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1@ PEFE M RN AR RBR ORI E 0.193 me/kg (KE/H ThH-o72Z 006, Zh
ZARHL & U T2 ef% % 100 T L 7= 0.0019 mg/kg AE/H # 3% — A EEE (ADI)
ERRTE LT,

FI AT NIV TYEY ROBEEBRAOBGEFEICL D AT DaREMEDH 5 BRI
*9 5 MEMEE K O/ NEEEO S biIMEIL, 7 v b E WA TR O M
PR 10 mg/kg (KE/H TH Y | 38D LT RIZREMIC B ENGRD B vV A
BICBU D EKBAR (55 14 @BEIE L O 20 JEHE) OBIMTH =2 &b, HiE
MR L T B AREMED & D e EIC kT 2 2ES A E (ARID) X, ZHZ Rl
& LT, LZef%%100 T L7- 0.1 mg/kg (AE L% E L7z,

—WRDOEMIZK LTI, A 7 N 7YY RO OGS X 0 A3 5 AT aeErt
D & % g BTk D Wt & N O/ NEtEE O 5 b/ MEIX, 7 v FZ U2 90
AR A2 EERBROOEH M E 7556 mgkg KE/HTHY . By M4 7fE (500
mg/kg KHE) LI ETHDZ L0, ARD ITRET D LB /20 &l L7,
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TUPAC
4

ATV TYEY R
: iptriazopyride (ISO 4)

: NF(B-AFN-1,84-F YTV —)-2-A )V)-3-[(F 1,3 -2-

ANFK= WA FNA)-5-(FY 704 a 2AF)-[1,24] N U 7V
[4,3-al U 2P0 -8 HRFH IR

: N-(5-methyl-1,3,4-oxadiazol-2-yl)-3-[(propane-2-

sulfonyl)methyl]-5-(trifluoromethyl)-[1,2,4]triazolo
[4,3-alpyridine-8-carboxamide

CAS (No. 1994348-72-9)

4

4. 9FHK

1,24-rV 7>V al4,3-al vV -8 HLARFH IR
3-[[(1- A F T ) Z Lk =) X FL]-N-(5- X F/1-1,3,4-
TP T —-2-4 )-5-(F U 7L Fa RAF L)

: 1,2,4-triazolo[4,3-alpyridine-8-carboxamide,

3-[[(1-methylethyl)sulfonyllmethyl]-N-(5-methyl-1,3,4-
oxadiazol-2-yl)-5-(trifluoromethyl)

Ci15H15F3N6O4S

5. 5FE
432.4

6. #EEX

N-N  Os )\CH3
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S (BRI OIEIR) . B
IR AR

F 0 B — KRR
fiAE e 7E 2K

8. HREOERE

1 217~219°C
BT BT, JIEARH
: 1.52 g/lem3 (20°C)

: 5X1011 Pa (30°C)

2X1011 Pa (25°C)
7X1012Pa (20°C)

DR B, R
: 404 mg/L. (20°C)

: logPow=0.8

: pKa: 6.09 (22.2°C)

A7 TYEY Nid, BEPRASHIC L > THRBE ESNZT Y — LV VAR F
I NEREAETHIRERTHY . FioA FBHEEICKT2REREET 5, E
FAMERE L, 48 Ry 7 2= LV ViR 4% 7 —F¥ (4-HPPDase) &M
FHEIZ K DBRERNEZ BN TN D,

HEAETII T 7 VBV THE STV,

AEl, RFEEGRHE D  JREORGHEE GOl - fa) KOS EY~O KL MEHRE

DEEENR STV D,
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BE LI E L TR LT,

RIS TR S ORI RSN IR 1 LN 2 IR EN TV 5D,
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-14 1 N 1 N
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[tri-14CloyfiEd) F SR F O RN T — LY DU BORESY UC TEELE-H D
[ox-1Cl 53 i 1 R L DA FY VT T —VBRORF A UC TR LT b0

1. TiEPEHBEAER
(1) IFREK TP ENRESERD
lox-4ClA 7 R U 7V Y RXXltri-14ClA 7 U 7V E U K& HAWT, 51
HeAk 3 Eh R 23 S hE X7,
B OB OFERIZ OV TR 2 1T REN TS, (B2, 3)

F2 PFREBEKIEPHEABRODBERVER

=% s - P B LT e
S 5 et "
R - i 53 1R HP Y b
y [ox-14C]
NS a a
;};{*g(j)i;né (;lf%ng/;{%ggL WHEE Y | A7 NV TV EY R B 1 390 H
36%[3é%4l;#f1w§_}\ (R V) [tri-14C] B T (454 H)
A N)TEY R N

a Fl R OEERMESAE T T AN LN AR 2 70 i
b FEINNIZ. A7 R U T Y E Y RROMEY B A5 LTz B R

(2) WFREKLTIEDSHEHAERD
[ox-14ClA 7 R U 7 U FXEltri-4Clr 7 U 7Y e Y REHWT, 58
ek R ENRE R ER 3 S X ATz,
B OB K OFERAIZ OV TR IR TS, (R 2, 4)
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£3 PFRHEBEKIEPHEXROOBERVER

s s s I B o HerE
nﬁﬁﬁ?ﬁ'ﬁ: :ti‘% mnﬁkﬁg %ﬁ’é% ‘:!ﬁ{}éi,ﬁ;ﬁ b

B+ [ox-4ClA R U 7YY R | Ba, I 362 H

K 5 em, 0.3 mg/kg | CKE) [tri-ClA 7 FU TV EU K | B, F. G | (582 H)
2t 20E2°C, EEAN. | WESEE L | [ox#ClA 7 U7V EY R | Ba, 1 355 H
& 365 HIFA >3 = | CkE) [tri-“ClA 7 N U7V U K [ B, F, G | (698 H)
~—h HE W+ [ox-4ClA R U 7YY R | Ba, I 196 H
CK[H) [tri-“ClA 7 hU 7V U K [ B, F, G | (285 H)

ac filH IR OERVESIE T T AN LR AR 2 50 R4
b RINIE, AR YT Y E Y REOEY B 65 Uiz

(3) R TEPBRERER
lox-14ClA 7 F U 7V BV FXtri4CloA 7 h U 7 YV E U RERWT, 510
T B RERABR N S S L7

FER OB R ORI OV TIER 4 ITREIN TV 5,

(2. b)

x4 HITEPHEAROMER VKR

B B ) WL | HEE
PR 3 ik o
R * i DfEr |
B lox-14ClA 7 kU
”- Zs NI=I a
O8mglg by LREANR: gt | 7oy [P 163 H
pF 2. 20£20C. WL, Bl | () [tri-4Cl 7 | U (18.3 1)
119 HREA v % 2— ey R B, F. G
& Fh R ORRTESIF F C A LA LT 5 15k 45 ity
DRI, A7 R Y T Y EY REROSIRY B A5 Ui
(4) HIBWREESER
[tri-4ClA 7 R U 7V Y REZHWT, HEWR I ERER S F e S 7,
ER O L OFERICHOWVWTIERFITRINTWS, (R 2. 6)
x5 TERMRERBROMERUVER
Freundlich | MR FEFE 54X | Freundlich | A REBS AR
Pkt OWERE | ICLVRELE | OMERE | ITXVHELE
Kads W 5 AR Kads,, Kdes i A AR 2 Kdes,,
WHEEGER, KE), #+
M TE Zily ,J\)T‘F‘iﬁi# N2
;‘Eﬁgi; f)i(f; 1 [0717~11.8|  180~4,080 |0.785~19.8| 143~4,300
(4% V7)

(5)

THRBHESR (S8EYF)

[tri-14Cl0 i) F %2 VT, W 25 5B s S8k S vz,
PR O K OFERIZHOWVWTIER 6 ITRENTWD (2, 7)
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x6 THEREEHAR (DFYMF) OBERVER

Freundlich | fit§i#E &A% | Freundlich | AHRFEEHH
R OWHERE | X VMTE LR | OBERE | ICXVELE
Kads PR AR Kads Kdes i A& AR K deso
WHELGER, KE), Bt
CKIED., b B hiE 1Ok
). g f(xooq ) g [0-0166~1.89  2.84~210  10.0279~2.73|  5.08~215
x0T
(6) TIERBERER (58Y D

lox-1CI AR T % T S B 52 S T,

SHER O N OFERIZHOWNWTIERE TITREIN TV A,

£7 TERBERR (OFMD OBERUVER

(M2, 8)

Freundlich | AH#RFE G A% | Freundlich | ARIRFE G A F
ek 35 DOWRFEREE | ICLVAIE L7 | OSSR [ ICLVHiE L=
Kads W 5 R AR Kadso Kdes ki 35 4% 2 Kdes,e
WELGFEH KE), ©+
M \e AT R b L (K N
;‘Ej:{?i}fjﬁ%ig 08548545 1.88~56.6 |0.198~0.811 6.60~112
&V T)

ac WEMEZ RS ol

2. KPBIRERR
(1) hnKofEER

lox-14ClA 7+ U 7V vV RXXltri-14ClA 7 S U 7 2 U K& T ks
fiARAIBR 2N St S Tz,

SR OB K OSE BRI HOW TR S I RI LTV A,

11

(W 2. 9)
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£8 MAKNEABROMERUHER

. . FUSN L o)ay dh b
IR A ABRSRIE | BRIEER | IREE i R =R
gy 27
[ox-14CIA 7 b pH & 5. 1
prory | 10mg/ly pH 7 I —
BAT. &K | pH 9 0°C I
i) 7 p | 30T L P o _
Y7V R P
pH 9¢ F
25°C |1
pH? | 35C |1
[ox-14C]A 7" I 50°C |1 H7.0. 95C : 156 A
IR 25°C |1 pH 7'0‘ A5 : 539 I
10 mg/L. pH9 | 35C |1 pH7b\5UC:5é9E
AT, ek 50C |1 P e
30 AfA 26C | ¥ pH 9.0, 25C : 125 A
Fas—h | pH™ | 35C |F pH 9.0, 35C : 29.4 H
[tri-1#+ClA 7 & 50C |F e o
\ H9.0. 50C : 5.33 H
VY R 25C | F P
pH9 | 35C |F
50C | F

a: THNVIEKFES ) U LNREEIR
b UL lg T KISV T AREEIR
e AR TR, LS U U AREETR
— FEiET

(2) KA EHER EER)
lox-14ClA 7 F U 7Y U RXX[tri-4ClA 7 RV 7Y e REHWT, Kk
o BRI AN St S Tz,

AREROME K OFE IOV TIIER 9 ITREN TS, (B2, 10)

x99 KbhxpfiEAER (BEK OMERVER
HE T - D
. . o WLz S HB R X
L FVES L5 GRS = =
R BRAAF Lo AL ﬁgff G | heAS
HHIE)e
lox-14C]4 7"k | 10 mg/L. 25°C. | 7 Z/\igK | B, 1.
V7Y R | %0380 | #FHY 7o | “COq 52.6 H 98.3 H 113 H
[tri-14ClA 7 b | Wim?). &E 14 | R B. Cb, F. (255 H) :
U7y K| HERE (pH 4) Gb, 14COgP

A FEINVIE R (Abfe 35 ) & BRI LR A
bR K TORRD BT,

o BFATRHBIX DO fifth & L, In2-+ [CEIRH XD 1 REOSEE EE) — BT O 1 IR EE €801 T

HH L7,
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(8) KRR (BARK)

lox-14ClA 7 R U 7V B Y FXUEtri-4ClA 7 F U 7V E Y R&RWT, A
OMRIRER DS FHE S T,

HER OB K OFE R IOV TIEE 10 IR TW5b, (R 2, 11)

& 10 KpANEEHAR (BAK) OBMERUER

) . N b BT e
AN RS Kk g HEE Y o
gy 27
lox-14Cl-f 7' I | 10 mg/L, 25C. »
U7 R | d s o 2s | ik I, 1CO: 53.8 H
[tri-“Cl4 7" | Wim?), #&&7TH | K3, pH 7.6) .
D7 e L F. 14COq 72.2 H
a: B (bt 35 %) OHFEFHRKB IR EIX 231~310 H

(F¥ 271 ) Thor.
3. TIEREHER

AT RNY TV EY RIERNZH#EY B, F RO #0884k e & Uiz T8
FRBR S FE i S T,

B OB K OFE 1T R 11 IR STV 5,

D B, F RO TITHBREIMZECCA 7 R 7V Y ROKERED 10%A

W ChotzZ &b, Rt aES&E LR EEIIE SN2 o T2, (B 2,
12)

x 11 TEREBHROBERUVER

. e N HEE LR
S e pir 4 PN T

RS - R 170 B
TR 300 g ai/ha (=3 '

Ok H +3%8) (1 [E1ALEy) R - - R 1 70 H
(f& i) '

a: 7a7 IAKIBRHV G,

4. iEY. REZICHITHARERUVERRHAR
(1) EMRBAEER
® K#®
REFHRE KRG (W Py R=0FE) (Z[ox-14ClA 7 NV 7Y Y K XiX[tri-
WOl 7 R Y 7Y EY R%& 150 g aitha ®HE T, #5448 (BBCH43~45)

(2 1E, 9 HEOHFEE (BBCH51) (2 2B O 235 L, 1[5 HAH 8 H
BATHERIE LT B2 BRI L, Bf&ALBE 101 HRR IR B, AN UK
KEERIL T, W RBEEBR N S Iz,

FRURH DR O BRI B K ORI R 12 1R S Tn D,
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FERETTREIR R 1T, b b TRbE o712, LA TITR LIRS | BRI e
J£1% 0.017~0.046 mg/kg TdH -7z,

ZAERRL

B OFERIFIRE DA T R TV EY RTH- T, YD

& LTB. F, G, I. WMEMEENZD b, 2RI THREY T KO

RN 10%TRR 2 TR O LN W 0.010 mg/kg LR Th o 72,
ZDIEOFEH ORBEIT TN D 10%TRR Kiifi Th - 7=,

(M 2. 13)

& 12 B ORE RS aERE R OB (WTRR)

g i HH 1 4y
s | <o | roges | 17 B | s it
AR | B | hERE y 7 R | E | E | (Y | Wk oM Tl H e
(mghkg)| .y | B F G I | #Y |
o b 88.8 4.2 1.9¢ 5.1
ox. ¥ 1420 qee) | T 0059 — |©.020]©.072 NA
i 78.0 1.9 3.0 1.7 4.1¢ 9.1
;Cgf) bbb 8.79 (6.86) |(0.163) (0.268) | (0.152) | (0.360) | (0.800) NA
>y | bH 0.977 11.6 B 7.9 6.5 9.9¢ | 67.7 | 17.7
g e e ' (0.032) (0.022) | (0.018) | (0.027) | (0.188) | (0.049)
1.6 205 | 15.0 | 3.9c | 51.4
?—‘\/ R
AR 0.046 1 () 001) (0.010) | (0.007) | (0.002) | (0.024)| NA
Hh 90.5 3.0 1.0c 5.5
i | LT ass | 00s2)| ~ 0019 | ©.00] N4
i 80.5 1.5 4.9 B 2.6 2.8¢ 5.7
;CFU bbb 6.57 (5.30) {(0.100) | (0.321) (0.170) | (0.186) | (0.374) NA
co | b 42.3 5.3 1.3 4.7 15.9¢ | 24.6
~ I: J—
7])/%\ g | 19 0.050 (0.006) | (0.002) (0.006) | (0.018) | (0.029) NA
7.0 9.3 2.4 80 | 44.9¢ | 16.8
K —
K | 0.017 (0.050) (0.002) | (<0.001) (0.001) [ (0.011) | (0.003) NA

() : mg/kg. NA :

a: RVEG KT ' b= b UL E S TRO b,

b 7% ) — RO TLC TOAHkEF

HREM, /S L, —  AREITERERALLT

o BEVEME R 7 v~ N7 T DORRE S NTCBIREIAMI A U R OS2 E E e b o

d: ZOMOERAHDE /31342 T 2.9%TRR LA T (5O 572%) . £, ZOMofEIE,

IRFEIERH XN OMOEFT 2> THEE L,

e ZDMDERAH D E /1T 2T 8.8%TRR UL T (ZH DK NED) . £z, T OMOfEIL,

IRFEERHD K P DOMOERT) 2> THRE L,

IKFBIZF 1T 2 E2AUHRE I, @7 X FOMKGRC X 26 F KOV T 04

. @FFH T Y —NABORIZ L D2RE B KOG DEREE R bR,

(2) fEREHER
KigaHWT, A7 MU 7Y EY FEROEY T 2otk gbah & Loy

PR RBR N I S Tz,

it RV B IR STV D,
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A7 MU TYEY FORKEREIL S&EHI 30 B OO L TRO L
1.60 mg/kg TH V| AR TILHEAABA 30 BZITIHE L 72 Z2KD 0.03 mg/kg
Tohole, R I OEIRIRFEIL, HA&HAm 30 BIRIZIGE L7 KD 0.48
mg/kg TH Y | FIEE CITAEAEEAT 30 HZIZIE L7- LKk TiX 0.39 mg/lkg Th
o7, (M2, 14)

(3) RERBHER
® ¥¥

WHYX TV T4y vaP—x 8, —#H 150 (Zlox-4ClA 7 U TV
'Y F% 17.9 mg/kg (AHE/H  (13.1 mg/kg #ARAEHEY) Xltri-14ClA 7 R U
7YY F& 22.1 mg/kg (AHE/A (10.1 mg/kg R EHEY) OFET1I A 1[H
(FAEEALE) . 5 B 7o s LT, FERERBRAEE Sz, 4
(A GRS B S 7=, Tyt i3 1 A 2 [/ (5 ERT R O 6 BE#) |
JREOFET 1 H 2|, 77—k 1 B 1 E, 4, e & OSERk TRk ik 5
12 FEZ ICERE S Tz,

WIEI$ 5-1% D A1 7R I REIR FE 133 13, ILiT R O E I RE IR FE 13 5% 14,
F B OB HRE AT 133’ 15, &3k O F B Bk el B8 K OV 13 %
16 I REINT WD,

A P REIREE 1L, [ox-14ClA 7 R U 7Y B ) FERERE TS 10~12 B
IZ Cmax (0.025 pglg) . [tri-4ClA 7 U 7V v Y REEGRETIEHRE 2 %I
Cmax (0.008 pgl/g) %Z7 L7z,

5 REI IR T 17.2% TAR~17.8%TAR. #7412 53.5%TAR~64.1%TAR
PR, FizEPIZYEE S o, FHIHIZiE 0.4%TAR UL FOBITTH -T2,

BN ORI GTREIREE L, 5 2 H RIS EFIRBICE L, B EI, [ox-
WOl 7 R Y 7V E Y REGEETHRYE 4 HD 0.085 pg/g. [tri-1#ClA 7~V 7
v REHRETER S 5 H?D 0.045 pglg ThH o1z,

FLABHA K OVFLK 0 h O F B s BESR EE 1T, [ox-14ClA 7 R U 7Y D R HR%
TENEH 0.022~0.081 pg/g & T 0.022~0.084 pg/g. [tri-1“ClA 7 U 7V'¥
U REGRETIIWVWT D 0.004~0.045 pglg T o7z,

fidias M OSRERR HR D 7% B Tk RE IR B8 1 1R © v < FB D B LTz,

it BEEs X O T O£ & LT, REILDOA 7 N U T Y EY RO
5. 10%TRR B2 2#ME LT, [ox-4ClA 7 MU 7Y Y REGRET I
(LT KO B v,

JREOFEFIZRENLDA 7 R 7Y EY RidZznEFh 1.1%TAR~2.0%TAR
KON 9. 7% TAR~14.7%TAR B b7, R & LTE, F XN I 23380 b,
FHOMRBEW E 1L 11.7%TAR~19.2%TAR B b=, (B2, 15)
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£ 13 YEKEROEZMPZERFEEE (ug/g)

MR EREE | [ox-4ClA 7 b U | [tri-4ClA 7 R U
(hr) TR VA=RN
B G- ND ND
0.5 0.002 0.001
1 0.004 0.003
2 0.009 0.008
4 0.020 0.007
6 0.024 0.006
8 0.022 0.003
10 0.025 0.003
12 0.025 0.003
24 0.020 0.001
ND : it s
16
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F 14 FADhOKREBREEEEE (ug/g)
- oML B H [ox-14C]4 7 R U 7Y EY K [tri-4ClA 7 U 7 U R
n 7 - O - - - e} -
(F) SERIL —— L, SR —— 3,
Bh5 | 4 ND ND
BALART | R ND ND
1 # 0.043 0.035
tﬁf 0.029 0.011
9 TFiT 0.022 0.003
% 0.078 0.031
0.047 0.013
£¥, 5 2Rl 0.027 0.004
# 0.070 0.040
tﬁf 0.043 0.015
A TFiT 0.031 0.005
# 0.085 0.044
ﬁF{f 0.050 0.014
2] 0.031 0.004
5 —
Tt 0.080 0.045
wE | F ND ND
BALART | AR ND ND
1 # 0.043 0.037
ﬁF{f 0.029 0.012
0 TFiT 0.022 0.004
Tt 0.078 0.047 0.030 0.014
s . R 0.027 ' 0.004 '
# 0.067 0.037
tﬁf 0.044 0.015
4 S REl] 0.030 0.004
# 0.081 0.045
ﬁF{f 0.049 0.015
ZFHI] 0.032 0.004
5 —
Tt 0.077 0.044
wE | F ND ND
BALART | AR ND ND
1 # 0.044 0.036
ﬁHf 0.029 0.011
5 e 0.022 0.004
Tt 0.078 0.047 0.031 0.013
HAKGy 3 S RE] 0.027 ' 0.004 ’
# 0.070 0.041
ﬁHf 0.042 0.015
4 e 0.031 0.005
# 0.084 0.044
ﬁF{f 0.049 0.015
. A 0.030 0.004
P4 0.079 0.045

[ gRREnT, ND: st snd

© MRS ISR G ABRIBUTRT (B GET) ROVFR (5 6 FFIR)

17

19




x15 HHMDORERHFES

1 (%TAR)

lox-14ClA 7 R U 7

[tri-“ClA 7 RV T

o S R JEY R
N 2.0 2.1
i (1.77) (1.57)
- 0.1 0.1
= (0.670) (0.715)
o <0.1 <0.1
5 (0.002) (0.002)
_ <0.1 <0.1
eI KT (0.007) (ND)
- <0.1 <0.1
A (0.003) (0.002)
B <0.1 <0.1
- BT (0.021) (0.002)
R <0.1 ND
RIS (0.020) (0.003)
L R ONEY (11\(1)23 (11\%
B4 ) A
i <0.1 <0.1
it (0.155) (0.079)
R NA NA
4 il (0.041) (0.003)
NA NA
birea
14 (0.056) (0.004)
(0.080) (0.045)
- 17.8 17.2
25 (NA) (NA)
\ 53.5 64.1
% (NA) (NA)
o — VYRR (iﬁi) (ir}i)
- 1.8 3.0
i — VHEREW) (NA) (NA)
e 89.9 105.6

():pg/g. ND: BitHand, NA: oirand

18




& 16 AP ORE RS AERE R OB (WTRR)

YA > 21

s | R ;&ff’;; N e n o

(uglg) C F I | Z0fhe
i | 177 | 0 | oo | M | 0089 | 0179 | 0069
fox-1iclf 7 I+ | IR | 0670 059 | 0019 | N | 0025 | 0068 | 0019
TTTEIE . 0.047 (04.(2)'270) (<(?b501) NA (04.(5)'201) (0.2632) (0?6(1)4)
mP | 0021 (o?dgz) (0.2631) NA (0?2175) (0?6(5)2) (01.(1)662)
O | 157 | o | 0o | oorn | N | 0059 | 0010
Sroey e || oms | goo | M oo | M | 0om | 0o
| 0015 | oty | conon |<ooon| M | ooon| NP

() :pglg. NA: sfrsid, ND: BiHsnd
2 REERHD K OZ OO EF

@

=9 kY

PEJNHES (Bovan Brown ffi, —H#fff 10 3P)) (Zlox-14ClA 7 U 7Y U K% 1.40
mg/J/H (11.8 mg/kg fFAEMHY) Xixltri-14ClA 7~V 7Y Y K% 1.42 mg/*P
/B (11.3 mg/kg fEHEY) OFRETLIH 1[HE, 14 AL A2 A0 5 LT,
FA BRI S 7, BMIIPIEHE G2 ISRRRFRICER I S v, IR OV
M3 1 B 20\, A, ek ORI Sfs i G- 12 IRefffZ ICBR I S 7z,

WIEIE 5-1% O R FE A B RBIR EE 13 3R 1712, IPHF OF R U el BE 133 18
12, BB OFBE B RE 0 AT 1338 19 12, Balkhh OF B KR RE IR FE M O
W33 20 I RS TV 5,

i EHEEREX., [ox-4ClA 7 MU 7Y U REWQtri-4ClA 7~V 7V ¥
U ROMEGRAREGRE & ©ICH % 0.5 FFEIZ Cmax (0.723 X1 0.242 nglg) %
T~ LT,

B iatRelx 92.0%TAR~92.4%TAR 2P HICERD Hiviz, IFh D%
R EEIREE 1 Xlox-14ClA " R U 7 v FEGRETIE 5 HZRICERIRBIZEL
K 0.092 pglg B Hiviz, [tri-14ClA 7 vV 7Y Y REHEETIX 0.002 nug/g
LT Ttz

it Mo OHELARE P D PR B TS RE TR FE 13, AR Rk A e G- & B T (1.55~1.57
ugl/g) TE B BILTZA, E DIED Oligigs K O+ CTlXlox-14ClA 7 R U 7
B REERETIE 0.083 pglg UL [tri-4ClA 7+ U 7V E Y REEL#ETIE 0.005
uglg LN CTh o7z,

19
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O, Mes M OFERR P Oy & LT, REILDA T N TV YU RO LIV
mp 10%TRR X 2@ L LT, T (UF, M. JENH) @O ohiz, i
WG F B3RO L1720 10%TRR L F CTh o 72,
%Jlfrlﬁ%qﬂ IR DA 7 S U TV EY NiX 5.2%TAR~5.9%TAR #88 b7,
R E LTF LI 0.5%TAR~0.6%TAR RO b=, (B 2, 16)

x 11 PYREKEROEZMPZERFAEREE (ug/e)

MEEREEE | [ox-14ClA 7" U | [tri-4ClA 7" R Y
(hr) TYEYR TYEYR
e 5wt ND ND
0.5 0.723 0.242
1 0.223 0.149
2 0.108 0.030
4 0.071 0.003
6 0.035 0.007
8 0.071 0.002
10 0.052 ND
12 0.037 ND
24 0.025 ND
D: g

& 18 DRhDZEBEMSEERE (ug/g)

el lox-4ClA 7 U7V ) R | [tri-¥ClA 7 RV TV EY K
AR T T R =
Eacnilll ND ND
51 H ND 0.069 ND ND
52 H 0.036 0.066 ND ND
53 H 0.059 0.063 ND ND
Fh 4 H 0.068 0.077 ND ND
55 H 0.073 0.085 ND ND
56 H 0.070 0.084 ND ND
57 H 0.073 0.082 ND ND
58 H 0.073 0.058 ND ND
59 H 0.076 0.081 0.002 ND
#4510 H 0.072 0.054 0.002 ND
511 H 0.075 0.064 ND 0.002
#5512 A 0.091 0.089 0.002 ND
#5513 H 0.092 0.091 ND ND
514 H 0.084 ND
[ Rl ST
ND : it S
20
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=19 BABPOEZEMEEES M (YTAR)
. [ox-14C]A 7~V [tri-14ClA 7 RV
g TYEY R AR
50 0.2 <0.1
(0.036~0.092) (ND~0.002)
NA NA
e (0.083) (0.003)
” NA NA
il (0.078) (0.002)
" 0.3 0.3
i (1.57) (1.55)
(et <0.1 <0.1
FRCRIEAD) (0.072) (0.002)
. <0.1 <0.1
s (NA) (NA)
<0.1 <0.1
e BT (0.012) (ND)
. - <0.1 <0.1
: (0.005) (0.002)
o <0.1 <0.1
R (0.017) (0.005)
N 0.1 ND
- s (0.081) (ND)
Wi 0.1 ND
3 (0.080) (ND)
<0.1 <0.1
B (0.035) (0.002)
, 92.4 92.0
BRIt (NA) (NA)
R 0.5 0.1
= VYRR (NA) (NA)
ait 93.5 92.4

():pg/g. ND: BHand, NA: oirand

21




& 20 FHHMPORERHEER

ERUKHEY (%TRR)

(\‘%\\ > J;)j i \g‘

wok | s | e | 17007 e e

N (nglg) VAN F I FOfha | FRE

n 835 6.4 40 5.4

e 1.57 (1.32) ND 1 0.101) | 0.062) | (0.085)

- 1.3 84.6 10 41

ox-Cl4 7 1 | " 0.079 ©0.000 | NP | 0.067 | 0.009 | 0.009)

UFVEY R [ 0.8 80.6 5.8 11.1

s 0.081 (0.001) ND 1 0.066) | 0.005) | 0.009)

b 87.9 3.7 8.4

BEW; | 0.018 ND ND 1 0.015) | (<0.001) | (0.002)

[tri-14Clf 7 b " 85.5 2.4 4.5 7.6

g7y | T 1.55 132 | 0030 | NP | (0.069 | 0.118

():nglg

ND : it &g

o R

A7 FIT7YEY FOYERT=U FUIZET 5 EEARHERKIL, 7 I Foln

KGRI KD F LT DOAERTHY , PFIZBWTX, &6/ Y7 ey
NVIEDOKERILIZ L 2 C OARKOE Y PUBEOETIC LI DY E o4t
RN E z Hivic,

(4) BEVZERER
D 9
WAL RAVARZ A2« 7 V=7 UFE, XFHRRE - M 158, MRIRBEGRE . —BE
MESEH) 2. A 7 RUTYEY K& 0, 0.2, 0.6, 2.0 %" 6.0 mg/kg fiHHH 24 D
FAEICT1IH 1R, 28 X% 29 B 7205 L. A7 )TV EY
REOMCHEW 1 2 ot 8 b A & UT- S e i B B 3 32 hE S vz,
FERIIHIRE 4 RSN TVW 5,
R, BAEIEL. 7V — 2BV T, AN T YD REOREY TiIxng
b EERA (0.01 pgl/g) AR XM HBRF (0.002 pglg) KiifiTh -7z,
figias M OSEARR HR D T R G b A D I RER R, W v d 6.0 mg/kg flkHH
MR HBEOIRICB W TERD B, A7 MU 7Y EY K8 0.901 pg/g. W1
25 0.138 pglg Tho71=, (B2, 17)

@ =9+
PEINES (ShREASBH, SERERE : o 4 N, MIARBEGRE . —REME 12 ) (2, 47 b

VARRBRIZI T 5 HEIL. (BRSO 5 O T-EEHI R SN A EM O KB IRE N FEIN
5. mKEEHA R R (0.107 mg/kg AR & el L CEWRE COEiE S vz,

22
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7YY K% 0, 0.15, 0.45, 1.5 %" 4.5 mg/kg SEHAY O HE2C 1 H 1 4],
28 K29 HREFRHIRER OG- LT, £ 7 MU TV Y REORGEY 1 200 kt5
{bEW & U T S rEW R B Rk 03 540t S e,

BRI 4 RSN TV D,

B, SRR OUREICHBIT A4 F U 7YY FEOREY TITWFh b E &R
S (0.01 pglg) AR SIRHFRS (0.002 uglg) KT o7,

figids M OSEARR HR D M Rt G b AW D RFRRIEIE, W v d 4.5 mg/kg flkHH
B EREDOIFIBRICB N TR DN, A T Y T E ) 28 1.11 pglg. #1223
0.0541 uglg Th-o7=, T, KE EiZETe, ) KO CTIZA 7 U T
YU REOREY TV b E&RARRN UIRHRARB Ch o7, (B
M2, 18)

5. EWPARNEIRBEER
(1) 2y Fk
@ m®iIR
a. MAREHR
Wistar Hannover 7 v b (—#EHERES- 12 PC) (Zlox-14ClA 7 N U 7Y B D K
%L<ﬁhﬂ%H7¢U7ﬁEUP%1m¢@¢$<UT[5(U]’%mf
MEHE] &9, ) HLLIE200 mgkg tKE (LLF [5.(1)] iI2BWT I'H
HEl &9, ) OHETHERE OGS XX Wistar Hannover 7 > T\ (—HFHE
12 J8) (Zlox-4ClA 7 MU 7Y Y REEHAET 14 ARKERORE LT, 1M
i EEHERS I SOV TR BT S T,
ME N O MRS ENREFH) N T A —Z (T 21 1RSI TV 5D,
HA[AIRE O % 5% o Mg K OV PR E L, (KHEX EHER GO W
BWTHEE 0.5 XL 1 FFEIC Cmax 123 L7z, F72. AUCo 1Z[ox-14Cl1 7"
V7YY FEBEEO R E L, Tz bRWERADN RSN, FFE T A —HIT
BHE R MEZITREO bR o T,
A ERER D & 58 Tl kO m U RE X, 35 0.5 FFE#£1C Cmax
7otz AUCo DEM/MBE T B RER LI 4.75 LR S, BGHESRED
MER~DHMBFED bz, (B2, 19, 20)

2 ABRICRB I D HE., 1EWEERBR L5 O N-HENIRI A SN A1EYMORERENL TR I
5. mKEEHA R R (0.007 mg/kg ARl & bl U TR W RE THEE S v,
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#21 MBPRUVLMAPEYEIERFEH/NTA—4
#5511k HA[A]#% 1 FAg#EA
B EE 1 mg/kg Ik 200 me/kg KT o
L [m%@4fb [mM@4fb [mMQ47% [MM@4fb [gfgi
YTYEVER | UTYEVER | UTYEVE | DTYEVE O
P51 i i3 I i3 i i3 I i3 1
Tmax(hr) 0.5 0.5 1.0 0.5 1.0 1.0 0.5 1.0 0.5
Cmax(ug/mL) 0.172 | 0.268 | 0.162 | 0.234 | 165 | 200 | 125 | 185 0.255
5| Tue(hr) 527 | 8.02 | (4.87) | (6.01) | (11.0) | 12.3 | 3.07 | 3.33 (29
AUCo-(hr-pg/mL) | 0.787 | 0.667 | 0.442 | 0.494 | 552 | 532 | 240 | 320 3.20
Tmax(hr) 1.0 0.5 1.0 0.5 1.0 1.0 0.5 1.0 0.5
4 | Camax(pnglg) 0.126 | 0.180 | 0.105 | 0.151 | 105 | 128 | 83.7 | 119 0.217
i | Tyjo(hr) (48.0) | (65.9 | (4.5) | (5.9) | 29.1 | 34.5 | (39.0) | (63.1) (115)
AUCo-(hr- pg/g) 1.22 | 0.930 | 0.317 | 0.344 | 634 | 542 | 287 | 319 15.2

) ONOEFIE, T A—ZH IR D FREELZM - LT,

AUCo+ : E&ETRE R A PRI iU E TD AUC

b. BRI

AEHHFHRIERER [5. (1)@c. ] THONIEA T R TV ED REOEK G4 48
RERI DAY, JR, 4 — YR, PR O — 1 23 O HUHRED A3 5| WY
SRR BB GIET 53.3%~60.2%. # I EA GHET 61.8%~72.4% L HIHSh
. (B2, 19)

@ &

Wistar Hannover 7 v b (—#EHERER 4 I8) (Zlox-14ClA 7 R U 7Y B Y KA
L IiZltri-¥ClA 7 R U 7Y VY FE2EAERE L IZEHE CTHERO&BS XX
Wistar Hannover 7 v b (—##E 4 JT) (Zlox-4ClA 7 R 7Y ) REEHE

T 14 HERER D8G5 LT, PRaAialiRgs 3 S e,

F Ffigs L OFHRR C 31 2 B U REIR L 13 3% 22 1R &N TV 5,
PR RBIR S 1L, AR 05 R ORERAEGOWTIOREIZB W THIF
g OVE i C i < B By, B 50 & A B GO CIIAENES (%
J ORISR A\ZB WD TEWVER A BTz, HER D& 5085 120 K% T
< O#s X OB Tl L, & &R AR 2 R 3l L O b bz, (&
MR 2. 19. 20)

3

e

24
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HAE - BRI BRN RO Z 2 A — AL v (BLTFHELC, ) o
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& 22 FERBSHFERCEBICE T HEE RS

BERE (ug/g)

_— BhE |
FEERRRAR (1 5 4715) PERI | &5 0.5 0L 1 HEfE 4 a 5. 120 R4
Jﬁﬂﬁzm.m)\ Bg(1.70), A |AFE(1.41), BE(0.105),
LLH7§(0.391)\ ¥592(0.334), |MfER(0.007), 4:11(0.004),
" 1M4%(0.243), 4x1f1.(0.164) %%(0.003)\ fiti(0.002),
i fi§(0.002), % (0.002), &
(0.002), )jzrigﬁ(o.ooz)\ TN
28.883\ 25@%(001)\ i3
1 Ik . . DO(<LO
};fig TFIR(.74), FHK(2.39), ML [IFR(L59), E%Hﬁ(o.ﬁgg\
(R L 1) ?3(0.235)\ +E(0.185), I |EI%(0.006), IMER(0.004),
5.(0.163), 4:1(0.159) ER#(0.003), 4:1f.(0.002)
WE0.002). B
il (0.001), F(0.001), &

o (0.001), LM#(0.001), fifi
[ox-14C] 1 7 el
i 20.001)\ ngg.om)\ £ &

) {;.((1(11())\(&5&&(0.001)\ D
AN AR(347), ¥57E(280),  [iFH#(3.61). IMLER(0.997)

HIH(246), MIEQ38). BT [HHE0.806). 211(0.559).

fig(109), 4:1f(93.1) fiti(0.252), FZJ%(0.233), L»

" li(0.223), MEE(0.190), F5

200 make %Emm)\ Eﬁ%‘(o.wo)\ i

R <B.gé%s§8)é&§§ﬂ§§85n§\ji§
(B4 1) 0032, FiiL 110,05

%@ﬁﬁ(\< LHO 5 (0.026).

%;HJEE(IM)\ JHF(82.9), M |FHEi(4.33). B hi(1.64), I

i 18(75.5) . 41f.(50.3) £k(0.786). 4:1f1.(0.341). Al

%‘({).1;7)\ &%20.176)\ fii
_ .143). FDi(<LOQ)

FFlER(3.27), miNZAR(1.78), Hﬂ;%(l.44)\%§ﬂﬁ(o.1o§\ |

| mg/ke e |BhER(1.41), F528(0.721),  |(0.003), 4:1f(0.001), %
Jroes 1.5%(0.149), £1f1.(0.099) |DHL(<LOQ) \

(B A% 1) Eiﬂ;?ﬁ(&%)\ %Xﬂﬁm'v‘(z.o@\ i [FFIR(1.66). & i#&(0.709), i
[tri-14C] ¢ i Zg(i)(.)i?s)\ fii(0.126), i ﬁgo.ooz? J#%(0.002), 4
SRy A 0.001), * D f(<LOQ)

Bk %:Hm(z%)\ F52E(154), 1 |FFH&(3.41). BiKi(0.604),

200 mg/kg e |9EQ25), AFRE(110). BN [MER(0.217). 4:1f(0.095)

s fiR(103), 41f.(83.7) Z DO(<LOQ) \

(A [T 1) g (139). ATFNE(95.7). i |ATHE(3.71). B higi(1.29). I

e |[5E(82.8), 41M.(53.6) £k(0.252). ém(o.1o5\)\ z
DA(<LOQ)
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i (gjﬁi) MERL | 5 R B 24 MR SR 5 120 B
FFlER(3.04), Br(0.521),  [iF(2.62), B hi&(0.194),
11ER(0.045), BiSZHR 1 ER(0.082), 4:1f1.(0.037).
(0.031), 421M.(0.024), FUIR | FEEK(0.020), Afi(0.014),
B#€0.017), FENE(0.015), L [L:E(0.013), HHKAR
fi§(0.013), *%#£(0.013), Jifi [(0.012), fEfE(0.012), FfE

lox-14C] 7| 1 mg/kg (0.012), HEI%(0.012), M [(0.012). H(0.011), I
KU 7YY | {KE/A HE 1€0.011), FZf§(0.010), A% [(0.007). FEN(0.007), ‘B

UK (R AR 1) (0.007), HR(0.007). FEH  |#5(0.007), H#E(0.006), iR
(0.007), ‘E(0.007), EHE [(0.006), Ax6(0.005), %
(0.007), BH#15(0.007), I |(0.005), FH F4(0.004),
#%(0.007) AIAZAR(0.004), F5HL

(0.003). AEN(0.003), IfmAE
(0.003)

<LOQ : & BRI AT

a:fox-UClA 7 MU 7YY FOEAERGHECIIME L &5 0.5 Kz, SHERSHTIX
MERE L b E 1 R, [tri-#ClA 7 U 7Y B FOBERMERGREORETITR G 1 R,
WETIIER G 0.5 Bl TR m B GRFOMETIIHRE 0.6 K&, M T35 1 K&,

S K#

MmHREHERER[5. (1)Da. ] TH LM N HRRER[5. (1) @]
THRLIZR, FELOWMET 2k E LT, REWIEE - EElBRnFEiE s i,

PR FROWRHF OREH LR 23 12, fdias & O AE R ORI 24 1R S
nTW5b,

PR 3R OBH H 0 N figigs e AR W Uiz ChRE LD A 7 R T
YU RAEICHRE S, ZTEREHE LT C BNRBO L., T OIENICNHY
D, E. F, HEOIRREO LN,

Ty MIBFLZAT NI T EY ROEERHREEILZ. O1 Y 7 r eEriok
fefb L B C DA, @ AL = L EOFLRIBRZIC L DM D D ARL .
@BV Y UBROBIICE D2 E OER, @7 X ROMKSEC X 589 F
LORTIOAERTHD EEZ BT, (R 2, 19, 20)
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& 23 R, ERUVEAHOREY (WTAR)

R A 7R
— b M| L, 1} o p FhH
LI 571 | 3 W E&zﬁ)ﬁﬁﬁ é:})’i R < -
o o C(7.98), D(0.49), E(0.21), 1(0.19),
fEY | 0~24 | 2.38 (.59 1.92
C(6.62), 1(2.03), E(1.32), D(0.70), | _
1 | R 0~48 22.1 A E(7.98)
mg/kg % 9.63 C(15.4), E(2.31), I(1.06), D(0.53). 5 36
{RE -5 ' A [A)E(8.80) '
(HA[Al#% 17) 2 LT C(3.38), 1(1.40). E(0.56), K[FIE B
" @ 048 ' 1(3.94)
% 105 E(4.54), C(4.42), 1(1.08), D(0.27) 391
7 RIAE6.23) '
| o C(0.26), 1(0.05), E(0.02), R[FE
fEH | 0~24 | 1.40 0.97) 0.08
200 AN 50.3 |I(8.90), C(1.37). HK[[E(4.91) -
lox-14C] I?i%g % 0~48 144 a(%.%m\ C(1.61). 1(0.53). RKFE 9 51
iggi (CAEf:Ju)) R 50.2 |1(2.91), C(0.73), K[FE(2.18) —~
i3 = 0~48 93 9 E(1.64), C(1.22), I1(0.57), R[FE 2 38
- " 1(3.19) '
. C (3.23), 1(2.44), D(0.51), _
0~24% 183 1p0.44). FA6.70)
C (3.07), 1(2.13), E(0.64), _
R|0240 164 Iy (e emE(5.50)
1 . C (4.67), 1(2.75). E(0.69). _
mefkg | 0~48° 197 150 49). kA72(6.94)
(ENCVRE 0~944 189 |C12.3). E@B.56), 1(1.30), _
(AR M) D101, RFEE01L.D)
; C (11.8), E(4.11), 1(1.36), _
|02 194 In o0 e E(12.9)
. C (12.5), E(5.27), I(1.80), _
0~48 203 150 .93). RME(13.7)
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WEHR| AR
. R R ARG s
BTN 5| B v H&ziﬁfﬁ'ﬁ é?ji R 4 Tt
I
i |o~24| 2.70 8(4;.58)8)\ H(0.18). E(0.14)., KF&E 1.41
C (4.62), F(1.48). E(1.23), H(0. B
mgl/kg W R 0~ 219 ls1). D(0.78). KIFE®.25)
; C(13.3). E(4.69). F(2.07).
(ﬁgﬁji;m ® 16.41n(1.06). H.87). #FE©9.77 0-51
—_— " IR 29.4 |C(3.41). F(1.14). RFE(3.98) -
o i 0~48 E(7.18). C(2.96). H(1.39).
;igg ¥ 23.5 F(1.30). D(0.60). K[FE(9.39) 4.50
. i | o~24| 258 %(3.75)1)\ F(0.49), E(.06). RFE | o
200 e bR 61.5 |F(4.15), C(0.89). R[FE(1.57) -
mg/kg . |0~48 E(2.20), C(1.45), F(1.19).
e ¥ 129 15(0.31). H(0. 24). [ (5.54) 2.50
(CAE [ qu)) e 48.3 [F(2.25), C(1.07). K[FE(1.87) -
~4 e
i3 % 0~48 99 5 2(2.57)\ F(1.20). C(0.73). RFEE 9 88

RIFE « BEORFEENH Y e 0% DD E 5

Q. 0 T

ARG 1 H % 0~24 IREfH
D ERG T B 0~24 KR
D ARG 14 H1% 0~48 IfH
A C & EiX, HPLC TORBEN R+ Tholziz, C& EDAEFOEEMICK L, TLC

SINT ORI EZ R L TCENENDOERELZ R L,
— RN L3 B IR UK
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x 24 @R EOMmEHOKBHY (WTRR)

AREHE | 47K
o w5 | o . Fh
AN - OBk | EURER | U T Rt
($ 5-J718) | Bl (o) | eV K PR
m4EE | 0.5 77.8 |1(7.6). C(5.1), KFE2.6) 6.8
" JiEE | 0.5 79.6 |C(10.0), 1(6.7), AK[FE1.9) | 1.8
I C(15.7). 1(8.4). D(3.8). *
me/kg 2 | 0.5 63.1 | (g ) 4.3
(Eﬂégﬁ%&m) mig | 0.5 76.9 |C(5.9), 1(5.6), KFE(B.D) | 6.5
M| Tl | 0.5 85.1 |C(5.9). 1(5.9). K[FE0.6) | 2.5
=i | 0.5 81.8 |C(7.3), 1(3.7), KlFEU4.4) | 2.8
i 4% 1 87.7 |1(6.3), AI[FE(1.9) 4.1
200 | HE| JiThE 1 81.1 |I1(8.0), C(7.4), KFE1.1 | 2.4
mg/kg ¥ ik 1 85.2 |1(7.2), C(1.6), K[FEM45 | 1.5
RE 1 4% 1 88.3 [1(7.0), #[FE(1.0) 3.7
lox-14CIA 7| (WEliet P | g | AR | 1 64.2 |1(31.0). HK[FE(2.0) 2.8
~U 771/‘5’ Xt 1 83.7 [1(12.1), KFE@.1) 3.1
J R 24+ | <LOQ I<LOQ). #[fE(LOQ) -
e 24" | 443 |T(41.3), RMAEQ4.9) -
T 24c | <L0Q |1 (<KLOQ), EFELOQ) -
724 | <1,0Q |I (KLOQ). K[FE(LOQ) -
1 242 | 64.8 |C(28.8), K[FE(3.6) 2.8
mg/kg ite| wes 24b | 60.7 |C(33.4), K[FE(3.9) 2.0
{RE/H 24¢ | 59.9 |C(34.3). #I[lE(4.0) 1.8
(i8R A) 724 | 49.9 |C(45.2). K[FEM4.1) 0.9
242 74.3 |C(15.2), KFIE4.5) 5.9
gy |24 | 683 C(17.2), RFIE(.6) 6.8
H 24¢ | 70.8 [C(19.1). F[H5(6.4) 3.8
724 60.2 |C(23.3), ARIFE11.7) 4.8
ifn 1 91.1 [K[FE0.5) 8.4
) o J Nk 1 74.5 |C(13.6), F(4.7). KFE2.2)| 5.1
mg/kg R Mk 1 70.2 ([%(}-9('1)\ D 2.9, F1.3), & 5.0
et Al E(10.4)

(B[ 1) m4E | 0.5 89.8 |RIAEB5.7) 4.5
[tri-14C]f | AFNE | 0.5 81.1 |C(4.5), F(3.6), K[FE.0) | 2.9
FIRITY & | 0.5 72.3 |C(13.5). F(2.1). KRFE@®.9| 3.2

=N m4E | 0.5 94.3 |[K[FE2.1) 3.6
200 HE| IFlER | 0.5 77.6 |F(13.3). C(2.6), KFE2.9)| 3.6

mg/kg gk | 0.5 78.2 |F(4.5), C(2.0), K[FE(13.6)| 1.7

[GNEER iR 1 94.8 |RI[AE(1.5) 3.7

CHEIETHE ) | gt | i 1 69.8 |F(22.2). C(1.1), K[[E(3.5)| 3.4

R ek 1 81.2 |F(2.9). KIFE(13.4) 2.5

— REN e LOUTERIRARN, <LOQ : & &IRA R

a:5
b-1
c:1

HH &5 24 Bl
0 H H#&5 24 Brfi#
4 HH#&E5 24 BEE4
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d: 14 HB#&S 72 FFfi)t4
@ HEitt
a. RRU#EDEH# (HEEOKRS)

Wistar Hannover 7 v b (—#ERERES 4 PE) (Z[ox-14ClA 7 R U 7V B Y KX
W Zltri-4ClA 7 N 7Y ) RAEHE X IEHAECTHREROKS LT, JRED
FEPPEEBR N b S Tz, . —RRMERES 1 ICAE W IR EEREIRSIC X

D FEh S 72 PhiRERIZ IV T &G 48 i) #% O 14C02 13 0.23%TAR LA
T ThoTelosd, A B TR OMNIE 2 Fhti L 72 o 7z,

e h% 120 RFR]OJR K OFE R HEEERIT 3R 25 ISR STV D,
B HBATRRIE. WA ER G TR RICRPIC, (B ER5HE TiXlox-14Cl1 7

K7V EY RTIEREOFERICERE., [tri-4ClA 7 MU 7Y vV RT3
WL PRt E -, (B2, 19)
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x25 RERI120FEEORRUVEDZ#ME (BTAR)

o e B B 1 mg/kg K& 200 mg/kg (A E
PRAE A e (h) ] TR
0~6 24.7 42.5 46.3 44.6

= 0~24 40.4 51.4 64.8 54.8

0~48 41.3 54.0 65.5 56.0

0~120 42.3 55.8 65.7 56.6

0~24 39.8 21.2 21.9 25.8

1[3(’3‘] " 0~48 43.1 30.9 26.6 32.2
P 0~172 43.6 31.4 26.7 32.6
)7 0~120 44.2 31.9 26.8 32.9
ey I —7 A 120 0.18 0.31 0.18 0.16
o — VBRI 0~120 1.47 2.30 2.41 3.29

i ik 120 6.73 6.07 0.07 0.07

HILE ENED) 120 0.09 0.10 0.02 0.03

Z DAt DA 120 0.17 0.50 0.07 0.03

it a 95.1 97.0 95.3 93.1

0~6 28.3 30.2 53.2 40.9

™ 0~24 36.3 36.6 67.5 52.5

0~48 37.0 37.9 68.1 53.5

0~120 38.1 39.4 68.4 54.3

, 0~24 50.4 48.7 24.3 26.2
Eg] " 0~48 53.7 50.8 26.4 36.2
P 0~172 54.0 51.2 26.6 36.6
R _ 0~120 54.5 51.8 26.8 36.8
ey o — YRR 120 1.03 2.72 2.06 2.84
i fik 0~120 6.93 5.53 0.08 0.06

HILE (ENED) 120 0.10 0.06 0.02 0.03

Z DAt DHFE 120 0.14 0.45 0.01 0.01

J—J1 A 120 <L0Q 0.08 0.09 0.18

il 101 100 97.5 94.2

<LOQ : ERRIAI
a B 120 BRI O KB O S E

b. REUEDHH# (REEOKRSE)
Wistar Hannover 7 v b (—#¢#E 4 JT) (Zlox-14ClA 7 N U 7Y Y REEH

BT 14 HARER ARG LT, JREOZE PRI 23 32 = 1172,
PR OFE P PRI 26 ITRS TV D,

WTIOREHRIE RUICB W T, RGBS REBITEICE ISR ST,
M2, 20)

31
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26 RRRUEFRHME (WTAR)

" » e B HL s
I #ehH B Wi 5] () Pt ==
SR 0-24 31.7
1H # 0-24 48.2
A — VBRI 0-24 1.63
SR 0-24 28.1
7 H #* 0-24 54.6
A — VBRI 0-24 1.70
4[07’5 :;]()3]7 i 0-120 36.8
SIEURT B 0-120 60.6
o — PRIk 0-120 1.89
14 H JHHiek 11.6
HILE ENEW) 0.15
Z Ot DFERK 0.94
I —J A 1.16
it 113

c. fBiTeHEit

R = = — L & A L 7= Wistar Hannover 7 » b (—#&fHE 4 JC) |2 [ox-14C]
A7 MY 7YY RUXri-4ClA 7 R U 7Y v R AR &3S & CHE
A $eE U T, B A PR aER s i < v,

B Gtk 48 BRI DT, R OFE P PEIERITFER 2T ITRSN TV D,

PG REIL IR S OFE R I HEM S vz, IR dRme R, (KA EBRGHET
11.0%TAR~15.3%TAR., =M EHGH T 2.37T% TAR~4.65%TAR TH V| JR X
VHEF OPERIT, KHAERGEICB W TRBEIZRD b, aHER G
IZBWTIE, RPodttRoFrEm<@Bvbni, (H 2, 19)
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x21 ®RE®RASFEHROBET, REVERHE#E (%TAR)

EEALN Ak 1 mg/kg A 200 mg/kg A
BT 15.3 2.37
IR 37.5 55.5
. E 34.5 15.9
o O =ik 124 13.9
il 5.66 0.06
I —I A 0.54 1.24
HLE (G NEY) 0.57 2.62
BT 11.0 4.65
IR 36.5 48.7
. . 3 38.7 31.2
m;gg;;u b — DU 0.12 7.89
J Nk 4.99 0.05
F—I A 0.66 0.47
THLE (G NEY) 1.38 1.89

6. SHEHHEHRF
(1) SHSEER @0ks)
ARV TYEY R (FIR) ©OF vy hEAWZa%EERER (Rokh) nE
it < A7z,
WRIIE 28 ITRENTVD, (B2, 21, 22)

£28 SMEMHRERSE BOKE. RIK)

BHE LDso(mg/kg A7) B2 5 31
FERI - P e i BRI NTIER
Wistar Hannover 7 v ~ &b 55 : 2,000 mg/kg {KHE
—HEHE 4 PT >2.000
(=M 21) SEIR K OFET Bl 72 L
SD T hac B 58 : 2,000 mg/kg {KE
— M 3 L >2,000 )
(2R 22) JER B OB 70 L
S Ehid

a: IAIEE LT, 0.5%MC KIBIE DS WS T,
b [ EH EEIC X DR
o FEMEAERIEIZ X 2R

7. BRMSHHR
(1) 0 EHESMSHESRER (Svy k) O©
Wistar Hannover 7 » & (8 : —BEHERER- 10 VT, 2t « iR e A
—HEMERESS 4 D8) &2 W TCIREEE G- (5K 0 0, 200, 2,000, 10,000 } O 20,000
ppm : FHRAEREITER 29 2) 12X D 90 H EHEAME M ERER A S S
7=,
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#&29 90 HEEAMEMNHR (Sv b)) ODFIRFERE

e G-HE 200 ppm 2,000 ppm | 10,000 ppm | 20,000 ppm
R AR B I 14.4 147 755 1,510
(mg/kg A E/H) i 17.8 174 839 1,890

ARRABRIZIBWNT Ts, Ty O TSH ORIEN T, 5% 7. 42 XY
91 HITHEHEMN ORI L T. A7 MU 7V U RoisgEdEE 2z H1E S v- (i
HERIRBENRESAR) N T A — X 133 30 &= [R) |

£330 AT HUFTVEY FOMBHPEPBEL/ISA—4F

£ 5
Eypghesn | I it
INTF A —K a H 200 2,000 | 10,000 | 20,000 200 2,000 10,000 | 20,000
b ppm ppm ppm ppm ppm ppm ppm ppm
Cmax(mg/mL)/(mg/kg
0.0126 | 0.0190 | 0.0231 | 0.0501 | 0.00984 | 0.0118 | 0.0162 | 0.0366
RHE/H) 7
AUCo-24(hr-mg/L) H
0.207 0.284 0.405 0.589 0.188 0.230 0.344 0.645
/(mg/kg KT/ H)
Cmax(mg/mL)/(mg/kg
IKE/H) 49 0.0126 | 0.0175 | 0.0237 | 0.0354 | 0.0123 0.0170 | 0.0269 | 0.0701
AUCo-24(hr- mg/L) H
/(mglkg K/ H) 0.211 0.322 0.414 0.557 0.239 0.331 0.497 1.17
Cmax(mg/mL)/(mg/kg
IKE/H) 91 0.0117 | 0.0169 | 0.0286 | 0.0430 | 0.0125 0.0117 | 0.0449 0.111
AUCo-24(hr* mg/L) H
/(mg/kg {KH/H) 0.217 0.318 0.436 0.594 0.250 0.206 0.852 2.08

a: FEAMIE L 7= 8
b B HBRMAD O B

BHEGHETRO DIV EwEIT AIE&R 3L ITRS TV 5D,
200 ppm LB G- REOMERE TRTIE O L B S48 7235580 b7z, 1 10,000
ppm L F#EGHE, #Ed 2,000 ppm LA T & 5-8 TIIFEE2 23 5 gt ks
BN T A — 2 OZEAL K OYREAHAR PRI Z LD RO R Do 7o Z LB | IS

Pl THDEERZDBNI,

AHERIZIB T, 200 ppm Lh LR OMERECTARRENGRO bic 2 &)
O, MEFEVEEIIMEME S H 200 ppm A (B - 14.4 mg/kg REE/H R, W : 17.8

mg/kg K/ H RKw) THDEBER BN,

(2, 23)

CREEELEEL VD BITRLT, ) .
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%31 0 BEMBEZMEEFAER (Sv k) OTROON-FHERR
B 0% Ji3 i3
20,000 ppm | - ARG 4 HLR)2 - HPEE, LB, RTERES. WL R L ON
- FOK BRI 5 12 #8) BEAGE 2 HE TIcRE)s
- T.Chol, HDLC }x (* LDLC #4 | - mif& B4R D45 T FERERM )
o - HEE (AR B F R R A3
- Itk R OV Rl e 2 i) - TSH #4/n
- FFEC RN - JRER EEE N
- ROV R ) e
o FEEARHERT K OV R
- Rt B ON L B B 2
- B RS S
.« TR ZER @
o PRBESNE B $2 2
- R B2 B s ) @
10,000 ppm | - fElE(ARFLFEAIKRE) 1 - (REBININHI G- 0~13 1H 2 FH)e
DLk - Gluf&F - FOKEIEINGE G- 8, 12 1)
- BUN, Cre$6, T.Chol, HDLC$, LDLC X
OVEERE U o HE D
«F RU T AROT a2 — L
- REBENN, SRS
- JIFHE B BN
- BT B BN
- PHIEVEBHE b
- B ERIRE K
2,000 ppm < SR ARSLEEN - IRIEE IR TR, $e5 9 LIk, —
2Lk R HEBIER)
- I BT A PR O 2B IR (IRFL A0
)M
- FIEONS A, R OV B R
< RN ARSI
- B E M
200 ppm - AREHIIEI (RS 0~13 R | - FRREEIREBRFHEA MR AN
Lk FE)e ] SE
. EE&@%@@EEX FAIR, %5 9| - TuEd
. R REEIED)N
BRTE &R D 2R E A IR
(Eﬁﬂiﬁ’%ﬁﬁ)@
- AL, VS AN, ERZIEBTERK
&om HrAESs
« T8
S HEMREEER SN TV ARVR, RIKREOEBLEZ LT,
82 WHEHFENARBEITRVD, MEREOREBELEZZ b,
$3: 200 ppm F GHECIB WV THEHAIA B ZIT RV, AR GOEELZ 2 b,

§4
§5
§6

a: A NLAICERLEE
b FLEAD 5 fatE IR ERGEI AL, AT R R A

: 200 KO8 2,000 ppm & 5RE CIEFFHZA B Z T2V,
: 2,000 } Y 10,000 ppm 5L CIIMEHFRIA BEZILR 0D,
: 10,000 ppm & 58 TITHEHFAA EZIT RV,

MbeEZ T,

35

« PRAIAE GEBR B OV R A

MRS OREL B2 DIV,
RIERGORBELEEZ LI,

RIERGORELEZ DI,

EEMmEO e E T,
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¢: 20,000 ppm #EHHETIIEG 0~1 HLLE

(2) O HMEAKSHER (Svy k) @

Wistar Hannover 7 > & (—HEHERESS 10 PE) &2 W 2iReg#& 5 (5K 0. 5
Je TN 20 ppm : SESRR AR IEITER 32 ) 1L D 90 B I S Em el s 5
M STz, JElc S L7z 90 HHE A EERE (7> ) O [7. (1)1 (R
0. 200, 2,000, 10,000 K O* 20,000 ppm A& CTHElti, ) [ZHBWT, KIEHED
200 ppm G BEMEMEIC & ARSNGB HNT- 2 L HEFMEENG S )
ST, TDD, KRB CIIBHEEAZELIT-OICHELZ B U CRERFES R E S
niz,

#*32 90 HEBEAMEMHR (Sv b)) QOFIRKERE

B HRE 5 ppm 20 ppm
SRR | B 0.34 1.39
(mg/kg RE/H) | 0.44 1.63

ARBRICBNT, WTHOFRGEICBW TS 90 H R # AT RER (T > )
O [7.(1)] BT D2ARREOREEGIZ L 2BEELEITRO RN T
ZEmb, ﬁ%ﬁi VTR & AR O Fm H & 20 ppm (H : 1.39 mg/kg A&
/H, W : 1.63mgkg KE/H) THhoHEEZLNT, (B2, 24)

7w M Bz 90 AMELEMEEERBROL OO [7. (1)K (2) 1 OBRE
P L LT, EEEEME RIS & 20 ppm (FE : 1.39 mg/kg A/ H ., M : 1.63
mg/kg (KE/HTH D L HE 2 L,

(3) WV EHEEAKSERR (TIUXR) <B8EZH>
ICR ~ v A (—REMERES 12 VC) %2 FHW=IREE&RE (5K : 0. 2,000, 4,000 X
N 8,000 ppm : EHRIAEREILR 33 /) (255 90 HE AR5
i X7,

#&33 90 BREBEAMEMEHER (YOX) OFHREERE

B GRE 2,000 ppm 4,000 ppm 8,000 ppm
AR | B 283 612 1,160
(mg/kg (KE/H) | W 471 806 1,730

AFRERIZFB VT, 8,000 ppm K 5-FEDME 1 B B D& 4 N OBERLIR 28, B

SIS HEIFE N AR (w7 A) [8.(2)] OMEBEREHRERTH Y, MR, kAL
AR, RIS, %%E%Mﬁ&@%ﬂﬁ%%%&ﬁ IRFEWOEAND D10, BHEEL Lz,
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RS M ONERIME O PHEEVERME (BT AL & U CIda MR . JRE L, &
BOETER, FRBAEESE, R ZEME . FEIZ 31T 2 B RAE IR & OYH
FOMMAL R L35, ) . BUN, Cre XUNALP 0N, &K, IPHE LT
B OMuxE e OB SR SRR (G- 4 LRE) 2330 b,
1BIOHDFBTILH 575, BEtEIZET 52107 » M & vz 90 A R
HEERBRO [7.(1)] THERODOLNTWAEYD, TR L EZ N, (B
M2, 25)

(4) 0 HHMESMSERER (1 X)
E— VR (—REMERESS 4 T0) A AW sk 0 &S (5 0. 2. 20, 200
KT 1,000 mg/kg RE/H ., B 0.5%MC) 2L 5 90 H RdE 2t ek 5=
M S iz, 51, 42 KOV 90 HIZRAEFEM 68 ML T, A 7 M) 7YV EY
RoIMmEREENE S GERITE 34 2R)

x4 ATLYTFTIVE) FOMBHREYEREZH/NS A —4

PR 1 iiia

# 5. (melkg (REH/H) 2 20 200 | 1,000 2 20 200 | 1,000
jﬁ Crmax(mg/mL) 0.700 | 11.0 | 90.7 176 | 0.754 | 10.7 | 173.2 148
1 AUCo-24

E (hr- mg/mL) 1.52 | 28.8 468 | 2,430 | 1.77 | 324 411 | 1,600
if Crmax(mg/mL) 0.725 | 10.4 | 91.4 177 | 0.819 | 11.8 | 67.4 191
492 AUCo-24

r (hr- mg/mL) 1.52 | 26.4 335 963 1.67 | 26.4 317 963
%? Crmax(mg/mL) 0.778 | 11.5 121 242 | 0.624 | 9.50 103 241
90 AUCo-24

H (hr-mg/mL) 2.05 | 26.2 371 | 1,890 | 1.32 | 26.3 555 800

AKIRERICEBNT, WTHOEEFICB T HREER G L R IIE30D 5
NighotzZ g, BEtE IR & b ARBR O HE 1,000 mg/kg K/
HCThbiEzbhl-, (K2, 26)

8. BUESHHRREURENALEER
(1) 25MEESE/RERAVEHERER (v )

Wistar Hannover 7 v b (&M ANERBREE « —REMERES 52 DC, 1 4EREMEE
PERRBRRE | —FEMERESR 20 DT) 2 W2 iREE#R 5 (5K : 0, 5. 25, 150 X TF 1,000
ppm : EHRIRIERE X 35 2IR) 12X D 2 FERIEMEEM/ S AMEDFA BN
FEh i,
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&35 2FMIEEEE/EVARHEGHR (S ) OFHRKERE

e G-#E 5 ppm 25 ppm | 150 ppm | 1,000 ppm
1 A E Vi3 0.228 1.16 7.19 48.7
SRR AR | EPERBREE | 0.313 1.47 9.39 61.9
(mg/kg (KE/H) | 3828 Ak 1t 0.193 0.99 6.15 41.7
AR i3 0.273 1.34 7.93 55.2
KGR TRO b EmEIT R GEIEEMHRZ) 133R 36 12, HIRIR TR 6

V7= FEEE M B OMEEMEIR ZE DI AERITIE 3TITRENT WD,
JEISEMEIRZA & LT, 150 ppm VL G OREKL T 1,000 ppm £ 5-HEOMEIZ R
UNT FRIR IR A R A BRI D F8 A= B EE D B 72480, 25 ppm P B G- OIE K Y
1,000 ppm G- HEDHEIZ 350 T HURR A B Al o SR iE K O O A& 51 O AL B D
EREEINDERD b LT,
ARRBRIZB T, 25 ppm VAR EREOIETIEMEEITHRAESS, 1,000 ppm %
HROMTABERENRD LN LG, WEMEREIIMET 5 ppm (0.193 mg/kg
{RE/H) | 1T 150 ppm (7.93 mg/kg AE/H) THhH LB LNz, (W2,

27)
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F36-1 2FMEHSIE/EVAVEHERER (Sy ) TROONEBUERRE
(EESIERE)
B hHE i3 [
1,000 ppm | (RGN0 (BT 22 1) * PRI NG (B G- ] A )

- WOKEHEINEEE 138) K O (% 5-
12 i)

s IR < T AL OB IR BRI £2) 82

c APEOS AN ORI

* Neu H8/i0 & OF Lym {8070 (19 fLER 7 4y
)

« ALT. Cre. T.Chol KO TG Hahn

< v T NN

< RN AREE RS2

- IFHEREZE e

o [T st B BN

o FIR MR KON B B/ I sk Ko ONE B B
HEhn

- FAREL

- oK EEEINERE 138) & O (% 5-

51, 78 & TX 103 i)

- HR < T AR ORI (— IR REBLER) 32
- TR & fF O RE A R (R R

A, 5 52 i)

- RIEANRE, AR — 2 b kO

W5 E D IR (RB R, &5
103 i)

Wo A, ERGE R ONLE
B

- ALT. TG K ONTP Hhn

- TV NEEN

« JRr B ARBE NS

o JIF R OV et Mo OV L EE B8 N
- (B PEEF TR ROE

150 ppm
Lk

« FOK BED (B 5- 25 38 KON 51 3)

- RB&ES > PASH(— R RE B 22)

- MR % 1 O K g A R E (R R
Wk, #5552 KON 103 ##)st

AT S E D ERRR R, B
103 &)

- RS KON AR

- TP, Alb &Y A/G BN

- L E BN

o B M OV BRI

25 ppm
ULE

- B TR

5 ppm

HIERT R L

150 ppm BA T
mMEAT LR L

§1: 150 ppm & 5HEIC BV T 52 MR AERFIZ O G FRIA B EZNRBD Hive,
2 EHREILFEM STV R, REREORELEZ b,
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#36-2 1EREFSEEABRBECEOON-EEHMR
(FEEEMRE)
BH-#E I i
1,000 ppm | - (REEEEHIENH] (P G- 2 A o PREE S (B G- 1 i S )
- FROKED (B G- 12 ) - IR T AL OREI (kR £2) ¢
IR TAHAR ORGP (CREBIZ) 1 | - MEHAEE LS KEABRIRBORE
- AN S A MO ERGE I HIFRAT)
+ ALT. Cre. T.Chol %O TG 0 AR, S A, _EREE AR O
< TV BN BT
< JRA b AREE NS - ALT. TG KO TP #40
- JFiEset K OVE B e HE 0 < TV NEEN
- FFfmARaZE faqk < RN AR NS
« AR K OV B /MK B OV B & - JFEEE SN
s o e M OV L EE BN
- B PEETTIERE
150 ppm - MOK B (B G- 25 KON 51 #) 150 ppm LA F
LIk - MAE BT 2 O RIFABREIRE Y | ssppra e L
R Ax) 82
- fA R K ONL A BT AR
- TP, Alb KON A/G ELEEIN
- B L E SN
25 ppm =IEET L7 L
LR

SURERHRUE IR I SV TWRWA BRI GO L E 2 bl

§2 1 150 ppm B HFEICB W THEFFHAAEZZIZ R WA, BkER G5 028

LEZ BN,

&3] BFRIRTEDONEEBESEERVESEREDEESR

e 57 (ppm)
_ HE i3
Pt 0 5 25 150 | 1,000 O 5 25 150 | 1,000
(52) | 62) | 62) | 50) | 61) | 652) | BD) | G | G | (62)
A Rl AR K @ 2 4 4 6 7 0 0 2 0 2
2 e e i ek 2 5 9 13" | 15 0 1 1 1 6"
2 Red i el 0 0 3 3 2 0 1 0 0 1
Al EEAEe | 2 5 12 | 15" | 16™ 0 2 1 1 T
() : #¥k. *: p<0.05, ** : p<0.01

o JENEIEIER A
b s 2 M AR SR O 36 A ANER Y B T Bk
(2) 78 BREIFENAMERER (¥IX)
ICR ~ 7 A (—REMEES 51 P8) Z2 W2 IREER S (54 : 0. 200, 600, 2,000
KX 6,000 ppm : EHRAEREITR 38 2R) 10X D T8 HRIFE N AMFRER )N 5
fiti A7,

40

42




& 38 T8 EMEMNAMRE (YOR) OFHREERE

B HRE 200 ppm 600 ppm | 2,000 ppm | 6,000 ppm
MR R | B 23.8 74.3 237 735
(mg/kg (KE/H) | 25.2 78.2 265 816

B GRETIRD D FBmIERT A GERESEMIRZ) 133 39 IR ST 5,

B R RE 52 BEE U CRAESBEEE OB U7 IEEIER A 1358 v n - 7=,

6,000 ppm ¢ 5-FE D MERE TR O M L OV ST L E &N, 200 ppm LA E#&
HREDOIER OV 600 ppm LA_EF 58 O i T/ NE L OPERF AR R 358D S 7203,
F e 2 RIB 3 2 i B I B LB O DI o T2 2 & n | I EEET
boLEEZBNT,

AR IZ BT, 200 ppm LA EF G REOMERE TIED 9 fE A AERD H iz 2 &)
5. MM EIIMERE S D 200 ppm (HE : 23.8 mg/kg IKEE/H . M : 25.2 mg/kg 1A
H/H) RiThdEEBEZONT-, BRAMETRD N7, (B8 2, 28)

& 39 T8 BERIREMNAMRER (Y IOR) TEOoN-FMEHRR CGFESMHERE)

B GRE JAi3 i
6,000 ppm | - AFEILE AL MRS E OB |« AREBINENH (R 5511 2 )8
(IRALZA ) s OFRIRE R RO MLERISE D%

- R JE R (IR A 2 ) (IREL AR §
- IS E EE RN - B E RN
R ERSE R OVEIENRE TS | - BT RE

2,000 ppm | - @R EE A0

LAk - Dot o OVEE B S 1 0
- I A M OB EE B AN
- R R LR

600 ppm

LL

200 ppm - RO 9 fEA - R 9 EA

LI

S MEHERIAEEIZR VD, REERGORELE X b,

9. MREMHER
(1) SaEsEEEER (Sy k)

Wistar Hannover 7 v ~ (—HEEMES 10 DT) & FH V7 B [RISRHRE
&0, 125, 500 } " 2,000 mg/kg (A, AL : 0.5%MC KIFR) 12
MR BR AN £ S Tz,

2,000 mg/kg R B HREDORE 2 451} O 1 51T A TRER 2 £F 5 IR OIRE I
ST, BRAESUIMHEDOC L 2 b0 TH Y, BEHEFERIT/VWEE X
bz,

PR TEN AR A K O B R =R A I B W CL IR 512 L 2 R

RSN
X 5 A&rtsh
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iﬂl@

KARIZBN TV T NORGHIZE N T HREREIZ XD 5
NIRRT &b | HERM R iﬁkﬁf’ék b AFABR D A
boHEEBEZON, &

ntu &) %hfci 75)’) 77:_0

Nl v A

(2) 90 BEMEZMERESESRR (Sv M)

Wistar Hannover 7 v ~ (—

ntu &) %ﬂfﬁf)‘o 77:_0

FEMEMESS 10 1)

By ,’rEK

I?/E mu&)ro
& 2,000 mg/kg KE T
(W2, 29)

VTR RS (5 @0,

20, 200 & X 2,000 ppm : ‘PRI EE LR 40 Z0) 1255 90 H [F 24
MR BR N EhE S iz,

F40 90 BREIBAMHESESAR (Sv b)) OFHREERE

B 5Hf 20 ppm 200 ppm 2,000 ppm
SEFA e (A B i3 1.4 13.7 142
(mg/kg RE/H) il 1.5 15.2 159
KRG TR DN mEIT AIIR 4IRS TN D

PRI B AR RO A IC B W T, AR 5T & Zaﬁf%%ﬁﬁ“
ARFRBRIZFB N T, 20 ppm LL RGO MERE T2 & A IR IR E %7
EG, MM REITMELE S 20 ppm (B : 1.4 mg/kg (KE/H |
H/H) Kl THDHEHZZ LN, EAMEMRE

IO Lo T,
Wbz
H : 1.5 mg/kg 1K
MITERD b2 Te, (B 2,

30)
=4 90 HEEIMHESERR (Sy b)) TROon-BHEMR
B G5-8 Jais i3
2,000 - IREKIR#E(FOB)S - IRERIR# M OVIREKZ2 HH (FOB)S
ppm - A EE S (IREHE AR DS - HEE (AR A FR A
- B R RS - AR, 5 E D BEOIRIEMIRTE &
- BEFLECTR T (B G- 4, 8 KUY 13 J)S BBk E~ 7 r 7 7 — U8
- BRI IN(FOB) - BEFLSCHHE N (B G- 4 )8
< NEEFL, BT o FE S K OEALAR o /N LR OV FL AR B & £ © IRER TR
B 2 11 5 IRER TR VS #, LD X L (misaligned pupils)$
- BRSO (IS - BRI OS B GRS
200 ppm | - fERER AL A0S - AREIEINENHI (5 0~13 1)
ULk - BRI AE B A
20 ppm - A R (IR R A0 A8 - FE AR (R R A0 AD)S
ULk - PRIR ER(BEG 8 L TN 13 i)

§ T MEHR BT FEE S TWARWDS, RGO

a: 20 ppm & GHETIX, 5 8HEOAHEI LT,

42
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10. £ERESHSR
(1) 2H#HAKRERE (Sy )
Wistar Hannover 7 v b (P X : —BEHERER- 28 P, Fq AR : —HEMERER: 24
) &= HWZREERE (5K : 0, 3, 15, 150 &N 1,000 mg/kg (KE/H : ‘F¥fa
RIEEEISER 42 200) (2 X 25 2 IREERBR S i S iz,

x42 2HAEIERER (v ) OFHREKERE

B 3 ppm?2 15 ppm 2 150 ppm?2 | 1,000 ppm2
P i i3 0.221 1.10 11.1 74.7
ek | N i 0.238 1.23 12.5 81.6
(mg/kg ARKE/A) | Fy i M 0.266 1.29 13.0 85.9
R i3 0.279 1.34 13.7 92.7

a s YRERM R ER 2 — EIR O T2 0, MEZOW T E IR (P OV Fy tAR) o faE g %
g (1.5, 7.5, 75 L TV500 ppm) & L7z,

BHEGHETRO DB AIER 43 IR S TV 5,

150 ppm £ 5-HED P HEA O FiBlEMWIREIC I\ T, RO LB S8 I10578 0 5
o, AR TR A FRIREIT IR S TWRWnWbs 00, etz s
LIRBEEAR A LIRS T, Ty a2 MW 90 A MEE SR RERO

[7.(1)] RO 2 FERIEMHERMEE N AR [8. (1)] 1B DR R LB
EFx5HE, BEICMHEELTHDL EEZ LN,

AABRICB W T, BlEM CiE 150 ppm LA EEGHEOREKR TN 150 ppm/75 ppm
UL E# 5B o e TR g Ok o O BB IEINE A58 0 B AL, JRE Tld 150 ppm
$5¢ G- 0D M TE C AU 0D A Skt M O b B B A i DN AR B A 2 BE R 23580 &
Nz et BmEREEITHIMORET 15 ppm (P : 1.10 mg/kg (KE/H, Fy
M- 1.29 mg/kg KE/H) . T 15 ppm/7.5 ppm (P : 1.23 mg/kg K/ H |
Fi i : 1.34 mg/kg (K&E/H) . WEWT 15 ppm (P : 1.10 mg/kg {KE/H, P
W 1.23 mg/kg IR/ H . F1 7 : 1.29 mg/kg IKE/H ., Foltff : 1.34 mg/kg (K&E/H)
ThdE&ER DI, BRI BT o enrolz, (B 2, 31)
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% 43 21‘&1’:?&9@.&%& (Tvb) TROGN-FHEFRR

EMBARID O RiRA k& LiginoTe,

(2) REBEHAER (Sv b)

Wistar Hannover 7 v ~ (—#filf 20 JC) O4LHk 6~19 H
& : 0, 10, 100 K * 1,000 mg/kg AR/ H .

e 8 JE0 S LT,

%\Effﬁi“( WD B AT

SHILHIEN

AT RIIE 4 1RSSR TWD
KABRICE VT, BEMW T 1,000 mg/kg A5/ H #58 CRERD .
G 2l 100 mg/kg (KF/ A UL B GRECEKAR (56 14 MEIHE L O

. BoP R Bl:Fi R Ry
BEH T i T i
1,000 REEEINENE] | - AR, AT - REEINEE] | - R R OV E
ppm (%), (Beh- 1~4 BLL| AROAEPE R - IBRREPS% | &5
1,000 ppm, Fog)a W, AR CRAEBIED) - IR AE IS (— i
/500 ppm(Hff) | - fFHEe e L E|  SOEMSHMIRIE| - T E SN N kA
eyl - R OV ot K - RS MAE R
AFRNONER B O EERE B O B Rz T
R Lt w N Fi%
< FEENRRRE T
B HEn
| 150 ppm(E), | - BILEEHEN |150 ppm LA T - Bt R OV EE| - BT R OV ER
%150 ppm/75 « FORMRAE R M O FEtERT R7e L =N =N
ppm () LL 1 bEENE, E - MG, I HT
K ., B AL
- Al IAE T Rz Ak
. DB AKLD
Rz Rk
15 ppm ()., mIERT R L R RLe L mIERT e L
15 ppm/7.5
ppm () LL T
1,000 ppm CREEINE] | - AREEEING | - ARSI | - (RIS
- JEEBH AT - JEHE S R OVERER | - R o B SR
el - IR EEE R e 25
= ER
%; 150 ppm o PGS K OVR R | - PR R OV R | - ARBERMAR 25 EE | 150 ppm BATF
" Pl el el Pk s w7 L
- IRIRBEAIAR S B | - JR A e s
IE% a8
15 ppm AT R L MR AL L AT LS L
U\T
PIEHRE IR IR SN TOROA, RIERGORELEZ b,
a: B HAHNCERD DAV AR EIEININEH & OB &N DN T, BEERBE DO RN E X 6D 2

R DS (5
AE © 0.5% MC KisiR) LT, 34

IREEEN

20 Hﬁlﬂﬂ&) DROLNTZZ LD, BHEMERE :t!:%b%f 100 mg/kg {KE/H ., JiE

IRT10mg/kg KEH/A TH D B2 bivic, fEaEME

44

ntu 5?’) %hiﬁﬁ)/) 712_0
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2, 32)

K44 RESMUHHR (S ) TROONFMEHRR

& 57 & fig i
1,000 mg/kg A/ H - RERD IR 6~T7 B) MK | - [RIKE
NP GTHE 6~20 H) S - B LN E) §
- B AV (UER 6~9 H N9
~12 H)
100 mg/kg &=/ HLL E 100 mg/kg (RE/HLL T B EGE 14 BFI
mPEAT R L B KON 20 fiHEEHE) O 1
ins
10 mg/kg K&/ H BT R L

DR BUEIZ I STV RV, BEREDRBELE 2 bl

(3) RESHHR (VYD)

NZW 7% (—REE 24 JT) OENE 6~28 HIZHEHIRE 085 (FA : 0. 25,
100 } T 400 mg/kg A/ H6, ¥ : 0.5% MC KiEik) L. ANz
i <7z,

BHEGHETRO DB AIEFR 46 RS TV D,

ARRBRIZIW T, BEW T 400 mg/kg (RE/H &5 HECEE &R, BIE T
400 mg/kg A/ H &5%?1&%@ B (5513 SEmEINE & O 20 Kol
He, BiER T RABE) ERROLNTI &6, ﬂiﬁg S REEN K OB IR
&b 100 mg/kg R/ H TEE)ZD EEZ LN, EREHITRD bt (&
M2, 33)

F= 45 HRASMHER (YYX) TROON-EMURR
B 5RE STk B IR

400 mg/kg A/ H - BT EED (R 13~20 H) - AR

- EASZE B OGS 13 58
IR E LN 20 HahE
ME. B R AR AR
)8

< BALEIE (B i f OV TP
BIHEE)S

100 mg/kg {RE/HLLT PEPT R L TR L
S BEHR BTN S TWRWD, IR GEDRELE X LT,

6 R E R & L CHE S A EMERBRICB VT, 500 mg/kg (KE/A UL E&5RECHEE R, B
R R OMREWD & F 9 TREDORAEMEDOBMNRD b= End . ARBRICBIT 2kEHAES
400 mg/kg (AEE/H L3 E LT,
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1. BiIEEEER

JEAE A 2 FH N T
N3EEK TK6 #lifin 2 VN2 1o vitro /MEREBR, T~ b &2 W7 in vivo /MZRRER N
Feht i,

FERITR 46 ITRINTNDH LB, BTRETHSTZZENH, AT MU T

Y e RIZEmENE

AF VT EY R (FUR) OfE%Z H W 1EIGR R
G TSR RRE (v R Y 74—~ TK#RER) |

TV D EEZ BT,
(B R VB £%

(=M., 2. 34~38)

FA46 EiFHHAREREE (R

B, v A Y o]
=N

5.7 114~136 H)

RER e JLERRFE - 5 & i 5
in vitro Salmonella typhimurium | ©5~5,000 ug/~7 L — k(+/-
(TA98 . TA100. TA1535, S9)
HIRZERAE T | TA1537 #R) (FL— k)
R BR Escherichia coli ©20.5~5,000 pg/~7 L — k e
(&R 34) (WP2 uvrA#k) (+/-S9)
T A rFaX— g
)
S. typhimurium 313~5,000 pg/7 L — h(+/-
HIHZEskZE 5 | (TA98. TA100. TA1535. | S9)
AR TA1537 ££) (FLAvFax—g 008 | Bk
(£ 35) E. coli
(WP2 uvrA )
~ U A ~ 7 AU o EH 50~1,000 pg/mL(+/-S9)
V7 x—~ | (L5178Y/TK*) (WL s 3 IRpfALE) e
TK 5tB& -
(&R 36)
B b U RIEER Y 1250~1,000 pg/mL (-S9)
SN R (TK6) (4 FEALEE, 24 BRREAL R
(2 37) o) i
o ©250~1,000 pg/mL (+S9)
(4 BEREALFE)
In vivo Wistar Hannover 7 > h 400, 1,000, 2,000 mg/kg
IR (ﬁ’%&jﬁ%ﬂmﬁ) (LN ; S .
(BB 39) (—FfHE 6 1) (24 W MRR. 2 B0 #& 2

5. k&b 24 B ICEE
)

1E) +-S9 : AREHEMEALRIFAE T R OHEAFE T
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12, BEREE, RAFCESFHR
(1) SHSHEER ERBEERURAESE)
AT Y TVEY R (FIR) ©F v s ERAWZEMEEMERER (B &5 & O
ANEL #8) MEf STz,
RIIERATIOREN TS, (B2, 39, 40)

FA4T FMBUARBERUE BRBRERVRAECE., REK)

5 Y LDso(mg/kg {AH) - e
s FERI - Ik | if s S IR

SD 7 v bk JEIR M OBET )72 L
%7 —FEE 2 T >2.000

(2 39)

Wistar Hannover 7 v b LCs0(mg/L) DRHE, TR, (RERED

A a — e 5 L

(BH 40) >0.974 LI L
/L FEhd

a: 4FMIE<CE (=7r Y0

(2) BEUEBICHT 2 RBHEM T B EREESR
AR B g o 2 2 O 7o IR S OV TR s ol < v iz, £ ofER, iR
(2% U CHREE OREMER RO B2 23, ISR 2 MEILRO S d o7,
CBA/J ~ U A % W T2 2 A EMERBR (LLNA %) 2350 Sz, & DOREHR,

R ERAEMIIZR O b hnoT-, (BHR 2, 41~43)

(3) 21 HEESMEEREEEER (Sv k)

SD 7 v b (—REHERES 10 VE) & Wik &5 (5K : 0, 100, 300 &N
1,000 mg/kg (AHE/H, 1 H 1[I 6 K, 7 A) 12X % 21 HMIEEAMERE EME
FRBR S FE N S T,

1,000 mg/kg 8/ H £ 5-8F O 1k C Tl o ff ok BB & OF 300 mg/kg A8/ H
UL b4 G REOTE TR O L &R MATRD B2, it Ried 5 ik A1k
FHIRT A —Z DAL KL OIREARRR I E LD ZR D G o 7o 2 & b s
HETHD EBEZ LN,

AFRERIZI VT, 1,000 mg/kg (R H FEORE 1 FICIRBH AR A IS I3V TR
PRI I BT AR % 1 D 2R A IR, B R RO I2 B W T IRER O A RSk
AEIRERIZ AR BB G bivle, b0 kX, 7 v FE MW 90 H
IdEAMEEMERERO [7. (1)] ZBWCGROLNTZIROFT R EFEELL Tz 2
EG, MR T 300 mg/kg (KE/H ., T 1,000 mg/kg (KE/H TH D &
Bz, (B2, 44)
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13. TOMDRAER
(1) 4-HPPDase FRE{ER (/in vitro)
A7 NU TV YU RO 4-HPPDase {GTEICxI T 2 B A3 M7 5729, 7 v b
fiF S9 IWiRICA 7 MU T YU K% 0.001~10,000 nmol/L. DIEETHRA L., 4-
HPPDase DIEETH 5 4-t Fuxo 7 = =/LE)LE U (4-HPPA) ZikNt.
RET TV UTBREDNE Sz, BtExtiie LT, 4-HPPDase [HEAITH
% NTBC % v /=, NTBC I3 E A7 4-HPPDase Z % L, ICso (% 2.25
nmol/LL Th - 7=,
A7 MU T VYD RILEEKRFRIC 4-HPPDase FLEEM 2R L, ICs01% 9.76
nmol/LL ThH-7-, (=M 2, 45)

(2) FHRZAWV=FAL ORBICEET 2EEEMERAER (/n vitro)

A7 RV TV EY RIZKks 4-HPPDase HETIZBIT 5., Fu v o RElEEET
nyr7 ) b AT7 2T —8 (TAT) EOREEEZBRFTT 5720, ~ 7 &,
Z v b, UYF, A XL MTFHROBRERICT e Y KOS 7 )7V EY
Rt NTBC 2L L, 0, 2 KO 4 Bjf##% D 4-HPPA L1 4-& R
X7 == /LHUEE (4-HPLA) BEENE ST,

AT NUTYEY ROBERHZEIT D 4 KA v FaX—Ta V%D 4
HPPA+4-HPLA O/pf&EIZE b, v VX, UHF T FEUA XDOJETEL |
TNEN 62.7, 38.1, 14.4, 12.8 21 10.8 nmol/mg protein ThH-7=, L7=H
ST AT MV TV EY Rigk?d 4-HPPDase [HE FIZBW T, v 7 AKXt b
(XL OEBMFEIC LR T TAT IEERE W EE X BN, (B2, 46)

(3) EEBE52OELHYICHE T BT FOL VRE

A7 RNV T Y FOFEMWEFRHOBIT, 7y MR~ T A (—REHE 5 D) |
UHX (—EERE3 L) KO X (—HERE20L) 2HWT, AT N T YR KE
0. 100 % T} 1,000 mg/kg RE O HE THEGREIFE Q&5 L, &5 72 K% £ T
DT OFa L U R OA 7 MU 7Y RBEMNE SN (BRIZE 48 =
M)

A7 NV T VY REEE 5% O KMEF T2 > U REIE, 1,000 mg/kg (&
EREGRETIZT v T 2,120 pmol/L, <~ AT 648 umol/L, 7% X T 1,090
umol/L, A X C 1,690 umol/L. 100 mg/kg A E L G- HETIXT »~ KT 1,090 umol/L,
~ 7 AC 583 umol/L, 7% FT 845 umol/L, - X T 1,180 pmol/L. TH > 7=, #
5. 72 FFf#% TlZ 1,000 mg/kg (REE GO~ T A KA XOIfEFFr o R
RV, ERMEL Lol Ty M TIEERE 72 R I W T EfE Gt
BREDOKI 101%) Th o7z, (B2, 47)
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FA48 EFYOMERFOLUVRERVATN)T7VEY FNRE

) fE 7w b ~ A AVAS A X
T e A R R O 72 KRR IR
( Prhg | PUBHRIR . FUBHER s OB s OB .
mg/kg 1K S35 R R R
=) M) (umol/L) ) (umol/L) ) (umol/L) ) (umol/L)
5wl 104 B 119 el 123 A 42.4
100 24 1,090 8 583 8 845 24 1,180
72 290 72 121 72 154 72 58.5
5wl 111 5 5-Ai 100 B 5-Ai 143 A1 40.2
1,000 24 2,120 8 648 24 1,090 24 1,690
72 1,220 72 185 72 260 72 62.3
ANV i iR B K ONE IR S0 E 72 e 14
100 1 51.6 1 28.2 2 17 1 169
24 <LOQ 8 <LOQ 24 <LOQ 24 <LOQ
1,000 1 548 1 662 2 187 1 278
72 2.11 24 <LOQ 48 <LOQ 48 <LOQ
<LOQ : & BRI

(4) 90 HERERA/ES S v B IFA2MBERFOL VIRE
A7 VT YY) FOFRMEFEAO BT, BEKR G TEBINTZT v M &

N7z 90 A M #i St
[7.(1)] XUO®@ (FEE: 0, 5 %020 ppm)
U7 oF a o ARENHE S RERITER 49 ZH)
7w b &= 90 H R 2k
TG ST HERELZ

#ABRD (JFfA:0,200, 2,000, 10,000 } O~ 20,000 ppm)
[7.(2)] © 23 BRICIBVTE

MR J 0@ TR IR EE 5~20,000 ppm

BiFDF oo I T 92.6~1,790.0 pmol/L. i T 34.8

~1,910.0 pmol/L T - 7=, 2,000 ppm LA EFG-HEDOHED M F = o PRI

WHRIZEE U723, METIE 20,000 ppm HEHHEE TEETH -7, (B2, 48)
49 Sy bIBTHIOEFFOSVEE
W R ppm) | BEHRIEIGE) oy BimoliLy
i ivia
0 65.3 £ 10.6 33.5+4.5
5 14 92.6 £ 18.5 34.8+ 7.3
20 156.0 + 78.6 56.7 + 15.6
200 1,370.0 £ 129.0 682.0+ 133.0
2,000 19/13 1,790.0 £ 1562.0 1,590.0 £ 148.0
10,000 1,780.0 £ 74.4 1,720.0 £ 123.0
20,000 1,750.0 £ 163.0 1,910.0 £ 160.0

a; SEHME AEREF 2 (0, 5 &N 20 ppm 1L n=10, 200, 2,000, 10,000 & T\ 20,000 ppm i n=4)
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(5) FRBERLAZFAF—E (TP0) FHERER (/n vitro

A7 NI TYEY ROFRIE-VAF X —F (TPO) 1HMEICxd 2 B8 AT
357D, 7y FRERRI 7 e Yy —L2HWNT, L-FevrzfEEL, 47
U7 Y K% 0.0001~1,000 pumol/L % 1} 0.316~1,000 pmol/L (&4 : DMSO)
DOREETHUEL, £/ 3 v{kFuerr MIT) 2E&L, TPOIZ kD a vElLD
BISEFH Uz, BERE LT 67 e -2-F 477 (PTU) BNAHWD
niz,

PTU IZREKRAFIIZ TPO IC L5 3 UR(LEHFE L7z (ICs 1% 1.18~1.25
umol/L) 23, A 7 FU T Y EU KL, @ CTOREICEBWNT, I UvE{LERELR
Mmote, LEEBR-T, A7 MY TV EY RIIKRREEBRSIE T T TPO IGMEATRE L
nEEZ LN, (B2, 49)

(6) FaryEEX]1 (DI01) FEMEERE (/n vitro

A7 MU TYEY FoRia vHREEESE T (DIO1) IEMEICHTT 5 82§ 5 7-
W7y MFIzueY—bZHNC N3 —FFr=2 Ty 2 EHE L
A7 FY TV EY F%& 0.001~ 316 pmol/L (JA# : DMSO) D2 CALBEL L, 7
BEL7-a vfbEZ20E LT, 3 vblEdistE IRA) Z28EH Lz, Bixt i
L LT PTU RUOA—aFF 7 a—zkfi (ATG) 28V ST,

PTU K OYATG X, IRA Z KT Tla vELEELR LN, A7 MU T
VEY REAUB SN2 TOREICBWT IRAIET Lo, LIRS T,
A7 RV T Y RIIARBRSS T DIOL HHEE2ELRWEEZ BN,

(zH 2, 50)

(7) BEZNVBERSVRYAL LF Y (TIR) #AHEER (/n vitro)

ANV TEY ROfES > RXI7E N7 A% A LF 2 (TTR) #EAHEEZRE
42720, A7 U TYEY FZ& 0.0097~970 pumol/L. (& : DMSO) i s
T, b MAEREE TTR KOHRBEALVEFaxor (T ZRA LT, Mo
W0~ O el Ty %&%% Lf:fv‘;ﬁ ORI 254K B (TRB) CALUX®HiaE (1x104
cells/100 pL/wel) IZIE< TS T lEHEZ LR —F —V— TV HIE L,
TTR IZk}F % Tmt/\@mm HIREE 25T L7z, BatExtit e LT 8,3',5,6-7 7
TaEEA7x/—/LA (TBBPA) RNHWLILT-,

TBBPA /X TTR ~® Ty Ot & #5i GBI EE LT, TTR IZHEA L7z Ts HKE
DREEEFEREEN, A7 RNV TYVEY RELB SN2 TOREICHBWT,
FIOETIIHONTREL W SN, LTeB>T A7 M7V EY RiEK
BRI FC TTR AT eV EEBE 2 bz, (B2, 51)
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(8) HARRZZEWEB (TRB) EBEMALHER (/n vitro)

AT I TYEY ROFRIREZEME B (TRB) ([ZxfT 257 A=A NRUT ¥
d=2 MERFOFEZ BT 5720, TRB-CALUX®HIIEE & V7252 BIKEEE
TEMEAL FRBR A it < 7=,

AT NI TVEY K&, 7TE3=AMROT ¥ I=2 il & 12 0.00001~
100 pmol/L: (V&M : DMSO) DyRECHULER L, VABERHIR & OFH R TR B A3 5 H
ST, Bt E LT, 73 =2 FaHiilIZIZI L-TrXxT Yy (Ty) . T ¥ I=
A NEHIZIET A F =L ) — b,

AT RYITYEY REABINTZE2TOREIZBWT, 73 =X B TIX
10%LL FTHY ., 7o X T=Z Ml ClX 80%LLETH - 7= 2 Lo ek &
Entz, LER-T, A7 MU 7YY RIEARERSM ¢ TRB 12k 257 2
ZARNKROT X T2 A MERITRWEEZ BN, (R 2, 52)

(9) F hUDL/AoetE@EE NIS)HESR (/n vitro)

A7 MU TYEY RoF MY v a/aofedimsik (NIS) OFEERICK
LHWBEFMNT 5720, 7 v F NIS Z8El4 25 b MalilEMla (HEK293) %= H
VT In vitro i BRI I e S 477,

HEK293 # = 7{b T h U U A2 G CTREEL A7 N 7Y EY R4 1.10
~800 pmol/L. (¥4 : DMSO) DR CTALE L, Mifah o 3 — REEEZHIE L.
BV IAHOFARAESRZFEH U, BRI E U CGREFRBE T Y v A8 H0 bR
77,

MRS U v A% 100 pmol/L T 100% = wikF b U 7 AHLY AL PLE &
~L., ICs01% 4.06 pmol/LL T o7z, A 7 MV TY Y NicksdavikFr o
OB Y IAHOHFHFERIL, R TOREIZBWT 20% L FThoTo, L7eho
T, A7 MV 7YY REARRBRSH T T NIS [EERITRWEE T,
(&H 2, 53)

(10) TR AT UZBHREEFELHE (/n vitro)

ATV TYEY RO b F 2B/ (ER) IZHT2527 I =2 NROT &~
42 A=A MEROFEZBFT 5729, hERa-HeLa-9903 fiflatkz A% R®
IRER G IR PR L RRBR 23 SE0E S v 7,

A7) 7YY a7 3= M Tl& 100 pmol/L~100 pmol/L, 7 > ¥
2= P TIE 1 nmol/L~100 pmol/L D2 EE CTHLER L, FHxf s Gy M A3 E H
ST, BtERE LT, 7= FEHIICIZ 178-= &2 F 7V F—b 1Ta-T A
FZ =KD 1Ta- AT NVT A RNATRVN, T oX 3= MHEIZIZ X T
X7 kO FaFxF v XEXR 7 2 URNHWLNT,

BEMEXRTIR & OFRRIFEIETRE 1T T T =R Rl TIL 10% L FTHY 7 ¥ T=
A RNl Tl log ICso EH SN o T2 Z Enbath L Hr iz, L7zoio
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(1

(1

(1

T.AZTRITYEY RIIARRBRSEE T TERICHT AT I=A N7 o4 A
= A MEHIZWEEZ O, (B2, 54)

1) P RS URBREEFMHEER (/n vitro)

ATRITYEY ROT o RuaF oZB5 K (AR) ~DOT7 A=A NROT 22
=2 MEFOFELZKFT 579, AR-EcoScreen™ ik 2 F\ 7= 5 KRR G
TEMEAERRBR Y S S A7z,

AR TYEY RE, 7= FHiliTlZ 100 pmol/L~100 pmol/L, 7 >~
& 3= A FaHli CiE 1 nmol/L~100 umol/L O THLEE L | FAXIHRBIE M N A
MEniz, BGExE LT, 73 =X FaHliiZiX ba-¥’t R T XA NAT 1~

(DHT) LA RAZ Jarn, T2 A=A NEliZIEe Fa¥xo 71 % I Rk
MR T =/ —)VARHNLZ,

BT B & DARRIFESEIRE LT T = A Rl CIE 10%A FCTHY 7T ¥ =
A RFHEI Tl log ICso BEH S N7 o= Z E b EtE E Sz, L7zoio
T. ANV TYEY FIIREBRSMHE T TCARIZHT AT I=A N OT & T
= A MEEZRWEEZ bR, (B2, 55)

2) 25704 FRILEVEEIZRIZTERERR (/n vitro)

A FRUTEY RORTaA RFEALEY QT8 A TP F— L E T A |
AT v y) EAICKHT 2B FEMT 5720, b MEIEEE bk H295R Al
AT in vitro i BRN3EhE S 417-,

A7 MU TV EY K% 0.0001~100 pmol/L (JA# : DMSO) D& CALEE L |
178-T= A N T VA=V R OT A b AT 1 CPREEE B R OSB3 S 4
fhE LTRSS, BrE GEEER) LT+ x a2l a8, et
B (FHEEH) LT rrus XRHWLNRT-,

A7 U TYEY KX, E@COREIZBWNT, 1T8-= A N7 U4 — VKT A
AT v CPEAEDRNE R ORI D b S8 L OB EFEEMI
WTENBEEEHIT SN, LEBn-> T, A7 M7 Y Y REARRBESA T T
AT RHRVEVEEICEE L WEEZ BN, (BH 2, 56)

3) 7ava—EEEBEERE (/n vitro)

A7 NIV TYREY FoT7T e~ & —B{EEREERICH T 2222301 57
W, b ML Z I 7 1Y — A% HWT in vitro i BR)N Ei S 7=,

Ty RueRTUoUFrEREEL, ANV TYEY & 0.0001~1,000
pmol/L. (AL : DMSO) DORE CAEE I N7z, Bt E LT, 48 Frxo T
YRuRATUoUFUBRHWLRT,

AF NV TYEY FOT v~ 2 —BIEHORREFELLROFHEIT 103% TH Y |
FHIERETH D 6% BT Z Enbatk L Hifrsiic, Lo T A7 Y
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7Y FIEARRBRSE T T r~ ¥ —BiEHEYE CldnWeEE 2 b,
(BH 2. 57)

<4-HPPDase [HFEIC L 2 wMERBEF LN e MMEEOZLE >

A7 N)VT7YEY RiZ 4 Fexs 7=V Vo4 7 —E8 4-
HPPDase) #PHE LFREEM:2RET HREHITH 5, 4-HPPDase (FMFLIEIZ
HLIFELTEY, Frrroff#EicEls L Tns, Fry a7/ b
TUAT 27 —F (TAT) IZX->»Thfgsh, HETHD 4t FuFxo7-=)L
ELE VR (4-HPPA) MNER SN 5, 4-HPPA 3% D%, 4-HPPDase °% DO
Do AR DREFRIZ K-> THEICHE SIS, TAT 13T v v ol BiT 5
ERTHY, TOEHITHEICEI-TERS, A7 NV T YEY NICLD 4
HPPDase B FiC ?éTAP%%@@#;OwT KAEENY X O e b O TR
%z A= in vitroillr [13. (2)] IZBW TR S L7z, TAT{EMHIZE &~
JATEL. 7k, ?%%&U%XT (T oTe, £, A7 RNV TYEY R
OHEREAREGIZEY, 4FEOEMY, ~ VA, v b, UFFROA XOIEF
Fo v U RET, RERTE IR L TENEI 6.5, 19.1, 7.6 XN 42.0 5L 7o
7= [13.(3)]1 . 7> h&EHW= 90 ARMEAMEEHRRBROLVO [7. (1) KD
(2)] OV ThH, MEEE HITHRBE L IR L TTF ey VRENEE TH -
7= [13.(4)] .

4-HPPDase 1523584 3 E1Z ICHESHN S & 4-HPPA NMANICEE

L. iR LTt TFn //{EE#J:TWL%J (Fr v imiE) , 4-HPPDase
FHEAZ &G SN-EBREY (7 v MR HF) Tk, EICIRSOEHEOIHAIC
WEINFRO LTV A,

7 v haEHWE 90 HHEAMEERBROIC N T, KHED SIRICARBSE,
OB A, EREBAE OB FTE 2GR B, EEME &I 1.39 mg/kg KE/H T
Hot=[7.(2)], FRBEOMmMIETF oo BEZRE L E A, i/ mths
TOFr v CPREEIE 1370.0 pmol/L Gif FEE TIE 65.3 pmol/L) Th - 72[13. (4) 1,
LFVEBICIESBEEINTZT v FEBAWE 2 FEMIBMEEME/ZE D AMEGRS R ER
[8.(1)] T%. 4-HPPDase [LEMEAICL D H D LB 2 BN D ALK K OME
FAEDRED LIV, N6 OMERT ROMEEMEEIL 0.99 mg/kg (K#E/H Th -7,
AFTRIE. A XTIEBEINT . v~ A2 HW - 78 RN AMRER[8. (2)]
TIHIRB PRI AE CARILEZEOILER/IS E D RRENPBE I N, B
I B IR AR R RO BT AR s o 72,

7 v M HWERAFEMNERRR [10. (2)]1 1280 T, BIRICBIT 28R E RO
AEHEE OB OVEALEEIE A FRD b= Z Lo s R O®EEMEEITX 10 mg/kg
REH/H ThHoTe, VX EHWRAEEMERER [10. (3)] kW T, KBIEick
T D BRI B ORAEBE OB L OV BALBIEDNRBD DLz Z &0 h | RO S
PEEIX 100 mg/kg KE/H TH -T2, T v MRV FE2 -5 EmERR T
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RO LN IERE~DOREIX, i 4-HPPDase PHEAITHHEINTED,
BT a v UE & E RO B L ORI RIS LTV D,

7 v N 2 MBS S AR ER [8. (1)1 @ 25 ppm DLk
B HREDORER Y 1,000 ppm % 5-BEOMEIZ 30T H AR AR O R AEBEE A EI
WLz, 7 v MR ST BRI O3 AR 2OV T, FRAROEHER
B (FURAR- VA o 2 —BRHE [13. (5) ], Bl 3 o REERTE MR [13. (6) 1.
T2 A LT UREE [13.(7)]1 . BRI AE 8 #5505 M0 [13. (8)]
F U T A 3 eI ARREE [13. (9)] ) KON MW< BLBR (=2 k
04 SRR EIEYE(L [13. (10) ], 7 v R e & U SR 5iE k113, (1) ],
2T A RFVEVEA [13.(12)] | 7Tu~v2—BIE%EE [13. (13)] ) %25
Mo L7=fER, A 7 R U7V EY RIS ORBEA~ZEZ RITT AN 202
LTRSS NI,

Fa NIRRT CORIBMETH Y . T v MBI D FRRA K ER
fa DB R M OES D364 1% 4-HPPDase BLE RN L= 2& T 0 o U BE O
FRICEHE L THLREERH D, T v FEHWZ 90 H RS MEEMR
O CQTOMmEERFa v U REZRIE L& 2 A, FUIRIRET Lo R M &
Fo BT L TWE [7. (1) R0(2)] KO [13.(4)] .

4-HPPDase BHEANC L 5 F 0 v MIEDRRE L, TAT REE2 N LizFai
ORFBEES OREZEICER L, Fr v A O ZEIX, 4-HPPDase FHEHTIm
LCBIESNDFHFT ROBALOEOBZEOENE LTRREND EE X
bivle, LTeh» T, BEEEZESREE “HMRAES T, 7 v FRRANC
XL TEEZMENRE L, v T ATIEE b ERBRIC TAT {EEREW D ST EfiE T &
HHDD, ¥ T ADHTE MEREAENMAZITO Z LT TIEennHr&Fx
I h | B A FEE L7 2 T O RE OB R a2 FICRHMEi 2 T2 2L & L
7=, (M2, 58)

(14) XRXEICEIT5HARER
AT RV T EY RIZHOWT, 7 —4%~X—Z[Web of Science (Core Collection)
KOV J-STAGE] # MW T, 2024 426 A 18 H £ TORMIM A MR MIH & L
T AR SCERIRR N FE L S 4v, & M 2 B0 0 Y (B a AV -mise, &5
WFFE5E) IZY T 5 & L TIUE SN ARITIRIT e o727, (B 63)

T TAFSCEROWEE, BIREDT-DDHA RIA4 2 (B 3H9 H 22 A EMKES BEBMERS
BIESBASIE) | TS,
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I REFICHRIEBROBE (KM

1. SESHEER BORS. REWMFRUD
REWF LRI OT v bz Moo artmiiae RO&S) 2Ef S,
HRITE B0 RSN TV D, (B2, 59, 60)

x50 FUFHHAREREE BEOKRE. KBYFRUTD

5 EALYECE LDso(mg/kg & H) - SR
BRYE BERI - DTk T Tt BN ER
Wistar Hannover 7 v h 2 e h5-& : 2,000 mg/kg (KHE
& F i 3 PC >2,000
(2 59) JER K OFE T il 72 L
Wistar Hannover 7 v | 2 B 55 : 2,000 mg/kg A
R 1 i 3 PC >2,000
(ZH 60) JER L OB il 72 L
S BT

a: FMESERIEIC K 2FHE, WL LT 0.5%MC KB Va7,

2. ECEHEER (KEMFRUI)
Rt F RO (B, . B3 DK OUK R iR k) o 2
N AR ZE RS LR DN S X ATz,
FRIIERBLITIRINTVND EREY, WInbEThHoTz, (B2, 61, 62)

51 HiIEMHRERSE KEMFRUD

PRI E R RIE S MBI - fGR | RER
R F S. typhimurium (TA98, i
(Z# 61) in | wRzessn %mo\mwga TA1537 313~5.000 g/~ =
R T vitro AR E coli L= F(+/-89) -
(ZH 62) (WP2uvrA ££)

TE) +/-S9 : AREHEMALRIFAE T R OIEFAE T
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N. BRARECETM

SHICET TG ZHWT, BE 47 U 7Y ED K] ORGMERFESM A
Sk L7,

UC TR L7=A 7 N U 7 e Re AW mRERBRomk R, REo1 7
R TV EYU RBRDLINZIED. 10%TRR 2@ 2 5HEMmE LT I BN 5
72

AT R TYEY REOMGEHY 1 2ot ktgibai & LT AR g sl o R 5
AT NI T VY RORKEREIRD S THRO L2 1.60 mglkg THY . Al R
*B“C 1L ZAKTRRD 572 0.03 mgkg TH o7z, it I O KRIEREEIZ D KT

BODHI 0.48 mg/kg TH Y, AIEMBCIIL A TRD 517z 0.39 mgkg ThH -
710

UC TR LA 7 P 7V Y REAWEFSRERBROME R, REIDOA 7
FUTYEY RO LNIED. 10%TRR 22 2R3 E LT I 2338050
72

AT RN TYEY REOMREW T 2008yt a & Lim o v & v T- & Ewsk
kbR OFE R, FREEEIXA 7 MY 7Y KT0.901 pglg (i) . A 1
T0.138 uglg (i) Thot=, A 7 MV TV EY REOR#HW I 2 0rxtgib &
ME L7e=U N 2 W= SPEMERERABRORER., RREEEIZA 7N 7YY
R 1.11 pglg (AFIE) . R 1T 0.0541 ng/lg (IFlK) <TH -7,

UC TR L7=A 7 MY 7YY ROT v N a AW T=Eh RN E e ER D5 5.
A7 RN T Y FROBG% 48 RF ORI 1T AR &R 5-7E T 53.3%~60.2%.
BB GHET 61.8%~72.4% & FH SN2, HGHURREIX IR K OB 2 Pkt
S AT MBI R T e 514 48 RFfH C KA & 58 T 11.0%TAR~15.3%TAR,
BB G T 2.37%TAR~4.65%TAR Toh 0 | RN O #E P OPEIR T, (KHER
HEICBWTHEREICRD b ), mARRGHICE TR, RAPOHEHEOF
N FRO BTz, R, FEN OFEH AP E OSSR M g DS B DT H RAE
45@47 MUY REY RBECHEE S, FERHME LT C RO LI, DI

B D, E. F, HXOIRED LT,

%@ﬂ REBAERND, A7 NI TYEY REEICL 28T, FICERE B
Wil 7y MR~ R) | IR (AR, AERTLOASE : 7y ) | BRI (A
AR © Z > N) | BlE (EMEE T BESE '7 v MR~ A) KOYHD 9

(fsf : ~ U R) IO LIV, MRk, BAREIC R 2 8, A &k ONE
RO b e o T,

7w MW 2 FREMEEERE D ARG RRIC VT, ﬁtﬁfﬁf‘ﬁwﬁﬂﬁ%ﬂ@
FHARIE S DI LEARFEHE NN FERD BTN, B O AEM T B aEtE L2 b0 &
FB 2, FMMICY - VREEZRETHZ LIIARETHDL LB X %m:o

FEMCETRER K OF B RHERBR O R, 10%TRR 282 2R e LT, I3
Do, REWMIIZT v FTLEBO LN, LEDZ b EEY R ONEEY

=)

L
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HOIE< BEHGSWEEA T R U T Y R BULEMDR) ERE L,

FRBRIC BT D EmEMEE N O/ M tEEid R 51 1, HERo&E 5%k v AT
5 AIREVED & 5 R B E IR 52 IR STV 5,

7w &AW 90 A M S MEA R R R CREBEEDRE TE R o 7208,
IVIERAETERSINTZT v b2 HWZ 90 ARMAMEERBROKL O X v K H&
MOEMTEINTZT v hEHWE 2 BRI S AEIFERBRIC N T
MEEENEONTNDZEND, 7y MBI EFEHEEEFEOLNA NI EE X
Sy AW

UbXy, £RBRTELNZEREED > Li/MEX, 7 v ME AV 2 F[1E
PR FE D AMEDFARBR O MR 0.193 mg/kg (AHE/H TH-o72Z &b, Zh
ZARL & U TR 5 100 TER L 72X 0.0019 mg/kg (RH/H & 727,

—J, w7 AEH W 78 BN AR CEEEENHRETE T, K/hEE
1% 23.8 mg/kg (AE/H ThH o=, RKIZ, TOR/NEFEEEEZRILE LT, Lok
1,000 (FE7E 10, fE{A7E 10, HHMEEEZFRE TR > 0GE O RHEEEE O KRR
£ 10) TERL7=HADfEIX 0.0238 mg/kg (AE/H L7220, T v M & Az 2 4
&R S A DR A B O MR B 2RI & L TR % 100 ThRL7ZME LY
KEL 7o lzl-8, FFR— BEEE (ADI) % 0.0019 mg/kg (KE/H ERELTH,
eI RSN LD EEZ BT,

UEXy, BneeZBaREE HH4A&SIL, 0.0019 mg/ke AH/H % ADI
ERRE LT,

Flo AT RV TYEY ROBEERAOKGEFIZID AT HAREEDOH 5 mIEFE
a:#ﬁ%ﬁ%@%&@%d\%ﬁEOD 2> BE/MEIX. 7 v b EAWIREAFEERBRO
MM A 10 mg/kg (KE/H TH Y . 3B SNt ISREMMICEEEENTED i
ROHBEICBIT D EBAR (5 14 L%IJHJJ”E'*&U 20 MIREHE) DN TH 7= &>
B X AXIENR L T D RIREMED & D et icxt T 2 2t A & (ARD) 1%
NERLE LT, 22425 100 THRL7= 0.1 mg/kg (AHE L 7% & L7,

—RDOEMICK LTI, A7 MY TV E Y ROHERRROEEGEEIZ L AT D AR
Db 5 EIERBIIN T 2 MEEE K N/ NEERED 9 %W/Mﬁ I, 7 FEHW
72 90 HMHSMEFEERBROOBEME 755 mg/kg (KE/HTHY ., Iy M4 7fHE

(500 mg/kg RE) LL ETH D Z &5 ARID IF5RET DML EN 20 LI LT-,

ADI 0.0019 mg/kg A/ H
(ADI 3% EARMLE EL) & 3 S ARG R BR
(B fE) A
(AR 2 -

(B 5-7515) IR
(i 2 1 ) 0.193 mg/kg 1K/ H
(2R3 100
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ARfD REDVE 2L
R DM

ARfD 0.1 mg/kg KHE
ST IR L CW A RIREMED & 5 2ok

(ARfD B ERILERY) R AEFRERR

(B F) 7w b

(111#9) Itk 6~19 H
(5 H1E) s Il
(BEFMEE) 10 mg/kg K/ H
(L2250 100

TL<BEEIZOWTIEL, ARl REZB E AR E L2 RO, T2 &7 5,
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=51 BHARICETISEEHERUVUHR/NENEE
N 55 T B B/ NEEME R
TR AR (mg/kg 1K5E/H) (mg/kg tK5FE/H) | (mg/kg KE/H) fii % v
0. 200, 2,000, e — e 14.4 R - e S
10,000, 20,000 ppm |Mf : — M. 17.8
90 HfH]
dAaM |k 0. 14.4, 147,
RO 755. 1,510
M0, 17.8, 174,
839, 1,890
0.5.20 ppm M - 1.39 M — MERE - FEMERT R L
90 H i - 1.63 M —
ST i 0.0.34.1.39
RO | : 0.0.44.1.63
90 f MILAEBIRROR U@ | 159
N 1] T
0.5.25, 150, 1,000 : 0.193 HE : 0.99 e BT IERME
ppm it - 7.93 M - 55.2 M - AR E
T2 A BR R
Mt 0.0.228.1.16, (B I < FR AR A i
2 ] 7.19, 48.7 iR i Ko OV D & 5 D %
S | 1SRN (M 0.0.813.1.47. A R HE )
FEM A 9.39. 61.9
BB | AMEREREE
HE : 0.0.193.0.99.
6.15, 41.7
Mt : 0.0.273.1.34,
7.93, 55.2
0.20.200.2,000 ppm | : M 1.4 R« 2% A IR
90 H 4 M — M 1.5
HERPEARRE (JE 0.1.4.13.7. 142 (i A Mk T 1R
R (1 0.1,5.15.2.159 HAL7R)
0.3.15. 150, 1,000 ##Z® HEW HEW
ppm P : 1.10 PH#E: 111 MEREE - AT | e K
P # : 0.0.221.1.10. Pt : 1.23 Pt : 12.5 OV E AN
11.1, 74.7 Fil4 : 1.29 F1t : 13.0
2 [P ME: 0.0238.1.23.| Filf: 1.34 Fi M - 13.7 HE -
BOERER 12.5. 81.6 IREhY PRELY) WEE < IR I e 2 R
F: £ : 0.0.266.1.29.| P : 1.10 P 11.1 P
13.0. 85.9 Pt : 1.23 Pt : 12.5
Fi M : 0.0.279.1.34,| F./: 1.29 F1 /4 : 13.0 (;%Mb X AR
13.7. 92.7 FiM : 1.34 Fi M - 13.7 P B ILIRD)
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oy BhH& MR B/ NEEME R )
Wy AR (mg/kg {AH/H) (mg/kg AFE/H) | (mg/kg RE/H) %5
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6.0 <L0Q | <LOQ | <LOQ | <LOQ
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i 0.6 0.154 0.150 ND ND | 0.150
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NC-656: Route and Rate of Degradation in Flooded Aerobic Soil (GLP %}/i) :
Labcorp Early Development Laboratories Ltd. (JE[E) | 2023, RKAFK

NC-656: Rate of Degradation in Three Flooded Aerobic (GLP %})7) : Labcorp
Early Development Laboratories Ltd. (3<[E]) | 2023, RAFE

NC-656: Route of Degradation in Aerobic Soil (GLP %)) : Labcorp Early
Development Laboratories Ltd. (J£[E) | 2022, RKAFK

NC-656: Adsorption/Desorption in Six Soils (GLP %} J&) : Labcorp Early
Development Laboratories Ltd. (5%[E) | 2022, RKAFK

3% F: Adsorption/Desorption in Six Soils (GLP %}/J&) : Labcorp Early
Development Laboratories Ltd. (J%[E) | 2022, RKAFK

R % It Adsorption/Desorption in Six Soils (GLP %})&) : Labcorp Early
Development Laboratories Ltd. (5%[E) | 2022, RKAFK

NC-656: Hydrolysis (GLP %fiis) : HE/LFREAN S, 2022, RAE

NC-656: Photodegradation in Water and Determination of Quantum Yield
(GLP %})i7) : Labcorp Early Development Laboratories Ltd. (J:[E]) | 2022, KAF
NC-656: Photodegradation in Natural Water (GLP xfit) : H (LT (BR) £
FHARFTERT. 2022, RAFK

NC-656 O 57 fa R, HAELT: (BR) EWRAIIERT. 2023, Rk
NC-656: Metabolism in Rice (GLP %f/i~) : Labcorp Early Development Laboratories
Ltd. CKE) . 2023, Ra#E

NC-656 OKFE~D1EMFRERER (GLP %fi%) : (AM) B AW RE A ZE 7
2. 2024, RAEK

NC-656: Metabolism in the Lactating Goat (GLP XfJi~) : Labcorp Early
Development Laboratories Ltd. (5%[H) | 2023, RKAFK

NC-656: Metabolism in Laying Hens (GLP %}J) : Labcorp Early Development
Laboratories Ltd. (J%[E) | 2022, FRAFE

NC-656: Residue Transfer Study in Dairy Cows (GLP *})i) : Labcorp Early
Development Laboratories Ltd. (5%[H) | 2024, RAFK

NC-656: Residue Transfer Study in Laying Hens (GLP %f)iz) : Labcorp Early
Development Laboratories Ltd. (J%[E) | 2024, RKAFK

NC-656: Metabolism in Rats After Single Oral Administration (GLP %fii) :
Labcorp Early Development Laboratories Ltd. (JE[E) | 2024, RKAFK

NC-656: Metabolism in Rats After Repeated Oral Administration (GLP %I
J&») : Labcorp Early Development Laboratories Ltd. (J:[E) | 2024, RAFE
NC-656: Acute Oral Toxicity Study in the Female Rat (Fixed Dose Procedure)
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(GLP %tJ7) : Labcorp Early Development Laboratories Ltd. (J%[E) | 2022, KAF
NC-656: Acute Oral Toxicity Study in Rats (GLP %iis) : #k &R U H—
T o X —HEG T, 2024, RAK

NC-656: Toxicity Study by Dietary Administration to Han Wistar Rats for 13
Weeks (GLP xfi~) @D : Labcorp Early Development Laboratories Ltd. (3[F]) | 2022,
RAF

NC-656: Toxicity Study by Dietary Administration to Han Wistar Rats for 13
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NC-656: Preliminary Carcinogenicity Study by Dietary Administration to
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NC-656: Toxicity Study by Oral Gavage Administration to Beagle Dogs for 13
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NC-656: Combined Carcinogenicity and Toxicity Study by Dietary
Administration to Han Wistar Rats for 104 Weeks (GLP %t)7) : Labcorp Early
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NC-656: Carcinogenicity Study by Dietary Administration to CD-1 Mice for
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NC-656: Neurotoxicity Study by a Single Oral Administration to Han Wistar
Rats Followed by a 14 Day Observation Period (GLP %})i3) : Labcorp Early
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NC-656: Neurotoxicity Study by Dietary Administration to Han Wistar Rats
for 13 Weeks (GLP %f)i+) : Labcorp Early Development Laboratories Ltd. (3«
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NC-656: Two Generation Reproductive Performance Study to the Han Wistar
Rat by Dietary Administration (GLP %})) : Labcorp Early Development
Laboratories Ltd. (3%[H) | 2024, RAF

NC-656: Study for Effects on Embryo-Fetal Development in the Han Wistar
Rat by Oral Gavage Administration (GLP %f/i~) : Labcorp Early Development
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NC-656: Study for Effects on Embryo-Fetal Development in the New Zealand
White Rabbit by Oral Gavage Administration (GLP xfJ:) : Labcorp Early
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NC-656: Bacterial Reverse Mutation Assay (GLP x%f/:) : Labcorp Early
Development Laboratories Ltd. (Z&[E) . 2021, KAFK

72

74



35

36

37

38

39

40

41

42

43

44

45

46

47

48

49

50

51

NC-656: A bacterial reverse mutation test (GLP xfiis) : ¥ EStEAR Y U $—F
T H =R, 2024, RAFK

NC-656: In Vitro L5178Y Gene Mutation Assay at the ¢k locus (GLP %J)i%) :
Labcorp Early Development Laboratories Ltd. (FZ£[E) . 2022, KRAF
NC-656: In Vitro Micronucleus Test in TK6 Cells (GLP %}t : #RESttR
UH—F & 7 —HUigERT,. 2024, RAFK

NC-656: Rat Bone Marrow Micronucleus Assay (GLP %}/i2) : Labcorp Early
Development Laboratories Ltd. (Z&[E) | 2022, KAFK

NC-656: Acute Dermal Toxicity Study in Rats (GLP %) : #f & ttA V' U 4
—F X HEGTTET . 2024, RAE
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> 2 —PMEITIERT. 2024, RAFK

NC-656: Skin Irritation Study in Rabbits (GLP %fiis) : #kXES4(EAR Y Y H—F
TS — MBI, 2024, KK

NC-656: A Skin Sensitization Study in Mice by Local Lymph Node Assay
(BrdU-ELISA Method) (GLP %f&3) : ¥R NEtEA Y U H—F & o ¥ —fHEAG A5
AT, 2024, RAFK

Toxicity Study by Dermal Administration to Sprague Dawley Rats for 21
Days (GLP %})iv) : Labcorp Early Development Laboratories Ltd. (#[F) |
2024, RAFE

Effects of NC-656 on HPPD activity : HpE(LE (BR) EWFEA09EaT. 2024,
RAFE

Evaluation of species difference for tyrosine metabolism using hepatocytes :
HEERT: (BK) AR EaisiaT. 2024, RAFK

Tyrosine and NC-656 concentrations in plasma after administration of NC-
656 : HPELSY: (BK) EMIRENITERT, 2024, RAEK

Tyrosine Concentration in Rat Plasma Obtained from Toxicity Study by
Dietary Administration to Han Wistar Rats for 13 Weeks : HPELE (Fk) 4
MEFIEIEET. 2024, RAFER

NC-656: In Vitro Inhibition of Thyroid Peroxidase (TPO)-Catalyzed
Todination using Rat Thyroid Microsomes (GLP %t &) : Charles River
Laboratories Den Bosch BV (47 %) | 2022, KAFK

In Vitro Determination of Deiodinase I Inhibition of NC-656 using Rat Liver
Microsomes (GLP x%fii~) : Charles River Laboratories Den Bosch BV (4% >
) . 2024, KA
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TTR-TRB-CALUX® Assay (GLP %f/i~) : Charles River Laboratories Den Bosch
BV (7 4) | 2024, RAFE

Evaluation of the Thyroid Receptor B Agonist and Antagonist Activity of NC-
656 using the TRB-CALUX® Transactivation Assay (GLP %}/7) : Charles River
Laboratories Den Bosch BV (47 > %) | 2024, KRAF

In vitro Interaction Studies of NC-656 with rat Nis (Slc5a5) Sodium Iodide
Symporter : SOLVO Biotechnology a Charles River Company (/~> 4 U —) |
2024, RAFK

Evaluation of the Estrogen Receptor Agonist and Antagonist Activity of NC-
656 using the Stably Transfected Human Estrogen Receptor-a
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656 using the Stably Transfected Human Androgen Receptor Transcriptional
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Screening NC-656 for Modulation of Steroidogenesis using the Human
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BV (7 4%) | 2024, RAFE

NC-656: In Vitro Aromatase Inhibition using Human Recombinant
Microsomes : Charles River Laboratories Den Bosch BV (47 > #) | 2024,
RN

Iptriazopyrid (NC-656) Mode of Action and Human Relevance Assessment of
HPPD Inhibition Across Species : ERM (G&[E) | 2024, KRAFE

%) I: Acute Oral Toxicity Study in Rats : #iXEStEAR Y U Y —F & o & —fH
BRGEIEAT. 2024, RAEK
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MBS IERT. 2024, RAFK

X3 I A bacterial reverse mutation test : #i SR Y VY —F o ¥ —H
FAFFERT. 2024, KAK
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FAFFEAT, 2024, RoFE
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