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IV E T 2= VBRI VAR I RRFEA T8 7070 K] (CAS
No0.942515-63-1) (22T, FFEEZ W TR SRR ERI N 2 5kt L 72,

P O - BRI, B RS (T > b)) | HESENEG OKFE, L
RE) | VEWERE . maMENE (T y MR X) | @EEE (f X) | 1Bk
PBENSINEDFE (T b)) | BRAM (v R) [ 2#REBIH (T v ) | FEENE
(7 v MEQYHX) | BEEESOHBSETH S,

FREFMERBE R NS, BT U7 REGIC X 222X F IR (FF e 5
fagistas) | HURAR (Ala ERHIIEIERSE) (23RO bivlz, BIRREICXT 3 5528,
BT TN K OVEIRIZI W CRIE & 72 2 BIEF TR O b v o T,

7w MW 2 FEEMEENE S ARG BRI W T, JETHR R A KA
e R e R ON B A B e s . e C PRI e e oD 8 A= B S D SN 2358 6D D AL T2 A3,
JEIE DR AFIT VT O EGEEIC LD O 8138 2 8, MY 7= v BEE
RETHIEIEFRETHDL EBZ BT,

BHRBRAE R D BEWTORGEHIEMEEZE 77V N BULEW D
H) ERELT,

KRB CHEONTEEEEOR/MEIX. 7 v MEHWE 2 FRIEMEFEMEAE A
MOFERBRD 2.15 mg/kg KE/H THHo7=2Z &b, TNEBILE LT, L2455
100 TR L7z 0.021 mg/kg RE/H 2 — HEREARE (ADI) E3%E LT,

Fo. BT VTN ROBEEBROBEFEICL VAT D AEEMED & 5 B2
D OENRNST0, AVESRHE (ARD) 1XRET D LENR U & Hk LTz,
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M4 N3 4-CTINFAr 7 =124 L)-3(rJ 74 1E AF)L)
BT 2- VIR IR
B4+ N-(3,4-difluorobiphenyl-2-yl)-3-(trifluoromethyl)
pyrazine-2-carboxamide

@

CAS (No0.942515-63-1)
g @ 4-TU7rtul,1-87 = =]-2-A1)3-(h U 7 /vF a2 F))-
2TV ANARFY IR
B4« N(3,4-difluoro[1,1’-biphenyl]-2-y1)-3-(trifluoromethyl)-
2-pyrazinecarboxamide
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ANARXH I RREEAITH D, (EAEFIL, FECRIREOI b= RY 7E AR
EREGER I (a7 BRKEMBEEER) EHEEHEST L 2 LIk 33,
F AR R L O TR & L CREDIREZ R T B2 6TV 5D,

AElL RBIEBFHE KD < BIBRERE Gl 7 &, Z<3VWE) K" dh
TW5, MBANTOREKITR S TUVRUY,



I RLEICTHRLIABROME

BAEEMRABR [I. 1~4] 1. 97 ROETIUEBROBAMEN6 DR
FhUCTHEHLZLD (LLF MNpyr#ClEZ 70 K] 2wvnd, ) 7T=U v
BRORFEE UC TH—IZE# L (LT Mani-¥ClE 7 70 Ry o, )
LT I7NvAa 7 = VERORF A 14C TH IR L= 0 (LT Tdif-14Cl e
FUTNIR] EWD, ) BERHWTERMI N, HBURRERE K OGHIRE X, FF
(W0 NN GEIT I BE (B EBHEE) o7 P70 RORE (mglkg X
ITuglg) IR L7ZEE L ORLT,

RE 53 FREAD IEARIRBAE P ME R o O A SRR TR 1 RO 2 IR EN TV D,

1. BEREaRER

(1) vk
@ iR
a. MphBEH®

Wistar Hannover 7 v b (—HRMERES 4 PT) (2, [pyr-#ClE T Y703 R,
[ani-4Cl 7 70 I RXX[difF-UClE 7 Y7 v & 1 mgkg K& (LT
(1. M2k T HEARE) Lo ) 3L <L 100 mgkg E (LT[ (1]
ICBWT TEHE] L), ) THERA#KRE LT, MHREHEIHRG S i,

HEMBRE R /R T A — 213K LITREN TV S,

WP OBERECTH, ML Y MEH T T OEERBED b, Ei-,
[dif-14Cle T 7L I REEGHET, ML VM T Tmax DIERE KT AUC OEENHFE

Loz, (MR 2~5)

x®1 FEYFEENNTA—4
#5E (mg/kg {AHE) 1 100
R AN Uk iR/ il iR/ 1fn 4%
PER] Ji3 i3 Ji3 i3 Ji3 i3 Ji3 i3
T12 (Tmax-72hr) (day) | 1.53 | 1.88 | 0.99 | 1.37 | 1.81 | 1.86 | 0.83 | 0.92
[pyr-14C] | Tue (72-168hr) (day) | 4.41 | 4.662 | 1.98 | 1.98 | 5.09 | 4.00 | 1.96 | 1.55
| Tmax (hr) 9 9 9 9 12 24 24 24
IS Crmax (ug/g) 0.069 | 0.069 | 0.097 | 0.092 | 4.0 4.7 6.7 7.2
AUC (hr * pglg) 405 | 4512 | 4.19 | 4.862 | 300 378 332 376
Ty (Tmax-72hr) (day) | 1.25 | 1.51 | 097 | 1.14 | 1.16 | 1.21 | 0.82 | 0.90
[ani-14C] | Tie (72-168hr) (day) | 3.32 | 2.87 | 1.73 | 154 | 299 | 3.14 | 1.83 | 1.73
| Tmax (hr) 6 6 6 6 12 9 12 9
LI R Crmax (ug/g) 0.067 | 0.060 | 0.094 | 0.081 | 4.1 4.7 5.9 6.6
AUC (hr * pglg) 3.18 | 3.38 | 3,55 | 3.61 | 221 237 253 266
(dif-14C] Ty (Tmax-72hr) (day) | 1.15 | 1.30 | 091 | 1.07 | 1.26 | 1.13 | 0.75 | 0.72
s oo Tye (72-168hr) (day) | 3.49 | 3.76 | 1.48 | 2.00 | 4.58 | 3.16 NA 2.06
P Tmax (hr) 3 6 3 6 9 24 12 24
Crmax (ug/g) 0.078 | 0.089 | 0.107 | 0.116 | 2.8 3.9 3.9 5.5




AUC (hr + ng/g)

| 334 | 441 | 360 | 461 | 155 | 241 | 150 | 256 |

a:3LDT—H
NA: T —%KA v RO ORERHTET

b. R
R R PSR [1. (1) @b. 1 T H L7 AR B HEIRE 0 42 514 72 Rl ds1T
DIk BTE RN O — DR T O REN D BT Y70 I R OBRIERIE

Dip L d 90.6% & HiH ST,

@

kil

(ZH 2, 6)

Wistar Hannover 7 v b (—#EMERES 4 PC) (2, [pyr-“ClEZ7 V7 F&
RHEE L XS H & CHERR O # 5 X% Wistar Hannover 7 v & (—HEHE 4
) 12, lani-4ClEZ7 o7 X FAELIE [dif-4Cle 7 o7 LI R R & TH
[ElfE H 4G L CL AR A iR 2y FE ki S A7z,

F= EilEar K SRR T 3 1T DR BN RBIR EE 1K 2 ITR SN TV D,

WTHNOEGEIZBW TS, BAEEN., HEE. IELXORIE TR REIRE 2
mo o, FREBEED AR X — AR, &K QR R OEWIC X 5 721
O BT,

B K OEAR 2> & OVE RITHE LT, B 5 168 WEfEI% OFR B REIL, W
THNOEEEIZIHB N TH 0.3%TAR Kiii Th o7,

(ZH 2~5)

x2 TEREBSB[ROCEBICETIERBMSEEREE (ng/g)

[ AEN

EREES ¥
(mg/kg
K H)

{63
il

Tmax {+1/T

5 168 M4

[pyr-14C]
773 R

N (2.62) . AN (2.38) . AT
(1.70), H@.61), EIB1.41). KI5
(0.734), HUIR[R(0.461), BrNK(0.412),
i i (0.408) . ME % iR (0.317) . A
(0.278). L:Ki(0.265). Ml (0.253).
fid (0.250) . ‘B ff (0.223) . A 7 iR
(0.218), M A(0.193). F5H.(0.176).
B Bt (0.175) . T HEAA(0.165) . fE ik
(0.139), 1f4%(0.114)

B (0.043). H fENH(0.020), /N
(0.018), ‘#(0.018), Kf5(0.016), &
fig(0.015), EI%(0.012), ‘&#(0.011).
i g (0.011) . 1fn % (0.011) . F AR IR
(0.010). Hap(0.010). H(0.010). &
figk (0.009) . JB5 B (0.009) . M ¥ iR
(0.008), fifi(0.008), /L:ME(0.007), *
3 (0.006) . #5 K (0.006) . A 37 iR
(0.005). M%(0.004), T H{£&(0.004).
iREK(0.003), 1M#%(0.003)

B g @7, /N5 B.35) . AT ik
(1.95), FEIB(1.41), H(1.30), JPiE
(0.890), KA5%(0.737). WK (0.562).,
B i (0.488) . FHMK R (0.443) . o0 fik
(0.385), fifi(0.370), MEfE(0.355), M
W h#(0.336), JiX(0.291), ‘& #(0.252).
ffg iR (0.247) ., T EK(0.212), &
(0.194). #A(0.183). ME(0.167).

T i (0.044) . % ik (0.018) . ‘& #E
(0.014), ‘#(0.014), Mmi%(0.014), W
fig(0.013), EI%¥(0.012), fifi(0.011),
FafR(0.011), FiE(0.011), H(0.011),
/NE0.011), KEE0.011), AR
(0.011). JPEL(0.010). FEE{K(0.009).
R IR (0.008) . 0 i (0.008) . i it
(0.008), W AR(0.007), FEr(0.007),




1f.4%(0.103)

5 79(0.006). If4%(0.005)

H i A5 (133) . /N5 (98.8) . K
(63.8), JThE(35.1), EIBH(30.3), HLIR
fR(22.7), H(20.1), FNK(15.1), Bl
(10.6), fili(8.4), L:ig(8.0). H#H(8.0),
W4 (7.4), WERIR(7.3), FHEEA6.1). B
SH(5.8), KEEL(5.6). MallR(5.3). MERE
(5.2). BPI4.6), I1M4E4.6)

JFlg(2.7). KIB0.7). EEfER;0.6).
B 0%0.6), /N5(0.6), FH(4(0.6). Fil
#%(0.5), WENK0.5), MEEAR(0.4), Hfi
0.4), Hapr(0.4), MUE0.4), H(0.4),
BERE0.4), H5(0.4), E#(0.4), MK
(0.4), HARIR.3), LME(0.3), A
0.3). 4(0.2). HRERO0.2). K5iH#.(0.2).
A R(0.2), 1mE(<0.1)

100 A5 (11D . N5 (94.9) . i

(81.0), fFhK(26.4), mIZ(21.8), B
(15.6), IPEL(13.5), MEM%(10.0). HLIR
1#(9.2), B I(7.7), B #(6.5), ifi(5.8).
DIE(5.6), WEKARG.6), MN(5.1), T
R(4.7), MofR4.1), 1MmiE3.6)

iFhg(2.9), Bh#(0.8), KM(0.7). HEa
fENH(0.6), WEl(0.6). /N5 (0.6), FIE
(0.6), Mi(0.5). HyfR(0.5). MAE(0.5),
B #(0.5), 1Mk (0.5), MEHEZAE(0.4), O
i%(0.4), H(0.4), BEM(0.4), INEL(0.4),
TEA0.3), FE0.3). MHK0.3), &
(0.3)., fi%(0.2), AREK(0.2), FHRAR(0.2),
fA4%(<0.1)

F g 16 (2.50) . /N5 (2.06) . AT Bk
(1.57)., H(1.24), FI¥(0.870), HIR
11#(0.429), B i%(0.406), MNi#(0.320),
DEi(0.264) . BiISZR(0.249), MR IR
(0.241). KM(0.227). §(0.219)., &
B6(0.210). M4(0.181). MEME(0.158).
5 A1(0.150) . F A (0.136) ., K5
(0.124). Mfs(0.123), In#E0.115)

[ani-14C]
77/ R

FFN#(0.027). EfEN(0.012), /I
(0.009), KI5(0.007), 1fi%(0.007).
g (0.006) . H MR MR (0.003) . fifi
(0.003), &(0.003), MfEk(0.002),
fig(0.002). H(0.002). [:Mi(0.001),
1f4%(0.001)

[dif-14C]

o s - e 1
oY7L R e

JF gk (0.021) . 1f. 1% (0.008) . /) i
(0.007), K5(0.006), & ig(0.005).,
H 517 (0.005), fiti(0.003), FIR AR
(0.002), 1##(0.002)

afLH EH GRECII®R G 3 FFfilt:. mAER GEECIIER S 9 FEH#%
B, PMMEEOKBIINEY =& £
/e

QS

srfiakER (1. (D @] K ORRA-HRIESR [1. (1) @b] (2B W\ THEE 2R,
., A, P OMSE R OREIR E - E R I e S 7,

Pt K OSERRH o EEAREMITER 3 IS Tn b,

RENOEZ 7/ NiE, #EPTIHERAERGH T 5.75%TAR~13.8%TAR,
e R 5 8E T 41.1%TAR~53.8%TAR 58 H L7223 JR L OMEH H I i3 H &

Lol

T REIT. BETBEOBOI ALY u L g sik, #PCB LRONC, JH
HFPTBOI AT alBRAEKEORCOI VT v iiaasik, miE B LK OK,

T T B X O'F Tho7z, (B 2~6)
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&3 YR OHEEBPOEERSHY )

E sy

k| (makg | | ste (TN £ 727 A
{A ) i )
7 96 _ |B-GIn(2.47), B(1.80), H(0.86), 1(0.17), E-Gln
(0.09), EIEAHY (0.65), REERZY (2.83)
, 96 12.1 B(42.4)\ C(7.39), F(2.57), E}(2‘38)\ J(1.92). &
e B P (2.16), %ﬁiﬁjﬁi% (4‘442)
e 5 814 B(4.12), AF(0.47)\ 1(0.22), mfBEfC#HY (2.37),
| RFEERE (0.78)
. F(3.81), B(2.85), C(0.33). mEfi:fti# (3.78).
T8 | 802 e ka (2.79)
1 B(4.00). B-Gln (2.59). H(0.96). C(0.63). C-Gln
73 96 — (0.49), 1(0.33). E-GIn (0.05), it
(1.22), KFERHY (5.03)
" 96 - 84 B(43.2)\ C(7.94), E(2.52), q(2.43)\ F(1.56). &
i3 ‘ P (2.20), REENHY (2.90)
ik 5 419 E)(igs)\ E R (3.24), RFEIERHM
» F(3.69), B(2.60), @it ity (1.15), KFEE
JHF ik 3 87.3 S (0.51)
(pyr-14C] i 96 _ |B-GIn (1.81), B(1.43), H(0.68), E-GIn (0.56),
SR 1(0.15), mfstEA Y (0.32), KIFEHY (1.02
LIk % 96 538 B(19.3)\ C(3.43), E(2.20), q(1.06)\ F(0.78). &
" @‘fﬁﬁéﬁi% (1.59)\4 KIFENHY (2.59)4
e 9 3.9 B(10.1), @i HEY (2.34), REEHD
5 "~ 1(0.82)
. B(6.98), F(3.16), ittt (4.19), REEMN
1002 il 9 604 # (12.5)
B-GIn (3.22), B(2.97). C-Gln (0.98), H(0.61),
7 96 —  |E-GIn (0.59), C(0.47). 1(0.21). mifmifa#E
(0.70), R[FERHY (0.82)
i3 e 96 411 B(26.3). C(4.10), E(1.88). J(1.88). F(0.52). &
TR (1.99), REERBY (1.64)
1fn 5 9 67.2 |B(14.1), @ EHY (2.47)
il 9 67.6 |B(10.2), F(3.92). mfmM:(E#E4 (3.81)
B-Gln (2.45), H(1.08). C-Gln (0.64), B(0.37).
73 72 —  |1(0.12), F-Gln (0.11), F(0.07). C(0.06), @it
Rt (0.74), REENRHY (1.15)
1 HE| % 72 8.16 |B(0.12)
B-Gln (47.8). C-Gln (9.98). B(6.01). F(3.07).
fH- 72 — E-GIn(1.00), 1(0.77). H(0.62). o
(7.22), RIFERHY (6.16)
(ani-14C] 5 96 _ |BGIn(5.01), K(1.37), B(1.21), E-Gln (0.56).
5o 1 - mitERE (0.78). REERHY (3.59) _
LIk % 96 13.8 B(36.7). C(6.91). F(3.78). J(3.11), E(.78). &

MR (3.53), REIERHMD (5.70)

11




. K(12.8), B(5.50), F(0.73), mfitta#4 (6.26).
A8 9T ek (6.25)
» B(4.46), F(2.69), C(1.28), K(1.01). J(0.49). &=
T8 | 136 lmeramn (5.42), RRERB (3.86)
B-GIn (1.71), K(1.30), B(0.35)., C-Gln (0.19).
PR 72 — F-Gln (0.08). E-Gln (0.07). @t 42(0.38).
R FEERH(2.82)
1 ;| 3 72 5.92 |B(0.12)
B-GIn(46.9). C-GIn(8.70). B(4.46). F(3.70).
R 72 —  |E-GIn(1.00). K(0.56), C(0.18). ity
(7.15), KFRENRHW(12.3)

. B-Gln (3.49), B(2.16). K(1.33). E-Gln (0.18),
ldif14C] &% T sl (1.81). KREREY (3.85)
S 1 Tk —
P * 96 - B(37.5)\ C(8.75), F(3.98). E}(3‘61)\ J(3.39). &

B WG (2.19), REERGY (6.78)
as R KR ORHIFIC OV TIZ%TAR, 18 & OWFIEIZ W TIX%TRR

b R, RO I 5-1% 72 % 96 IFff], M K OV 8% 5- 3 ST 9 el fZ 28I L 7=,
— R BR R
B-Gln, C-Gln, E-Gln X' F-Gln I, ZnZ R B, C. EXQNF O/ V7 v U fEisik
W B EEONE O A FHE

AP e O R E R 3

@

a. R, BRUMSR

7V ROT v MENICE T 5 23 EKIZ, 7=V VB3 Xt 4
NDOKEEAIZ X DR C T B OERkE . ZUTke < R E OA&R L N7
NI a U BERASEOERTHY IINIET I ROE T VU 5 L OKE
B L A8 F oFRk. RE#W B 07 =1 88 6 fOKER(LIC X B3 J
DR, T VVBROMESE, 2HERREEZ T b0 LB LN,

Bt

AERER [1. (1D Q] ICB W TSR, #EE O Z VO CHEEERBR Y
Tl <7,
PR, FER OWERR PRI 4 IS TV 5,
WTHNOFRGEICB W T H 5% 168 HiE T 96.7%TAR LI EN R, # K& OWE
K[ s, FiCEPICHE SR, (B 2~5)

12




F4 R, ERUOESHH#EE (WTAR)

. Bh& PE | BUBHREY . r— .
ik = " i ¥ | wk || a3
(mg/kg K=E) | I R Vi 2
72 8.28 771 4.53 89.9
i3
. 168 9.42 87.3 0.03 101b
i 72 14.2 71.2 5.32 90.7
[pyr-14C] 168 16.2 80.8 0.05 102b
ESY7I R " 72 5.62 88.0 | 254 96.2
K
100 168 6.21 92.8 0.01 102b
" 72 9.75 82.3 | 2.71 94.8
168 11.1 88.5 0.05 102b
[ani-14C] 72 11.9 80.3 92.2
. o 1 Jii3
ES U743 R 168 13.2 88.1 0.08 101
[dif-14C] ) " 72 11.7 71.8 83.5
. K
ES U7 R 168 12.9 83.7 0.05 96.7

a: FeE1% 168 BEEERE

b Fehfk 72 BEH ORI R 2 AR L E
/BRI

b. RBtrhHkit
AR 7 = 2 — L Z4fi A\ L 7= Wistar Hannover 7 > b (£ 4 JT) 12, [pyr-14C]
B U703 REani-4Cle 7 Y7 v REERMAECTHERR D& L LT, it

Tt RRER 23 S S T,

B h-% T2 R O MR, R L O RPRIEER 3R 5 IR STV 5,
F5.4% 72 BERTIC 83.2% TAR~85.3%TAR ZSIHH th~Hil S 7=, ARBRIE O
IR, R ORI HEEER [1. (1D @a. ] OFEENS, BTV 703 RiEE
A2 L PRt S5 E B2 b7,

(ZH 2, 6)

x5 BERI2ERBOEL. RERUEDE#ME (hTAR)

55 . . .
o . , HILE | EeE . | r—v .
o /k H e o A G5
| (mekg | )R B e | prme | geiee | OO
R E)
-14
W[p\}\f‘r C]\ . 1 83.2 6.80 8.51 0.09 0.46 0.12 99.2
77/ R
[ani-14C]
CS UL R 1 85.3 7.00 6.25 0.05 0.39 0.20 99.2

A G T2 BRI BRI

(2) F2o0OvY—LIckBR8E (/in vitro
LEFEOFI 7 a Y —24 [Wistar 7 v b (S 12> F) . ICR w7 A
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(MERES 1y b)) NZW ¥ (1w v b) | BE—=27 VR (MRS 2 7 v
) xR M1 ey b)) KO b (BHEAROEEDORG 47y 1) ]

cv-
=~

[pyr-4Clt 7 v 7 03 KX Flani-“ClEZ7 V7V REHFML, 37°CT 60

A ¥ 2 _X— N LT, In vitrolZBT AFE—5MTF CORBPREE « A&
Y VNS TRV W
FREHR OREIILFER 6 ITREN TV D,
E RGOV TNOBHHEOIFI 70 Y —AZBWThH, IV 703 RO
[1. DB®] ®F v MBI HE & RO

REIE R 22713580 S T,

BEoREtshs tExzonz, EKR2. 7
Fz6 HHHEPOKEY (YTAR)
i }Lﬁ 5k -y o 4% B E R
SRS A R A% o7 | AR
2 F(®0.3) | 2 F(—) 2 R(22.8) 2 F(11.1)
" B(9.47) B(45.4) B(43.1) B(38.6)
o R(1.04) 1(3.71) F(3.91) E(6.82)
C(0.64) JF5(27.3) JF5(22.8) 1(2.75)
[pyr-14C] Ji 25.(6.18) JFA5(23.9)
S |7V IVl I <l B VIl B <l AP A ) VIl B el B ) B el R R
IR 2 RO1.2) | 2 FA47) | 2 F@A4.3) | 2 F9.200 | 2 F(—)
B(6.65) B(36.6) B(47.1) B(32.5) B(47.7)
e | F(0.73) 1(1.74) Jis6.11) | F(5.66) 1(3.40)
JF50.79) | F(1.16) E(4.58) E(1.90)
E(1.05) JF5(36.0) | JRA(23.5)
J(39.1)
ST BTV T | | A AT
2 K(82.5) | 2 R(—) 2 K(20.0) 2 K(10.2)
e B(8.59) B(36.8) B(44.8) B(38.0)
F(0.97) E(0.66) F(4.91) E(9.45)
. C(0.57) J55.(37.6) JF5(19.4) JFUA5(28.0)
[ani-14C] (4.62)
EI7 V7L Ew = — — — —
s | AN Sy I vy VA )Vl B vl AV A1 VOl B vl AV A4V ) VOl Bl il S R
- 2 F(90.9 | 2 FA.25) | 2 FU43.00 | 2 (.94 | 2 F(1.52)
i B(6.51) B(40.8) B(47.4) B(29.6) B(48.0)
F(0.71) F(1.35) JFUS(7.31) | F(6.94) E(1.03)
JF5(0.65) | E(1.22) E(6.09) JF45(24.3)
J5 15.(35.6) Ji5.(32.2)

a: WEER 2 1y N OTEHE
b4 my FOVEE

JF s TLC DU TR S 7 i ae
— R IR R
S FEEE
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2. HEMHEREREER
(1) K%

RNy hCEEERE LR (B X722 Fh) OB FREN 16 #HH
%) ~HABRIMZ, 7T T AANGHEL L 7z [pyr-14Cl ¥ 7 ¥ 7L 2 K XiZ[ani-14C]
77/ K% 100 g ai/ha ®HET 7 HEMR T 3 [0, MY ESMICEALEL L
7o, IRERNTHEE L, RSCUEES (FLA) TR OZEET %2, 28 HE (IX
HERD) 1CRE, ZEIEMROMRA I L T, MWW IRPNEM B FEME S 47z, IUHEH)
(CERER U= FE R OZEBESRIT 2 IR S 7o, b A g b Ak & ZRITy Tz,

IKFEFEER OISR T RE 3 A B MR T IR STV 5,

KB DR BE AT N TAZGRARIZ L D E VTR O ST, A& LEE 28 Ak
B DEEBSHEO KT DT, bABRLOFOOIZFEEL, AR Th 5 Lk
TIX 0.1 mg/kg Riii T -7=, HRTIE0.01~0.02 mg/kg DR FFHHREN R H &
i,

WFHROREHZ BT S BEBERED LRSI RENOE T VTN R T
HY . R B DI a— AR TG b TITRE K 11.7%TRR @D b 7213
M2 10%TRR ## 2 AR biveholz, (B2, 8)

&1 KgAK P OREBRIES MR UKEY

- PR e (mg/kg) S .
" e e 573 R
i = = 2
Rk S S Ve L REEREL (me/kg) (L7
PevEg | iy FRIE
B A ALER FH 1.53 0.41 0.03 1.90(96.5) B(1.7). B-Glc(0.3)
[ER2S EIEEST | 2.02 0.31 0.03 2.26(95.6) B-Gle(1.7), B(1.3)
[pyr-14C] 2K NA 0.03 — 0.03(95.8) B(2.5), 1(1.7)
t" = :“7 -
/]/7 \‘/F‘ RASLER | b A5k | 1.29 | 0.48 | 0.07 1.70(91.3) ﬁélﬁ)‘ B-Gle(1.4),
h 28 H# -
feb s | 2.53 1.50 0.06 3.74(91.7) }3((02'3)‘ B-Gle(2.4).
R LR il 1.40 0.48 | 0.03 1.81(95.3) B(2.9). B-Glc(0.4)
[ani-14C] [ER:S I | 1.64 0.40 0.03 1.94(93.2) B-Gle(3.2). B(2.1)
EIY7 | o LK NA 0.07 — 0.07(97.4) B(2.6)
LI R H;;‘H?ﬁ A% | 0.55 0.77 0.10 1.13(79.6) B-Gle(7.4), B(3.9)
feo® | 1.61 | 1.34 | 0.13 2.38(77.0) B-Glc(11.7), B(5.5)
NA : BRI
— KRR
B-Gle : %3 B ® 7 )V a2 — 25K
O™ : %TRR
(2) L2R

Ry MIEWELIZLE X (W 77 vay) OFSERBIGEIC, 7 a7 7 LA
IZFABL L 7= [pyr-14Cl 7 v 7L 2 KX lani-4ClE 7 27 /L3 K% 300 g ai/ha
OHET 7 BT 3 [Fl, MY RRICHAAEE L 7-1%, IRENTHRE: L, sk
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HEH LN T BRRITHEER R O EL | RSB 14 AIZITHEER, S, ZRUIR
ZERELL T, RN IEm SR SN S T,

L & ZFREH DO FR B U RE A B QMRS 133k 8 IR ST\ 5,

KB DR BE AN AZFRARIZ L D E TR O ST, WTThoREHZ B
T bR U RE O R /3 1IN E D R M Peidik TR sd BT, TR HSRED F 72 Ak
T FEERE O EL LICRB(LDOE T P70V R ThHoTo, Aei&ULER 14 B
DERKR OB TENEN 2.90~4.05 mg/kg N O} 23.0~26.3 mg/kg DR S HEN
s, (M2, 9)

£8 LAAHMDOEZRERES MR UKHEY

md | | s T ] 77
FRELH AE i (mg/kg)
Vel | By JERUcs
Ecpn | REER 2.04 0.19 | <0.01 2.24(99.9)
e S 31.2 2.17 0.04 33.3(99.7)
Efy;t(;] P | G5Bk | 048 | 009 | <0.01 0.57(99.5)
Lap | TH& | 4ME | 298 | 214 | 008 31.9(99.6)
Tl LB | REER 0.62 0.08 | <0.01 0.70(99.7)
14 H#E | 4 26.7 2.22 0.08 28.9(99.6)
B | REER 2.42 0.20 | <0.01 2.64(99.9)
[EKE3 4S5 39.0 2.55 0.04 41.4(99.6)
[;“;}tg] B | REER 1.13 0.10 | <0.01 1.23(99.8)
Lsp | THEE ] 43E | 331 | 203 | 0.05 35.0(99.4)
Tl AUER | REER 0.58 0.14 | <0.01 0.71(99.7)
14 H#E | 4 40.6 2.45 0.09 42.9(99.4)
OW : %TRR

(8) S=ZkTFh

Ry MZEMLZI=br~ b (W L)) OB (B 11~14 #H%)
2, 77 7 AHNCHE Uz [pyr-4ClE 7 U7 L X X X [ani-4ClE T 7 1
K% 300 g ai/ha ®HET 7 HREIFRT 3 [\, KRR E L G oY) 2RI HAm AL
U LB E% 1 AR MOV T BRRICRRER EL 14 HRRITHGERR E,
X, REOHIERREAZRILL T, MW IRNE MRS FEhE Sz,

= b~ MR OB BN e A K OMEWIE R 9 I RS Tn b,
KB DR BE AN AZ R L D ENTREO ST, WTThoREHT B
T H IR HRE O KEB 7 X FL 52 M OFE O F [ ek TR S, AR H 503k
BLTH, TOEENED Lol Z bbb, SN TV 7L RO
WMEN~DRBEBATHEIIER N & B 2 bivlz, R BSRED EpmiE, REKD
HELHICREEDOE T VT RTHY  1ZNITRHY B L OED 7L a—2
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BB KR TENEN 0.3%TRR KT 0.4%TRR @88 Hiv7c, £/, Fof&ilst 14
H#% D2 T 1.07~6.05 mg/kg, & USRI TiHRK 0.09 mg/kg DI S RE
pRisne, (&2, 10)

£9 I Y FEHPORBBSEES 1 R OB

= 577 Flr B Bl
- £RH A R | HR b (mg/kg)
BEVER | iy | BRI
L R 1.34 0.04 — 1.39(100) :&0D
—E‘/( ke . N
[EKGA fr3 20.1 | 0.86 | 0.02 20.9(99.3) B-Gle(<0.1)
L R 0.96 0.02 — 0.98(100) :&on
.14 PR ke . Al
[poyf wc] 1 B 1 19.3 0.89 | 0.02 20.1(99.3) B-Gle(<0.1)
£77 R 1.02 0.05 0.01 1.07(98.8) —
AR | R | S e | B&OD
7 H## e i ) ) ) ) o
H 1% E 158 | 0.87 | 0.04 16.6(99.2) B-Gle(<0.1)
ot R 0.92 0.07 | <0.01 0.99(99.0) ];Glc(o S
14 H1% i3 9.41 1.82 0.04 10.9(96.9) B(<0.1)
ot R 1.30 0.20 | <0.01 1.50(99.8) ]g(o S
EA/( T TN
B4 1 19.4 2.67 | 0.04 21.9(99.1) B-Gle(0.1)
kL B3 1.96 0.07 — 2.03(100) é@2)
[ani-14C] 1 B i3 28.5 0.84 0.02 29.2(99.4) o
t0§ :\}7 B_GIC(<01)
LIE | R B3 0.87 0.15 — 1.02(100) ]g(o 5
7 B 1 20.1 2.13 | 0.05 21.9(98.4) B-Gle(0.1)
kL R 0.75 0.16 — 0.91(100) £;(Hc«)4)
14 H# 1 11.8 2.46 | 0.04 13.7(96.4) B(0.3)
— KRR AT
B-Gle : 183 B ® 7 /v 22— 251k
O™ : %TRR

BT U7 RIIEMAERNIZB W T, FDIEE A ENREED £ FHEMIRIZ
FBRFT DN, —EIE7 =V VR ANMNOKEBILICZ 2@ B X OFD 7 /L a—A
MEKREERT D EZZ N,

3. TEAEMHER
(1) FRMTEPERRER
B4 (&) i, [pyr#Cle 7 7 v R Flani-4ClE 7 7L K% 0.525
mg/kg 2+ (525 g ai/ha fHY) L7225 XML, BHIAKS 2R RKEKED
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40%~60%IZFHHE L 2522 CORESRME T Chiels 180 HIFA % =2 ~— N L THR
1) PSRRI N S S v Te, Eo. BEABEX A ERIT b7,

Z BN O FTRE YA 1E R 10 IR ER TV D,

VT U7 ROSIRITFER) T, ALFE 180 A2V T 90%TAR LA AR
BleOEZ7 TNV RCTholz, e LTF, G XOH M S 7228, W
THNYH 0.2%TAR LLFCTH o 72, WHELHEKIZBWTHE T Y703 RN
SEL. S B, D. G KOVH 28 K 0.1%TAR @& bz,

T Y70 ROHEEHHENIL, 2,340~2,500 H L& H ESni-, (B2, 11)

# 10 BEFBEFOHKETEESf (YTAR)
JLERS: B4R (H)
0 14 30 60 120 180 180a
i HH 995 | 952 | 939 | 932 | 924 | 934 | 96.1
A | 0.1 2.4 2.7 3.9 5.2 4.8 1.6
14CO2 0.3 <0.1 0.1 0.2 0.3
R 99.6 | 95.8 | 95.1 | 94.1 93.0 | 93.3 | 97.1
fhHZRE | 0.1 2.4 2.7 3.9 4.9 4.9 1.6
14CO2 <0.1 | <0.1 | <0.1 0.1 0.2

Rk S vt

[pyr-14C]
IR

[ani-14C]

IR

@ PREHALER
/ REHREE

(2) TMBRBERR
1 FEHOEN 8 LKL - B (BE) ] WIS 5 FEowgs 3 1)+
BEW L, 2EOMEE L RO L (Wt K1) 1 ZHviz[pyr-14Cl v
7 VTN RO RS ERDN E S T,
% LHEIZ31F % Freundlich OWAERE K OWAREITER 11 1RSI TW 5,
(2, 12)

#z 11 Freundlich DIREZRB R UIRERE

+-4 Kads Kads, Kdes Kidesq,
KRt - Bt 8.08 268 10.7 353

i+ 6.13 929 8.96 1,360
e+ 12.3 709 15.8 907

WEETO 5.01 748 7.32 1,090
EE O 5.30 558 6.93 730
H 4 9.95 599 12.3 741

TRV MHIE L7 R

Kads : Freundlich DWW EFRE, Kadso. : AR TS A F|
SAHRICEVHIE LR

Kdes : Freundlich O fiEfR% . Kdes,. : HHRES

18



4. KhEaniER
(1) MK REER
pH 4 (7 = U WEfEENR) . pH T (VU U FEREENR) MO pH 9 (R 7 FEFEMER)
DFWRERREILIT, [pyr-14ClEF 713 R4 0.25 mg/L DIEEE L 725 1 9 ITIR
MU, 25 CORESRM F T 30 HREA >3 = _— b L THIZK ek 23 Ikt <
i,
WTND pH FETFIZBWTHE T V7L ROSRITIZE A ERD LT,
HeE PRI R S e oz, (B2, 13)

(2) KpAHEER (RER)

pH 7 OWE U VEEEEIRIC, [pyr-4ClE 7 Y702 K X Z[ani-4ClE T ¥~
VI RZ0.5mg/L &7 X HICiRINL, 25°C TR 30 HIE, & 0t (it
JE:60.1 Wm2, 5 : 290 nm A FZ 7 4 VX —Th v b) ZMREL TR
O PREEREBR IS FERE S iz, Eio. BFATXERX RS ST,

AR OB DL T, KR XTIIE T V70 RITEECHIToiE L,
30 HZ1Z1% 88.8%TAR F Tl L7z, mfEne LTI NHEK 1.2%TAR 78
iz, F7z, 1CO2 K 1.0%TAR M SN721E0M2, ZEORIFE MY H
RSN n, WIng 8T%TAR U T Th o7z, BEFRBEX TiE, 7270
X ROGRRITERD HivZe o Tz,

AR TICBIT A E T V70 ROHEE ML 138~143 A, #HE (b
& 35 fF) OFFHRKBEHR TIX 1,070~1,100 A & 2 FhEH ST, (B
M2, 14)

(3) KA EEER (BARK)

WA B SRR QrIIZK, KB, pH ARB) 12, [pyr-14Cl 7 ~ 7 1 X K Xi[ani-14C]
770V FE 0.5 mg/L OIRE LD L2, 25°CTHE 30 HIH,
0 OEsBE - 55.2 Wim2, K 1290 nm U F&2 7 4 ¥ —Thv b)) %
FRET U Tk sk BR AN it S vz, F72. BT NGER T bz,

TR DOFE NI D BT, ERE X TIIE T U7 I IR L,
30 H#I21X 72.4%TAR~82.4%TAR £ Tl Lz, fEMmE LT 1 &K

41%TAR B LTz, F7z, 1UCO2 MK 3.6%TAR i SN 71Z0NT, ZHD
REESEDPBEH SN, W 5.5%TAR LA FCTh o7z, BEATRIRIX T
X, IV 73 F®\% RO Lo T,

AR TICBIT 28T V703 ROHEE L 61.9~88.6 A, #axt (db
ﬁ35§)@%éﬁ%k%t@%fi4w~w9Hk%h%ﬁ%ﬁéhto(5
M2, 15)
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5. TIEZXEKR

KWK - 8 (RS . KUK - AL (FEAR) KOWRE L - B+ (&%)
ERAWT, 7 V70 ReEgirktgb e & Uiz LR RER (1385) 25k S

iz,

EERIIE 12 ITRENTVWS,

(ZH 2, 16)

& 12 TEREBHBRAG

- G - - HEE
e T + (")
SR - Bt 81
a5 ] —
= WL R 64

a: 15%~7 a7 7 L&

. EREEER
(1) D RERER

(o))

B3, RERELZHNT, 9V 70 REOREH B (Vv a—xiaikz s
Te) ZOMRIBALE L LT 1EMIR R BR) Ehifi S v l-, FERITRIHE 3 1R Eh
TW5,

BT VTN RORRERMEIL, &A1 HRINE L) —7 L7 R (X
) O 14.2 mgkg ThHo7z, K@ B (Vv a—xfwaikEETe) ORKER
B, FBeA&Bom 7 BRRICUCHE L7213 < & (23E) @ 0.10 mglkg THH7=, (B
M2, 17~65)

(2) #EHEmME

BHE 3 DVEMEERBRO S EEZHWT, 7V 7V REBE xS WE
ELTEBRIZEMT O OERI N HEEEIENR 13 ITREINTWD Bk 4 &
M)

kB, AHEEIREOFETEIL, SN ERATENL YT P70 Rk K
DI 2 TSR T, 2o AEMICTER S, T - I L D258 E
OB N R L 72N EDIRED FIZiT-> 7=,

&13 BRFAILEREINSIES DI FOHTEERE

ESIERBS) /NR(1~6 7%) LRI e in (65 meLA L)
({KH# : 55.1 kg) (IKHE : 16.5 kg) (k5 : 58.5kg) | (KH : 56.1 kg)
B 340 179 346 370
(ug/ A/H)
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7. —HREERER

Ty heRAWEE T U7 RO—EEFEER N T S 7o, fERIEER 14 1R

ShTWb, (2, 67~70)
=14 —REEHBHE
P whHE SN B/
SR O FESH EHL7psi e (mg/kg AR H) e & YEH & fil B o2
(B 51 ) (mg/kg R H#)| (mg/kg (A H)
e 0. 200. 600,
AR PR ﬂx{ﬁ: _SD | MERE 2,000 2,000 — A T
Irwin Z15) | 7> | 4 3 .
()
D 0. 200. 600.
R ERED 32 & '8 _ Mt 6 2,000 2,000 — BB
7w b ,
()
<D 0. 200. 600.
PEERERR (M E, DA%k _ 6 12,000 2,000 — BB
7w b ,
()
D 0. 200. 600.
WHibgsR | /NEEERE | - 6 2,000 2,000 — BB
7w b ,
()

B L LT 0.1%Tween 80 # & Tr 0.5%CMC-Na /KIS b7z,
—  RIMERBITRE SN2 T,

8. RMFEHE

Zv heHAWEEZ YT AR (IR ORMEEMERERDN I S 7o, fERIEE
(R 2, T1~T73)

15 I REN TV A,

=15 S2HEsMEEBREE (RIK)
LDso
B 50 B FE (mg/kg AH) BE S ek
Jid i3

— Wistar Hannover 7 v b B 58 . 2,000 mg/kg A
BEH Y e 2000 gy j O T g 2 L

. . SD 7 v & . .

(£33 e 5 >2,000 >2,000 |GEAR K OFETHIZ: L

Wistar Hannover 7 v bk LCs0 (mg/L) .
g s ;
A HERE 3 T -9 1 -9 1 SEIR K OFETEf 70 L

a: WL LT 0.1%Tween80 & #r 0.5%CMC-Na /KIEENH WS-,
b MRS TR
¢ PRI L LT 0.2%Tween80 % &1 0.5%CMC-Na /KiFE 0 AV H iz,

/AR

% FEfiE
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9. BB+ REITXT HRIFER UK IERBRIEEHER

A AR [ FE 7 52 2 O 72 BRI ME K OV e il sl 23 526 S A, ARDRG A K OF
B2 & 2%t 9 2 R TR O Bz o T2,

CBA/J ~ 7 A% W= B REAEMERRER (JRPT Y o SERERE) 2390 S 4, /S
FRETh o, (BH 2, 74~76)

10. BEREEHEHER
(1) 90 HEEESHEER (v )

Wistar Hannover 7 v b (—#ElERESR 10 PT) % FHV72IREE (JR{K: 0, 100, 500,
2,000 (#EDFH) KT 5,000/2,000 (HEDA) ppm! : PR AEREITE 16 ZH)
BeHAIT X 5 90 H A H A 7Rk 23 S8k S 7,

F16 90 BHEBIMEEEHR (Sv b OFHREERE

. ,000/2,
e 58 100 ppm 500 ppm 2,000 ppm g O(i)(;)mOOO
LR R B B JiiE 7.1 36.2 435/1512
(mg/kg {KE/H) IHE 8.6 41.9 172

/R S
& A5G IR O T iE

B GHETRO DN EEITAIER 17T ITRSATWD,

AFRBRIZ BT, 500 ppm LA 5-RE D MERE CHF#E e M O B B 288 4% 2358
D HNTZOT, WM EIIMERE S B 100 ppm (M : 7.1 mg/kg (KE/H ., M : 8.6
mg/kg KH/H) ThHsr BN, (EH2, 77)

(Pl e OVHRRBR A~ DS\ [14. (1) X ONQ2) ] #508)

U Moo i AERET 5,000 ppm OB TR L2, —RIRENE LB LD, #5985
2,000 ppm I[ZEH S -,
2 kEREREAHEEL VS CLTHELE, )
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#1717 0 BRBZMESEHER (S b)) TROONEEFERR

BeHRE Ji3 i3
5,000/2,000 - B (B G- 6 LK), LB 2
ppm LIRS, AL (B 5 6 3 LLE)
L OV O#EOENES 8 L
)
- REFINENHI (B G- 18 PARE) K O
BB (5 1 HLR)
- Hb 8
- GGT #/n
- JR pHIKF
o FOPR Rtk M OV B e
o /NEE R R K OV IR R4
JEAE K
< R OV o —HifE Y R
AF TR d
o BRI A B b Bz A 1 Ak
- B R RAME R U R 7 %
T A d
2,000 ppm - REEEINENEI(BE G- 2 33 PARE) B Y
B R « (B 5 1ELIR)
- Ht, Hb. MCV Ut MCH 4
+ GGT. Ure, T.Chol XTXK ¥/n
* Glu, Ca K&t Alb J8d
- R B
- PR EHEIN
- PR R B AT A AR A A A b
« R K O o X—Hifa ) AR
AF Lk d
o FLIR AR A B b B2 A 7 A
- BB PR R Y R 7 %
T UhAE d
500 ppm 2L E |- Ht i « TGP KON A/G Eejsirb
- TG J8d o e Mo OV L B B N
- JREJRD o ZNBE U AL A K
- JRECEHIN o FUIR AR A B b B AE K
o FF#se Mo OV L B BN - FURAR = v RAEME
o ZNBE R CPE R AR
o FLIR AR A B b B AE K
- R e A RN
100 ppm PR L ERLIPIRANS

/R & FEE T

a s FREHFERIBAT 21T > TRV, MRIEE Gz K 28 L Hlr Lz,

b : 500 ppm B GHE CTIIFHFLAIAE AT RV, BRI X D8 Ll LT,
o FEHFRIA R EIZIR VDY, BIRE G K DB L LTz,

d: Schmorl FSICE > TCIURTAF L THDH I & 2R LT,
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(2) 90 BRIEAMEMHER (1 X)

B — 7 VR (—REERESS 4 UT) & V72186 (42 0, 200, 1,000, 10,000/5,000

(D Z)  } 110,000 (HEDA) ppm? : PFERSFEBEIIR 18 B2 ]) & HIC
£ % 90 H LM EEMERUER 23 32 = 17,

& 18 90 BHREBZAMEEHER (/1 X) OFHREERE

. 10,000/5,
R 200 ppm 1,000 ppm 0 01(3)31151 000 10,000 ppm
SRR AR R B JiiE 5.99 29.1 167
(mg/kg A/ H) i3 6.16 30.9 320
SRR A i3

FRERETHO DN RIIR 19 1TRSA TV 5,

ARRABRIZFVNT, 10,000/5,000 ppm £ 5-HEDOHE KL Y 10,000 ppm £ 5-HE DM T
JHAR e BLHE f A0 2 2358 & B VT2 O T MM B IERE & © 1,000 ppm (K : 29.1
mg/kg AH/H, M : 30.9 mg/kg KAH/H) THHEBx b, (W2, 78

£19 90 BREBAMEEHRER (/1 X) TROONFERR

BHRE Vi3 IHE
10,000 ppm - ALP., TP }X T Glob £
- A/G e
« JHFH e B L B 5T

« 7y N—HANE DT Y R

VIRTAF i ¢
10,000/5,000 - IRERD a5 2~3 )M E
ppm MHI G- 4~7 #) K OFEEE &
Wb a( 5 2~17 38)
- ALP. ALT. AST. GGT KO
T.Bil #4/1 a
- J& Bil #4h0 b
o JHFHM A HE M 5E o

« 7 o—Hifla~ETT U KO
VRT AF ke e

- FFHIROZE M a B OV 2 2
1,000 ppm LA T | BEATRLZe L AT AL L
/L RBR A T

DRI FRIA BRI RV, B G K DR LT LT,
b -

D EEHRAUMENT 24T o TR NS MR EIC L DR LRI LT,
o BRI L > TAE YT Y 2, Schmorl JGZ X~ TV R T RAF U THDZ & MR L,

3 HED B HEFEIT 10,000 ppm O & TEAAE L7225 etk 2 R~ 2 fLik A b S A i il O B 5 72
EEN A L S R N OYEEEEE/D 0N oz, 5 38725 5,000 ppm ([ZEF S iz,
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11. BESERBRRUBNAERER

(1) 1 FERESERR (1 X)
E— 7 VR (—REMERER 4 VD) & AWIZIRE (R - 0. 200, 1,000 K OF

5,000/2,000 ppm?* : ‘FHRAEREILE 20 21R) K512k 5 1 EREM MR
BRosFEhE S iz,

=20 1 EMEHEEEHER (/X)) OEHRAKER=E
B 5B 200 ppm 1,000 ppm 5,00072,000
ppm
SRR AR B A A2 5.38 28.3 50.8
(mg/kg IR/ H) ki3 5.53 27.6 47.6

FHEGHETRO DIV EEITAIER 21 1RSI TV D,

AFAERIZI T, 5,000/2,000 ppm $5-5-7E 0O HER-E C 0o B AR Fa s 5655 D358 8O
SN0 T, HEEMEIIME S B 1,000 ppm (Zf : 28.3 mg/kg A/ H ., M 27.6
mg/kg (fKE/H) ThiHrEExbhiz, (B2, 79)

=21 1 EEEMHSESERER (/1 X) TREOon-E4MR
BeHRE Jii3 i3
5,000/2,000 c L 2B G-8 OV 10 H) KON |- Wil & 2 Fl(#e - 110 A KON
ppm bl & & 1 RS- 301 H) 143 H)

[« BFSEEVMK T, MEUE . R
ML (O3 b Bl 2 0)]

[ - RERDGRE 2 8T 44 )
K OB EE B b (5 5 2 38 S0
38~43 )]

[« ALP, AST. ALT. GGT kO
T.Bil #40]

[ - FFHIARZEPE B OV, ]

[ - JHHmAE B AR EESE, A A
15 K OV P At 72 k]

[« 7 v X—Hifn % & TedERN~ 7
1 77— KO ~D~F
DFY v URT RAF R A

[+ AZEBE TS 1~68, 13
~16 8, 20~21 ), MR
D21 ), MBS 21
W), IR/ARME K OV ek o 8
(5 1~3 18, 13~16 i,
20~21 i#)]

[ - RERD S 16 X 24 #) &
OMEE & (Be 5 13~16
T 14~21 )]

[ - ALP, AST. ALT. GGT kO
T.Bil #4/0]

[ - JIF e B 50, Tl A
. INARMIEE R, AN
HE R B B O A HEA L b K OV A
ZE ]

2

[ - EHIARAE P ET TR o]

- ALP X O* ALT #/n ¢

4 ferEn FHEREIE 5,000 ppm DR TERIE L7228, —HBRRBED EALY ONT IR B K OB EF ERiD 03538 &
N7=7=, HEIRG5 9 H, IG5 4 B CTREEPIEL, B3R E 22 B, MEXES 29 XX 76 H»
5 HAEA 2,000 ppm [CEE ST,
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| 1,000 ppm AT | BEAT R L B

b
c
d
[

a PRI K > T~EYT U . Schmorl )KSICE S TYRTZAF U THDH I & &R L,
: Masson’s trichrome 442 X > TRBEBRMETH A Z L 2FE8 LT,

s Hall sl K-> TR CH D 2 L 2R LT,

D RFE & FR B TR BT AT A

12 FEC3UTE0E &2 BI TR & T AT

(2) 2 FRIBESE/ERAEHAERER (Y )

Wistar Hannover 7 v b (825 APEREBREE - —HEMERES: 50 PE, &M IERER
BE . —FRRERESR 20 VT) & W =iREEE (54K : 0. 50, 100, 300 %X 1,000 ppm :
SEHRATEREILER 22 2) 512X 5 2 RN MRS RER N E
it A7,

&22 2EREBESE/ ENAMHEHR (S ) OFHREKERE

BB 50 ppm 100 ppm 300 ppm 1,000 ppm
PR AR I E I 2.15 4.34 13.3 45.7
(mg/kg KT/ H) i3 2.88 5.72 18.1 66.3

B GRETIRD BV RIXER 23 1T, R A oA i s Kz O 2 e
%ﬁ@mﬁﬂ@%@w%éﬁ&i%ﬂ%ﬂ%24&0§25_méﬂfb60

JESEPESRZE & L C. 1,000 ppm #5557 DI T HRAR MG A Fai i B A Kz O A sk i
. RIRGEEOMECRFIEARE O R A E N Z s L=,

AFABRIZI N T, 100 ppm LA EEGREORET/INEE R LT AE S K OB L
SN MECR BRI R IR IFIE BRI A SRR O b DT,
MR IIMERE & b 50 ppm (J : 2.15 mg/kg A/, 1 : 2.88 mg/kg KHE/H)
ThdrEtEILNE, (B2, 80)

(FFRg S SRR D FE S A A = R KZakBR: [14. (1) R OQ)] 2 5HR)

& 23-1 2 EMBHEE/ ENAEHERER (S b)) TROOIFUHRR

(FEEEMRE)
P 57 JAi3 i3
1,000 ppm - Hb. Ht., MCV= }x (X MCH /> |+ Hb, Hta, MCV } ! MCH 8/

- TG KO A/G Heigirb - GGT. TP, T.Chol % U* Ure #4/
- GGT. T.Chol } O Ure #4111 « JFF el B B N
o 75 LI B o INEE LTI IR AL

- 28 FLRFAMAR B N 2

o JFF ifn A R

- ZAZNTHR a0
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300 ppm Lk

- PREIFAINE] b K O A S (3

.1 38)

- TP #4n

« i B BN

« FEPR A f By OY L B BN
+ A i B e A

IR RS Sy

- HOIRIR A e b B AR K
+ HER A b B2 R T ik

- A/G i

- REEINA] o B OME AT D (B

5. 1~104 iA)
o JH B OVHRR i b E B N
o ANEEFDE T AR AE K
« JHFH i B e 5 4
o FRIRAR A e B BRI AR AR K

100 ppm LA I

« Glu s
- JFEeE BN
o INEHUDPE T RERAE R K OB

« Glu J#/
- FFMifa 3R @
< B R RMAE BRI RIS e

i
- R IRANE bR SRR e
50 ppm BT R L BT R L
a FEFFIVAEET RO, RS K DB L LT,
b: 300 ppm B H-AE - $E 5 1~108, 1,000 ppm B HAE - B5 1 HLE
¢: 300 ppm # G- : #1528 HLLFE, 1,000 ppm 58 : #4511 ELIE
d: 300 ppm FGHE TIIFFAAEBEIT RO, MIEEEIC X %8 Ll LT,
e : 100 ppm % 58 TITHEFIIAE TRV, MiRE 512 X 5508 Ll L=,

5 23-2 1 EFMEMHEHHERE (Sy k) TROON-FHMRE
(EEEMRE)
Be 5k JA(2 ki3
1,000 ppm - IREHSINPNHI G- 1~7 ) - Hb, Hta, MCV & MCH &4

- Hb, Ht, MCV= kXU MCH 84
- TG XU A/G b

- GGT. T.Chol & U Ure ¥4/

- HURRMR A e b B2 Rk

- GGT. TP, T.Chol & U* Ure ¥4/
« i B BN
- /N ZEHLOPERT IR SR L

300 ppm Lk

- TP #4n

* T R OV AR s K O P B R8N
+ A0 e B e A

- Fre SR T d

- BB IRANE LB SR UL

« HURRR A e b B AR

- PREHE N b

- A/G Heigirb

* JT B ON DR M b e o
/N ZEHL ORI AE R

» JTF 00 el ERL i s 2 5 <

IR RIS SY Wi

- FRR R A B R AR AR AR
100 ppm LA E |+ Glu JE4 « Glu /)

 NEERUDPERT I AE R © X ORI

s

- BB BB RN R SR UL ©

50 ppm

mEAT R L

IR R L

a

b
c
d
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CRREPFRA EZEIT RV, BRIRBR G L DB e LT,
: 300 ppm 58 : #1536 L%, 1,000 ppm 58 ¢ #5510 W LAKE

: 100 ppm £ 5BECTIIMFHFIAEEZIT WA, IR G2 L2228 Lk Lz,
: 300 ppm & HEE TIIMEI PR EZIT WA, BIEEGIZL S

Bz
A

EHIWT L7,




x 24 KRS REMIERIER U A RMREDEEHEE

iyl HE W
B 58 (ppm) 0 50 | 100 | 300 | 1,000 | O 50 | 100 | 300 | 1,000
AT B 50 50 | 50 50 49 50 50 50 49 50
HURIR A | 2 5 7 6 17%* 0 2 3 T* 4
Frl AmAapRE | @) | o) | 19 | 12 | BB | O | @ | ® | (14 | 8
R HR AR | 0 0 0 0 2 0 0 0 0 0
b (0) o | (0 (0) 1) (0) (0) o | O (0)
FUIR R A T Al I R D 58 AL AR E D 57— 2 - 1 0%~10.9%. #ff 0%~7.1%
FLIR R 2 B B es O 78 A48 D5 57— & 1 0% ~3.6%
* 1 p<0.05. **:p<0.01 (2277 KE)
C )P (%)
5= 20 FrHRERREORESEE
1) HE i3
B 5 (ppm) 0 50 100 | 300 | 1,000 0 50 100 | 300 | 1,000
MRS B 50 50 50 50 50 50 50 50 50 50
Pt . 0 0 0 0 1 0 1 1 0 6%
p| TR 60 | ol 0 |l | @ | o | @ | @ | o a

JIFHm e i i oD F& AR MR D7 B
*: p<0.05 (B 277 7 KRiE)
( ONEFREAHEE (%)

T4 ML S 0%~2.0%

(3) 18 BMENAERER (TVX)

ICR v v A (—BEMERES 51 PC) Z W 7=iREE (5K : 0, 200, 2,000 % Tf 8,000

ppm, FERAEIREITR 26 /) & 512X 5 78 WMFE M AMERER S it < 4
776
*26 T8 EERENAMHER (TIR) OFEHBRAKERE
B h5AE 200 ppm 2,000 ppm 8,000 ppm
RSV RUN TG E 21 227 905
(mg/kg {KH/H) i3 25 251 1,030

%&g‘ﬁfn&‘ &) [\Ohﬁ_ﬁil\i)ﬁ% idjl:? 27

EmHﬁJ:&Lﬂ:/EE\ ik EHX B iﬂﬁﬂ@ﬂ%

N O U S L D FE BB RE 13 3R 28 IR STV D
8,000 ppm 55 D HE THIKUE S fa B K O aiiﬂmﬂ’ﬂﬂﬁ%?@ E %ﬁé

BEHEENBN U728, ZORAEME (37%) TR FERERICBIT 25 RT —4
(25.5%~50.0%) OHPHNTH VD, MEE iﬂmﬂ@ﬂ%ﬁ&oﬁuﬁﬁﬁz{ & ézhéﬂm
i BB R DO AEBE OB H RO DR o722 D | MR EIC
HLiIBZoNRhoT,
AFRBRIZIBVN T, 2,000 ppm LA 35 5-8E O MERE T ONE M AT AR IS K OVHHE A
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NEWESE SR BT T, MM I TMEKE & & 200 ppm (7'7& : 21 mg/kg (RHE/
H., M : 25 mgkg (AE/H) ThHEZZ BT, BRAMEITRD o7z,
(M 2, 81)

§27 78 Fﬁﬁ%b\&'lftn-t%ﬁ (VWX) Tntu&)b;haf’ﬁllftl:ﬁﬁ

(EEBEMHRE)
P 5RE Ji3 i3
8,000 ppm - JHFf sk B AR N - REHEINPNE] 2 (51 38)
o ek B BN
2,000 ppm LA E |- (REEEIDINHE] G- 138 LA - JHF LB BN
- FFELEERE N « ONE PR RR R A K b

< ONEVEFMAEAE K a R OE A L & | - FAR)E BEPEFAIBRAR B 2

200 ppm mIET AR L BT R L

a: 2,000 ppm & GEETIIMEHFFEEZE iiib\ﬁi\ IR G LD B LT,
b HEHFERA BTV, BIERSIC X DB LW LT,

& 28 fhie ERG@R K. MK E S AmiakRER M= E S miaiREDFEEHEE

PRI Y2 il 5
B 5.8 (ppm) 0 200 | 2,000 | 8,000 0 200 | 2,000 | 8,000
MR BN 51 29 34 51 51 37 36 51
. NN 2 5 2 4 3 0 2 1
e £ I R @w |l an| ©® | ® | © | © | © | @
e et 8 12 10 17 10 11 7 4
A ARSI (16) | (41) | (29 | 33) | (20) | (80) | (19) | (8)
B | g s " 1 1 3 2 1 1 0 0
WSS | o) | 3 | @ | @ | @ | ® | © | 0
A SE S i e R+ 9 13 11 19* 11 11 7 4

n’*H] R S e (18) | (45) | B2 | 87 | (22) | (80) | (19 | (8
i a E RN EO T AME O BT — 4 ¢ 1 17.6%~48.0%. I 3.9%~16.0%
ﬂ a B R R O AEHE O F T —F ¢ I 3.9%~12.0%. M 1.9%~10.0%

B 3 it B R HEE R S S I iR eE D S8 AR SRS DY T — & I 25.5%~50.0%. It 5.9%~24.0%
* p<o.o5 (0 Z7'Z 7 RE, 0K&O8,000 ppm £ 5-FER] T3 i)
COPNFRAHEE (%)

12, EERESHEER
(1) 2 HAREHRERE (Tv )
SD T v b (—BEMERESR 24 JT) A FW-iREE (5K : 0. 50. 100, 300 KX
1,000 ppm : FERRIREEEILER 29 28) 5L 5 2 VBRI
iz,
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x29 2HAEBEHR (Sv b)) OFHRAFERE

R 50 ppm 100 ppm 300 ppm | 1,000 ppm

| 2.8 5.6 16.6 56.9

SRR AR B A P i3 3.5 7.0 20.8 69.9

(mg/kg KE/H) S 3.6 7.1 21.2 71.8

LA 43 8.7 925.8 88.2

BB GRETRD N MEATRIEE 30 ITRENTWD

ARz b\f Bk ONEE & 512 300 ppm G- HEOMEMET/NEEFL
PEFFRIAO AR R ZE N FR O H V=D T, Mt s T Lk ONR 8 o tErE & 4 100

ppm (P : 5.6 mg/kg {KE/H, P : 7.0 mg/kg (KE/H., F1 : 7.1 mg/kg {&
E/El F1 i : 8.7 mg/kg KE/H) THD EEZ BN, BEIHAEICH T 580X

mu &b Eﬂtﬁ 75)0 710

(M2, 82)

#30 2 1'&1‘&255@.{@% (Zv k) TROoONEEMHRERE

. P, W oo F, 2 Fe

BSH i i it i

1,000 C I R O |- AR (5 5 4| - (RERIINHEI R O] - FR et 2 KO8

ppm B ) TEAH ) HeEE RN

- FORIR AR bR |- B IRRERE B Ot | - TR ON R AL
R A RN o B UM R

i CHRRIBAGR R O |+ N DR |
Bl RN ek
£ - TS0 e S e 5
) 1300 ppm |+ /NZEHOPEFMIND |« /NZEFOE TR [ /NSER ORI [+ /NBE O

oLk A K R OIS AL [EPN IR K OMERAE | BEK

100 ppm | #EMEFTRZ2 L AT R L AT R L AT R L

PLF

1,000 - (R EERIITH] - (TR CORERIIEE 2 | - (RERIIH]

ppm o JFF Lt R RN C BT RN | NSEROERTAINA |+ /NEECR O RTAI
. A A
jﬁ“] 300 ppm |+ /NEESPULERTAINE | - FFEE E B8 o JFF L R RN e STl
| L AE K o NEECRULE TR

A
100 ppm | FMEFTRZRL TR L FIEFT R L TR L
LLF
2 RERIEE ATV, BRI EAC L B L HINT LT,

ANEE DR AL R R OYIF B &GN DWW T, MR AL E R S T anizd, o
7y PR TROON D HEEZFBE L THRIERGOREL LT,

(2) REFEER (SY )

SD 7 v b (—

FEME 24 PC) O 6~19 H

30

(R A

0. 20, 100 k&




500 mg/kg RE/H ., B8 : 0.1%Tween 80 &4 0.5%CMC-Na /KigiE) #5
LT, FAFMERBR i S v,

ARBRIZBW T, BEMTIX 500 mg/kg (AHE/HEGRETHEN. 100 mg/kg
(REE/ A DL B GRECIREA IS (IR 6~9 AL K OEER &R (ﬁfﬁ}%es
~9 HLAE) 235380 b, RIETIIWTHoRERICE W TH KR A
BRSO N2> T2 DT, ?ﬂf\iﬁi I REN) T 20 mglkg {ZFE/H Eﬁﬁleinit
RO & 500 mg/kg (KE/H TH D LB 2 bz, BAFBIEITRD b
-7, (M2, 83)

(3) BESMHEER (VYF)

HA A @R (—RElE 25 J8) OFIE 6~27 HIZ5EEIR 0 (5 : 0, 10,
30 &1 100 mg/kg R/ H ., A8 : 0.1%Tween 80 &4 0.5%CMC-Na /KIA&)
b U C, BAEFHRBRNEm I,

KRBT IBNT, B TIE 100 melkg (K5 H &% 5RETHRE (2 61, TR 21
FOR24 H) NED BN, Fo. RESINNEHE (FE 6~18 H L. #al5m
AREZERL) | BfEERD (0E4E 12~15 B XY 18~21 H, ﬁaﬁ?r?éﬁﬁif%it
L) B 6N, BETIEWThORGEHICE W T H RG-S X 58T
D OIS T DT, MM EIIREIY T 30 mg/kg ﬁ@/ H. ﬁbﬁfmftu%ﬁ@%
EAE 100 mgkg (KEH/H TH D &2 bV, ABEMHEITERO bLenoT-,

(M2, 84)

1 3. BEEEHERR

770 (FIE) OMELZHAWTCEIFRAREERR, Fr A =—X LR

2 — i M (CHL/IU) %MWY R ER B, ~ v 2% iz /MEiRER &
N7 v Mz Wz 2 2y R FEE STz,

FERIIE L ITTRENT VS,

Juia (R BRI W T RENEMELR AL T R OFEFLE T QNS L BRRFE 122>
Do BT, YR OB EE RIS B0 G R IR 5T, £72. in vivo
THEl SN/ IR E G OMORBROFSERITV TN b REETH -T2 2 &
5., B V7N RiFAERICE > CTRIEE R BEGEHEET Vb EE BT,

(ZH 2, 85~88)
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# 31

BinsEtERBRESE ([R5

FaNi pSES RLBRJRFE - e H- & P S
Salmonella typhimurium | 19.5~313 pg/~7' L — k (-S9)
(TA98, TA100, TA1535, |78.1~1,250 ug/7 L — b (+S9)
IR ZeIRE BB | TA1537 £5) =3s
FEscherichia coli
. (WP2 uvrA k)
IV’;". - F o f =— AL AKX —Jili | 20~160 pg/mL (-S9. 6 KFfALEE
i ki (CHIL/IU) % 17 FER CHEEAERD P GETN
. [ 23~180 pg/mL (+S9, 6 IKFfiLs Btk
REARFRR 17 B CREAfER) HiE B -
7.5~30 pg/mL (-89, 23 FEfH#ALH) (E3is
4.5~18 pg/mL (-S9. 45 KERLEE)
ICR ~ v A (H i) 500, 1,000 } X 2,000 mg/kg (A
/N ER (—#EHE 5 J0) /18] (24 FER R C 2 B3R O £ =3
in 5. Eeikd s 24 BRI B D
124%7) Wistar Hannover 7 v k 500, 1,000 } T* 2,000 mg/kg (A
2 Ay iR (FFfmia) (—REtE 5 po) /la] (21 FEREI IR C 2 [al g O # i
5., ks 3 BERIZICERED)
+/-S9 : RENEMALRIEAE T R OFEFIET
JFARIEEY) 1 ORIE %2 AW T B IRZERZE R e N~ 7 2 % W T2 /MR S
FEhE S T,
ERIIFR 32 ITRENTV D,
BIRZERERFERIC B W T, RENEMALRTFEE T CHIETH - 72, In vivo D/
ERBRicBW i@t Ttho7-, (M 2. 89~90)
* 32 ExsEUHHEBRERE (RKEEYD
FaNi Y PIE ALERYREE - B 5 TS
S. typhimurium 9.77~313 ng/7’ L — bk (-[+S9)
) (TA98, TA100. TA1535,
M| MR RS | TA1537 1) b =
VItro .
E. coli
(WP2 uvrA ¥E)
in ICR ~ 7 A (H#tififa) 400, 800 X% U* 1,600 mg/kg A/
vivo IR (—FElE 5 PC) o] (24 BRI T 2 FEEHRE O & | @it
5., B 24 W% 28R

+-89 : NHEHEMEALRATFAE T R OIEFAE T
2 +89 23515 5 TAL00 Bk T biiz,

14. TOHODRER

(1) FRICETERMBAAD=ZZXLEAR (Tv 1)

7 v bz vz 90 H M arEEERER [10.
AAERFERER [11.
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(2] 2B\, ATl CEESIN, FTAR AL A K Ol e R




@75) LD B 7272, Wistar Hannover 7 > b (—#EfE 8 L) ZHW /=1, 2 X
F’Eﬂ/mﬁﬂ (K : 0, 1,000 KX 2,000 ppm. FHRAEEEEILE 33 &2 K)
&5 FEIN P A T = R LGB I S vz,

x®3IB HRICETEIHRDPAADZALERER (Tv F) OFHBRKERE

BHRE 1,000 ppm 2,000 ppm
Be G-I () 1 2 4 1 2 4
SRR AR B A
(mfkg K/ F) ME | 70.3 | 76.9 | 71.9 | 142 | 144 | 140

B G-HE TR DIV I AREIEERTE MR IT R 34 I RS TV 5

FE/REIT 1 ARG TiE 2,000 ppm &5 T, 2 KO 4 @5 Tl 1,000

ppm LA EF HBECHIINZ 7R U /NEE PR RR AR R M OSRRAE 3588 B 7=,

BrdU k58 >\ Tk, WInoRGHL O GHMTbRERKEGICL D
HEITRD e oTz, 1 EMEGEEZXE L CTHIE L7 P450 &, EROD
J O PROD &M, M58 CHMN L, = OREIL EROD I&EMEIZ~T PROD
EMECTHETH -T2,

ARBRIZBW T, F2& LT PROD (CYP2B) OFFBENEOH LN Z &b,
PR R e ONIT A A BRI D F8 AR LT N2 254K CAR DIEMEAEASEE G- L T\ o 2 &8
EZ e, CAR {EMHLZ I L Tol & 2 SN D HIEFE O LT AR TH
o7, (R 2, 91)

x4 HEYMRBBERFNE

R 0 ppm 1,000 ppm 2,000 ppm
P-450 £ (nmol/mg &) 0.363 0.835" [2.3] 0.822* [2.3]
EROD &M (pmol/min/mg & H) 42.4 764 [18.0] 1,470 [34.7]
PROD & (pmol/min/mg & ) 1.55 396*** [255] 285" [184]

[ INOEAE I REEOEICRT 5 b AR,
** . p<0.01, ***:p<0.001 (Dunnett /)

(2) BRBICBETBREBAAD=ZXLEER (Sv k)

7 v b&MHWZ 90 HREEESMEEERE (10, (1) ] KO 2 FMEMEEE 5N

AMEDFEREER [11. ()] 2B\ T, HFURIRCTEEREMN, A EMEER LT
WA, = a A REME NS A Rl IR IE & OV 358 0 b iv7- 728, Wistar
Hannover 7 v ~ (—HEHE 10 PB) 2 A 72 15 MRS (K : 0. 300, 1,000,
JOV2,000 ppm, FEEIRAEEET 16.9, 55.1 KT 113 mg/kg KH/H) #5142
L ABFEMD A AT = X LR Fhi S 7=,

KRG TRO b TSH, Ts MO T4 iREIXFR 35 (2, HFREMAHIESR
IEMEITIER 36 I RSN TV D
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2,000 ppm EHHETIIHFRERD A0 ERZARAER K OV 2 v A KM, 1,000
ppm LA FEGRFETIIFEE L O TSH OGRS Hiviz, 300 ppm UL E#&
HETIE, FHRRER L OREME, BRI E & o InE N2 P450 E&U\
T4+-UDP-GT /ﬁ fi@imﬁﬂﬁhm Do, M Ts 2O Ty, I Ts-UDP-GT 75|
TR G XD BT b o T,

AFBRIZ :Fob\“C i TSH K OWF T4-UDP-GT {EMEDOEIMMAED b2 &
B, PN T O RARBR A VE o ORI R OHRIETTEIZ 0 . TSH D43 W h3 i 1
L. TSH ORIFIZ L BFRBROE &M, Al EEHIRRER K a2 v A R
DI EH Z S, Z ORI FHe T 5 Z L2 K- THRIRIRIZC AR A2l o 2
B OEENFR I ND EEZEx LN, (B2, 92)

&35 MAH TSH, T, RV T,iRE

& H-RE 0 ppm 300 ppm 1,000 ppm 2,000 ppm
B 58 7.8 5.9 5.5 6.8
: 2 W% 8.2 [1.1] 7.6 [1.3] 9.2 [1.7] 14.9* [2.2]
TSH [ —
(ng/mL) 4 A% 7.1 [0.91] 7.7 [1.3] 8.5 [1.5] 11.8" [1.7]
8 % 7.0 [0.90] 5.7 [0.97] 7.6 [1.4] 9.7 [1.4]
13 % 5.8 [0.74] 6.7 [1.1] 6.1 [1.1] 9.2" [1.4]
B 5-hi 124 110 120 171
" 2 B % 246 [2.0] 263 [2.4] 194 [1.6] 198 [1.2]
Ts J2 & —
(ng/mL) 4 A% 303 [2.4] 339 [3.1] 317 [2.6] 261 [1.5]
8 259 [2.1] 292 [2.7] 278 [2.3] 262 [1.5]
13 % 378 [3.0] 386 [3.5] 377 [3.1] 376 [2.2]
e H-Hii 3.4 3.6 3.5 3.6
T i 2 % 3.5 [1.0] 3.5 [0.97] 3.7[1.1] 3.5 [0.97]
iR 4 8% 3.6 [1.1] 3.9 [1.1] 4.2% [1.2] 3.7 [1.0]
(pg/dL) —
8 4.2 [1.2] 4.3 [1.2] 4.4 (1.3] 4.0 [1.1]
13 1% 3.2[0.94] 3.5 [0.97] 3.6 [1.0] 3.5 [0.97]
[ 1IN0 5RO 2 e amd,
*: p<0.05, **:p<0.01 (Dunnett /%)
5 36 FFEYKBIEBRTMNE
BB 0 ppm 300 ppm 1,000 ppm | 2,000 ppm
P-450 & 1.38"* 1.54*** 1.60***
0.827
(nmol/mg & 1) [1.7] [1.9] [1.9]
Ts-UDP-GT 75 4: 2.67 2.46 2.75
. 3.65
(pmol/min/mg & 1) [0.73] [0.67] [0.75]
T+-UDP-GT 75 299 52.0"* 69.1"* 85.5"*
(pmol/min/mg & 1) ' [1.6] [2.1] [2.6]
[ INOEAE T EEEOE I 5 e aRm T,

*kk .

: p<0.001 (Dunnett f&7E)
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I. BREEEETH

SWIETT-ER 2 AN TEEK T 0703 R O EEEEZEZMN 4 £ L
776

UC TIER L7770 RO T v M aE W8 RN EGRER OSSR, HA
RO G% T2 KO 7 U7 0 RORIEIT D7 &b 90.6% & RSz,
B GRS BRI T R IR 20 L CEERICHRt S vz, FEksy & LT, R Ciafa
B KOB OI Vv G ER, ERTIIRZEEOE Z P71 I Rl NS
B KOC, HHFTIIREHY B DI VT o BRAKLEDC OI VT v i
EERNRBD bz,

UC CTHEGR L7 7 U7 ROMMIENEMRBROMSELR, WOz uy
THEREBHED L2 MEIRENOE T Y71 RTHY ., 10%TRR %82 T
RO LNTRBFHIE, WDOLICB TS B/ La—2mE K ThHo7z,

I U7 REOREW B (F v a—Afad ke Ete) 200 bame L
TANEMFERRERBR O, €7V 7V FORREEMEILZ, V-7 &2 (X)) ©
14.2 mg/kg, @MW B (v a—2faakzate) ORREREMEZ, 13S0 (F
) @ 0.10 mg/kg TH o7,

FREFMERBE R NS, BT U7 REGIC X 228X F IR (FF e 5
fagistas) | HURAR (Ala EREGHIIEIERSE) 12RO bz, BIRREICXT 3 55228,
BT TN e OVEIRIZI W CRIE & 72 2 BIEFEITRO b v o T,

7w MEMWT 2 FERMBMERIEFE S AMEOFERERICIW T, JETHUIRAR A T i
e e R ON R R A B e s . e C R e e oD 8 A= B S D BE N 358 6D D ALTZ A3,
JEIE DR AEFIT VT O EGEEIC LD b0 8138 2 8, FMc Y720 BE %
RETHIEIEFRETHDL EBZ LN,

FED RPN E MR OFE R, 10%TRR 2@ 2 52#MHmE LTB 0/ va—xfas
EPRBO LN, R BIZT7 v MZBWTHLEOLND Z EnD, EBEDHO
REIMMREMEEZ T TV R (HUEEMOH) LERE LT,

HRBRICBIT 2 \EEE RS IR 3T ITRINTWVD,

BRGEEFEERIT, KRR THEON-EHEEEOR/IMEIX, 7 bEHAWE 24
2P N AMEOEERER D 2.15 me/kg (AHE/H TH o722 L b, ZH &R
& LT, LAf%% 100 T L7 0.021 mg/ke {A&E/H % — A EBHRZFAE (ADD) &
RIE LT,

Fo. BT VTN ROBEBROBEFICL VAT HAEEMED & 5 BRI
D ENRNST0, AVESRHE (ARD) 1XRET D LENR U & Hk LTz,

ADI 0.021 mg/kg {KE/H
(ADI B EARALE £}) & TR S ARG R BR
(B FE) 7wk
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W) 2 4

(
(¥ 5 51%) TREH
(e 2 M ) 2.15 mg/kg K E/H
(‘L2750 100
ARfD REDNIER L
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x31 FHRICETLIEBHERVURNENEE

. Beh & M e/ N B
i RBR (mg/kg (AHE/H) | (mgkg KHE/H) | (mg/kg AHE/H) &=V
Mt : 0. 100, 500, |/ : 7.1 1 : 36.2 HERE - st e OF
5,000/2,000 ppm | : 8.6 It 41.9 Hr EE A
Mt 0. 100, 500,
90 HE#2M 2,000 ppm
AR HE 20, 7.1, 36.2.
435/151
Mt . 0. 8.6, 41.9.
172
0. 50, 100, 300, |/ :2.15 Mt : 4.34 HE - /N E L OPERT
1,000 ppm It : 2.88 I : 5.72 A R AE oK K OV
Mt -0, 2.15, 4.34, Wil
13.3, 45.7 W - B BB R AR
e - 0. 2.88. 5.72. b Rz R £ SR Tk
2 EfEMEFEME (18.1, 66.3 H%
N AN
aRBR (- FRIR R A A
o iR B K O A i
Y g o> % A A
FE BN
Sk B - AR ARAE D
FE AL D)
0. 50, 100, 300, |#HiEhW K OV B | BlE Y K& ONE 8 |8 84 ) OV R 8L
1,000 ppm Wy ) )
P : 0, 2.8, 5.6, |PKE: 5.6 P : 16.6 P MEREK O Fr M
16.6. 56.9 Pt : 7.0 P i : 20.8 HE - /NFEHLOYERT
epiers |PHE: 00 3.5, 7.0, |FiffE: 7.1 Filf @ 21.2 AR AL 55
2 ORISR 20.8. 69.9 F, i : 8.7 F. Mt - 25.8
Filf: 0, 8.6, 7.1, (BRI kI %
21.2, 71.8 EEIRDLN
F.itf : 0, 4.3, 8.7, 720N)
25.8, 88.2
0. 20, 100, 500 |FRtEH4 : 20 KEM - 100 FEW) - (REEIN
JEIE 2 500 fEIE . — P Je OB £ &
kb
B S 2 S IR TAN
A TR L
(fEFF L TR D
HAL72N)
0. 200, 2,000, 8,000 | & : 21 ot . 227 ERE - OV
78 S ppm It - 25 I - 251 E@Hl;ﬂji%zﬁﬂ?fﬁﬂ
<A SR SR HE: 0, 21, 227, 905 ol T e

It 0.25,251,1,030

A ANEITFR D
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. Beh & M N R
¥ s (mg/kg (AHE/H) | (mgkg KHE/H) | (mg/kg AHE/H) &=V
SR\
0. 10, 30, 100 FEh) : 30 KE : 100 FEEhY - (REEHN
JEIE : 100 JER : — P e OV R &
&
Y| = == Y T
| R BRI I
(fEFEMEITED
5L
HE 2 0, 200, 1,000, |/ : 29.1 M - 167 BHERGE - AR A B
10,000/5,000 ppm | : 30.9 I : 320 by
i - 0. 200, 1,000,
90 HIE#2AM 10,000 ppm
R M- 0. 5.99, 29.1,
167
Mt 2 0. 6.16. 30.9,
X 320
0. 200. 1,000, |/ :28.3 it : 50.8 BHEREE - A e B
5,000/2,000 ppm | : 27.6 M 47.6 [k yiae:3
1 MEEE | HE - 0, 5.38, 28.3,
R 50.8
Mt 2 0. 5.53. 27.6,
47.6
NOAEL : 2.15
ADI SF : 100
ADI : 0.021
ADT 3% EARMLE $} 7w N 2 R S A DR A BR

ADI : — HERGEFA &

SF : Z4f%% NOAEL : #E &
U f/ bt B TR b EREMET AR LT,
— R NEMERITERE TE o T,
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<HIAE 1 :

TRE1 53 TS IR AE R >

AL s b54

B NNF-0721-4-OH N-(3,4-difluoro-5-hydroxybiphenyl-2-yl)-
(BC-01) 3-(trifluoromethyl)pyrazine-2-carboxamide

C NNF-0721-3-OH N-(3,4-difluoro-6-hydroxybiphenyl-2-yl)-
(BC-03) 3-(trifluoromethyl)pyrazine-2-carboxamide

D NNF-0721-6-OH N-(3,4-difluoro-3-hydroxybiphenyl-2-yl)-
(BC-04) 3-(trifluoromethyl)pyrazine-2-carboxamide

E NNF-0721-3,4-OH N-(3,4-difluoro-5,6-dihydroxybiphenyl-2-yl)-
(BC-05) 3-(trifluoromethyl)pyrazine-2-carboxamide

= NNF-0721-5-OH N-(3,4’-difluorobiphenyl-2-yl)-5-hydroxy-
(BC-06) 3-(trifluoromethyl)pyrazine-2-carboxamide

G NNF-0721-6-OH N-(3,4’-difluorobiphenyl-2-yl)-6-hydroxy-
(BC-07) 3-(trifluoromethyl)pyrazine-2-carboxamide

H %%Fog; 21-acid 3-(trifluoromethyl)pyrazine-2-carboxylic acid

I ?]IBIEI]Fl(()); 21-amide 3-(trifluoromethyl)pyrazine-2-carboxamide

j NNF-0721-4’,6'-OH N-(3,4-difluoro-3,5-dihydroxybiphenyl-2-yl)-
(BC-11) 3-(trifluoromethyl)pyrazine-2-carboxamide

K ?]g\éFlg; 21-oxamic acid 2-[(8’,4’-difluorobiphenyl-2-yl)amino]-2-oxoacetic acid

JFARIRIE | -
1
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<K 2 ¢ A SR >

W& PR AR
AIG It TNTINTaT ) o
ai HEhpksr & (active ingredient)
Alb TINT I
ALP TNHYKRAT 7 H—F
ALT 7’7::—‘/7‘1/ I\’?‘/?ﬁ?:n'?j“lf \‘
(=2 IvBerermgh7 27 I —€ (GPT) |
AST ?Xifﬁﬂ?V@?Ti/ %*7‘//17%1:7‘—% ]
(=& I Uty afig 727 17— (GOT) |
AUC FEN I FE bR T T A
BrdU 5-7E-2Q-TAFTY T
Ca VNI
CAR THEMET v R A X U2 RIKOIEIZERE (constitutively active receptor)
Crnax R
CMC-Na HIVIRF AF L ra—2F K oA
CYP F R ua—LP450 T A VYA L
EROD ThXTVVLINT 4 OTFT—F
GGT y-ﬁ“zlzf'i/l/]\?‘/:'<7:c'7jfv ]
[(=y- 7NV B IV KT ANTFH—F (y-GTP) ]
Glob raz ) v
Glu Jva—=z (k)
Hb ~EZnry (MEGEs)
Ht ~v Uy ME [=iFimEksEsE (PCV) ]
K VRN
LCso FRESCIRE
LDso B R
MCH SRR i B i 8,55
MCV SRR I ER A FE
P450 F k7 m— 2 P450
PHI SREBEH D BINEE To R
PROD N RNFTVLINT 4 OTRFT—F
T2 EEER
Ts ra—FK¥ A=
T UDP-GT andjfosteronev EELTH I VUV =)V N T AT 2T
— (Ts D7 )V7 v LRI % Kb
Ty HAfuax
T-UDP-GT 4-n{tropheno} EREELETDHUIVC YUV A=)V NG AT 2T
—¥ (Ta DT NV7 a i % )
TAR G (JLE) Hdee
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T.Bil mE U LE
T.Chol ol A7 o—

TG N ZURY R

TLC e/~ 777
TP WEEE

Trmax He e i P B R

TRR MR BE T RE

Ure JRFE

TSH FR S A v
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< B 3 1EM TR AR B R >

TEM 4 FeRE
syt . " Ha (mg/kg)
L) ®Ep | fUHE | [E%% | PHI H g8
(GIHTERAL) 354 | (gaitha) | (BD | (A) | vsvou o
AR Tk i Bb
Hy& 1 0.07 <0.01
(& th) : :
(k72 1 174 3 3 0.06 <0.01
7 0.01 <0.01
2013 4
hTE
(% 4) 1 0.03 <0.01
(48 75 1 177 3 3 0.02 <0.01
7 0.02 <0.01
2014 4
By = 0.0 0.0
(% H) 1 .04 <0.01
(472 1 176 3 3 0.02 <0.01
7 0.01 <0.01
2013 4
AT D 1 0.02 <0.01
(& th) : :
S A
2013 4 ' '
AT D 1 0.04 <0.01
(%(;g ;g%) 1 177 3 3 0.04 <0.01
o 7 0.08 <0.01
2013 4
I/\/\/Ur/ui&) 1 0.02 <0.01
= 3 0.03 <0.01
(ﬁéiﬁ :g%) 1 175 3 7 0.10 <0.01
o~ 14 0.10 <0.01
2014 4 28 0.04 <0.01
FE<Ew 1 0.40 <0.01
(T Hh) 3 0.59 0.02
((15) 1 250 3 7 0.28 0.02
2013 4F 21 0.06 <0.01
Z<aw 1 0.28 0.06
() 1 250~ 5 3 0.18 0.04
(Z£2E) 267 7 0.24 0.10
2013 4F 21 0.08 0.08
E<Ew 1 0.62 0.02
() 3 0.58 0.03
(3£15) 1 267 3 7 0.29 0.02
2013 4 21 0.03 0.01
Z<aw 1 0.84 <0.01
(FEHh) 3 0.67 <0.01
(3£2E) 1 260 3 7 0.19 <0.01
2013 4F 21 0.04 <0.01
E<Ew 1 0.22 <0.01
() 3 0.19 <0.01
(Z£2E) 1 257 3 7 0.17 <0.01
2014 4F 21 0.02 <0.01
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((RZES

FREHEME 2 (mg/kg)

(FREEIRE) B & | % | PHI
(ZIHTERAT) F5% | (gaiha) | (B) | (H) | vs5oo0 4
EAEIE 7EIY | ram
F<aEw 1 0.08 <0.01
(F Hh) 3 0.10 <0.01
((255) 1 260 3 7 0.03 <0.01
2014 4F 21 0.01 <0.01
Xy 1 0.34 <0.01
(7% ) 3 0.53 <0.01
(FEER) 1 250 3 7 0.12 <0.01
2013 4F 21 0.01 <0.01
Ty 1 1.55 <0.01
() 1 247~ 5 3 1.46 <0.01
(FEER) 267 7 1.46 <0.01
2013 4F 21 0.03 <0.01
Xy 1 0.15 <0.01
(T Hh) 1 248~ 3 3 0.06 <0.01
(FEER) 256 7 0.02 <0.01
2013 4F 21 <0.01 <0.01
Ty 1 0.88 <0.01
(7% ) 3 0.72 <0.01
(FEER) 1 250 3 7 0.70 <0.01
2013 4F 21 0.13 <0.01
Ty 1 0.80 <0.01
(T Hh) 1 244~ 3 3 0.38 <0.01
(FEER) 259 7 0.08 <0.01
2014 4F 21 <0.01 <0.01
Ty 1 0.07 <0.01
(7% ) 1 250~ 5 3 0.06 <0.01
(FEER) 262 7 0.02 <0.01
2014 4F 21 <0.01 <0.01
Ty a ) — 1 0.93 <0.01
- 1 3 7 0.18 <0.01
(%) 242
21 0.01 <0.01
2013 28 <0.01 <0.01
Ty ol — 1 1.41 <0.01
(E25) 1 599 3 7 1.63 0.01
R 14 0.12 <0.01
2014 28 <0.01 <0.01
Fmyay— 5 | o34 Zo01
2§ . <0.
(= i) 1 250 3 | 7 0.19 <0.01
(E®)
21 <0.01 <0.01
2013 4 28 <0.01 <0.01
LA A 1 6.28 <0.01
(bt 3% 1 240~ 5 3 5.24 <0.01
(3£38) 250 7 3.76 <0.01
2013 4 21 0.40 <0.01
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((RZES

FREHEME 2 (mg/kg)

(FREEIRE) R & | A%k | PHI
(ZIHTERAT) F5% | (gaiha) | (B) | (H) | vs5oo0 4
EAEIE 7EIY | ram
VXA 1 0.76 <0.01
(hi % 1 250~ 3 3 0.70 <0.01
((255) 261 7 0.62 <0.01
2013 4F 21 0.02 <0.01
LA 1 3.06 <0.01
(bt % 1 249~ 5 3 2.02 <0.01
(Z£2E) 251 7 2.06 <0.01
2013 4 21 0.14 <0.01
LA A 1 0.92 <0.01
(bt % 3 0.92 <0.01
((15) 1 240 3 7 0.53 <0.01
2013 4F 21 0.04 <0.01
VXA 1 2.02 <0.01
(hia% 1 236~ 3 3 1.98 <0.01
((15) 238 7 1.73 <0.01
2014 4 21 0.09 <0.01
Vi A 1 2.17 <0.01
(bt % 3 1.72 <0.01
(Z£2E) 1 250 3 7 0.52 <0.01
2014 4F 21 0.02 <0.01
YT AR 1 6.42 0.03
(hia% 3 9.14 0.02
((15) 1 187.5 3 7 2.55 0.01
2013 4F 21 0.14 0.02
YT AR 1 10.8 0.05
(bt % 3 9.30 0.04
(Z£2E) 1 200 3 7 2.91 0.03
2013 4 21 0.10 0.01
V=714 1 5.61 <0.01
(hia% 3 4.46 0.01
((15) 1 200 3 7 2.32 <0.01
2013 4F 21 <0.01 <0.01
V=71 XA 1 14.2 0.04
(hia% 3 10.8 0.03
(3£2E) 1 200 3 7 5.58 0.02
2013 4 21 0.05 <0.01
7-Fh& 1 0.02 <0.01
() 3 0.03 <0.01
(=3 1 198 3 7 <0.01 <0.01
2013 4F 21 <0.01 <0.01
TmFhRE 1 0.12 <0.01
==
(gﬁf@) 190 3 3 0.02 <0.01
(%2%) 7 <0.01 <0.01
2013 4 21 <0.01 <0.01
EhnE 1 0.03 <0.01
() 1 191 3 3 <0.01 <0.01
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((RZES

FREHEME 2 (mg/kg)

(FREEIRE) B & | % | PHI
(ZIHTERAT) F5% | (gaiha) | (B) | (H) | vs5oo0 4
EAEIE 7EIY | ram
(=3 7 <0.01 <0.01
2013 4F 21 <0.01 <0.01
TERE 1 <0.01 <0.01
(F Hh) 3 <0.01 <0.01
(%2%) 1 188 3 7 <0.01 <0.01
2013 4 21 <0.01 <0.01
7-Fh& 1 0.02 <0.01
(7% ) 3 0.01 <0.01
(=3 1 191 3 7 0.01 <0.01
2014 4 21 <0.01 <0.01
7-Fh& 1 0.01 <0.01
(F Hh) 3 0.02 <0.01
(%2%) 1 190 3 7 0.01 <0.01
2014 4F 21 <0.01 <0.01
RE 1 0.47 <0.01
(7% ) 3 0.64 <0.01
(Z£2E) 1 180 3 7 0.48 <0.01
2013 4 21 0.11 <0.01
nE 1 0.62 <0.01
() 3 0.44 <0.01
((15) 1 180 3 7 0.30 <0.01
2013 4F 21 0.14 <0.01
RE 1 1.50 <0.01
(FEHh) 3 1.17¢ <0.01
((155) 1 170 3 7 0.37 <0.01
2013 4 21 0.22 0.01
nE 1 0.80 <0.01
(7% ) 3 1.18 <0.01
(Z£2E) 1 158 3 7 0.72 <0.01
2013 4F 21 0.38 <0.01
nE 1 0.66 <0.01
(T Hh) 3 0.59 <0.01
((155) 1 180 3 7 0.42 <0.01
2014 4F 21 0.02 <0.01
RE 1 2.90 <0.01
(7% ) 3 2.07 <0.01
(Z£2E) 1 171 3 7 0.49 0.01
2014 4 21 0.06 <0.01
1=k~ h 1 0.91 <0.01
(hia% 3 0.83 <0.01
(R58) 1 259 3 7 0.82 <0.01
2013 4F 21 0.47 <0.01
R=Fvh 1 0.55 <0.01
(hia% 3 0.53 <0.01
(B3 1 278 3 7 0.34 <0.01
2013 4 21 0.24 <0.01
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((RZES

FREHEME 2 (mg/kg)

(FREEIRE) B & | % | PHI
(ZIHTERAT) F5% | (gaiha) | (B) | (H) | vs5oo0 4
A A Rt Be
R=Fvh 1 0.58 <0.01
(hi % 3 0.37 <0.01
(R58) 1 263 3 7 0.40 <0.01
2013 4F 21 0.37 <0.01
R=Frvh 1 0.92 <0.01
(bt % 3 0.94 <0.01
(B3 1 259 3 7 0.72 <0.01
2014 4F 21 0.32 <0.01
1=k~ h 1 0.50 <0.01
(hia% 3 0.48 <0.01
(R58) 1 250 3 7 0.51 <0.01
2014 4F 21 0.24 <0.01
R=Fvh 1 0.55 <0.01
(hia% 3 0.47 <0.01
(3 1 264 3 7 0.47 <0.01
2014 4F 21 0.51 <0.01
v 1 0.98 <0.01
(bt % 3 0.66 <0.01
(3R3) 1 259 3 7 0.54 <0.01
2013 4F 21 0.08 <0.01
B—~ 1 1.04 <0.01
(hia% 3 0.84 <0.01
(R38) 1 280 3 7 0.50 <0.01
2013 4F 21 0.16 <0.01
B 1 2.20 <0.01
(bt % 3 2.24 <0.01
(3 1 265 3 7 1.12 <0.01
2014 4F 21 0.72 <0.01
AN 1 0.27 <0.01
(hia% 3 0.18 <0.01
(R38) 1 285 3 7 0.02 <0.01
2013 4F 21 0.01 <0.01
Iy 1 0.16 <0.01
(bt 3% 3 0.12 <0.01
(B3 1 296 3 7 0.03 <0.01
2013 4F 21 <0.01 <0.01
NeN 1 0.38 <0.01
(bt 3% 3 0.11 <0.01
(R3) 1 300 3 7 0.01 <0.01
2013 4F 21 <0.01 <0.01
Iy 1 0.44 <0.01
(hia% 3 0.30 <0.01
(B3 1 258 3 7 0.14 <0.01
2013 4F 21 0.02 <0.01
7L
ff: 1 260 3 1 0.28 <0.01
(i 3%
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((RZES

FeEfE 2 (mg/kg)

(FREEIRE) R & | A%k | PHI
(53T ERAL) \Z5% | (gai/ha) | (&) | (H) vS5 U7 .
EAEIE 7EIY | ram
(3
2014 4F
VASCH
(i i
- 1 280 3 1 0.30 <0.01
(R58)
2014 4
XwIHh 1 0.25 <0.01
(bt 3% 3 0.14 <0.01
(B3 1 296 3 7 0.06 <0.01
2013 4£ 21 0.01 <0.01
XwIHh 1 0.32 <0.01
(hia% 1 267~ 3 3 0.16 <0.01
(R58) 281 7 0.06 <0.01
2013 4 21 0.02 <0.01
EXR 1 0.16 <0.01
(bt 3% 3 0.10 <0.01
(B3 1 290 3 7 0.04 <0.01
2013 4£ 21 0.01 <0.01
XwIHh 1 0.36 <0.01
(bt % 3 0.16 <0.01
(R3) 1 277 3 7 0.06 <0.01
2013 4 21 0.01 <0.01
EXR
(i %
- 1 250 3 1 0.24 <0.01
(R58)
2014 4
XwIHh
(bt %
" 1 275 3 1 0.34 <0.01
(B3
2014 4F
EARYE 1 <0.01 <0.01
(hia% 1 950 3 3 <0.01 <0.01
[(RAGEEZRELEZHD)] 7 <0.01 <0.01
2013 4 21 <0.01 <0.01
EAAYE 1 <0.01 <0.01
(bt % 1 261~ 5 3 <0.01 <0.01
[RRGEEZBRELZHD)] 276 7 <0.01 <0.01
2013 4£ 21 0.01 <0.01
ERAY/R 1 <0.01 <0.01
(hia% 1 978 3 3 <0.01 <0.01
[(RAGEEZRELZHD)] 7 <0.01 <0.01
2013 4 21 <0.01 <0.01
U 1 <0.01 <0.01
(hia% 1 256~ 3 3 <0.01 <0.01
(RN ZBRELZHD)] 267 7 <0.01 <0.01
2013 4 21 <0.01 <0.01
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((RZES

FREHEME 2 (mg/kg)

(FREEIRE) B & | % | PHI
(53T ERAL) \Z5% | (gai/ha) | (&) | (H) vS5 U7 .
FHAEIE A Ftn B
EAAYE 1 <0.01 <0.01
(hi % 1 980 3 3 <0.01 <0.01
[(RAGEEZRELZHD)] 7 <0.01 <0.01
2014 4F 21 <0.01 <0.01
U 1 <0.01 <0.01
(bt % 1 960 5 3 <0.01 <0.01
(RN ZBRELZHD)] 7 <0.01 <0.01
2014 4F 21 <0.01 <0.01
ERRA 1 0.08 <0.01
(bt % 1 950 5 3 0.14 <0.01
[(RFEGFLZE2ETe)] 7 0.09 <0.01
2013 4 21 0.05 <0.01
EAA 1 0.34 <0.01
(hia% 1 261~ 5 3 0.25 <0.01
[(RFEGFLZE2ET)] 276 7 0.22 <0.01
2013 4F 21 0.08 <0.01
ERRA 1 0.30 <0.01
(bt % 3 0.25 <0.01
e N 1 278 3
[(REGRLEEGT)] 7 0.16 <0.01
2013 4 21 0.15 <0.01
EAA 1 0.23 <0.01
(hia% 1 256~ 3 3 0.17 <0.01
[(RFEGFLZE2ET)] 267 7 0.24 <0.01
2013 4 21 0.10 <0.01
ERRA 1 0.39 <0.01
(bt % 1 230 3 3 0.40 <0.01
[(REGRLEEGT)] 7 0.33 <0.01
2014 4F 21 0.12 <0.01
ERRA 1 0.08 <0.01
(hia% 1 260 3 3 0.08 <0.01
[(RFEGFLZEET)] 7 0.08 <0.01
2014 4F 21 0.04 <0.01
A B 1 <0.01 <0.01
(hia% 1 228~ 3 3 <0.01 <0.01
[BRRNEEZBRELZHD)] 229 7 <0.01 <0.01
2013 4F 21 <0.01 <0.01
Ary 1 <0.01 <0.01
(bt % 1 943 5 3 <0.01 <0.01
[RRGEEZBRELZSD)] 7 <0.01 <0.01
2013 4 21 <0.01 <0.01
A 1 <0.01 <0.01
(hia% 1 219~ 3 3 <0.01 <0.01
[(RAGEEZRELZHD)] 220 7 <0.01 <0.01
2013 4F 21 <0.01 <0.01
Awa 1 228~ 5 1 0.18 <0.01
(bt % 229 3 0.26 <0.01
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((RZES

FREHEME 2 (mg/kg)

(FREEIRE) R & | A%k | PHI
(ZIHTERAT) F5% | (gaiha) | (B) | (H) | vs5oo0 4
EAEIE 7EIY | ram
[REGRELEEGT)] 7 0.28 <0.01
2013 4F 21 0.14 <0.01
A 1 0.28 <0.01
(hi % 1 943 3 3 0.40 <0.01
[(RFEGFLZE2ET)] 7 0.60 <0.01
2013 4 21 0.20 <0.01
Au 1 0.18 <0.01
(bt 3% 1 219~ 5 3 0.16 <0.01
[(REGRLEEEGT)] 220 7 0.16 <0.01
2013 4 21 0.15 <0.01
(2D D 1 0.34 <0.01
(hia% 3 0.18 <0.01
(R58) 1 257 3 7 0.18 <0.01
2013 4F 21 0.03 <0.01
22950 1 0.16 <0.01
(bt 3% 3 0.22 <0.01
(B3 1 256 3 7 0.08 <0.01
2013 4 18 0.02 <0.01
SRAAED 1 2.57 <0.01
(bt % 3 2.12 <0.01
(&%) 1 200 3 7 1.31 <0.01
2013 4F 21 0.12 <0.01
ERZAED 1 0.98 <0.01
(hia% 3 0.85 <0.01
(&%) 1 198 3 7 0.63 <0.01
2013 4 21 0.15 <0.01
ERLWAIT A 1 1.01 <0.01
(bt % 3 0.70 <0.01
(&%) 1 163 3 7 0.64 <0.01
2013 4F 21 0.14 <0.01
IRLVAT A 1 1.14 <0.01
(hia% 3 0.88 <0.01
(&%) 1 167 3 7 0.50 <0.01
2013 4F 21 0.05 <0.01
IRLVAT A 1 1.66 <0.01
(bt % 3 1.44 <0.01
(&%) 1 169 3 7 0.73 <0.01
2014 4 21 0.14 <0.01
ZIZED 1 0.56 <0.01
(T Hh) 3 0.50 <0.01
(&%) 1 160 3 7 0.53 <0.01
2013 4F 14 0.42 <0.01
2T ED 1 4.82 <0.01
(FEHh) 3 3.26 <0.01
(&%) 1 150 3 7 1.79 <0.01
2013 4 14 0.94 <0.01
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((RZES

BHME 2 (mg/kg)

Bk AE) B | BERE | EX | PHI
(S HTEBAL) F | (gaha) | (B) | (A) | v5o70 4
o A fR#4 B
ZTEED 1 0.50 <0.01
(% Hh) 3 0.52 <0.01
() 1 163 3| ¢ 0.22 <0.01
9013 4 14 0.16 <0.01
RPN A7 Ao
(a7 - 1E59) ’ o Zo01
) 1 525 2 14 0.02 <0.01
28 <0.01 <0.01
2012 4
T T 703 Ao 7 0.02 <0.01
ST AR AN ) '
(ﬁlﬁn(X%Izﬂ)?‘k) 1 525 | 2 | 14 0.01 <0.01
28 0.02 <0.01
2012 4
BN 2 A 7 0.02 <0.01
S, gAY ) '
(ﬁma@)i‘?) 1 169 | 2 | 14 0.02 <0.01
28 0.02 <0.01
2013 4
T T 703 Ao 7 0.04 <0.01
ST AR AN ) '
(ﬁma@)ﬁ) 1 431 2 | 14 0.03 <0.01
28 0.03 <0.01
2013 4
BN 2 A 7 0.01 <0.01
T e ' '
(ﬁma@)i‘?) 1 450 | 2 | 14 0.02 <0.01
28 <0.01 <0.01
2013 4
T Z 203 A 7 0.01 <0.01
ST AR AN ) '
(Mn(x%@)ﬁ) 1 455 2 | 14 0.02 <0.01
28 0.01 <0.01
2013 4
5N Z 703 A 7 4.54 <0.01
oL A ' '
(ﬁm@(‘%&‘)ﬁ) 1 525 | 2 | 14 4.30 <0.01
28 4.88 <0.01
2012 4
BN 2 A 7 1.98 <0.01
P, gAY ) '
(higk - ME4S) 1 525 9 14 1.98 <0.01
(F52) 28 1.82 <0.01
2012 4
T T2 Ao 7 3.25 <0.01
ST AR AN ) '
(ﬁfﬂﬂ)&é‘)ﬁ) 1 469 | 2 | 14 2.78 <0.01
28 3.41 <0.01
2013 4
BN 2 A 7 2.02 <0.01
S, gAY ) '
(ﬁm@(‘%&‘)&"?) 1 31 | 2 | 14 1.93 <0.01
28 2.34 <0.01
2013 4
“Ell\\ Z})A/
{m:gn[%( ~ ] 450 0 7 2.32 <0.01
iz - 4649 14 2.00 <0.01
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((RZES

FREHEME 2 (mg/kg)

(s Re) Bk fEH= E1% | PHI
(M ERAL) F | (gaha) | (B) | (A) | v5o70 .
FEh A Tk R Bb
(RH) 28 2.92 <0.01
2013 4
TEN A3 A . 5 66 <0.01
FeSL | ARRAN . .
(ﬁm")(‘% &f‘z) 1 455 2 | 14 2.80 <0.01
2013 2 28 1.57 <0.01
TR OB A
(@ ) 7 0.36 <0.01
(ot Ao ) 1 445 2 14 0.38 <0.01
201;; 28 0.36 <0.01
TR OB A
(Bt Ao ) 1 439 2 14 0.61 <0.01
201:} 28 0.52 <0.01
I I A
(@ ) 7 0.46 <0.01
(ot Ao ) 1 443 2 14 0.42 <0.01
2012; 28 0.36 <0.01
2T 7 0.56 <0.01
FHh . AN . .
(E&igg /Q‘{‘g‘;) 1 480 2 | 14 0.22 <0.01
201;} 28 0.18 <0.01
b 7 0.20 <0.01
S . AEAN . .
(E&%% /Q‘{‘g‘;) 1 375 2 | 14 0.15 <0.01
201;; 28 0.09 <0.01
DA
(Tt - HE4Y) 1 0.20 <0.01
[(REGEBD. LAKLCE—ED 1 375 2 3 8'12 zg'gi
%ﬁpﬂ’{’;i;;: b0)] 21 0.26 <0.01
WAZ 1 0.20 <0.01
(FEHh - MmLY) 1 375 9 3 0.19 <0.01
(BB, LA OEA D HER) 7 0.19 <0.01
2012 4 21 0.14 <0.01
WAZ 1 0.20 —
(FEHh - ;LY 3 0.16 —
(RFE4 R 1 875 2 | q 0.18 -
2012 4 21 0.25 _
DAiZ
(Bt - LY 1 0.28 <0.01
[BEGERD. LAKOERO 1 375 9 3 g'gg :8'81
%ﬁ%%i;;: b 0)] 21 0.06 <0.01
- 1 0.40 <0.01
(FEHh - ;A3 1 375 2 3 0.46 <0.01
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((RZES

FREHEME 2 (mg/kg)

(FREEIRE) B & | % | PHI
(S BTERAL) 1F5% | (gai/ha) | (B) | (H) o7 .
gt e T 7EIY | ram
(fEb b, LAKORMED L) 7 0.26 <0.01
2012 4F 21 0.12 <0.01
WAZ 1 0.29 -
(B - ML) 3 0.26 —
(R4 (k) 1 375 2 | 9 0.29 _
2012 4F 21 0.07 —
WAZ 1 0.34 <0.01
(FEHh - ;LY 1 338 9 3 0.33 <0.01
[(REGEEZBRELZHD)] 7 0.36 <0.01
2013 4 21 0.21 <0.01
WAZ 1 0.42 <0.01
(B - ML) 1 313 9 3 0.43 <0.01
[(REGREZBRELZHOD)] 7 0.46 <0.01
2013 4F 21 0.38 <0.01
WAZ 1 0.23 <0.01
(T - £E43) 1 399 9 3 0.20 <0.01
[(REGEEZBRELZHOD)] 7 0.22 <0.01
2013 4 21 0.11 <0.01
WAZ 1 0.28 <0.01
(FEHh - ;LY 1 375 9 3 0.12 <0.01
[(REGREZBRELZHOD)] 7 0.12 <0.01
2013 4F 21 0.06 <0.01
A L 1 0.34 <0.01
T . A . .
L, D) 3 0.30 <0.01
[REGEEH, LAKOEMD 1 375 2 - 0.24 <0.01
EHAERELEZLD)] ' '
HPe = 21 0.12 <0.01
2012 4
HAZ L 1 0.39 <0.01
(FEHh - ;LY 1 375 9 3 0.34 <0.01
(BB, LA OEAE D HER) 7 0.28 <0.01
2012 4F 21 0.20 <0.01
AAZ: L 1 0.35 —
(e - ML) 3 0.30 —
(R4 (k) 1 375 2 | 9 0.24 _
2012 4F 21 0.13 —
Gy 1 0.30 <0.01
FHh o AN . .
» (Ef‘ - ) 375~ 3 0.36 <0.01
[(REGEBL., LAKDEMED 1 2 ; 0.38 <0.01
Hif AR E LT b o)) 376 ' '
R PR - 21 0.20 <0.01
2012 4F
AAZ: L 1 0.58 <0.01
(e - ML) 1 375~ 9 3 0.26 <0.01
(BB, LA OEA D HER) 376 7 0.48 <0.01
2012 4F 21 0.30 <0.01
AAZL 1 375~ 9 1 0.34 —
(FEHh - ;A3 376 3 0.35 —
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((RZES

FeEfE 2 (mg/kg)

(s Re) Bk i FH & % | PHI
(T ERAT) F5E | (gaiha) | (B) | () | vrs5oo0 -
AR Tk i Bb
(RFEAR) 7 0.39 —
2012 4 21 0.21 —
AAZ: L 1 0.24 <0.01
(B - ML) 1 360 9 3 0.27 <0.01
[(REGREZBRELZHOD)] 7 0.16 <0.01
2013 4 21 0.13 <0.01
HAZe L 1 0.46 <0.01
(FEHh - ;LY 1 350 9 3 0.36 <0.01
[(REGEEZBRELZHD)] 7 0.38 <0.01
2013 4 21 0.25 <0.01
HAZ: L 1 0.36 <0.01
(B - ML) 1 300 9 3 0.34 <0.01
[(REGREZBRELZHOD)] 7 0.35 <0.01
2013 4F 21 0.26 <0.01
AAZ: L 1 0.32 <0.01
(T - £E43) 1 393 9 3 0.43 <0.01
[(REGEEZBRELZHOD)] 7 0.38 <0.01
2013 4 21 0.26 <0.01
%) %) 1 <0.01 <0.01
_ \ 3 <0.01 <0.01
T Hh . AN
(7 é@%@)*) 1 238 9 7 <0.01 <0.01
i 21 <0.01 <0.01
2013 28 <0.01 <0.01
%) %) 1 <0.01 <0.01
_ \ 3 <0.01 <0.01
T Hh . AN
(7 é@%@)*) 1 250 9 7 <0.01 <0.01
i 21 0.02 <0.01
2013 28 0.01 <0.01
%) %) 1 0.03 <0.01
_ \ 3 0.02 <0.01
T Hh . AN
(7 é@%@)*) 1 263 9 7 0.02 <0.01
2013 47 21 0.02 <0.01
013 28 0.01 <0.01
%) %) 1 0.29 <0.01
_ \ 3 0.26 <0.01
(FFHh - LY
[RECR L & 510)] 1 S N o o
2013 4 28 0.14 <0.01
= A AN 3 0.24 <0.01
(7 1 - 2629) 1 9250 2 7 0.16 <0.01
[(RFEGFLZE2ET)] 91 0.19 <0.01
2013 & 28 0.12 <0.01
e N 1 263 2 7 0.33 <0.01
[REFREZET)] 91 0.96 <0.01
2013 4 28 0.03 <0.01
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((RZES

FREHEME 2 (mg/kg)

(FREEIRE) R & | A%k | PHI
(T ERAT) F5E | (gaiha) | (B) | () | vrs5oo0 -
i A Tk i Bb
72 1 0.20 <0.01
(B - ML) 3 0.38 <0.01
(R38) 1 281 2 7 0.24 <0.01
2013 4F 21 0.20 <0.01
AN 1 0.88 <0.01
(FEHh - ;A3 3 0.92 <0.01
(3 1 285 2 7 0.69 <0.01
2013 4 21 0.66 <0.01
TH 1 0.04 <0.01
(FEHh - ;LY 3 0.05 <0.01
(R38) 1 300 2 7 0.02 <0.01
2013 4F 21 <0.01 <0.01
THh 1 0.26 <0.01
(e - ML) 1 263~ 9 3 0.16 <0.01
(R38) 278 7 0.10 <0.01
2013 4 21 0.10 <0.01
20 1 0.58 <0.01
(FEHh - ;LY 3 0.54 <0.01
(B3 1 250 2 7 0.41 <0.01
2013 4F 21 0.30 <0.01
9 1 0.74 <0.01
(e - ML) 3 0.68 <0.01
(R38) 1 225 2 7 0.68 <0.01
2013 4F 21 0.80 <0.01
R 1 1.38 <0.01
(FEHh - ;LY 3 0.74 <0.01
(B3 1 263 2 7 0.61 <0.01
2013 4 21 0.44 0.03
koL 1 0.47 <0.01
(% - ME4Y) 3 0.42 <0.01
(R38) 1 366 2 7 0.60 <0.01
2013 4F 21 0.52 <0.01
B5L9 1 1.15 <0.01
ik - ME4Y) 3 1.11 <0.01
(B3 1 338 2 7 0.75 <0.01
2013 4 21 0.30 <0.01
WH 1 1.36 <0.01
(i 5% 3 1.06 <0.01
(B3 1 169 3 7 0.69 <0.01
2014 4F 21 0.44 <0.01
WHZ 1 0.78 <0.01
(hia% 3 0.72 <0.01
(R58) 1 169 3 7 0.69 <0.01
2014 4 21 0.20 <0.01
WH o 1 0.40 <0.01
(bt % 1 166 3 3 0.24 <0.01
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((RZES

FeEfE 2 (mg/kg)

GkEETERE) Bk i FH & % | PHI
(OMTERAL) I35 | (gai/ha) | (E) | (H) =A% .
EAEIE 7EIY | ram
(3 7 0.26 <0.01
2014 4 21 0.05 <0.01
HEH 7 0.32 <0.01
ST ARRAR . .
(ﬁmai)*) 1 260 2 14 0.48 <0.01
28 0.40 <0.01
2013 4
$E9 7 0.64 <0.01
oL AN . .
(ﬁm“&%*) 1 250 2 14 0.54 <0.01
28 0.92 <0.01
2013 4
SE9 7 0.28 <0.01
FSIL | AREAR . .
(ﬁmai)*) 1 9240 2 14 0.32 <0.01
28 0.41 <0.01
2013 4
2L 7 0.52 <0.01
2 ~ 14 0.35 <0.01
ST AR AN
(ﬁm“&%*) 1 250 2 28 0.57 <0.01
o 42 0.40 <0.01
2014 49 0.43 <0.01
2L 7 0.92 <0.01
2 ~ 14 0.78 <0.01
fooiU o AMEAN
(ﬁm“&%*) 1 238 2 28 0.98 <0.01
2014 fF 42 0.50 <0.01
0 49 0.40 <0.01
M 1 0.20 <0.01
(FEHh - MmLY) 3 0.13 <0.01
(3 1 375 2 7 0.13 <0.01
2012 4F 21 0.12 <0.01
N 1 0.22 <0.01
(%t - 1849 3 0.18 <0.01
(R3) 1 375 2 7 0.24 <0.01
2012 4 21 0.16 <0.01
M 1 0.30 <0.01
(FEHh - MmLY) 3 0.26 <0.01
(R38) 1 315 2 7 0.20 <0.01
2013 4F 21 0.21 <0.01
N 1 0.14 <0.01
(FEHh - ;LY 3 0.08 <0.01
(3 1 300 2 7 0.06 <0.01
2013 4 21 0.08 <0.01
N 1 0.14 <0.01
(e - ML) 3 0.27 <0.01
(R38) 1 316 2 7 0.29 <0.01
2013 4F 21 0.18 <0.01
N 1 0.26 <0.01
(e - HELY) 1 300 2 3 0.27 <0.01
(3 7 0.18 <0.01
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e e (o

REIE) KB | MR | E% | PHI PR (mefke)

(3 HTHERAL) I | (gavha) | (BD) | (A) | vsoon .

o 7 feithy Bb

2013 21 0.24 <0.01
e

BTN N T 7a Tl IARIEZER L,
FRBAMIL., [Al—ikt % 2~4 [RIOAT L7 fEDFHIfEE L TR LTV D,

N a— 2SR E ST, BT U7 NICHE L-E (BE4%550.96) .
AR R ORI L LA -7~ 2 LI X A B EE
: BHEE

=" o
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<DL 4 ¢ HEER TR >

ESJERRE) N (1~6 %) 1 b s (65 L)

(et FeEm | (KHE : 55.1 kg) (fAHE : 16.5 kg) (A : 58.5 kg) (A : 56.1 kg)
(mg/kg) ff B ff B ff B ff B

(g/ N1B) | g N | (@ N/H) | g NR) | (@ AN/H) | g NB) | (@ AN/B) | g NH)

/NEHH 0.10 2.4 0.17 0.8 0.06 0.8 0.06 3.9 0.27
ERGA 0.84 17.7 14.9 5.1 4.28 16.6 13.9 21.6 18.1
Xy 1.55 24.1 37.4 11.6 18.0 19.0 29.5 23.8 36.9
Tayal— 1.63 5.2 8.48 3.3 5.38 5.5 8.97 5.7 9.29
L&A 14.2 9.6 136 4.4 62.5 11.4 162 9.2 131
ERE 0.12 31.2 3.74 22.6 2.71 35.3 4.24 27.8 3.34
& 2.90 9.4 27.3 3.7 10.7 6.8 19.7 10.7 31.0

k= k 0.94 32.1 30.2 19.0 17.9 32.0 30.1 36.6 34.4
B 2.24 4.8 10.8 2.2 4.93 7.6 17.0 4.9 11.0
Aol 0.44 12.0 5.28 2.1 0.92 10.0 4.40 17.1 7.52
XpIHY 0.36 20.7 7.45 9.6 3.46 14.2 5.11 25.6 9.22
ERAYE 0.01 7.6 0.08 5.5 0.06 14.4 0.14 11.3 0.11
%“Dﬂéggg VH 0.34 2.7 0.92 1.2 0.41 0.6 0.20 3.4 1.16
KRAZ L E D 2.57 1.6 4.11 0.5 1.29 0.2 0.51 2.4 6.17
END % ARV Y 1.66 2.4 3.98 1.1 1.83 0.1 0.17 3.2 5.31
ZEED 4.82 1.7 8.19 1.0 4.82 0.6 2.89 2.7 13.0
Ny 0.04 17.8 0.71 16.4 0.66 0.6 0.02 26.2 1.05
ﬁo@g%@%£ 0.66 1.3 0.86 0.7 0.46 4.8 3.17 2.1 1.39
%“Dﬂig¥§£”%’9 0.56 5.9 3.30 2.7 1.51 2.5 1.40 9.5 5.32
DAz 0.46 24.2 11.1 30.9 14.2 18.8 8.65 32.4 14.9
AAZL 0.46 6.4 2.94 3.4 1.56 9.1 4.19 7.8 3.59

H b 0.03 3.4 0.10 3.7 0.11 5.3 0.16 4.4 0.13
X7 B 0.92 0.1 0.09 0.1 0.09 0.1 0.09 0.1 0.09
TbHbH 0.26 1.1 0.29 0.7 0.18 0.6 0.16 1.1 0.29
R 1.38 1.4 1.93 0.3 0.41 0.6 0.83 1.8 2.48
BIrED 1.15 0.4 0.46 0.7 0.81 0.1 0.12 0.3 0.35
AN 1.36 5.4 7.34 7.8 10.6 5.2 7.07 5.9 8.02
HED 0.98 8.7 8.53 8.2 8.04 20.2 19.8 9.0 8.82
ME 0.30 9.9 2.97 1.7 0.51 3.9 1.17 18.2 5.46

Z Do 24 2| 4.88 0.1 0.49 0.1 0.49 0.1 0.49 0.2 0.98
aRt 340 179 346 370

CFREEIE, WEE STV A EHEY - FHERIC I 2GR BRO I B, BT V70 RORKOVEEREEZ
iz (B BIRLS)
ff] SRR 17 A~ 19 FF O BB IUEE - BIEHE (B 93) OfERICE S &MEIE (g A/H)
MEBHE] R ROEEYEBIREN RO T V703 ROHEEIE
NBEIZOWTIE, HTEROVOVATAETDD I L, BEEOENWAUT A EDOEE W,
LA RIZONTE, VA A, U IFFERR)—TLEZADH b, BREEOEWY —7 L X ZADfEZ -,
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« b~ MZ2OWTiE, 2=k~ hOfEEHW,
A HREREIZONWTIE, Ar o7 =2 NEERKRM Ch 7o/, BREOFREIITHWRRN-oT2,

< ZOMD S Y BEEICOWTIE, 1T 9 Y DEE AV,
ZOMDNAEDFREZONTIE, NETROTELD O B HEEOENET OMEE Wz,

« ZOMD AL ZNZONTIE, HBPADEOMEZE AV,
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ﬁ%&m@ﬁ%&U%T\t7/7w R AARREIERASH, 2016 4, —HA
<

Absorption, Distribution, Metabolism and Excretion of
[pyrazinyl-5(6)-14CINNF-0721 Following a Single Oral Administration to

Male and Female Rats. (GLP ##ll): Nihon Nohyaku Co. Ltd. Research Center,
2014 4, Rk

Absorption, Distribution, Metabolism and Excretion of
[aniline-U-14C]NNF-0721 Following a Single Oral Administration to Male
and Female Rats. (GLP #£#l): Nihon Nohyaku Co. Ltd. Research Center, 2014
F, Rk

Absorption, Distribution, Metabolism and Excretion of
[difluorophenyl-U-14CINNF-0721 Following a Single Oral Administration to

Male and Female Rats. (GLP #£#l): Nihon Nohyaku Co. Ltd. Research Center.
2015 4, Rk

Biliary Excresion Study of NNF-0721 Following a Single Oral Administration

to Rats. (GLP ##il): Nihon Nohyaku Co. Ltd. Research Center. 2014 4, KA
7=

In Vitro Metabolism Study of NNF-0721. (GLP ##l): Nihon Nohyaku Co. Ltd.
Research Center, 2015 4, RAF

Metabolism Study of NNF-0721 in Paddy Rice. (GLP ##L): Nihon Nohyaku
Co. Ltd. Research Center, 2015 4, RAF

Metabolic Fate in Lettuce. (GLP *#4#L): The Institute of Environmental
Toxicology. 2013 4E, RAF

Metabolism Study of NNF-0721 in Cherry Tomato. (GLP #£#il): Nihon
Nohyaku Co. Ltd. Research Center, 2014 £, RAF

Aerobic soil metabolism of NNF-0721. (GLP ##l): Nihon Nohyaku Co. Ltd.
Research Center, 2015 4, RAF

Adsorption/desorption of NNF-0721 on soil. (GLP ##l): Nihon Nohyaku Co.
Ltd. Research Center, 2014 4, RAFK

NNF-0721 OAAK 3 fEEhiesER (GLP #E0): A AR S G FERT. 2015
. RAE

Photodegradation of NNF-0721in buffer solution. (GLP ##L): Nihon Nohyaku
Co. Ltd. Research Center, 2015 4, RAFK

NNF-0721 @ BRIy fREieiER (GLP HEHY): H AR SR A5
AT, 2014 4, RAFK
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TR AT RE R E ORI ES): — AR B A e, 2013 4,
KA

NNF-0721 717 7/ 20 5T Z{EWiEE R (GLP L) —AtHE AN B A
YIBGE 2. 2015 4E, RAFK

NNF-0721 7 a7 7 /v 20 LBIZBITF 5 WA A EDHF O NNF-0721 LT
NNF-0721-4-OH (85K % &Tr) OXEOIRER: HAT a7 v 7 RS,
2014 -, RAFE

NNF-0721 7 a7 7L 20 WAT AT OEWRE ol B ARA==27 v 7 #A
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