.02 <0.02 0.14
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YEW 4, 5 B 75 iE(mg/kg)
eyl R ( k0 PHI S m
(G BTEAL) ES 24 ai /ﬁa) ([=1) (H) S K& B | REW C | D | (B F | H| A%
FEAFEE

1 0.17 0.31 <0.02 0.04 <0.02 <0.02 0.48
1 407 3 3 <0.01 <0.02 <0.02 <0.02 <0.02 <0.02 <0.03
7 <0.01 0.46 0.03 0.05 <0.02 <0.02 0.47
1 0.30 0.39 0.03 0.03 <0.02 <0.02 0.69
1 399 3 3 0.20 0.35 0.03 0.04 <0.02 <0.02 0.55
7 0.05 0.27 0.03 0.04 <0.02 <0.02 0.32
1 0.11 0.08 <0.02 <0.02 <0.02 <0.02 0.19
1 407 3 3 0.13 0.07 <0.02 <0.02 <0.02 <0.02 0.20
Ay 7 0.11 0.05 <0.02 0.02 <0.02 <0.02 0.16
- 1 0.15 0.15 <0.02 0.03 <0.02 <0.02 0.30
(%”33) 1 386 3 3 0.12 0.11 <0.02 0.03 <0.02 <0.02 0.23
2022%;@: 7 0.10 0.08 <0.02 0.05 <0.02 <0.02 0.18
1 0.24 0.24 <0.02 0.04 <0.02 0.02 0.48
1 397 3 3 0.14 0.19 <0.02 0.04 <0.02 0.02 0.33
7 0.07 0.12 <0.02 0.04 <0.02 0.02 0.19
1 <0.01 <0.02 <0.02 <0.02 <0.02 <0.02 <0.03
1 407 3 3 <0.01 <0.02 <0.02 <0.02 <0.02 <0.02 <0.03
Ay 7 <0.01 <0.02 <0.02 0.02 <0.02 <0.02 <0.03
- 1 <0.01 <0.02 <0.02 0.03 <0.02 <0.02 <0.03
( %Tj\j‘) 1 386 3 3 <0.01 <0.02 <0.02 0.04 <0.02 <0.02 <0.03
9099 %r;: 7 <0.01 <0.02 <0.02 0.05 <0.02 <0.02 <0.03
1 <0.01 <0.02 <0.02 0.04 <0.02 <0.02 <0.03
1 397 3 3 <0.01 <0.02 <0.02 0.04 <0.02 <0.02 <0.03
7 <0.01 <0.02 <0.02 0.05 <0.02 <0.02 <0.03
Ny 7 <0.01 <0.02 <0.02 <0.02 <0.02 <0.02 <0.03
[ ax] 1 335 9 14 0.01 <0.02 <0.02 <0.02 <0.02 <0.02 0.03
(RA) 21 <0.01 <0.02 <0.02 <0.02 <0.02 <0.02 <0.03
2020 4 28 <0.01 <0.02 <0.02 <0.02 <0.02 <0.02 <0.03
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YEM 44 o 7R it (mg/kg)
Ese=sia ) BV ( [EIE~ PHI | .
(T ERAL) ER7F" ai /ﬁa) ([=1) (H) S R B | (@ C | REmD | &M F | B H| A&
FE

7 0.02 0.02 <0.02 <0.02 <0.02 <0.02 0.04
) 895 9 14 0.02 0.05 <0.02 <0.02 <0.02 <0.02 0.07
21 0.01 0.05 <0.02 <0.02 <0.02 <0.02 0.06
28 0.02 0.05 <0.02 <0.02 <0.02 <0.02 0.07
7 4.40 0.27 <0.02 <0.02 <0.02 0.02 4.67
) 835 9 14 3.18 0.13 <0.02 <0.02 <0.02 <0.02 3.31
Ir A 21 2.90 0.17 <0.02 <0.02 <0.02 <0.02 3.07
[t ] 28 2.92 0.08 <0.02 <0.02 <0.02 <0.02 3.00
(RF2) 7 2.86 0.41 <0.02 0.02 <0.02 <0.02 3.27
2020 4 JE 1 895 9 14 3.00 0.38 0.02 0.04 <0.02 <0.02 3.38
21 2.34 0.34 0.03 0.04 <0.02 <0.02 2.68
28 2.13 0.39 0.03 0.05 <0.02 <0.02 2.52
7 1.02 1.09
14 0.73 0.78
YN 1 835 2 21 0.71 0.76
[t %] 28 0.73 0.77
(BF5E) 7 0.52 0.61
2020 HE 14 0.60 0.71
1 825 2 21 0.46 0.56
28 0.44 0.55
7 0.04 <0.02 <0.02 <0.02 <0.02 <0.02 0.06
) . 9 14 0.02 <0.02 <0.02 <0.02 <0.02 <0.02 0.04
IrD> A 21 0.01 <0.02 <0.02 <0.02 <0.02 <0.02 0.03
[t %] 28 0.01 <0.02 <0.02 <0.02 <0.02 <0.02 0.03
(RA) 7 0.03 0.04 <0.02 <0.02 <0.02 <0.02 0.07
2021 4E 1 963 9 14 0.02 0.05 <0.02 <0.02 <0.02 <0.02 0.07
21 0.02 0.07 0.03 <0.02 <0.02 <0.02 0.09
28 0.01 0.07 0.03 <0.02 <0.02 <0.02 0.08
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e 4

PR (mgl/k

i

] o @fi m | pHI [
(BT ES7F4 ai/ﬁa) ([=1) (H) S R B | (@ C | REmD | &M F | B H| A&
FE
7 0.02 0.06 <0.02 <0.02 <0.02 <0.02 0.08
) 917 9 14 0.02 0.07 <0.02 <0.02 <0.02 <0.02 0.09
21 <0.01 0.07 0.02 <0.02 <0.02 <0.02 0.08
28 0.02 0.10 0.03 0.02 <0.02 <0.02 0.12
7 0.04 0.02 <0.02 <0.02 <0.02 <0.02 0.06
) 380 9 14 0.04 0.02 <0.02 <0.02 <0.02 <0.02 0.06
21 0.02 0.02 <0.02 <0.02 <0.02 <0.02 0.04
28 0.03 0.02 <0.02 <0.02 <0.02 <0.02 0.05
7 4.11 0.36 <0.02 0.02 <0.02 <0.02 4.47
. 895 9 14 3.52 0.27 <0.02 0.02 <0.02 <0.02 3.79
21 3.76 0.34 <0.02 0.04 <0.02 <0.02 4.10
28 3.32 0.39 0.02 0.05 <0.02 <0.02 3.71
7 2.40 0.33 <0.02 0.03 <0.02 <0.02 2.73
) 963 9 14 1.90 0.33 0.03 0.04 <0.02 <0.02 2.23
YN 21 1.41 0.36 0.06 0.05 <0.02 <0.02 1.77
[t %] 28 1.73 0.41 0.08 0.07 <0.02 <0.02 2.14
(RF2) 7 1.88 0.70 0.03 0.05 0.09 0.02 2.58
2021 4 . 917 9 14 1.72 0.39 0.04 0.07 0.07 0.02 2.11
21 1.40 0.30 0.04 0.05 0.04 <0.02 1.70
28 1.46 0.35 0.05 0.08 0.04 <0.02 1.81
7 6.96 0.56 0.03 0.04 <0.02 <0.02 7.52
) 380 9 14 5.62 0.44 0.03 0.05 <0.02 <0.02 6.06
21 6.20 0.51 0.05 0.07 <0.02 <0.02 6.71
28 4.91 0.54 0.05 0.07 <0.02 <0.02 5.45
IrT P 7 0.82 0.90
[ 5] 14 0.71 0.78
() 1 825 2 21 0.77 0.86
2021 4E 28 0.68 0.78
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YEM 44 o 7R it (mg/kg)
Ese=sia ) BV ( [EIE~ PHI | .
(T ERAL) ER7F" ai /ﬁa) ([=1) (H) S R B | RE C | D | R F | @ H| A&
FE

7 0.40 0.48
14 0.32 0.42
1 963 2 21 0.27 0.39
28 0.34 0.47
7 0.35 0.53
14 0.32 0.45
1 18 2 21 0.25 0.36
28 0.27 0.41
7 1.32 1.44
14 1.12 1.23
1 880 2 21 1.25 1.37
28 1.04 1.17
NEdH 7 0.97 0.08 <0.02 <0.02 <0.02 <0.02 1.05
[ Hi] 1 846 9 14 0.64 0.06 0.03 <0.02 <0.02 <0.02 0.70
(R359) 21 0.16 0.06 0.03 0.02 <0.02 <0.02 0.22
2020 4E 28 0.03 0.05 0.04 0.02 <0.02 <0.02 0.08
T725 7 0.02 0.27 0.04 0.04 <0.02 <0.02 0.29
[ Hi] 1 963 9 14 0.01 0.16 0.08 0.05 <0.02 <0.02 0.17
(52 21 <0.01 0.12 0.10 0.05 <0.02 <0.02 0.13
2020 FJE 28 <0.01 0.10 0.09 0.05 <0.02 <0.02 0.11
P 7 0.30 0.02 <0.02 <0.02 <0.02 <0.02 0.32
(5% Hh] 1 895 9 14 0.21 0.02 <0.02 <0.02 <0.02 <0.02 0.23
(R359) 21 0.18 0.04 <0.02 <0.02 <0.02 <0.02 0.22
2020 4E 28 0.11 0.05 <0.02 <0.02 <0.02 <0.02 0.16
S 7 0.04 16.7 1.24 0.61 0.22 0.03 16.7
[ 3] 1 e 1 14 <0.01 6.75 3.55 0.57 0.06 0.03 6.76
GriZ®) ’ 21 <0.01 3.32 2.77 0.34 0.02 0.02 3.33
2020 4E 28 <0.01 1.85 2.76 0.21 0.01 0.02 1.86
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PR (mgl/k

)

Q

] e Rl - - S ——
(G BTEAL) ES 24 ai/ﬁa) ([=1) (H) S R B | RE C | D | R F | @ H| A&
FEAFEE
7 0.10 52.4 1.82 0.66 0.09 0.05 52.5
1 1375 1 14 <0.01 6.59 2.29 0.54 0.03 0.05 6.60
’ 21 <0.01 2.59 1.23 0.22 <0.02 0.02 2.60
28 <0.01 1.67 1.64 0.18 <0.02 0.02 1.68
7 0.38 13.1 4.39 0.80 0.16 0.02 13.5
1 1375 1 14 <0.01 4.07 4.85 0.79 0.02 0.02 4.08
’ 21 <0.01 0.88 1.80 0.21 <0.02 <0.02 0.89
28 <0.01 0.34 1.75 0.13 <0.02 <0.02 0.35
7 <0.01 15.7 1.53 0.42 0.27 0.03 15.7
1 1375 1 14 <0.01 6.09 3.48 0.37 0.07 0.03 6.10
’ 21 <0.01 3.12 2.96 0.21 0.03 0.02 3.13
28 <0.01 1.67 2.79 0.13 0.02 0.02 1.68
P 7 0.01 50.3 2.34 0.45 0.15 0.06 50.3
(52 Hh] 1 1375 . 14 <0.01 6.75 2.76 0.37 0.05 0.05 6.76
(2 HR) ’ 21 <0.01 2.41 1.41 0.13 0.02 0.02 2.42
2020 4EJE 28 <0.01 1.67 1.86 0.13 <0.02 0.02 1.68
7 0.06 13.1 5.45 0.61 0.20 0.02 13.2
1 1375 1 14 <0.01 4.07 5.70 0.58 0.03 0.02 4.08
’ 21 <0.01 0.85 1.91 0.12 <0.02 <0.02 0.86
28 <0.01 0.31 1.81 0.09 <0.02 <0.02 0.32
14 <0.01 2.44 1.61 0.21 0.02 <0.02 2.45
p/S 1 1,375 1 21 <0.01 1.77 2.66 0.16 <0.02 0.02 1.78
(52 Hh] 28 <0.01 0.99 3.64 0.16 <0.02 0.02 1.00
GriZ®) 14 0.01 5.66 1.85 0.29 0.24 0.03 5.67
2021 - 1 1,375 1 21 <0.01 1.77 2.16 0.29 0.09 0.03 1.78
28 <0.01 0.39 0.85 0.11 <0.02 <0.02 0.40
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1E4 o 728 i (mg/kg)
B3y BV ( g | PHI [

(S HTERAL) | P =) | (B | T RSB | {E C | R D | R F | RS H| AR

o g i ai/ha) o

14 <0.01 12.3 2.94 0.87 0.07 0.05 12.3

1 1,375 1 21 <0.01 2.08 1.53 0.24 <0.02 0.02 2.09

28 <0.01 1.06 1.23 0.12 <0.02 0.02 1.07

14 <0.01 4.86 2.96 0.53 0.04 0.02 4.87

1 1,375 1 21 <0.01 1.55 2.75 0.22 <0.02 0.02 1.56

28 <0.01 1.05 1.85 0.12 <0.02 <0.02 1.06

14 0.06 3.29 3.34 0.94 0.15 0.03 3.35

1 1,375 1 21 <0.01 0.94 1.63 0.29 0.02 0.02 0.95

28 <0.01 0.23 0.95 0.09 <0.02 <0.02 0.24
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L RPEMIRRBR A (V) >
FARUVHBBEHRDOEREE (ug/g)

3 mg/kg Al EHHY

9 mg/kg fAEHH Y

30 mg/kg fREHH 2
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®B5 1

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

Bh5 4

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

B5 7

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

510

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

&5 13

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

&5 17

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

Beh 21

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

5 25

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

5 28

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

FLABNI

Beh 21

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

&5 28

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

5 21

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

&5 28

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

529

<0.01

0.09
(0.10)

<0.01

<0.01

<0.01

0.20
(0.24)

0.02
(0.03)

0.01
(0.02)

<0.01

0.51
(0.63)

0.05
(0.07)

0.02
(0.03)

529

0.06
0.07)

0.25
(0.32)

0.73
(0.98)

529

<0.01

0.15
(0.19)

<0.01

<0.01

<0.01

0.92
@.77

0.04
(0.05)

<0.01

<0.01

1.42
(1.44)

0.09
0.12)

<0.01

529

<0.01

<0.01

<0.01

<0.01

<0.01

0.03
(0.03)

<0.01

<0.01

<0.01

0.06
(0.07)

<0.01

<0.01

#4529

<0.01

0.02
(0.02)

<0.01

<0.01

<0.01

0.07
(0.12)

<0.01

<0.01

<0.01

0.04
(0.06)

<0.01

<0.01

#4529

<0.01

<0.01

<0.01

<0.01

<0.01

0.01
(0.02)

<0.01

<0.01

<0.01

0.01
(0.02)

<0.01

<0.01
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3 mg/kg fABHHY 9 mg/kg i HFH 24 30 mg/kg EAEHH Y
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AR ERHmIC OV T (B 64 11 A 27 BAHTH AR 352 &)

2R bEIFy MBS OMEROER : vV Vv N UBRASH, —
AT

SYN546330 - Aerobic Soil Metabolism of [14C]-SYN546330 (GLP x*t/i)
Charles River Laboratories (Z[E) . 2018 4, KAF

SYN546330 - Identification of Unknowns from Regulatory Environmental Fate
Studies TK0209956, TK0209958, TK0242203, TK0209964 and from Confined
Rotational Crop Study TK0136983 (GLP xfits) : Charles River Laboratories
(FEE) . 2022 ., RAE

SYN546330 - Anaerobic Soil Metabolism of [14C]-SYN546330 (GLP *}/i)
Charles River Laboratories (J[E]) | 2018 4F, RAFK

SYN546330 - Soil Photolysis of [14C]-SYN546330 (GLP %fit:) : Charles River
Laboratories (F[E) . 2018 4=, RAFE

SYN546330 - Adsorption/Desorption of [14C]-SYN546330 (GLP %I i)
Charles River Laboratories (J[E]) | 2018 4F, RAFK

SYN546330 - Adsorption Properties of [14C]-SYN546330 in OECD Type 2 and
Type 4 Soils : Charles River Laboratories (Z[E) . 2018 4F, RAFR
SYN546330 - Hydrolysis of [14C]-SYN546330 (GLP %f)i~) : Charles River
Laboratories (F[E) . 2018 4, RAFE

SYN546330 - Aqueous Photolysis of [14C]-SYN546330 (GLP x{/%) : Charles
River Laboratories (J:[E) . 2018 4=, KAFK

SYJ-293SC : THek el (Jmih) - — MM A N R IR ZE T, — ik
EN B A 2022 4, RAE

SYN546330 - Metabolism of [14C]-SYN546330 in Tomatoes (GLP Xf/i)
Charles River Laboratories (J<[E) | 2018 4, KAF

SYN546330 - Metabolism of [14C]-SYN546330 in Potatoes (GLP %))
Charles River Laboratories (ZZ[E) | 2022 4, RAF

SYN546330 - Metabolism of [14C]-SYN546330 in Cotton (GLP X))
Charles River Laboratories (J<[E) | 2018 4, KRAF

SYJ-293SC (T L x 1R RERO (GLP Xt « —fixftiE A B AP
e, 2021 4, RAE

SYJ-293SC (T L x 1R RERQ (GLP xhis) « —fixthHiEAN B AHEi
BT, 2022 4F, R

SYJ-293SC TA W 1EMFR i ER (GLP xfity) - —MEEE AN H AR BL ¥ 1
2. 2022, RAK

SYJ-293SC k-~ k 1EMsedikBlr (GLP %) @ —MebE AN B AN E 2 .
2022 4, RAK
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22

23

24
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26

27

28

29

30

31

32

33

34

35

36

37

SYJ-293SC X = b~ b {EWEEAER (GLP xfity) - —ttHEAN B AEY B
ey, 20214, RAE

SYJ-293SC v'—~ > 1Ess ikl (GLP xfity) - —MetHiE N B AR5 %
2. 2021, RAFK

SYJ-293SC 729 1EMR RO (GLP *fik)  « —fMFEEEN B AW
2021 -, RAFK

SYJ-293SC 723 1M i@ (GLP %) : —#xAEEE A B ARG .
2022 5, RAFK

SYJ-293SC & 9 Y 1EWiREABRO (GLP xfik)  —#xtEEIEAN B A4
e, 2021, RAK

SYJ-293SC & 5 U {EWFEHABRQ (GLP *ik) - —MFEHEAN B AW
e, 202245, RAFK

SYJ-293SC & 9 Y {EWiEABRG (GLP xfik)  —#xtEEIEN B A%
e, 2022 5, RAFR

SYJ-293SC 2 = v EMEE#ER (GLP %i&) @ —MAtEE AN B ARG 2
2022 -, RAFK

SYJ-293SC il A7 Ao FE R FABRD (GLP %) - —ixthEIE N B ARG
T, 20214, RAE

SYJ-293SC M 20 A ME IR RERRERQ (GLP xhis)  « —fxthFEAN B AhEbi
e, 2022 4E, RAFK

SYJ-293SC 7MET 1EMFRR R « —fBRMHEIEN BRI 2 — 2021 4,
RINF

SYJ-293SC 9726 1EM el « — XM EEN B AR v Z —. 2021 4,
RNF

SYJ-293SC ¢ 1R R AR « U HIEN BRSO 2 — 2021 4,
RINF

SYJ-293SC 4% 1EM @ (GLP xti)  —fFEFEN B AP e
2021 4, RAFEK

SYJ-293SC % 1EWiE i@ (GLP xt)s)  —ixttRIEN B AREW B e
2022 -, RAFK

SYN546330 - The Metabolism of [14C]-SYN546330 in the Lactating Goat (GLP
%fits)  : Charles River Laboratories (F£[E) . 2019 4, RAFE

SYN546330 - The Metabolism of [14C]-SYN546330 in the Laying Hen (GLP x}
Jiz) : Charles River Laboratories (¥[E) . 2018 4, RAFH

Magnitude of Spiropidion Related Residues in Bovine Tissues and Milk - A
Livestock Feeding Study (GLP xfi{:) : Symbiotic Research, LLC. CK[E) .
2020 4, Rak

SYN546330 - A Preliminary Study of Pharmacokinetics, Absorption,
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39

40

41

42

43

44

45

46

47

48

49

50

Metabolism and Excretion in Rat Following Single Oral and Intravenous
Administration of [Phenyl-U-14C] and [Spirodecanone-5-14C]-SYN546330
(GLP %fit~) : Charles River Laboratories (J<[E) . 2016 4F, RAFE
SYN546330 - Pharmacokinetics of [14C]-SYN546330 Following Single Oral and
Intravenous Administration in the Rat (GLP %} /)& ) : Charles River
Laboratories (JE[E) | 2016 4, KRAFE
SYN546330 - Tissue Depletion of [14C]-SYN546330 Following Single Oral
Administration in the Rat (GLP %}its) : Charles River Laboratories (¥#[E) |
2016 5, RAFK
SYN546330 - The Absorption and Excretion of [14C]-SYN546330 Following
Single Oral and Intravenous Administration in the Rat (GLP %xfi:) : Charles
River Laboratories (J2[E) . 2016 &, KAFK
SYN546330 - Biotransformation of [14C]-SYN546330 in Rat (GLP Xf/i)
Charles River Laboratories (J<[E) | 2017 4. KAFR
SYN546330 - The Tissue Distribution of Total Radioactivity in the Rat
Following Single Oral Administration of [Phenyl-U-14C]-SYN546330 or
[Spirodecanone-5-14C]-SYN546330 (Quantitative Whole Body
Autoradiography) (GLP %f)iz) : Charles River Laboratories (J%[F) . 2014
F.ORAE
SYN546330 - In Vitro Rat and Human Liver Microsomal Metabolism (GLP %}
jtn) : Envigo CRS Ltd. (3e[E) . 2018 4, RAFE
SYN546330 - Acute Oral Toxicity Study in Rat (Up and Down Procedure) -
Final Report Amendment 1 (GLP %})&5) : CiToxLAB Hungary Ltd. (/~>#
U—) . 20174, RAE
Spiropidion tech. - Acute Oral Toxicity Study in Rats (Up and Down Procedure)
(GLP %})t~) : Charles River Laboratories Hungary Kft. (/>4 U —) |
2022 £, RAK
SYN546330 - 28 Day Toxicity Study in the Rat (GLP %fi») : Charles River
Laboratories (J¢[H) | 2014 4, RAE
SYN546330 - 13 Week Dietary Toxicity Study in Rats - Final Report
Amendment 2 (GLP %fits) : Charles River Laboratories Edinburgh Ltd. (&
[E) . 20184F, 2021 FHEIE, 2022 FEIE, RAFK
SYN546330 - A 28 Day Oral (Dietary) Toxicity Study in Mice (GLP %}/i)
Charles River Laboratories Edinburgh Ltd. (J5[E) . 2018 4E, RAF
SYN546330 - 13 Week Oral (Dietary) Toxicity Study in Mice (GLP %}/i)
Charles River Laboratories Edinburgh Ltd. (Z£[E) . 2018 4, KAFK
SYN546330 - A 28 Day Toxicity Study by Oral (Capsule) in Dogs (GLP %}
Jt~) : Charles River Laboratories Edinburgh Ltd. (J%[F) . 2018 4F, RKAFK

80



51

52

53

54

55

56

57

58
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61

62
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64
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SYN546330 - 13 Week Oral (Capsule) Toxicity Study in the Dog (GLP *})i7)

Charles River Laboratories Edinburgh Ltd. (Z[F) . 2018 4E, RKAF

SYN546330 - 52 Week Oral (Capsule) Toxicity Study in Dogs (GLP %))

Charles River Laboratories Edinburgh Ltd. (Z£[E) . 2018 ., KAFK

SYN546330 - 104 Week Rat Oral (Dietary) Carcinogenicity Study with a

Combined 52 Week Toxicity Study (GLP %) : Charles River Laboratories

Edinburgh Ltd. (&[E) . 2018 4F, KAFK

SYN546330 - 80 Week Mouse Oral (Dietary) Carcinogenicity Study - Final

Report Amendment 01 (GLP %})&) : Charles River Laboratories Edinburgh

Ltd. (E[E) | 20184, 2022 FHEIE, RAK

SYN546330 - Neurotoxicity Study by a Single Oral Gavage Administration to

Han Wistar Rats followed by a 14-Day Observation Period (GLP x})is)

Envigo CRS Ltd. (&[E) | 20184, KAXK

SYN546330 - Oral (Dietary) Two-Generation Reproduction Toxicity Study in

the Rat (GLP x%fit~) : Sequani Ltd. (Z&[E) . 20184, RKAF

SYN546330 - Oral (Gavage) Prenatal Developmental Toxicity Study in the Rat
(GLP %)) : Sequani Ltd. (3&[E) | 2017 4, RAFE

SYN546330 - Oral (Gavage) Prenatal Developmental Toxicity Study in the

Rabbit (GLP %)ix) : Sequani Ltd. (JZ[E) . 2017 £, RAFE

SYN546330 - Salmonella Typhimurium and FEscherichia Coli Reverse

Mutation Assay (GLP x%}/&x) : Harlan Cytotest Cell Research GmbH ( KA

V) L 2014, SRR

SYN546330 - Bacterial Reverse Mutation Assay ‘Ames Test’ using Salmonella

typhimurium and Escherichia coli (GLP %}:) : Envigo Research Ltd. (<

=) | 20184, RAFK

SYN546330 tech. - Salmonella Typhimurium and Fscherichia Coli Reverse

Mutation Assay (GLP xfits) : ICCR-RoBdorf GmbH (K1) | 2022 4, K

INFR

SYN546330 - Chromosome Aberration Test in Human Lymphocytes In Vitro
(GLP %ti~) : Harlan Cytotest Cell Research GmbH (K1) | 20154, K

INFR

SYN546330 - Micronucleus Test in Human Lymphocytes In Vitro (GLP %I

Jtr) : Envigo CRS GmbH (KA ) | 2018 4, RAK

SYN546330 - Cell Mutation Assay at the Thymidine Kinase Locus (TK+*") in

Mouse Lymphoma L5178Y Cells (GLP %}/&) : Harlan Cytotest Cell Research

GmbH (FA) | 20154, RAEK

SYN546330 - In Vitro HPRT Mutation Test Using Chinese Hamster Ovary

Cells (GLP %f)i%) : Covance Laboratories Ltd. (FZ[H) . 2021 4E, RAFE
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SYN546330 tech. - Gene Mutation Assay in Chinese Hamster V79 Cells In
Vitro V79/HPRT) (GLP %t/=) : ICCR-RoBdorf GmbH (K-) . 20224,

RN

SYN546330 - Oral (Gavage) Rat Micronucleus Test (GLP xfi~) : Sequani Ltd.
(F=E) . 2015, RAFE

SYN546330 - Oral (Gavage) Rat Micronucleus Test (GLP%fits) : Sequani Ltd.
(FEE) . 2018 4, RAK

SYN546330 - Rat Bone Marrow Chromosome Aberration Assay (GLP *})iis)

Covance Laboratories Ltd. (Z£[E) . 2018 4, KAFK

SYN546330 - Acute Dermal Toxicity Study in Rat (GLP %})i) : CiToxLAB

Hungary Ltd. (/N Y —) | 2016 4F, KA

SYN546330 - Acute Inhalation Toxicity Study (Nose-Only) in the Rat - Final

Report Amendment 1 (GLP %}/&:) : CiToxLAB Hungary Ltd. (/N> H VU —) |

2017 4F, 2017 FHEIE, R

SYN546330 - Primary Skin Irritation Study in Rabbits (GLP *fJis)

CiToxLAB Hungary Ltd. (!> U —) | 2015 5, RAFE

SYN546330 - Acute Eye Irritation Study in Rabbits (GLP %) : CiToxLAB

Hungary Ltd. (N Y —) | 2016 4F, RAFEK

SYN546330 - Local Lymph Node Assay in the Mouse (GLP xfi») : Envigo

Research Ltd. (Z&[E) . 2015 4F, RKAFE

SYN546330 - Toxicity Study by Dermal Administration to Han Wistar Rats for

4 Weeks - Final Report Amendment 1 (GLP xf /%) : Labcorp Early

Development Laboratories Ltd. (F£[E) . 2018 45, 2022 fR{EIE, KRAFE

SYN546330 and SYN547305 - Effect on Rat Thyroid Peroxidase Activity /n
Vitro - Final Report Amendment 1 : Leatherhead Food Research (J:[F) |

2014 5, RAFK

SYN546330 - Assessment of UDP-Glucuronosyltransferase Induction

Following a 13-Week Dietary Toxicity Study in Han Wistar Rats (GLP %}

Jt~) : Charles River (¥:[F) . 2014 4, RAE

SYN547435 -Acute Oral Toxicity Study in Rats (Up and Down Procedure)
(GLP %})Jt~) : Charles River Laboratories Hungary Kft. (/x> U —) |

2020 4, Rak

Spiropidion - Multi-(Q)SAR Details of AI and Definition of Residue

Metabolites : Syngenta Ltd. (J<[E) | 2022 4, KAFK

JMPRD):“Spiropidion”,Pesticide residues in food 2021. Report (2021)

JMPR @ : "Spiropidion", Pesticide residues in food 2021. Evaluations. PartII.

Toxicological.p440-543.(2021)

EPA : Spiropidion(044203): First Food Use; Human Health Risk Assessment
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for the Establishment of Permanent Tolerances without U.S. Registration for
Residues in or on Soybean, Tomato, Bell and Nonbell Peppers, Muskmelon,
Watermelon, Cucumber, Pumpkin, and Potato.(2023)

83 At b VA UVEKEED VB Uy NS, 2025 F, RAK

84 AL OEVAUVEKED oV B Uy NS, 2025 FF, RAK

83



AEOQESA VICRIEGEBREECEAMICETIZRER (F) [TOLWTOE
R-BHROEEERICONT

1. EE SmM7HE£6 H4~5M747H3H

2. \HFHE A ¥ =y b, 77 v A, Hk

3. HRI AV n BV TR D BRSBTS T AR () (I
ONT, Lo LBy, BR - FROFELZITo7 LA, HIFFIZ
HR - H#ITH Y FEATLE,



