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E ®

HEH 77 7% (CAS No. 376645-78-2) (2O T & kR it 5 % W
TR ERMN 2 Eh L7z, 2ds. AR, AITBICHIT 2R KHEEEREEICRD
EREEN R SN,

P W RBR AR 1. B ANEm (T > ) | IR NER Okfg, F< b
&) | AN (T v b, v U AR X) | BHEENE (T PEOS X) | BN
IE (T REOw T R) 2R (T > ) | BEFEE (T REDTHX) |
B ORBRAE TH D,

KREFEERBRERNO . 777X R EICL DT, BITE MR (R mEE .,
i 5 o ifn, BESME MTTHES) | Il (7 v MERIES) | JHE (o ORI R
WAL « BIR (v U AKBIARE) LOWERE ChiEE ERGBERSE) (2580 bz,

T v MW RAERBERBRICKE T, BEWIcEERER RO NS A& T, B
B GREMES) OREMEBEMMAED NN, GRITEEROLNT, vIX T
BTN OERIIH NN STl Enn, 77 7 ax U @gad T neE B 2
LT,

FEANE, BIHERBIZ KT T D B NERBEMEITRE O b o7,

KRB TR LN EEERD O bR/MEIX, 7 v &2z 2 HREHEGRER D 4.13
mg/kg KHE/H TH-1Z &b, THEBILE LT, Z2f%% 100 THRL7Z 0.041
mg/kg (AHE/H 2~ — HEIGFE®E (ADD) &i&E LT,



© 0 =1 O U A W M

DO DD DN DN DNDNMFH H H o= e
Sy Ot & W N H O © 00 30 Ot i W N += O

27

28
29
30
31
32
33
34

2012/7/24 E 84 MREZMRAESHESE TI7OFUFHEEE 24

I. FMEREFEOHE
1. A%
A

2. AYPETDO—HE
4 77 7axs
4, : tebufloquin

3. 2%
IUPAC
& : 6-tert- 7T N8 TN A T-23 VAT )-4-F ) U N=T&H— |k
#i4, ¢ 6-tert-butyl-8-fluoro-2,3-dimethyl-4-quinolyl acetate

CAS (No.376645-78-2)
4 6-(1,1- VA F LT N)8 T N A r-2,3 VAT N-4-F ) U =)L
=T kX —F
%4, : 6-(1,1-dimethylethyl)-8-fluoro-2,3-dimethyl-4-quinolinyl acetate

4. 5FRX
C17H20FNO2

5. 9F=
289.3

6. BEX

CH,
CH,
CHy U\C"o
o,

7. RROREE

T77ux 0k, HIRRMERASHIC K VBB SNEZERIT, R hary YT
BIBEREHET S Z LI VEREDRZRTEEX LN TV,

Alal, NSO IEEREREDOEFE N2 INTWD, W TOREIT2 STV
VAR



© 0 3 O Ot b W DN =

I e e
© 00 3 & Ot = W N = O

20
21
22
23
24
25
26
27

2012/7/24 E 84 MREZMRAESHESE TI7OFUFHEEE 24

I RLEHICHRLIABROME

HFEMABR[I. 1~411ZT7 7 70X o DR P UBORFELY 1UC TH—ICIEHR
Lizb?d (UUF UC-777uaxr] 2, ) RO M1 O_UBUBROR
Fa UC THITE#R L (LLF T4C-M1) W), ) ZHWVWTESI N,
TSI REIRFE K QMR FEE L2 DN T, BRIZHI D 72 WA T 7 7 a B L
Too ARERI 3 FEDWERR S OB ME MR IT B 1 L N2 IR EN TV 5D,

1. BHERNERRER (S k)
(1) BRuR
@ MmeREHSE
Fischer 7 v & (—H#flERER 8 L) (C UC-T 7 7 ux 2K HE (2 mgkg K
&) EEAE (100 mg/kg R8E) CTHERR DG L, P REHEIZOWTHR
FrEnT, Ak CMETRERYEESEN ST A — X IFER LIRS TN D,
W S A7 SRR TR L BfR 72 < IR ERE TR G 3 R, mARRET
G 12 BRI ISR iz L, 59 30 R o 480 TR HiH g L7z,
Aifn e ONIE R ORREHERS 2 O R MER~OBATIZ D 72 B 2 b,

(ZH2)
£1 2ORUVOFEHEYBEEN/ANASA—4
&H & (mg/kg (AHE) 2 100
P51 JiiE iz Y3 il
Tmax (hr) 3.0 3.0 12.0 12.0
Al Cmax (ng/g) 2.7 3.1 99.2 86.2
Tz (hr) 32.9 42.8 33.9 37.7
AUC (hr-ug/g) 38.0 45.1 2,250 2,720
Trax (hr) 3.0 3.0 12.0 12.0
e Cmax (ng/g) 4.4 5.1 137 132
| Ty (hr) 32.0 33.3 30.6 31.9
AUC (hr-pg/g) 57.2 72.8 3,370 3,740
@ RiRE
PR BEH R OE R HEERER [1. (4) @] X 9 15 5 a7z R i % OEH FR gt ar O
(2 —H AADFERE RN ST 7 7 1 % v ORI R ITI 5-% 48 B T 73.5~92.4%
CERHENZ, (B 3)
(2) o

Fischer 7 v & (—#flERER 9 IT) (C UC-T 7 7 ux 2K HE (2 mgkg K

Vi - a2 B RV EBEoZ L2 h—h 29 (LLFRIL) o
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FTI770F%VEHRES

2iRf=1-F8H

#H) XiImMHE (100 mg/kg REH) THEREO#& S L, KRN0 FEhii <

Too FENEAR M O IC I 1T DB BN RRIREILE 2 TR TV D,
EHAERCITHEE (WEME ST, ) | B, ik, I —8 2, 5

Wil OV 12 1% TAR LLED AT biviz, @R T, 1%TAR ML EE 72

LRI E 2RI ERE LR CTh o7z,

(ZH 2)

x2 FTERBSBROCEMBICETHZBEMSERREE (ug/o)

b

(mgfkg (k) | P

Tmax {ﬂ’i& 1)

#5- 96 14

iz

HALE*(11.1), Mm4E3.24) ., &K
(3.00), fFl#(2.89), fERE(2.43), 4
Mmik(2.12), B Q1.76), Aii(1.60),
DigR(1.17), ~—#—H8(0.93), MEK
(0.902)

JiFlEi(0.192), FI%(0.046), 1L
& *(0.040) . I 4% (0.039) & ik
(0.036), /~—%—}%(0.029), &
Mm% (0.027), FZf&(0.024), ek
(0.019)

AL & *(8.86), ML4%(3.84). JFh&
(3.19), BEME(2.92), ®h&Q.77). &
Mm% (2.563), FI%E(2.43), fiti(1.84),
i (1.65), Dl(1.46), /~— & —fi
(1.28)

JHFig(0.193), FIE(0.074), M4
(0.058), THALE*(0.052), 4=
#%(0.039), B§(0.035), /N—4
—#(0.028), 1fEK(0.025)

i3
100

AL *(492) . I 5% (108) . ATl
(94.3), 21k (76.8), N—& —
(62.3). JEME61.2), MEKG3.0). O
li§(43.8), Mi(42.3), Bhi(42.1)

N—H—[5(6.06), JTHE(5.04),
HALAE*(3.06), IMAE(2.69), 4L
%2(2.20), 1fLER(1.85)

i

WAL & (491) . 1f 4% (103) . AT
(97.7). &1k (73.2), N—F —JE
(59.2). [EME(51.0), MmERA7.0), &
fi#(42.9), Lig(39.6). FIE(35.9)

iFligE (8.70) . ~N—&—JIR(5.76).
Mm4%(3.44), HALE*(2.80), 4L
% (2.57)

WA

U 2 mglkg (REE G TIIHS 3 KfHl#:. 100 mg/kg MR EFRGHE Tidfkh 12 K&

(3)

R B OFERYRMERER (1. () DI TH LN G% 96 K DR M OFEI DN
HHEEER 1. (4) @] TR LN E% 48 ROV 2530k & LT, AEWIE
E B ERBR DN R S A7z,

PR RO PAGEHIEER 3 ITREN TV D,

T 770X ORFEINT, HHHTT 77 1% OMKGRIZ I > T ML 28

R ED, M1 O tert-7 FVEEXE 2- KON 3L A FIVEEDEL R N5 D
MAEDOEFEIZL DS HEITL, M2, M3, M4 ., M5 KT M10 % # T M8,
M9 KO M11 ~MEH S5, cnsidsbic, F AT -Hnaalbzzid s
7o R ORI A IR~ S =%, IEHRIcHR S, SRR OVEDS 5 3H
NSNS D B2 B, (B3, 4)
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T770X UEHEBEES 2 iRf-f-E5

&3 IR, ERUBETHLHEY WTAR)

55 ot | 7T T
(mgfkg (A ) PERI | R ey R
= ~|M9(14.9). M8(9.26), M11(6.16), M7(2.18),
M10(1.44), U-R1(1.41), M4(1.41), & DH(1.0 i)
M9(14.7). M8(10.1), M11(4.92). M5(2.74).
i E —  |U-R1(1.88), M4(1.47). M7(1.47). M10(1.32).
M2(1.11), M3(1.11), % Dfth(1.06 i)
M8-GA(11.3). M9+M3-GA(5.18). U-R1-GA(4.00).
fEY | <0.73 |[M5-GA(2.25). M4-GA(2.07). M9-SA+M7-GA(1.43)
Z OH(1.0 i)
2 M9(15.9), M8(9.95). M11(4.89).
PR —  |M11-SA+MS8-SA(4.40), M9-SA(3.73)., M7(3.46),
M4(3.23), U-R1(1.48). % Dt (1.0 i)
M8(6.26). M11-SA+MS8-SA(5.5). M9-SA(5.29).
e | & —  |M9(4.31), M11(3.55), M7(2.25). U-R1(1.92),
M2(1.58), = Dl (1.21 i)
M8-GA(4.31). M11-SA+M8-SA(3.63).
fEY; | <0.74 |M9-SA+MT7-GA(3.00). U-R1-GA(2.34).
M5-GA(2.31), M4-GA(1.83). M9+M3-GA(1.46)
M9(21.7). M8(12.7), M11(10.5), M10(2.94).
o ~ |M9-SA(1.54), U-R1(1.51). M7(1.29). M4(1.16).
Z OHL(1.0 ATii)
M8(9.76)., M11(5.91), M9(5.71), U-R1(3.47),
B — |M5(3.22), M10(3.08), & Df(2.14 i)
M8-GA(5.70). M4-GA(3.55), M5-GA(2.67).
fE¥ | <0.36 |U-R1-GA(1.76). M9+M3-GA(1.41),
100 Z DM (1.0 Ai)
M9(19.11), M11(9.37), M8&(6.55). M10(5.83),
17 —  |M9-SA(8.94). M11-SA+M8-SA(3.78). U-R1(1.68).
M4(1.48), M7(1.11), = Dfh(1.0 Kiif)
M9-SA(6.57). M11-SA+M8-SA(5.67). M11(4,53).,
e | # —  |M8(3.83). M10(3.83), U-R1(3.23). M9(2.89),
M5(1.94), Z DA (1.91 i)
M4-GA(4.48), M5-GA(2.99), M11-SA+MS8-SA(2.11),
R | <0.24 |M9-SA+M7-GA(1.81). MS8-GA(1.79).
M9+M3-GA(1.10), & DAt (1.0 Ai5)
— BT
(4) HEtt

O RRUEHHE
Fischer 7 v b (—BEMERER 4 PC) (I UC-T 7 7 X U 2 EHE (2 mgkg &
#H) EIEHE (100 mg/kg REH) CTHER OEG L, HEMEER S i S i,

10
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e h1% 96 BRI D JR e O FE P HRIEERITR 4 IR SN TV D,

Pr b1 96 HFfE] T 94.0~98.1%TAR MASMI PEE S 41, HRMHREH M OV L2 8
FIMEEK OG- EIC K D210 o 1o, BRAEREORE TITR &K OFE PR
TIFFFE Lo 7oy, 2R UAORETIE, IROPEEO 723 ot & v &g
WO bz, (B 4)

< O Ot b~ W DN =
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x4 5RO FEORPRUEDEEME (hTAR)

b5 2 mg/kg (AHE 100 mg/kg A

P51 1k il 1k i3
7S 46.2 57.4 61.7 58.5

# 45.8 36.0 35.2 38.3
r— UK 1.96 1.60 1.15 1.23
HILE (GNEY) 0.22 0.16 0.27 0.32
T —H A 1.29 1.19 2.00 1.67
FaEl = 95.5 96.3 100 100

@ MRk

A =2 — L&A L7z Fischer 7 v b (—#EHEMES 4 VT, & HEMEDO 2 3
VC) (2 UC-7 7 7 ux 2l HE (2 mgke KE) XIIEmHE (100 mg/kg (AHE)

THERE A5G U, I P PetaBR s = S v,

B 5% A8 B D R, MEIF K OV PRI =133 5 IR EN TV 5,
B 1% 48 Wi e R 1T 72.8~93.9% Th »7-, KHEREOLEIZEB T 5B
R OYR I ~OPEIERITIFIEE L < . ORETITIR F PR D 523 m ME [\ 2358

v, ZhUE. IEEE I =L —a DTy M ERBEORERTH-T-, (B
2 3)
&5 5% ABFHEOR. BARUESHME (%TAR)
e b 2 mg/kg A 100 mg/kg (A
MR i i3 i v
fETT- 42.8 29.8 27.3 26.5
SR 45.7 41.1 45.1 40.9
£ 3.45 10.4 3.81 3.68
=Y 1.97 2.08 1.46 1.64
HIbE (GNED) 4.06 6.27 10.3 21.0
T —J A 3.99 3.33 10.1 6.06
A EIINES 102 93.0 98.1 99.9

2. WEMEPRE R
(1) KFE

KAt (BfE : =2 e V) 2774 FburW Ol KEBEKR A Z LT
A FZ 7 KRREATEIG ORI O E) TRy MEEL, UC-77 7

11
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=¥ % 4mg/7h v & (800 g ai/ha #H) O & THAE 2 MRHIFT, HFEH & OH
FE 2 % OF 3 Bl KFBIZAME BN L, MR EMRER D FEh S hvie, ok
A 14 BRICEKIES (A G, ) ML, 58 356 A (IUHEH) 1cX
KoL ARIL, ke Lz,

BB DR R ST RE AT 133 6 12, [FE SN REMIREIIR TITRSNT
Wb, INHERNC T 2 XK OEREHGTREIX 0.616mgkg TH V. BULEWHR
0.084mg/kg(13.7%TRR)., EZACH M1 28 0.174mg/kg(28.3% TRR)f H & u7=,
ZOfth, fE M2, M3, M4 O M8 A Sz, WIhh 8%LL FTh
o T2 TR T O B REIT B R ALFE 14 H # D3 T 0.678mg/kg (10.7%TRR)
ThO ., w35 HROZ ALK OO HIZEWTIX, £1E4 0.157Tmg/kg
(25.3%TRR) KO 1.72mg/kg (15.5%TRR) TH-o7-, (& 5)

®6 HHAMPORBERHES M (ng/kg)

BBk TR A G BE
e i A
e ALER 14 B % %%Jﬁgif) 6.32
X (x5t 110
XiFfGo 5 :
B AL 35 A% ZoK 0.616
b IR 11.3
FRES 1.28

®1 FFEAHPORBRFESTRUKBMEE

I Stk F77uXxy M1 M2 M3 M4 M8
i " mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | % TRR | mg/kg | %TRR | mg/kg | %TRR
E(k

B S

ALFR | 2£3E*0.903] 14.3 | 1.54 | 24.4 |0.412] 6.53 0.316| 5.01 |0.273| 4.32 |0.765| 12.1
14 H#

Hofé | 20K 10.084| 13.7 [0.174| 28.3 [0.046| 7.51 |0.026| 4.13 [0.008| 1.22 |0.016]| 2.58

AL | Figd

3B A% B 1.04 | 9.48 | 1.73 | 15.6 |0.465| 4.21 |0.611| 5.52 |0.601| 5.44 | 1.52 | 13.7

* A ETe
R ITT T T u  UHE AR,

(2) b2k

b (ffE: v ro P R) 2774 8 harW OB KEE, b~ ME
ITHREEI OB ORI E) TRy MRS L, UC- 777X % 3 mg/A
k(600 g ai/ha F24) O CTHEER 11, 12 XN 13 W% ICEERMA L. HEY
RPEM R FEME S V7, Bl 1. 7 KOV 14 BRI b~ MRSE (14 BH%
IFEEDLERE) AEELERE L LTz,

KB O R R A B ORI IR L 133K 8 IR ST 5,

REREB T OREBEAEIZ, ToZ I NMHERTICEIR E (743~

12




S O W~ W DN

© 00 3

10
11
12
13
14
15
16
17
18
19
20
21

22
23

2012/7/24 E 84 MREZMRAESHESE TI7OFUFHEEE 24

83.5%TRR) . fiHZREF O EEIL 6.6~12.1%TRR Th o7, F~ b (EF)
FOFALAYITREAICHEE L, 14 &I M4 KO M8 A Fh 37.5 KO
10.4%TRR i S 417z, 1E2MC M1, M2 KOY M3 A s iiennind
10%TRR LI FCTh -7, (2R 6)

®8 FHAMPORBMIESMEUKBMEE

IR | T77uXx M1 M2 M3 M4 M8
mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR

A&

SLER | 52 10.099] 28.7 |0.088| 25.5 [0.012| 3.54 |0.019| 5.54 |0.063| 18.3 [0.019]| 5.57

1 H#&

A&

ueR | 252 10.031| 8.80 |0.031| 8.94 [0.021] 5.89 |[0.039| 11.2 |0.093| 26.9 [0.026| 7.56

7 H#%

A& | 2252 10.008| 4.51 |0.008| 4.40 |0.008| 4.62 |0.016| 8.67 |0.068| 37.5 [0.019| 10.4

JL

1?;%_& #E 10.980| 11.8 [0.827] 9.89 |0.505| 6.07 | 1.15 | 13.8 | 1.40 | 16.8 | 1.01 | 12.2

o BREHT ORE IR LT 7 7 n Xk U HREE R

(3) EF5hATS

FonAt) (W : VexZ) 2774 FhrrW CER: KEBEE. 1390
A D NBATHRIE I O B F OIREE) TRy ML, UWC-T 7 7 uF % 1.2
mg/7R > k(600 g ai/ha ¥HY) OMHE®ET, K 44 H%, £O 1 KON 2 BEZIZ
1E 9 NAE D IZAETHUE L, M RNGEMRER T Sz, Rfidm 1. 7 &
14 HZITIE O AT O H B A fe B Lakkh & LTz,

KB O R R G RE A0 e ORI IR L 133K 9 IR ST 5,

B DR BRI, E 0% < BSHIHIER P IZEIN S 4 (58.1~86.8%TRR) |
Fh R TE O BRI R T 4.1%TRR (Bef&iAi 14 HER) ThoTo, 19 1A
Z 9 P OBULA YT L, EEMAHY M2 KON M4 MK S H, 14
H#%ICZENZNH 15%TRR Bt &z, (B 7)

£9 FAMPORBBIESMEUKBYMEE

g | 77 7R M1 M2 M3 M4 MS%Z;~X
mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR

ARALER

1A% 865 | 41.8 | 2.27 | 11.0 | 1.98 | 9.53 |0.925| 4.48 | 1.85 | 8.90 |0.664 | 3.22

A& AL

Ei&;%(ﬁi 4.02 | 229 |0.564| 3.22 | 2.37 | 13.6 |0.918| 5.24 | 2.33 | 13.3 | 1.14 | 6.48

i f& LB

Eii é?yf 1.05 | 847 |0.141| 1.13 | 1.91 | 156.2 |0.518| 4.09 | 1.83 | 14.6 | 1.05 | 8.36

T ARE T OB B RRIR LT 7 7 v R R,

13
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T770X UEHEBEES 2 iRf-f-E5

T77aXx OB T AL, 77 7 ax o7 e F i

M1 O, M1 OIE A F L0 (M2 30t M3) KO tert-7 %/v%@ﬁx
f£ (M4) Thoto, M2 KOM4 1ZH 72 oMbz T M8 4L, Zhbd
REITT o7, oo E, V7=, ~Ikba—REORYRER T
BiAEi, #EEMEEMEZKRT 2 LB 1 b7,

. RIRDEarEER

(1) IFRERK T Edn s ER

L (BAR) Z/KEK 1.5 em (ZiEAK L, 252 COREET FC29 HMD 7 L
Ao Fa—vg b, UWC-T 77Xk % 0.798 mg/kg §21:(800 g ai/ha #H24)
ORETHEML L, &E 84 AMA % 2X— 3 T DERMK 58
FRBR N FE N S T,

BB R
STV 5D,

KA D HSTRE T2 #ﬂbb JLER 3 H%IC ilZ%ﬂﬂVf%oﬁw:ﬂ%¢@
H5TBE iﬁﬂﬁﬂww‘o@%’w ZE DAL 3 HERIZIE 95.6%F THEM L7223, LB
845% ims%MR~®ﬁ%#@ﬁ9ﬂm®%mto%m% W DT RE U

1. EREHE O 2.09%TAR 7205 26.9%TAR (ZHM L7=, 14COs DA ITIEHF
?%W“C“&)of:o

T 770 F D FESRREIT AR ML IZoE S =%, M1 I3 ICiE
KL, —HIE M2 2#H Ui %m:t@ﬁw%*#Aﬁéw JERERK A3 (8D L
TR D LB 2 BT,

FT77uXx k0 M1 ORIk -2 R

BT D A K fe ONt3gedh i T 0 fieih) OB REIE R 10 1R

S HEEAHREIE, 0.12 KDY

32T HEEZ BN, (BHES8)
=10 REKRUVTEMEZRDDEYDOERERETEE (%TAR)
FEWE WE

ALERTE A %2 (H) 02 12 3 7o 84 7o 70D
A A= 86.6 9.57 3.46 1.84 <1.50 95.8 | <3.58
M1 13.7 89.7 92.1 85.8 72.9 66.1 83.4

M2 <1.34 | <1.70 <1.31 0.38 <1.12 | <0.78 | <0.60

Z DAt 0.11 0.27 <2.36 1.83 0.93 <1.16 | <0.90

a) : K+ HEERHEE b)) - HEFHERO &

(2) WFRLEEamAR

HRHIGE T (R RBEKED 50%) T, 25+2°COREFT FT 14 AT LA o~
FaX—T g L%, UWC-T7 7% % 0.698 mg/kg (700 g ai/ha fHY) @

14
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METHE L (bEE) 1AL, &E 84 HEA v Fax—Ta T 55 M
g v Ay BB S S X AT,

JERE HETIX, T 7 7 ax ITABICOE N, UPE% O 99.1%TAR 7>
SALER 3 H#1Z1X 1.6%TAR £ TIK F L7z,

—J5. o E LT ML BAER S, 3 HRIZHRK 97.5%TAR L 72 ~7-, M1
DA IRITFER) THLFE 84 A1%1C 80.3%TAR T 7=, M1, M5 DIEH M7 HMIE
BRERR O BTz,

T 7 70X OISR I T D 0 IE AR M1 2%, Mb KT M7
R LT, ISR BB & AT 5130, —iBIE CO I b s d b
DEEZ BN,

T77aXx kO M1 OFFE BT OHEE RN, 0.5 XTN280 H B 2
b, (W9

(3) BRI IEPERRER (HEMMN)

PERBOSM T, BT, 26£2CT 39 HEO 7 LA ¥ aX— g D,
1UC-M1 4+ (iA) LU Mili-Q KIZM 2 #EACKRIE L L. 0.799 mg/kg (800
gai/ha fA2Y4) OFETUHE L, &E 84 HMA > F2X—v 3 > L THixH 1%
Yy Rk BR Y il S 72,

KABDEEEEIT A 72 < L AR 0 H# T 1.32%TAR Toh > 7=, M1 1TMHE 0 H %
TR T 93.3%TAR L7eo 7%, TR0 R LALEE 84 HZIZIX 62.6%TAR
AT U7z, — 5 TR O JRBIZALEE 84 H 1213 34.3%TAR (28N L
72,

PR LT M1 O FH R I1X, —3 M4 288l U ChRof&mlcix 11
HHEMITHEET D0, BRI LTI D LB 2 bz,

M1 ORI IR COHEE L 157 B & B 2 b7z, (B 10)

(4) TIRBEEHER
@ FTI77aF 0LBEREAR
MO%77H%V%%mt\5@%@i@[@%t(%ﬁ)\%i(ﬁ%)
OV NEREEE (A L YoV NERE (BFE) . wt (FER) 1 ki) b g
W A e B St S v Tz,
T 770X IR BESE TICB W TESNIIHET 5729, Freundlich
DO FEEIRROERIIRNEECTH 7=, D720 Tl 12 BRI E T D2 %
NG A= —L L THWCEERICRBIT 2882504 L7z, #RIE#R 1112
RENTND, (B 11)

15
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&1 T770X 0L EREARGERBE

oV NE R

fnt: = bt + v NEE L W+t
Kads 15.3 16.5 66.4 28.3 12.6
Kadsoc 535 3,610 744 682 18,000

Kads : Freundlich D EFRE Kadsoc : AMERFBEARIC L U MHE L ERE

@ TIERERE (HE%MM)
M1 Z v, 5 o 1 (gL (FH) | BE @) . v NEHEE
T AR . v NEHEL (FE) B (JE ) ] 1B 5 B ERER N E
i Sz, FERIIR121IRENRTWS, (B 12)

F12 M OXBEREABRERBHE

T h Wi+ 1t IV NERIEL | v MERE+ i+
Kads 8.73 3.71 43.2 9.73 0.81
Kadsoc 305 789 483 234 1,160

Kads : Freundlich OW 5% %
Kadsoc : IR FEARIC K VHIE L2515

4. KkeEdniiER
(1) MK REER RER)

pH 4 (7 = gtk . pH 5 (BFefRik) . pH 7 (U ERREMEIR) KO
pH 9 (BAEH U U AR U BEFEETR) OFWEEERIC UC-7 7 7ax % 1
mg/kg (2725 X ORI L. 256 1°CORFAT F T 30 HIH A > F = _X— K L,
TR 5 fisl 3 Skt < 7=,

TRTO pH IZBWT 30 HEIDOA »F 2 _X— g o TT 7 7 1% DN
OB, ALFE 30 HLIZIZ pH 4, 5, 7 X9 TENZEH 0.9 K. 38.3. 58.9
K&TN0.9 K% TAR &7 o7z, FEEYIZ M1 Th 0 AL 30 H#IZIL, [F pH
TENFH 100, 64.5, 42.7 X 103%TAR & 725 7=, MIIRBIFREE O T BEHS
WL, 77 70X OIKGRREREIL, 777X o7 B F Ak X
M1 DOAERRTHY , ERI T M1 IINKDFERINZZE THDH EEZ BV,

T 77 u % OEFEERL T TOREHEIIL, pH 4, 5. T K9 TENAEN
3.3, 21.3, 40.6 X(*0.6 H TH-o7-, (M 13)

(2) Ko AEEER
pH 7 OB FEFBEER N R EAKIZ UC-7 77 a2 % 1 mglkg & 725 X 92K
ML, 25C+1CTHE 14 A, £t/ % (21.4W/m2, #E 300~400 nm)
Ze BRGT U TR o ik s FEkis < vz,

16
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1 FRET KT I 2 e o0 AT K OV i 1335 13 12, HEE Ik 14 [T &
2 TW5,
3 R ClX, 77 7 1 % IR L, 28 E LT M14 (O
4 K 41.8%TAR) KO M1 (K 1.2%TAR) RO LNT-, HEAKFTH, 77
5 7\ TR L, M14 (K 12.2%TAR) K TOYM1 (Fe K 4.1%TAR)
6 RO BT, WTNDORIEICB N TS 10%TAR 2 5 EE YL M14 O
7 J%T%Of_o
8 TTTaX DRI T T 7 A JVITRRE R & HIRK TGRSO AL, R
9 Tl AR BN DT 77 ax r BB E =501 %t LT,
10 HE/KTIXT 770X ORGSR TH D M1 b e T 5720 B 25
11 i,
12 TT7T7aX M4 I ML AR L, BEMIICIZ COs TSN d &5
13 bz, (B 14)
14
15 F 13 BHERICETOIHMHIESTRUDEY (%TAR)
Rk DR TR D HH 1T 7K
FRIERA] (H) 0 1 3 14 0 1 3 14
FTTaX 99.5 |829 |453 |36 100 80.7 [33.1 [<1.6
M1 <09 [1.2 <1.1 [<12 [<09 4.1 1.0 <1.1
M14 <1l.2 14.8 41.8 20.5 <1l.1 8.0 12.2 <1.5
16
17 z14 TI770XF 0#HEFEL (B)
BRIk FRIETIR FH i 7K
Bk RS X % R X RS X % R IX.
¥t UK 2.8 33.4 1.4 2.4
PN in 8.42 33.4» 9.42) 2.4b)
18 2) BRI T TONN MDA T 5 5 ME sk GRREMZ R 5 Ek Oy i E B R 50
19 b) B ARG T C OIS FRTEER (WS FR X 0D 45 i 7 450
20 * o ek 35 8 (B L & (4~6 1)
21
22 (3) KehXHEEHER (HFPM)
23 WAFEEHE(EH 7 : NaOH-V V5 U w7 L) M1 % 1.0 mg/L & 725 L 912k
24 L. 2512 CTHE 24 K, & 20t CEE : 21.7 Wim2, K : 300~
25 400 nm) % M3 2 Kok o ekl 2 2 < v e
26 M1 IZREEFAIC MR S v, WRETBRLE 9 B2 1213 11%TAR 1T, 24 BE#IC
27 R BRI AT & 7e o 72, BEATRIIRIX Tl 24 FEfI#12 98%TAR Th - 7=,
28 M1 O#fkfEHR (pH 7) " COHEE FRINIE 2.9 i, bk 35 £ (GR) &HoO
29 KEETFICHETIZ 81K THhHh 7=, (BM 15)
30
31

17
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5. TEBRBRER
MR - B (FE) ROUKILR Tt - G (EAR) 2V, 77T eS
> (BERKFOA]) % 800 g attha C2RIEH L., 77 7 ax | oy M1 LY
M14 #o8rktge L U LERE R (HY) 2330 S vz,
FERIIR B ITRENTWD, T 7 7 0% 0 RO M14 13+ R TERRRA
K Td o 72 ML ITEATEAITH 0.5 mglkg i S0, IS RIGADICIHR LT,
(& 16)

® 15 TEBRBHBRAE GEEFREH)

K BR RED R HEE R 2 ()
(7] &5 Bk 800 g ai/ha PRS- B 1.9
(kH) (2 [A]) KPR A - ffigE A 23.3

VIR KFOAN (20.0%) fEH,
DHEE M OREIL, 77 7 2 F o +M1+M14 O S EEHRD S,

6. EPERBHER

(1) ERBHEER
KigaEHAWTT 7 7ax o, A M1, M2 XOZFofaiE (LLFFEE, ) .
M3, M4 i ONZ M8 & oistge & U= VEWM R B i3 32hE S iz,
FERITAE 3 ITRESNTWD, T 7 7a8F NIt R TCEERARE TH -1,
R O ERAE DR KFRE &I, FIREH CIIHUE 14 HZICIHE L 72 Z2KIZ 0.25
mg/kg, FER[EETIX, FEHHI210.2 mgkg RO BT, (M 17)

(2) ANEICB TSR ARHEERSE

T 77 a xR OMEY M1 ONSERAAKIRICE T 2 THRITRE CTh 5 /KEEEY
PETHIRE OKE PEC) KUOVEMRMGEH (BCF) #XIC, MAEHORKH
EEEENEH SN,

T77uxr ((GEY ML 25Te) OKEPECIZ0.78 ng/L, 777X}
U@ M1 @ BCF 1Z£N i 3 Kl kO 21 GRBRAFE . =) | fAICE
F 5 R RHEERRME (77 7 2% v+ G M1) 13 0.082 mglkg Tho7e, (B
M 55)

(3) Eit@iTaiEs
RIVAZA R WAL Q) ICT 7 7 axr OREY TH 5 M1(20 mg) .
M2 (4.68 mg) MOXMS8 (7.04 mg) % 7 HWE. W 7w/ % v Gk b &5
L7z, 58T, HREHORMb O ORKEEED 282 &6 T b5 2kg
BERT D EEEL, REINE,
B 5 BRIEE R OB G T HOWT ORI BV T H AT ~DOBITIZRD 5
nignot-, (B 18)

18
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(4) HEEEDE
B 3 DIEMFREEFRER O AT K OV RIS 31T 2 e KHEER R e A VT
T7 7 aXx R OMGEH M1 % 2% i g b & LIZBRICR A2 GRS
NAHHEERBIENE 16 1RSI TND,
B, AMEEREOHEX, BRICESHERITENS, 77 7% 0 E O
R M1 B K OFE 23RS Tl AEICER S, o, fanE~
DI LFL O KHEEFREE AR L, T - SRELIC L 2 B 3R oA 4 <
2N E DIRED FIAT - 72,

x16 BRPLYERINLIGTII7AFURUKEYM N OHTERE

T770X UEHEBEES 2 iRf-f-E5

[ R /NR(1~6 7%) anio i (65 m LA L)

TEM4, | FR58ME | (KEE : 53.3kg) | (/A : 15.8kg) | (K : 55.6kg) (K HE : 54.2kg)
4 |(mglkg)| ff EH ff EHE ff EHE ff B HE
(g/ANB) | (ug/ AMB) | (@ A/B) | (ug/ NMRD) | (@I AN/R) | (ug/ AB) | g/ AB) | (ug/ AR)

S 0.11 185 20.4 97.7 10.8 140 15.4 189 20.8
fadE | 0.082 | 94.1 7.72 42.8 3.51 94.1 7.72 94.1 7.72
Gl 28.1 14.3 23.1 28.5

) 777 m X ORI R T Ch o lolo o, Bl SWHE T b 2 G M1
DIRKRIER A2 e KRR L LT,
DR 10~ 12 FFOEREEFE (B 50~52) OfFRIZES < &mBEIE (g A7)

- [ff]

- I B OV B O SO I IXE RS O ff 2 e,
i) FREME N GRO 127 7 7 v o RO M1 OHEE#FERE (mg/ A/H)

- 1B

7. —AREEEAER
TT77aXr AN, Ty RO T R E VT REREREER 2N FE e S v,

RIIF 17T IR TV 5,

(=0 19)

19
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F770%Yy

FHMBESE 2 f-1-=&

=11 —REEABRSE
B b
y SN F/MER
KRB O B @Jﬁg (m%‘gﬁ‘ mEmE | & L 5
2,000 mg/kg A D
HE - s ., BEEA
P, SHEBIAERIK T,
AR, AR E RS
KT, ZEMPEE T, &
Jo OGSl b AT
I 0. 200, AT RRE, B S
a ﬁ;ﬁﬁk ICR 1 MERE . 2,000 200 600  |HIARAE, AR ERIRE R
rwin %) YA | %43 ) -
(R&) T
M AR By
72, MEARIA %
600 mg/kg (AHE CTIAE
HE N e e
2,000 mg/kg IREH T
B (HERES 2 B)
240 mg/kg KELL ET
A 5 PR/ 31 B 0 4
il BE B SUIEARR R
AR T, PR 4,
AT I, BENERCD |
— R IER Wistar 0, 80, 240, ﬁ%ﬁiﬁﬂgiméﬁggi
o AT _ 5 {800 80 240 o ) -
(BEREBIZR AT | 7> b ) R BRI AR T, AR
K ORI T, *
BRI T, Bl S
Blifl, A& HiREZ I BRI
AR &5
800 mg/kg {AHE TH L
%l (4 B1)
0. 8. 24. 80 mg/kg {AELI LT
wrr | Wistar 80, 240, ERISETINR %
HAEDR | 50 | #5155 24 80 1800 mg/kg ki THE-
(&) #1(2 Bi))

/JFEE;;[; 2,000 I]Elg/kg {RE R
T ICR 0. 200, F@fﬂ;@*@%&(ﬁ%ﬁ@rﬂﬂﬂ
(TR | <% 18 600, 2,000 200 600 JEEE AR o

(R&m) 600 mg/kg AKE CTHRIE
PR O Il
0. 8. 24, 24 mg/kg KELL LT
ThER < 1w | Wistar 80, 240, OFaE s
gag |FE - IREL) SN0 BES g 8 24 1800 mg/ke (kLTI
#& ) % (2 %)
240 mg/kg (KHE TR &
PR . Wistar 0. 80, 240, N, EARE PR

BREEE | IR EARE K Sk 5 800 80 240 [ONESv IR %

ORIZZE T (R 800 mg/kg A T Na*
e s, K Pk ik

20
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b NatK+EB
800 mg/kg {AEH T
] (1 %)
o 0. 8. 24,
(@ﬁ?ﬁ% Wistar | . 80, 240, o g |80 me/kg (RELLET
i) 7 vk 800 M 1 BRE ek
JIREER (&)
iR 3y g Wist 0. 8, 24,
(#5524 W5 5@?’ #5 |80 80 —  |mmnL
1) (Rr)
c VRBEIET T 0.5W/IN% A F LB L — ZKEER DSV BT,
— B/ MEREITRE S NT,

8. SMEMHHER

(1) 2=HERER
T 770X IR AMEFMERER N M S, fERIIE 18 ITRER TV 5D,
(& 20, 21, 22)

x 18 [ESMHHABREME (RIK)

; LDso (mg/kg 1K)
e acy 131l B fE i i

B S UTEIR

R VAN SRYAZ N - =N
. BHER, BFREB)E
KT, LADITHBT,
MR, PR AR
MR B E O IR DT
Wistar 7 v k BEPEE, U AFY
i 3 pC 800<LD0=2,000" | "y "y pm e g,
1 J& PHE BG40
2,000 mg/kg RETA
FIFET:, 300 mg/kg K
L CIE R K OB T 6]

L
X Wistar 7 > b >92.000 >2.000 FE L OBE - 75 L
MEHES 5 T ’ ’
LCs0 (mg/L) R AR . N B
HEE T, IRE
K O & JE R )
Wistar 7 » - 2. DEFIROE .
£ i A i e 2
A e 5 594 ~5.94 IR A PASH ., AFlsmEaRA L.

iR - REBE, A
B, KUETAIRIE,
AR FEREOLE T T A
HY

* L PRIEIT 0.5% A F LB L E— ZOKERIR & JHV =,
1« BMEERIEIC K0 R

21
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~ 7 A % W JFARIELEY RS-3 KON RS-5 I ONCAREM 4> fitdy M1 O M 14
DO RMEFMERBR N £ Sz, ERITR 19ITREN TS, (BR23~26)

& 19 SEROSHHBBRE (KEY/RIEEED)

LDso
BRI B Rl mg/kg A HE B I NTIER
ki3
TNV D BB BRI, 9 T<ED, #
B, Bk, LAOIBT, BHE, IR
. ICR ~ v % - )| PR, RIE TR SRR,
M1 i 3 T 300<LDs0o=2,000! 4 B gl T
2,000 mg/kg RE CTEpIET
300 mg/kg PR CTIIIER K OFET i) 72 L
. ICR ~ 7 A it
Mi14 i 3 ~2,000 - fil7e L

B, Z5ERER, BERML, 13D &
g, BREML, R, Bk, LA AT,
300<LDs0=2,000V | FEIRIFER

2,000 mg/kg K H TRFIFET

300 mg/kg MRECTIIFET Bl 72 L

JRARIEEY) | ICR w7 A
RS-3** i 3 Pt

MEENAL, $EER
300<LDs0=2,000V | 2,000 mg/kg A & TLHIFET
300 mg/kg (KB CITIETHI7 L

JFARIREY | ICR ¥ 7 A
RS5** i 3 Pt

* L SIT 0.5% A FokLa— R & HWE,
¥ I o — o E AV,
1) : wESRIEIC X 0

9. BB - REITXT HRIFMER VK ERFHHER
NZW 7 B3 % H 7 MR R S OV S I BRBR 23 Sl S 472, & DB,
D Y DORKEAE IR U TR DRIIMED TR D BTz, BRI 2 RITHIEIEEE D &
nignoiz,
Hartley E/VE v k& W72 B RAEMRER (Maximization 7£) 72350 S 4,
FERAEMEIIBE CH o 72, (B 27~29)

10. BAMSHESR
(1) 90 BERIEZSMEHEAR (Sv )
Fischer 7 v I (—HREMERESS 10 IT) & M7z, REE (44 0 0, 100, 300, 1,000
KX 2,000 ppm : FEIRIRIEIRE T 20 20R) #5125 5 90 A M ArEE MR
LT YINES TR gV

22
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%20 90 HEHEE

WEEMEER (Tv k) OFEHRFERE

777 0% EHE

EF2f=1=-=&

B 58 100 ppm 300 ppm 1,000 ppm 2,000 ppm
SRR R Mk 5.72 17.3 57.7 122
(mg/kg IKE/H) ki3 6.74 20.3 66.9 134
BB GRETRD OGN RIEE 21 IORENTW D
2,000 ppm &5 HEOIECEE 2R - AR SIET 75> &5 AV, M, B,

AA B N ONT BRAS 70 & YR BRAR AR P AR A TR IS
IX— B L TR 15% DR FE NN H] 53 58

A LD K0 te L AREEININH] S/ K T2 0 25 IR HE

RO BV, R21ITRT IO
E)ﬁ k—mu&b%ﬂfl/\éj%’g‘if%é kﬁl%\ ﬁﬁ

Bt &) 5“72575") 77:_0 Hﬁif

AEPER B

LD LEZ LN,

B EREIEE b BB T A DT, BEDERG IR

TPl BN EE LT 2T 2 HEOAN
EDEALZ e LTz
(54 2 M i M SO D AR 22

& UTHIEE B OB ECTeb D &EE X B,

AFRERIZ IV T, 300 ppm & GHEORET Ht 2 U Hb O %%
HEEOMET Ht, Hb &K RBC DOgi%
ppm (5.72 mg/kg {KE/H)

DR HILT-D
. T 300 ppm (20.3 mg/kg (AE/H) THDHEHE

. 1,000 ppm #
CTHEFMEEITET 100

bz, (&M 30)
=21 OBHMESRMEHHER (v k) TROoN-FHMR
B G-RE i3 i3

2,000 ppm - /I - BRI - JR 1 RBC #4/1n
« IREPR « MCV O MCH #n
- JRH RBC., WBC., ¥k O% /) | « Lym &Y WBC H#0

7 B HEIN « ALT KO GGT #0

« MCV O MCH #4/n « Glu. TP. Alb. A/G kA
» Glu 8 - T.Bil #8Hn
< U T AHEN RN D) |
< 7 a—Eh - 7 a— )L
- BEBEREIE bR R, - PEBERERE b RZ i T Ak
- BRI b Rz NARERR R H i o e REAEE b R PR T i S
© JEREREE ER2 7 AR R — R - EBEREE R 7R h— &
< JEIERERE b R 2SR ERIZ M B - BhSN S U AE

1,000 ppm - PREHINPNH - ARE I N

I - JRECEIRT - JRECEIRT
- EEH B - EEFERED
- RBC /> - Ht. Hb % O* RBC i/
- HEZR M.ER & OVE $ A B Al i 25 n « AR BR K OVE BE A A0 i B n
- PLT #4n - AST #4/11
« TG J§/ ) + T.Chol % O* TG Ji
« D.Bil & O LBil #50 - T.Bil &0 D.Bil #5/n
- HERE Y o JHLHE ST M O LG B BN
- JFLE B N o JHFAE T KON e BB N
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- JlHE Sk Ko O L AN - D o ii/FE il AT (~E
- D o i/ FE K e AT (~EY CTUY) WA
TVY) WA - BRI b R R
< MR 1 R kS - ERE (E e ONKRBRE) & T
- RS E I T
- HEE (E K OKRERE) &l i
300 ppm LA E | - Ht O Hb j8/ ) 300 ppm LA FaEEMERT R L
+ T.Chol &
- T.Bil #5840
100 ppm AT R 72 L

§  MEFARAERITRVA, RikRGEORELEZ LN,

(2) 0 BHEHESHEMHER (YVRX)
ICR%~vU A (—#4 1008) Z#HvW=, B8 (54K : 0. 50, 300 K T* 2,000
ppm : EHRMAIEEEILER 22 ) B512XK 5 90 H M dEa M MR Fh S
iz,

F22 90 BREEIAMEMEHGER (YOR) OFHREKERE

B 5 50 ppm 300 ppm 2,000 ppm
XA ERE (mg/kg M 6.71 40.4 270
{KE/H) ki3 7.92 47.7 318

%&g‘ﬁfn&‘ &) %ﬂfuﬁiﬁl\i)ﬁ% idjf‘% 23 uTéZFL“Cl/\

ARERIZFB VT, 2,000 ppm &“’@ﬁim&&zﬁ 300 ppm & E5HEDMEIZ ISV THE
PR [ A5 e FAZ IR 7R 2 D3R D H 7= D ¢, MEEME &3 E T 300 ppm (40.4
mg/kg AE/H) | T 50 ppm (7.92 mg/kg (KE/H) ThdHLEZ BN, (&
fH 31)

F23 90 AMBAMEEHER (YOR) TROHONEEMEMA

B 5RE I3 it

2,000 ppm - RN - (REEHE NN
- EEF - EE D
- AR I ER - NA7R I BRI n S 8
« ALT® 5 }x OY AST #41n - MCV 4
- Cre H4N - ALTS®%, AST®%, BUN K& Ot Glob
o JHF R OV B B B 0 s
TR I D JNE - A/G el
o H/NEE AR AR G, /IS - JIFHE B BN

P 2 o [k ser M OV L B BN
- KL LS AT g B M e S 4 < DRI D R AE
o JH/NEE AR PE R ARG, /DS

24
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B S

- R IBE_E B2 B Rk
300 ppm LA 1= | 300 ppm PA FE AT 72 L « TR IR A A R e £ 7 S
50 ppm mHEFT R e L

§ : 300 ppm TIIHFHFHIRBEEZEITRVDS, BIKRGOEELEZ 2 bz,
§ §  HEHPEEEITRVR, MRRGORELEZ DT,

(3) W0 AMEAMSERE (41X)

E— 7 VR (MRS 4 D8) 2RV TR0 JRIK 0, 2, 12 &U“
70 mg/kg (REE/H (M3 5% 4 B2 O IRENED Liz7-o, 5B 4
%XV 70 mg/kg (KE/H D 50 mg/kg {RE/HIZEE L7z, 70/50 mg/kg M@/
AEFid, ) ] &5I12X 5 90 A st s MR 35 S 7z,

BHEGHETHRD DN EHEITAIER 24 ITRSATW D

70/50 mg/kg M@/H#ﬁ@ﬁ@ﬁﬁ@ﬁfin’:ﬂ;ﬁ%%é%"ﬁ :Iob\“C A IBAE KL
Bk (2 Bl) KOMED 5 k5 Rz (3 ) 23388 S, f/hd‘%ﬁ’]ﬁﬁ
2T, TORAETHLAHTH L2, 90 H Féﬁﬁ%réﬂr RO A XTI
A INRWVATRO T DRAEKR 5 ITRINT 2 ARt Rnmun & & 2 Sz,

ﬂ&%ﬁ%ﬁa:m\f 70 mg/kg RE/ H &% 5RO 1E & O 70/50 mglkg K/ H # 58
DM TIEMSED 8D G- O T, MM EITMEME T 12 mg/kg AH/H THDH &3
2oz, (B 32)

F24 90 BREBIAMEMGRR (/1 X) TREOoON-FEHRR

& 51 HE HE*

HE : 70 mg/kg K/ H * Mg o Mg

JE . 70/50 mg/kg {KFE/H | + T.Chol & O TG 5/ - (RERED
- ALP, ALT, AST, X GGT | - REEHINH]

s hn s - BEE R

- MR Y LR o RN IR KGR - R i Rl
- et M OVG EE B AN B 5 KRR b Rz Rk
- JHD 5 [
- ONEMET /AR R
o AR RS b R A Rk
o BN T A AT
o FFSEMER IR 8
- B> 5 KEREE_E Rz Rk

12 mg/kg K&/ H LT mPEFT R L BIEITRZe L

* o P EBRLG 4 8% LV 50 me/kg RE/H ICEH X7,
§ : R IO EEIL A, iR GORBELEZ L,

1. BUESUHSRRURELSA TR

(1) 1 FHEEHSHEEER (v M)
Fischer 7 v b (—#EHEMES 20 ) 2 HW=iBEF (5K : 0. 50, 150, 500

25
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T770X UEHEBEES 2 iRf-f-E5

KX 1,500 ppm : EEIRAEREILE 25 2R) BEICK 5 1 FHEMEFEERBR
INESY TR Wil

F25 1 EEEMHSEHRER (v b OFEHRKERE
5 50 ppm 150 ppm 500 ppm 1,500 ppm
R R E B Jii3 2.05 6.15 20.4 62.6
(mg/kg REE/H) i3 2.62 7.74 26.1 79.1

%&g‘ﬁfn&‘ &) %ﬂfuﬁiﬁl\i)ﬁ% idjf‘% 26 uTéZFL“Cl/\

500 ppm £ G- HEORE TR Eﬁ/bt*‘ﬁ*‘%iﬁi@rﬁ@ﬁ&()\ttﬁiﬁém6i

AR

(CZRETIEZ R TS IREE L L L TR -7 2 LIk 2 b DT, HFEN
REEZZ BT,

1,500 ppm $& 5-FE DM THEEE 72 1% AR K T 238D B L7223,

PR K ONT BRI 7 & i B 0 A TR

BEIEIINHICER 26 (2T L 9 AL R mMiT AGRO b -2 Lk,

KL, AR ER MR 72 28 Tz < AR Nl 55

DOELERMLIZb D EEZ BT,

150ppm & 5-HEDO I CTHEEE 72 PLT OBMNAZRD ST 08,

M%mmmﬂm\ L. 26 WO SR AL THD 2 b, #

5 S it fite 3¢

Mo, FFHE. AE
T O bR Do Tz, FIFETIHAE
ZD
(ZHE D KT S O e B ik RE

[FIREIZ U C Bt

HEEMEOHEHPENTH V| FEEFEDS T SAEO PRIV T &2
%%ALT%mL FIZVITMR ARSI LA (L TiTenwe E 2 bz,

AABRIZHB W T, 500 ppm HEGEEOMEMET, Ht TG BADENTED iz
DT, WM EIIMERET 150 ppm (7 : 6.15 mg/kg K/ H ., M : 7.74 mg/kg &
H/H) ThHHrEEZLNT-, (B 33)

=26 1 EfEEMESERER (Sy b)) TROohE=-E4MR
B 5RE Jii3 it
1,500 ppm - (REEHE NP M O £ &b - BIEARIVK T
- PR M OVRILTE RBC HEN - B (IRJEH) ARt
- B A R S N - IREE SIS & OE 6 i)
- MCV KO MCH #4/n - JRECEICF
- WBC. Lym } O} Neu ¥41 - Ht. Hb, RBC &/
- Glu - AR I ER FE
- L.Bil 4/ « MCV XU MCH #4n
CAERE Y KON U w AEEIN < PLT ¥/
o [ Ser M OV EE BN - Neu #/0
ERE ORBRE. Mg) 1E i i - APTT it £
- S o, HEANE T - ALT #4/n, BUN 840
- FEE KB 1 Rz 38 Ak - TP B/
- D.Bil, LBil %O T.Bil #/n
- JFEEE SN
o [ SeE M OV EE BN

26
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T 7 7 8% U5

EF2f=1=-=&

- RENRAE

B ORBRE . ME) &t

< S o .
- BEFHIEE (HEESHI)
o N— A — R BRZ M R iR

500 ppm Ll E - Ht, Hb %' RBC jH/» « pREEEN
- HAZR M ER AL N - Ht i
- PLT ¥ « Lym & X WBC #01
- TG - AST #5h1
- D.Bil &z O T.Bil #8/n + T.Cho X% Glu JE/b
- 7 a— L < Alb KON A/G Helirb
- L EE AN « TG J§/ )

150 ppm AR | mEFTAAR L wPEAT R L

(2) 1 £REHESEHER (1 X)

v—2Z KR (—

BEMERER 4 J8) 2 AW 70 (BEK: 0, 2. 10 X

50 mg/kg RE/H) 512X 5 1 FEREMFMERER N £l S i,

BHRGHETRD DB AIER 27T IR TV DS

50 mg/kg R/ H $5¢5-#F DO MEME D] CE A3 58
B3 iEE BEY | ARG OEELEZ b,

ARBRIZIBW T, 50 mg/kg R H/ H 5 5-HEOMERETIRD 5 KL F B 2 Ak S )3
HOLNT-O T, EEERIIMMELS b 10 mg/kg (AEH/A THD EEZ BN, (B

XX AN ﬁ LT RN IS TR B

& 34)
=27 1EMEHESEEHAR (X)) TREOoh-EHMERE
57t Jii3 i3
50 mg/kg {A#/H | « ALP #80 - fEAH B
< R Y D - PLT 840
o [t K OVEE EE S S 0 - ALP #4/n
c B S O (2 F) KROBEIRE | « ALT #5/n°
(1 %1) - JF#ser M OV L B N S
- FFAMBE R ERG@ R & (2 61) | - JHD 9 BERRIE (3 f1])
« JHD 9 KL _E R IE AL 2 « FFAMIEAERERE RGBT & (3 1)
< JED 9 KR _E R AL 2
10 mg/kg AE/H |FHEFTRZ L mIEET R L
IR
§ : MEFFERA BTV, RIEERGORELE X T,
a: 2GS OFTRICH & e RIEMEZSLIZZ2 < | JHO 5 86 EROBTRICIZIA X iZ=a L 2T Y ik
HEHLRD NN oT,

(3) 2 FMANAEEE (SY M)

Fischer 7 v b (—

fiti i,

27

FEMERES- 50 PT) A AHW=iREE (JiK : 0. 150, 500 &N
1,500 ppm : FHBRAREREILE 28 M) &EHIC L D 2 FERMITEMN A

AR 7N 5
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x28 2FRENAESESAR (S ) OFHRKERE

e G-RE 150 ppm 500 ppm 1,500 ppm
SR RERE (mg/kg (K Jid 5.33 18.3 55.1
&H/A) i3 6.92 23.3 72.4

FRERE TR DAV RITER 29 1 :ﬁémﬂ\

ISP 22 DI A BA L ISR G- DB TZ8 0 H v 7 75>o 7o

1,500ppm % 5-#E DO HELE TR RRHEZS MEDS G U 72 A6 F i, [FIEECHEAN L
ToARRRARAFRRE S N L 72 FHNER ORI & Z 2 6D Z &b | RO
AT TN AR ERIE O EE(L EBET 26O TH Y | #hikFMEIC
HEFTRTIE R WEEZ Z BT,

AFRERIZ BT, 500 ppm LA EEEGEEOIECREBEREIE ERZ B ALY, M CIRE
HANENH SN b0 T, MmEMEE ISR S S 150 ppm (F : 5.33 mg/kg
(KE/A, M : 6.92 mg/kg (AH/H) ThDHLEXONI, EPAMEITRRD B
molo, (S 35)

x29 2FRENAERER (S ) TROONLEFERR

B 5 i3 il
1,500 ppm - REEHINNE], AR - IRJE AR AT E Y, IREKIR M
- FFEC BN - TR
o JESHE T M OV SR N - IFLbE SN
< S o - Lym } Ot WBC #41

R ORBRE. M) &l il - A S F OB AN
- 7y N —flateE AR E T Y | - REIRE

FU ) i B RYiiik
o 25 BRI A B (e e M e ) ERECKERE . ) ifn T
< IR S BRI - 7w X — g AR A (~T Y
- PPRRARSRARE  (EEEE(R) T )
o AA AR AR R R AE 20 - 25 B e B (g e LA )
AL RAE B B ARG
- BEBERGIEE | Rz i Bk

- FRREARAFEEAE (8 AEAHEEHEIN)
- AR AR R AR A
* N — S — PR e iR

500 ppm A b « JEDERE R _E R IE I R - RN
- FERRAR AR (FEEEAL)
150 ppm AT R L AT R L

* o EAS EEICB U, HARERME R e, e SR RIS L | A xE LWER R
U7 Jfi, B SUIAEEAIZ O\ T, BET — 2 0 bERSN LAl 217 - 72,
§ : MEAFARAEREITZRVA, RIKRGEORBELEZEZ LN,
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(4) 18 MhAMRENALERE (THX)
ICR v~ 2 (—HEMERES 52 J0) Z W T-i1REE (K : 0. 50, 250 &% Tr 1,250
ppm : FERRAEB IR EITER 30 5 MH) B5I1C X 5 18 7> H RIFEDS AR 2 32
7,

&30 18MAENAMRE (YOR) OFHREERE

B G-RE 50 ppm 250 ppm 1,250 ppm
SRR R Ji 5.40 26.6 141
(mg/kg IKE/H) i3 5.30 26.6 148

KRR CTRD DL mEAT R GEEBMIRA) 3R 31 ITRIn T\ 5,

NSRS 28 DR A B IR iR 5- DR BIIFR O i o T2,

AFRBRITIBV T, 1,250 ppm G- FEOMEME & & (RIS EFE O b7z D
T, IR T 250 ppm (J : 26.6 mg/kg (RKE/H ., M : 26.6 mg/kg (AHE
IH) ThdEEZLNTZ, BBPAMEITRD N oTo, (25 36)

& 31 18MARBENAMRER (YOR) TEOoN-FMEHRRE CGFESMERE)

B H#E 1k i3
1,250 ppm - AR EIE NN - RE I AN
- BT ERD - B AR
- KEhR% - KENRZE
- EMEREIE | Rz AR ZE R e | - BEIERGIEE b R 22 had k.,
UVHE IR E A 8 BLAZ M A A 72 IR E A R BLAZ R AE 75 S OF
KR R I Ak
250 ppm LL T PR 72 L PR 72 L

12. EERESEHER
(1) 2HKEEHRER (v )
Wistar Hannover GALAS 7 » &~ (—BEMERES 24 DT) 2 W 2iREE (IR -
0.50, 200 K Tr 1,000 ppm : FEJRRAERERITE 32 22 M) HEI2L D 2 R
ORI T ST,

F&32 2HAEBEHER (Sv ) OFHREERE

58 50 ppm 200 ppm 1,000 ppm
iz 3.43 13.7 69.2
D &
SRR AR HEFY i3 3.94 15.9 78.3
(mg/kg IKE/H) i 3.75 14.8 78.2
——
S 4.13 16.9 85.7

FHREGRE TR b EmERT RITE 33 IR Sn TV 5,
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T 7 7 8% U5

EF2f=1=-=&

1,000 ppm & 5-#F D P iEAE, F1 TAHE PR L B B O350 LTz )’

T AR AR A L W TR I

i &) %ﬂ‘@“ HE I\i%ﬁ

BIIENEER BN,

ARABRIC BT, BE TIE 200 ppm utﬁﬁﬁ@ﬁﬁfﬂﬂ’@ﬂ&(ﬁttEEOD

HEIN23, 1,000 ppm £ 5-#f O EME T A HE 0P 555
ppm £ 57 TR E BN %)
ppm (13.7mg/kg (RE/H)

NFBO B,

REM Tl 1,000

RO LNT-O T, EEMEEIT. BEWORET 200

. WET 50 ppm (4.13 mg/kg KE/H) . JRE T 200

ppm (K : 14.3 mg/kg KEE/H, M : 16.9 mg/kg AE/H) ThDHEBZX BN,

BHERRICKT T D BIIRO Do T, (B 37)
# 33 2HAEEHR (S ) TROONEFEUMR
. B.P W Bl:Fi. B Fe
B i i i i
1,000 ppm | * AEIE ] - (REEEINEN < REEINEE | - AREEE IS
- B ERED - EE R - EE R - B ERD
- ML EEE EEE N - LR EE N - MRECE AN | - ML E SR
< LS o - BBt L OE | - BiShEmTTE | - BB E &R
e - hiE
Bl - DRELHEof B < S o
) %
200 ppm  |200 ppm LA FEMERT R L - T HERE K OV ER
Lk N
50ppm AT R L
1,000 ppm | - {REIEHIHNH] SR NERSYIEN - REEEINENS | - REEEEINESI
i - Mg fag st e OV | - ekt M VL | - R Rk M OVER | - i et K OV ER
) HEKT HEKT HEKT HEET
by [200 ppm | FPETRZR L mMEAT R L wMEAT R L w7 L
IV

(2) REFBUHSER (Sy )

Wistar Hannover GALAS 7 v b (—
(JF& - 0.5.20 2T 80 mg/kg NEVASIN

B LT, FEAEmEMERER DN M S T,
FREGHE TR DN EMERT RIIR 34 [ITRSN TV S

BRRAERTH DRI E

HABEEEICBW TR LN,

HEME 24 JT) OFFIRE 6~19 H
A 1% IV RF v AF L —R)

. HEE BRI & @qjiﬂi”ﬂ’%@%\é
HlE RS SR o B T E RS D BTE M O g i

(ZoRHIRE O

(NS a RPA% - 2 AT

THOBEERICBN TS FORBBEE IR LRRETHY . I HICHRGTF
TN IO G LB
ARERIZ BT, BEEIY Tl 20 mg/kg AR/ H $% 58 TS B ININH] 2 2332

otz
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HAv, BBV TIX 80 mg/kg RE/H G EECHRIBAREOR T, BHAR GRENE
ZRE D AUMERTHE S SN o8N Sz Eonh, EEMEEIL, #E T
5 mg/kg RHE/H, MY T 20 mgkg (KHE/HTH D LEX DLz, EHEHEILR
Do oTe, (&8 38)

F3A RESMHR (Svbh) TROON-FMEHR

B 5RE REEN) i)
80 mg/kg AR/ H - BB - A
AR GERIME. IUHERT
HEE % 27)
20 mg/kg AEH/H UL E - IREH IS, A R 20 mg/kg R EH/HLL T
5 mg/kg K/ H EAL BRI mVEAT R L

(3) RESMHEER ()

AARA @GR (—BEME 25 PC) OEEIRE 6~27 BIZHERE D (R : 0.5.25
K ON150 me/kg (RE/A ., W 1% LR T AF v rn—R) FHELT, ¥
AT MERBR N It S T,

B GHETRD DB AIEER 35 IR TV D

AR BT, BEEMY CIE 25 mg/kg REE/ A 858 TREHRININHI RO 5
AU BBV T 150 mg/kg (KT H ¢ 58 CIAAE 23RO H iz O C, ML
REM C 5 me/kg RE/H ., BT 25 ma/kg (AH/H ThdEEZ LN, (EF
TR b noT=, (B 39)

&35 FEFMHER (VUFX) TROON-EURR

i RHEIY) iz R
150 mg/kg K5/ H - ERERCT - ARIRE (i)
- g (1 1)
25 mg/kg (R E/HLLE - PREEE BN 25 mg/kg (AE/H LT
5 mg/kg (A H/H wmIERT R L wmIERT R L

1 3. EEHHR
T 77 u%x s OMEE AT EIREARERRR, T A =— A2 2% —Niil
Sl (CHL/AU) % 7z YR B sl i O~ 7 R & U T/ ek p3 S i
iz,
TR 36 ITRSNTWVDH ERY, T XTRMETH- T2 enb, 7771
FUACBEBEEEER VLD EE L T, (M40, 41, 42)

31
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& 36 EinEit

T770X UEHEBEES 2 iRf-f-E5

AEBREIE (7770%)

ARER ES JLERIRFE - P E il G
in vitro Salmonella D0.76~5,000 pg/7" v=F (+/-S9)
typhimurium ©4.9~5,000 pg/7” V-t (+/-S9)
g (TA98,TA100, /\
TR TA1535.TA1537 #) ey
FEscherichia coli
(WP2 uvrA ££)
@O 59.0~144 pg/mL (-S9)
@ 173.7~180 pg/mL (+S9)
Yo ppgay |7 A =—ANAAL | GLHR 6 IR, [E11 18 IR fi)
TEERIEE i e e ® 11.3~90 pg/mL (-S9) G
AR Heg
(CHL/IU) (JLE 24 K[, [BIE 72 L)
@ 5.6~45 pg/mL (-S9)
(GLFR 48 FfH, {72 L)
In vivo 2 @O 125, 250, 500mg/kg AHE (Hi[A]
s | e SRR 121 24 IR %) -
s @ 500 mg/kg (RE (HEIGRHE G 48| ™
(—#EHE 5 PC) HERE )

* BRI EIT DMSO (2 L CTH =,
+-89 : RENEMEACRAAE F R OFEAET

-SORBHE M RIEAAET
+89 : REHEMSRFE T

153 i M1 KON M14 3 ONZJFURIRTEY RS-3 KON RS-5 O 2 A
T IR RN B R N S S v7-, FERIIER 3T IREnTWA B, 73T

© 00 3 O Uk

—
== O

12

14
15

16
17

ErEThole, (BM 43, 44, 45, 46)
# 31 EEEUHAREE (KEY/[REEEY)
BRI E BV k5 JLPRIRE - P 5 i e
039.1~5,000 pg/7 V=t (-89) | ..,
M1 fajzf,"”e”? @313~5.000 pg/7 -} (+89) | =TE
‘yphimurium —
M14 dpen | (TA98.TA100, ®2-4wj,000 hg/7 v ((898) e
\ invitro | i | TA1535, TA1537 #) [ 259:1-5.000 ugly bt (+59
SRR IED) % iR D9.8~5,000 pg/7 V-H-S9) b
R53 Escherichia coli ©39.1~5,000 pg/7" V-h+S9) | =
E{j}%{g?% (WP2 uveABR)  19.8~5,000 ugi7 V-1 (+/-89) | att

* o RERMIE X DMSO (SR LTV,
+/-S9 : REHEMHALRITFE F R OIFEFHET

-SORBHEMERIEAFAE
+89 : RFHEMRAFAE

‘F
T
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. &R RS B T

ZRICETTEERZNWTRE T 77 v % ) O ERRZ 2SN 2 555 L7,
7B, ABlL ABAEICEBT 2 R RKHEERBEICR L BRSNS v,

MCT@ﬁéhﬁ777m#/@7/F%mwt%%¢W@nﬁ% IBWTC, T

771 F IR GR LR S BUE S IR T R ORI D b o
ko&5%%&%77m%/i\R&Uﬁ@ﬁﬁ@ﬁ%f%ﬁéh\ﬁﬁm@%ﬁ

IRV HEE DS R & < T hH LT, IINGRTT, 78.5~92.4% Th H LB 2 bl

MCT@ﬁémt777u%/%%wtﬁ%mmﬁﬁﬁ%®ﬁ% FERTITHL
It & ¥ (8.47 ~ 13.7%TRR) . M1(28.3%TRR) . M2(15.2%TRR) . M4(14.6 ~
37.5%TRR) & () M8(10.4%TRR) T ~ 7=,

T 77X R OREY M1, M2 KOV ZEOREER, M3 O DA, M4&
O DIA R DNT M8 Kk N DIaA IR Z it Gk 6w & LTz Kig DI
BANEME S T-, ZHKICHBWTT 7 7 ok U 3mHRRLL T, £7- M1, M2, M3
M4 O M8 O KEEREEIZZENE4.,0.11, 0.077, 0.022, 0.011 }2T*0.031 mg/kg
Tholz, £, ANHICBIT 2 RRHEEEEME (77 7%+ M1) 1%
Oﬂwmygf%oto

FHEFENERABRGE RN, 77 70X U RGICHDREIT. BIOER (BirhE
i, B S i, gEAMEIMTHES) | I (7 v NMERMRES) | HE (1 O
B ERGEIEAL) | Bk (0 AKREIIRK) KOWEDE CREIR RO RcEE) 12380 6
iz,

7 v e AWERAFERBRICB T, BEICEEEERNRLONS S HET,
H S A O 2R EL NN U 7o, FRElE AR SR & Do R O AT O FE BB | okt R &
FARETHY, LU FTIXFRTELOELEOEINTRD N7, TH
LDZEMBT T 7 aFx AMEGEHTRWEB X B,

T ANE, BRERBIC KT T 2 B K VBB EITR O b o T,

FEM RN TEMBRIC BT 5 FEMAHWIL, T _XCTEMERN AR SN DILEm T
HoT=, M1 IZKFET 10%TRR ##Bz THH v, ARk o stz
T77uXx Ot ERREChHoTo, LLEXY | REY KR ORI T O RENAN
RRMEET 7 7 v U RO M1 E3E LT,

BBRIC BT DB RS ITR 38 ITRENTWD

ﬁmﬁiéﬁx%%ﬁﬁﬁﬁéi\%ﬁ%f%%ﬂtﬁ%ﬁ%@ﬁ%%mﬁﬁﬁ
v MW 2 HRVESERER D 4.13mglkg (ABE/H TH o722 D, T EBRIL
& LT, 2485 100 THr L7z 0.041 mg/kg (AHE/H % — HEEGFA® (ADD) &
RIE LT,

ADI 0.041 mg/kg K E/H
(ADI 3% ERHE L) ZIH R
(B FE) 7wk
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F770%Yy

FHMBESE 2 f-1-=&

#x38 BHRICKETLIESHERVURNEINEE

e T A /e
2 E e 1)
EhfE | RBR (mefkg KT/ H) (mg/kﬁg)ﬁiﬁ/ (mg/k;)ﬂii/ e
7 v b 0 . 100 . 300 . |/ : 5.72 e 17.3 - Ht. Hb %
1,000, 2,000 ppm | M : 20.3 I - 66.9 BHE - PR e R OV L EE BN
90 H & i
oy 7;7&7:70\51.2722\ 17.3,
BB | 1 0 6.74. 20.3.
66.9, 134
0.50.150.500, |# : 6.15 H# : 20.4 - Ht. Hb, RBC /)%
1,500 ppm 1 - 7.74 I : 26.1 ME - REHIN. Ht B s
14 |7 : 0.2.05.6.15.
BN 20,4, 62.6
AR | ME: 0. 2.62, 7.74,
26.1. 79.1
0.150. 500, 1,500 | ## : 5.33 Mt - 18.3 e - B KRR R b K7 2 i A
ppm It - 6.92 i - 23.3 M - REHE NN, pPRAR
2 M | 0.5.33, 18.3. ARSI HE N2
FEMW A 55.1
AER | 0.6.92, 23.3. (ENAMEITRD N
72.4 D)
0.50. 200, 1,000 [HEW) K X BlENY) K Y BLE
ppm IREhY &Y e - AREBR NI, BESN G
Pt : 13.7 P i : 69.2 T
P i : 0,343, |Pif: 15.9 P i : 78.3 BHE « FF ek B ONLL B & 100
9 fift |18.7. 69.2 Fil - 14.8 Fil% : 78.2 %
wostey | POME 0 0.3.940 IR - 413 |\Fullif: 16,9 V2B« ARE SIS, B
15.9, 78.3 Pt ek Mo OV L B B 1 45
F1 £ : 0, 3.75.
14.8, 78.2 (BIERE I XT3 D 2T
F1 i 4.13, 16.9. PR HALIRY)
85.7
0.5.20.80 RE ;5 BEEY : 20 REEDY) (R EE NP 5
BIE 20 fEIE : 80 R B GREIE
b Yack: 3 Lo %) N
B
(T TEMEITR D b
D)
<A 90 H 0. 50. 300, 2,000 | : 40.4 ;270 - FF/NEE R R A e A

ppm
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T770X UEHEBEES 2 iRf-f-E5

e e /e
Y (R
EinfE | AR (mg/kg KE/H) (mg/ng)ﬁKi/ (mg/k;)ﬁ-‘i/ fifi5 1
M2 |1 0. 6.71, 40.4, | M : 7.92 M ;47,7 K. B/ SRS
PaBR 270 BE : BE/ NP SRR, B kS
M- 0, 7.92, 47.7. I A 8 R i 5 A N
318 s
0.50.250, 1,250 | MM : 26.6 M 141 SERE - (R EE R ININE] . B
18 704 |Rpm I - 148 AL 1 B T R
s g | £ 0.5.4, 26.6, ‘ ]
g | 141, G AMEITFRD B 7RV
e i - 0.5.3. 26.6.
148
AV 0.5. 25. 150 RE ;5 RE - 25 e - (REEEE NI
o fele : 25 JRIE : 150 N pe DB il
bR (fEF ML O b
D)
g X 90 H e 0.2, 12, 70 | : 12 It - 70 HE o R RE M OVLE B B P
FEayn M- 0. 2, 12, |ME: 12 i - 70/50 TN, OV A A0 e e K 2
iy | 10/50 M - FEA R
14/ 0. 2. 10, 50 Mt - 10 HEHE - 50 7 . ALP H9nss:
Tk E 2 10 - BEE R, ALP H
R IIES

VB R/ N EERE TRO b EREEIT R AT L,
*ERER GREORGREIL, TR 487258 TRE T 50 mg/kg REH/H & LTz,
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<RBIHE 1 AREW1 53 FRA G TR >
AL A4 F5 b5 4
M1 AF02-M1 |6-tertbutyl-8-fluoro-2,3-dimethyl-4(1 A)-quinolinone
Mo AF02-M2 6- tert-bl‘ltyl‘-S-ﬂuorO' 3-(hydroxymethyl)-2-methyl-4
(1 H)-quinolinone
M3 AF02-M3 6- tert-bgtyl;S-ﬂuoro-Z'(hydroxymethyl)'3'methy1-4
(1 H)-quinolinone
i 8-fluoro-6-(1-hydroxy-2-methylpropan-2-yl)-2,3-
M4 AF02-M4 dimethyl-4(1 A)-quinolinone
M5 AF02-M5 6-tert-.but‘yl-S-ﬂuoro-1,4jd1h3‘7dro-2-methyl-4-
oxoquinoline-3-carboxylic acid
M7 AF02-M7 2'(8-fuluoro-1,4.-d1hydro-2,3-dlmethyl-4-0xoqu1nohn'6'yl)'2-
methylpropanoic acid
) 8-fluoro-6-(1-hydroxy-2-methylpropan-2-yl)-3-
M8 AF02-M8 (hydroxymethyl)-2-methyl-4(1 )-quinolinone
M9 AF02-M9 8-ﬂu0ro-1,4-d1hydr9-6-(1-hydroxy-‘2-mgthylpropane-2-y1)'2-
methyl-4-oxoquinoline-3-carboxylic acid
M10 AF02-M10 7Ttert-butyl-5-ﬂuolofuro[3,4-b] quinoline-1,9(3H,4H)-
dione
) 5-fluoro-7-(1-hydroxy-2-methylpropane-2-yl)furo
M1 AF02-M11 [3,4-blquinoline-1,9(3H,4H)-dione
M14 AF02-M14 4-af:etoxy-6-te%rt-b'utyl-8-hydroxy-2,
3-dimethylquinoline
U-R1 U-R1 8-fluoro-6-(1-hydroxy-2-methylpropan-2-yl)-2,3-bis
(hydroxymethyl)-4(1 A)-quinolinone
JR AR AE B _
¥ RS-3
JR AR AR _ _
¥ RS-5
— I NET
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<HIRE 2 FRAE SRR >

I B2
ai F#h4y & (active ingredient)

A/G tb TNTIvITaT) ok

Alb TINT I

ALP TN TH AT 7 X —1F

ALT TI=TI ) N T AT T —E

(=7 VEZ I vBeLrergs7 A7 3+ —8 (GPT) |

APTT TEMEALER Sy b v iR T AT ]

TANRTGXURT I ) h TV AT 2T7—1

AST (=74 L LA R O L5 AT I —F (GOT) ]

AUC Sy ifn. Hp R P PR R T T R

Crmax e

D.Bil HZEE U LE

DMSO FUAFNVANLT +F2 R

GA 7T v CREaA R

YINVEINV T AT =T —F

GGT [(=y-Z VB IV KNF AT FH—F (y-GTP) ]

Glob ryazy

Glu 7a—a (i)

Hb ~ESZSrby (htHEE)

Ht ~~ h7 Uy ME [=fmHhmERERE (PCV) ]
1.Bil gy e

LCso SR L

LDso FRESEE

MC AF )T —R

MCH SHFRIMERANE o v

MCHC SES AR BRI 0, RV

MCV R L BRAS AR

Neu I TP EREL

PHI A 2> B INHE L T H KL

PLT AN E e

RBC AR LRI

SA I3RS RES

Tz T I

TAR G (LE) Hdee

T.Bil wmreyarrey
T.Chol WMalL A5a—/L
TG N Z YUY R
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Trmax B e I BE B R ]
TP WERE

TRR A% B B RE

WBC [ 1 Bk Ak
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<P 3 (EM TR R B R >

TI770X UEHEBEESE 2 iRf-f-E5

e 4, St FRE (mglkg)  (AWHTHEE)
CRESIERR) | i i iE, ¥ | PHI| 77 7%y | M1 | M2 | M3 M4 M8
[ #rEBAE] | (g aima) | . | (D) | (ED [ I N . . N o
AR % Ser il | SEEIE | Al | SERME | el | PR | el | SR | R | SERME | e | A
2 14 | <0.01 | <0.01 | 0.047 | 0.047 | 0.022 | 0.022 | <0.011|<0.011[<0.011 | <0.011|<0.011|<0.011] 0.11
pINiTE 80(0PL 1 2 | 21 | <0.01 | <0.01 | 0.047 | 0.047 | 0.033 | 0.033 |<0.011 |<0.011 | <0.011 |<0.011 | 0.011 | 0.011 | 0.12
(& Hh) 2 | 28 | <0.01 | <0.01 | 0.035 | 0.029 | 0.022 | 0.022 |<0.011|<0.011|<0.011 |<0.011| 0.011 | 0.011 | 0.09
[ZK] 2 | 14 | <0.01 | <0.01 | 0.094 | 0.094 | 0.055 | 0.055 | 0.011 | 0.011 |<0.011|<0.011| 0.021 | 0.016 | 0.20
2009 4F | 800PL 1 2 | 21 | <0.01 | <0.01 | 0.023 | 0.023 | 0.033 | 0.033 |<0.011 |<0.011 | <0.011 |<0.011| 0.011 | 0.011 | 0.10
2 | 27 | <0.01 | <0.01 | 0.023 | 0.023 | 0.033 | 0.033 |<0.011 |<0.011 |<0.011 |<0.011| 0.021 | 0.021 | 0.11
2 14 | <0.04 | <0.04 | 2.41 | 2.36 | 0.429 | 0.424 | 0.275 | 0.270 | 0.286 | 0.280 | 0.593 | 0.588 | 4.0
pINiTE 80(0PL 1 2 | 21 [ <0.04 | <0.04 | 2.16 | 2.14 | 0.528 | 0.522 | 0.187 | 0.182 | 0.209 | 0.209 | 0.395 | 0.390 | 3.5
(5% #h) 2 | 28 | <0.04 | <0.04 | 0.620 | 0.614 | 0.198 | 0.192 | 0.176 | 0.176 | 0.154 | 0.154 | 0.354 | 0.348 | 1.5
(fib o] 2 14 | <0.04 | <0.04 | 585 | 5.66 | 1.29 | 1.27 | 0.484 | 0.484 | 0.979 | 0.957 | 1.83 | 1.76 | 10.2
2009 4F | 800PL 1 2 | 21 | <0.04 | <0.04 | 1.84 | 1.78 | 0.583 | 0.566 | 0.253 | 0.248 | 0.429 | 0.412 | 1.03 | 0.994 | 4.0
2 | 27 | <0.04 | <0.04 | 2.53 | 2.48 | 0.792 | 0.786 | 0.374 | 0.368 | 0.594 | 0.594 | 1.19 | 1.17 | 54
TEW4 — PR (mglkg) (RN HTEERE)
ﬁﬁ}fﬁ] (ffﬂa};%) @% I(Eléﬁ)z 1()5)1 F7Tn¥x M1 M2 M3 M4 M8 o
%ﬁ@£§ S H Bl | SERIE | Bl | BRI | B | R | Bl | R | B | s | B | e | T
14 | <0.01 | <0.01 | 0.05 | 0.04 | 0.02 | 0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | 0.2
N 800PL 1 2 | 21 | <0.01 | <0.01] 004 | 0.03 | 0.02 | 0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | 0.2
(T Hh) 28 | <0.01 | <0.01 | 0.02 | 002 | 0.02 | 0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | 0.2
[ZK] 14 | <0.01 | <0.01 | 0.08 | 0.08 | 0.04 | 0.04 | <0.02 | <0.02 | <0.02 | <0.02 | 0.02 | 0.02 0.2
2009 /£ | 800PL 1 2 | 21 [ <0.01]<0.01] 002 | 0.02 | 002 | 0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | 0.2
27 | <0.01 | <0.01 | 0.02 | 0.02 | 0.02 | 0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | 0.2
14 | <0.04 | <0.04 | 2.33 | 2.30 | 054 | 052 | 0.15 | 0.14 | 0.21 | 020 | 0.26 | 0.26 | 3.5
N 80(0PL 1 2 | 21 [ <0.04| <004 | 193 | 1.86 | 0.46 | 0.46 | 0.08 | 0.08 | 0.19 | 0.18 | 0.21 | 0.21 2.8
(5% Hir) 28 | <0.04 | <0.04 | 0.46 | 0.44 | 0.17 | 0.17 | 0.10 | 0.10 | 0.18 | 0.18 | 0.28 | 0.27 1.2
[ 5] 14 | <0.04 | <0.04 | 532 | 5.18 | 0.95 | 094 | 0.26 | 026 | 0.64 | 0.64 | 0.89 | 0.86 7.9
2009 £ | 800PL 1 2 | 21 | <0.04 | <004 | 259 | 258 | 0.78 | 0.76 | 0.18 | 0.18 | 048 | 0.48 | 0.54 | 0.53 | 4.6
27 | <0.04 | <0.04 | 2.41 | 2.38 | 0.76 | 0.76 | 028 | 0.28 | 054 | 0.53 | 0.71 | 0.71 4.7
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E 4, S PR (mglkg) (ARI/HTHERT)
(ﬁt%ﬁéﬁi%) file A R % [F¥ |PHI| &7 7% M1 M2 M3 M4 M8
[a#riBhz] | (g ai/ha) 5 (EIV Q=D I o or | . o | oo | . o
AR S i | SERME | B | CEEE | Bl | S | R mAE | I | R e | I | Rl | R fE
14 | <0.01 | <0.01 | 0.059 | 0.059 | 0.033 | 0.033 |<0.011]<0.011[<0.011[<0.011| 0.011 | 0.011 | 0.14
N 300WDG | 1 2 | 21 | <0.01 | <0.01 | 0.059 | 0.059 | 0.044 | 0.044 |<0.011|<0.011|<0.011{<0.011| 0.011 | 0.011 | 0.15
i Hh) 28 | <0.01 | <0.01 | 0.047 | 0.047 | 0.044 | 0.038 |<0.011|<0.011]<0.011|<0.011| 0.011 | 0.011 | 0.13
(K] 14 | <0.01 | <0.01 | 0.105 | 0.105 | 0.077 | 0.077 | 0.022 | 0.022 | 0.011 | 0.011 | 0.021 | 0.021 | 0.25
2009 4£ | 300WDG | 1 2 | 21 | <0.01 | <0.01 | 0.035 | 0.035 | 0.055 | 0.055 | 0.011 | 0.011 |<0.011|<0.011| 0.031 | 0.026 | 0.15
27 | <0.01 | <0.01 | 0.023 | 0.023 | 0.055 | 0.055 | 0.011 | 0.011 |<0.011|<0.011| 0.021 | 0.021 | 0.13
14 | <0.04 | <0.04 | 2.84 | 2.80 | 0.484 | 0.478 | 0.231 | 0.231 | 0.231 | 0.226 | 0.447 | 0.442 | 4.2
N 300WDG | 1 2 | 21 | <0.04| <004 | 1.30 | 1.29 | 0.297 | 0.292 | 0.132 | 0.132 | 0.143 | 0.143 | 0.281 | 0.276 | 2.2
(F&#h) 28 | <0.04 | <0.04 | 0.655 | 0.650 | 0.165 | 0.165 | 0.099 | 0.099 | 0.099 | 0.099 | 0.208 | 0.208 | 1.3
[ 5] 14 | <0.04 | <0.04 | 3.28 | 3.22 | 0.847 | 0.842 | 0.352 | 0.346 | 0.715 | 0.715 | 1.57 | 1.56 6.7
2009 /£ | 300WDG | 1 2 | 21 | <0.04 | <004 | 1.52 | 1.48 | 0.616 | 0.616 | 0.319 | 0.314 | 0.506 | 0.506 | 1.38 | 1.38 4.3
27 | <0.04 | <0.04 | 1.61 | 1.56 | 0.605 | 0.578 | 0.341 | 0.336 | 0.473 | 0.462 | 1.27 | 1.26 4.2
e 4, . Pl (mglkg) (FEPZyATEERD)
]| g | " | G |G [T T T T Vo] B
%ﬁ@;rﬁ & % Bl | EIME | B | SEIME | B | IO | el | SO | Rl | PO | sl | S |
14 | <0.01 | <0.01 | 0.06 | 0.06 | 0.03 | 0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | 0.2
VI 300WDG | 1 2 | 21 [ <0.01]<001] 005 | 0.04 | 004 | 0.04 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | 0.2
(% #h) 28 | <0.01 | <0.01 | 0.04 | 0.04 | 0.03 | 0.03 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | 0.2
[ZK] 14 | <0.01 | <0.01 | 0.11 | 0.10 | 0.07 | 0.07 | <0.02 | <0.02 | <0.02 | <0.02 | 0.02 | 0.02 0.2
2009 4F | 300WDG | 1 2 | 21 [ <0.01|<0.01] 0.02 | 002 | 004 | 0.04 | <0.02 | <0.02 | <0.02 | <0.02 | 0.02 | 0.02 0.2
27 | <0.01 | <0.01 | 0.02 | 0.02 | 0.04 | 0.04 | <0.02 | <0.02 | <0.02 | <0.02 | 0.02 | 0.02 0.2
14 | <0.04 | <0.04 | 3.14 | 3.11 | 0.64 | 063 | 0.23 | 023 | 0.34 | 0.33 | 0.58 | 0.58 4.9
VI 300WDG | 1 2 | 21 | <0.04|<004| 1.38 | 1.36 | 0.33 | 0.32 | 012 | 0.12 | 022 | 0.22 | 0.21 | 020 | 2.3
(& Hh) 28 | <0.04 | <0.04 | 0.50 | 0.49 | 0.14 | 0.14 | 0.08 | 0.08 | 0.13 | 0.13 | 0.15 | 0.14 1.0
(i 5] 14 | <0.04 | <0.04 | 2.34 | 2.31 | 0.51 0.5 0.19 | 0.18 | 0.48 | 0.48 | 0.77 | 0.76 4.3
2009 4F | 300WDG | 1 2 | 21 [ <0.04 | <004 | 1.02 | 1.00 | 045 | 0.45 | 0.14 | 0.14 | 0.35 | 0.34 | 0.73 | 0.72 2.7
27 | <0.04 | <0.04 | 1.12 | 1.12 | 0.37 | 0.37 | 0.21 | 0.20 | 0.41 | 0.40 | 0.80 | 0.80 2.9
RS ORAEILT 7 7 v % CHEE (BEARE ML - 1.17 M2:1.10 M3:1.10 M4:1.10 MS8: 1.04)

* o A EEITEAED B R
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<zM>

1 BEWET 7 7axy FEA)  CER 2241 H 12 BEKR) - IRk S
fh, —HARTE

2 AF-02 W=7 v MBI 2 ENEMRER (GLP %fit~) : Ricerca Biosciences,
LLC. 2009 %, KA

3 AF-02 # 7= 7 v MBI 2 ENEMHER(GLP %k « 78 3T, 2009
e, RAEK

4 [UCJAF02 # W=7 v NMZEBIT HIENEMRER (GLP xti) 7% R 3EAFSET
2009 £, RAFEK

5 AF-02 OKFGICHIT 2R E0ER (GLP %fii) : 7R EIREFGEAT, 2009 4, KA
=

6 AF-02 ® b~ MBI HHEHEMS (GLP %) FREESEMZERT. 2009 4F, K
INFE

7 AF-02 DIE 5 NAE S ITBT 2 EHEM(GLP %fI%) « 7% E3EMFSEET, 2009 4,
RINFE

8 AF-02 DiFRAIEK HIEAHNER (GLP %Hik) 7R EEFFEAT. 2009 4, R
INFE

9 AF-02 o4y HEEMGHLEMS (GLP xfis) - ijtz“ﬂ*“};bﬁﬁﬁ 2009 -, RAFK

10 M1 O#F&M) LR RHHEM (GLP %5 FREERIEMZEAT. 2009 £, KA

11 AF-02 @ T AR (GLP xts) ié%m** WFZEFT. 2009 4E, RAFK

12 AF02-M1 & T SRS (GLP X&) : FREESRIFTEAT. 2009 45, KA

13 AF-02 OAK sy figdEnakiR (GLP xfs) %%J‘m%ﬁmﬁ 2009 =, RAF

14 AF-02 O/KRH o figEm iR (GLP %HS) @ 7% F—“;ﬁzﬁﬁﬁ 2009 -, RAF

15 AF02-M1 O/KF 5 SR (GLP xfii) %%Wm ZEHT. 2009 45, RAFK

16 THEFR R VERBRAE L « IR ISR, 2008 4, ﬂe/\j&

17 PR ABRAG R - R R R IEMFSERT. 2008 4F, RARK

18 AHATHEREAE R - AR LRSS0, 2008 42, RAE

19 AF-02 UKD ABEERE~D BB T 238k (GLP %fI%) @ HREAA U A XS
£, 2009 &, RAFE

20 AF-02 JFIAD T v MBI 2R N EmERER (FHESMKE)  (GLP ®Hk) 5%
B EEIERFZERT, 2007 4F, RAFE

21 AF-02 JRED T v MTERIT 2 B mERER (GLP xtis) 7R R IEFZET,
2005 £, RAFEK

22 AF-02 JRARD 7 v MTBIT 2 AR ATEMERER (GLP xti) - 7% R IEFSET,
2008 1, RAFK

23 JFRIRTEY) AF02-RS3 O~ 7 A 21T 5 2MER O @il (S (GLP
K)o FRERREEMESUIT, 2008 . RAK

24 Jﬁﬁ%f% AF02-RS5 O~ 7 ZIZH T 2 Atk 0 mtEalir (FH%mkiE)  (GLP
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K)o R EREEMESET, 2008 4R, RAK

25 X AF02-M1 O~ 7 A28 5 Akt 0 mrEslbh GEMESRTE) (GLP %) |
2008 -, RFK

26 AF02-M14 O~ 7 A 28T 520 0 mEik GEMESRE)  (GLP xt&) @ 5%
B EEIEAFZERT, 2008 4F, KA

27 AF-02 JFIED 7 %12 351F 5 BRI SR (GLP %t 7R 8 ERIRAF 40T, 2005
e, RAEK

28 AF-02 JFURD 7 |28 1) D IR RER (GLP xHity) : 7R SRR, 2005
. RAEK

29 AF-02 JFIRDE/LE v b & HWTZ S REMEER (GLP %Fik) - 7% 5 30T,
2005 4F, RAF

30 AF-02 Jf{AD Z » MZEIF 5 90 HMER O &G HERER (GLP xfi%) &Y
EIEAFZERT. 2007 4, RAFK

31 AF-02 Jf{iAD~ 7 ZZF1F 5 90 HMKER D& GHEMERE (GLP xfik) : %%
BIRAFZERT. 2007 45, RAFR

32 AF-02 JFUED A XIZH1T 5 90 AMAER A bmmatit (GLP xts) R R
HRFZERT, 2007 4F, RAF

33 AF-02 JikD T v MBI 5 1 FEMRER A& EFEERB (GLP xt/S) 7R E
HRFZEAT, 2008 4F, RAF

34 AF-02 iR D A XIZHT 5 1 ERMAERE 1 G- tElBr (GLP xhik) @ 7R =
FFZEFT, 2009 4, KA

35 AF-02 JFURD T » MBI 2B AMERER (GLP it : 7R EIEMIERT, 2009
. RAEK

36 AF-02 [fRD~ 7 A 28T 2N AMRER (GLP %1ty : 7R SRR, 2009
. RAE

37 AF-02 [FURD 7 » MBI 2 BHEEMRER (GLP X1t : ZRREIEMIERT, 2009
. RAE

38 AF-02 J[fED T v N & v D fear ikt (GLP xfits) : 7B BEERFSERT. 2008
. RAE

39 AF-02 [FURD 7 X% v o ar il (GLP %t  : 7R R ESEAFSERT, 2008
e, RAEK

40 AF-02 JFAR DA 2 - 7o 18 i 229828 B (GLP *His) 788 = 3EMESERT . 2005
. RAEK

41 AF-02 JFIRDF v 4 =— AN KA X —Hi =M% V72 in vitro Ye o (R B4 55k

(GLP x>« FeRE 3R, 2005 45, RAK

42 AF-02 JifE D~ 0 2 & AW/ MERBR (GLP k) FR8 BSRIF4EAT, 2005 47,
FRAF

43 JFARIRTEY) AF02-RS3 DAl 2 V™ 218 w22 R 2 el (GLP xf)&) : FRR 3K

B

Pl

s

43



2012/7/24 E 84 MREZMRAESHESE TI7OFUFHEEE 24

WFFERT. 2009 4E, RAF

44 JFRIRIEY) AF02-RS5 OffliA 2 AV 518 IR2eR 28 ikl (GLP xft) : FREE SR
WFSEA. 2009 4E, RAF

45 AF02-M1 Ol 2 I 2 18 Im 22R A BB (GLP %fI%) : 78 B30 9E T, 2009
. RAE

46 AF02-M14 Ol 2 H ) D18 )% 458 B3R (GLP xfi%) : 788 3R 4ErT, 2009
. RAE

47 BRI OV T (R 22 4E 6 A 18 B AT IEAE S @A 3 A% 0618 55 4
)

48 b FERE RSB AR DB NE Rt OfEH (BREFHICHT HRIEER) [T7 7
2% ] : Meiji Seika 7 7 /L~ XS, 2011 4, RAFE

49 PG T7 7 rx (AF-02) (BEAD (CERk 23 47 A 22 HKGET) : Meiji
Seika 7 7 L~ A S, —HARTE

50 [E AR OBLK — Pk 10 F[E R R AR T — « (5 - BB RIS, 2000
&8

51 [EEREOBUR —Fpk 11 FEE BB AR R — R - SREFAHIESHR. 2001
i

52 [E R OBUK — Fpk 12 FE RAE AR T — « fh - SRBIERIF ISR, 2002
&8

53 b EEE L RAL DA B OB@ANZ OV T (CERk 24 45 3 A 1 BAHT RS 227 &)

54 B SRR IC OV C Ok 24 4 6 A 25 B AT IEA S EIA 3 A% 0625 5 1
)

55 77 7 a ¥ OfMEICBIT D R KRR IEICR DGR

44



