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CHANRFUA I FROKEFN THD [Fr 3 R (CAS No. 32809-16-8)
IZOWT, FREEEZ AW CRMEREETN A i Lz, 7vd, Al SfEmikE
PR (7 v b)) ORFRRENFIITRE S 7,

P W72 BB ARAR 1. B iRNGEMR (T > b)) | HEENES (295D, W
IATFEDE) | B, BaMEEE (T b, v T AKO X) | BEEE (1
X) BB NAMEIRE (T FEON~ T R)  EBRANE (T BRI T R) |
1RO 2 AR (F > 8 | BEFEE (Ty NEOUHS) | BhmitFEoi
BREGE Cd D,

BREFERBRERNS, e I RUREICE 2280, IR ChZEF O
AREAEREE) KOWEER (MMIBEEKRSE) 1RO b7, Biamthid@o bineno
7=

N AMERERIZIBWNT, 7 v b TR R A EHEINAFRO b2, 5
AREFBHRROBE., 7oy I Fuid7rr FaF U2 K (AR) ~OfeattEsf
L. mHFLvEeroR¥l (LH O 2&ET25 2 ERHLNCE, LH Ok
B 72 R K 0 RSB EN B LB 2 b nde, £, i~ A THEERED
FEABEE OENME R A FED BTN, EE O AT TG LD D L 13E 2
L, PHMIIC S -V BMEAZRET S Z EIXFRETH B LMl STz,

ZOHRIBR N O BRI N T, EZ > ML v Fa 7 AAERIZE S &3
X HIVDAETHARDOEE (NLPIATEZEE MR O, JRiE THE) B 6, Ho
BRI T L7z, L L, 7RO L ORI IZEELOFT RIZ A% S e o 1=,
FAERFRBROMS R, 7 v b TIXEERHY T H 2 KB LA M R 5 23 G5 BR
RV ELS M END Z &0, EOXE-LHERTHDHZ LREENT,

KRR R D, BEMTOREIIMEWEE 7 I R (BULEMDOH)
ERRTE LT,

KRR TEONTEEEED > b/MEIX, 7 v MEHWREFEERBRO 3.5
mg/kg RE/H Tho7mZ b, ZHERILE LT, 24545k 100 TR L7 0.035
mg/kg R/ H % — HEIGEFARE (ADD) &i%E LT,

7r Yy RUOHEREREOKRGEIC L0 AT DA REED & 2 BRI D HH
PEED 9 Li/MEIX, 7 v MERWERAERERBROO 3.5 mglkg (KHE/HTH Y |
D BV RII R BN IR BN A 5 2 W BB T D R O T A5 24 ik FH]
BREEENE ChH o722 0D | IR TR LTV D ATREME D & D I %4 5 Atk
S (ARMD) 1., 2 ZRILE LT, Z2FR% 100 Th L7 0.035 mg/kg (A &
RELTE, £, —ROLEHICH LTiX, 7 v M EHWZAEREERER L O~ T
R T — IR PR BR O MRV T H 5 30 mg/kg (A E ZARML L L T 224525100
ThrL 72 0.3 mg/kg RE#E % ARfD & &¢iE LT,
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m4  FeI Ry
#4, : procymidone (ISO 4)

. k24
TIUPAC
M4 NBhv/mnu7x=)L)-12-CAF )L rarasy
1,22V NARFT IR
B4, : N-(3,5-dichlorophenyl)-1,2-dimethylcyclopropane
-1,2-dicarboximide

CAS (No. 32809-16-8)
s :83-@,5-v7ru7x=1)1,5Y AFN-3-THF 7 r[3.1.0]
ANFY -2 4-TF
Hi4, @ 3-(3,5-dichlorophenyl)-1,5-dimethyl-3-azabicyclo[3.1.0]
hexane-2,4-dione

. BFR
C13 H11NO2Cl2

. 2FE
284.14

. fRER
Cl

. FAROER
7ry I R, ERIEFRRASHIC Lo THRBE SNV LR FT A I RO
BEAITH D, MYIRIRE (KOO, BN (I3 L, BROMEAR 2 I
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I REHICHRLIEBROME
FREMRER [I.1~4] ROWEFFREERER [O.14] (272 bR LA
IZDWTIX, LN OREFRZ o, BUHREIR BE L OMGEIIR EE 1R, RRIZHr 0 28 720
AV ERE CEBEEE) H 7 r v FUoBEE (mgkg Xiiug/g) (ZHHE
L72fEE L TR LT,
R 3 TR IE R S ORISR TR 1 KO 2 IR STV 5

A &%&ﬁ%

[phe-4Cl7’'m v 3 K 7 = = )VIEDRFE Z Y| UC TR L7= b D

[car-4C] 72> 2 Ko HIVR=IVEEDRFE 14C TEH#HL-HD

[phe-sH] 7’1+ I K 7 = )VEEDOKFEE SH TEFBLZH O

UC-{E) C Rt C D7 = = VD RFE AL —|C 14c THEZHZLE-HO
LC-RE H/IT Rty HII O 7 = =V EHDRZ A —|2 4C TEZHZ L7-H D
LC-R L REH L OBINVRI NV EDORKE L 14(3 THEFHLIZH D

1. BIPERERRER
(1) 39 +r@®
Wistar 7 v b (—#EffEHER 8 L) (12, [car-14Cl7' v v I K4 L < iZ[phe-3H]
7av I K% 25 mglkg (RE CHEEOBRSG L, XXlcar-4Cl7’m v I R %
[FAET 7 BREIEROZRS LT, BRNEMRER D 50 S vz,

@ m®mYR
a. MPBREH®
[car UCl7'm v I N2 BERROES Lo ~ M2 2 ik o 3R 8
FHINT A—=Z IR LITRINTNWD, (ZH12)

£ 1 MEPEVEBEFHNS A -4

el 1k i3
Trmax (hr) 12 6
Cmax (ug/g) 8.11 7.09
Tiz2 (hr) 27.2 43.0
AUCo-16s8 (hr * pg/g) 135 129
AUC.. (hr - pg/g) 135 134

a5 24 BRI NS T HARIZISIT 2 -]

b. IRINE
R OV FEE B[, (1) @lIcB i 28 5% 168 o R rh kit =R 23
79.6% TAR~89.5%TAR Th 7= Z &b FAFEEIC X A RN R T 72 <
EHT79.6%THDHEEZLNT-, (BIR4)
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[car-14C] 7" & X R D BA[AI#R 1 36 G- 8E K OV A #8 O B G- REIC 381 2 22k
Fi M OSHAR DI BN IR L TR 2 IR STV 5,

BA[ETHE O B GRE OERE T, 5 HEBRITECIC 2T T L, Tmax (fHEIC
BN THECITBNE, g, Bl O RIS, ECIIABR . MU OVRI B L R )
TR DFGREMN 34T LT3, Z DOF%ITIHECH/ITHAR L, B 168 R 212134 T
DA INT 0.32 pglg AT & 7o 7=,
REROFRGRETIE, Bk&S 2 BBICBWTHETIZIEN. OlE. Bk ik
OVl . METITNRRA, A B, T EER L ORIE IS HRER 0 @ R B O Fg e 23 4y
A L7ehy, kAR OB BRI, MECIT RS- T H1%T 0.292 pg/g LL T, #ET
ISR G 14 HAIZIX 0.1 pglg LR & 700 | HERE & S IZRFEORRICERET 5
LR b o T, HEIRKOREHRGOWTIICBW T Ak O
SHREARICHHE e 2T b e o Tz,

(=4, 12)

&2 FEEHKROHEBORBEBRSERE (ng/g)

H[A]
M
B 8%

PR

Tmax f1T

¥ 5 168 4

i

B (28.0), AFHE(16.5), Hfi(11.2),
KERPUEE(10.9), Lk(10.5), k5
(8.75). Ifik(8.11)

FERE FAENA(0.118), Z D (0.1 i)

FERE ARG (58.1), Jiigi(49.2), EIIFE
(40.5), IBREINE Y o 3Hi(24.8), 15
(22.2), fh%(16.2), H(14.5), Hafg
(13.2). H#6(13.1), ffi(10.8), Bk
(9.52), BEME(9.00), JREL(8.88), T
B(8.26), KHEBIUEEA(8.19), K&
(7.65). LME(7.29), 1fi%(7.09)

HERE FARRG(0.32), & DA (0.1 LLF)

A
&
Be 5

PR

A& 2 Hik

A& T H %

iz

JERE T HERA(2.66), LME(1.85), W&l
(1.80), Mfi(1.72), Refig(1.42), A%
(0.92), KBEIIEA;(0.84), 1fifk(0.81)

FERE T HENG(0.292), Z D (0.1 i)

FERE T AERG(9.00), AL BRI (5.34),
TIEMR(2.05), FIFE(1.04), HURER

(0.94), IBREIEY > /RHi(0.76), HE

(0.67). Bi(0.45), MEmr(0.45), Hp
5.(0.42). HThi#(0.40), £3E(0.36).

I (0.36). A& (0.36). T =(0.34),
1f.3%(0.31)

JERE R HERG(0.66), HR(0.36). EIF
(0.22), ALEHFR(0.14), MEfH0.12),
1f.#%(0.12)

a ETIIIRG 12 BHR, METIRIR G 6 iRk

©)

ToR KO FE 2R E LT, EIFE

e

TG OG- 48 W] (RAERE 1 G TIdmmd & 5% 48 i) (CERIL
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7ry I RUOOHBEROEGHOMRET » MCBIT 285 6 KON 24 FEE#Z O
W, AP, Dok, BHg. il QBRGSO 2 bt S vz,

FRGRZRB T DR L OFEPRHITE 312, [car-4Cl7 1 v I R OHE[ANRE
BEFEo I iém%$ﬁﬂ%iﬁ4_réh1w
WTNOREGEEICENTY, JRtltFh o7 m o3 F/i@#f%oﬁo PR D
FERHIEID, J XK THY, 1ZT G, H. I. M KON Bt &Shiz,
#PlZBWTH Z h%@ﬁﬁ%ﬂﬂméhtﬂbﬁ%%S%MRuTT%ot
PR} O H I TR e 21338 D IR o Tz,

[car-14C] 7' 1 v %/@$@&D&5H®M%7/% BT D Ak

DLHTOFE R, #5656 BT 7 e I Foolds, fREMm e LT C. D. G.
H. I. J. K XO'M 2 [FE Sz,

Ty I RrOT Yy MBI D EEREHREKIL. O FALEOKEEL EZNIC

ot < BRALIZ &2 VIR ARFER DA, @7 I PG ORKTH -T2, (M|

4, 12)
£33 BEREEICETAIRRUOEHRKEY (YTAR)
B | e | e | Tay
ik EEHAUN sk | R Ny R
J(47.5), D(10.7), K(9.3), 1(5.3), M(4.5),
. e <01 1 H92). 60.1)
" o4 J(37.7), K(22.9), H(7.4), D(4.5), M(4.5),
[car-14C] ' G(2.1), 1(0.1)
A= N e 13 J(1.9). D(1.8). C(0.8). K(0.5). 1(0.4),
% ' H(0.3). G(0.1), M(0.1)
Hi[A] - i 17 J(1.4). D(1.3). C(0.4). K(0.2). H(0.2).
s ' G(0.2), 1(0.1)
Jii3 <0.1 J(36.4), D(18.0), K(12.8), N(2.4), G(0.1)
7 b <01 J(38.9). D(19.1). K(14.0). G(5.1), H(4.5).
[phe-3H] ' N(2.4)
A= N 1t 0.9 D(1.9), J(1.7), C(1.0), K(0.4), G(0.2)
3 i 0.9 D(1.9). J(1.6). C(1.0). K(0.4). G(0.3).
' H(0.2). 1(0.2). N(0.1)
Jii3 <0.1 | J(33.1), D(25.2), K(10.5), M(3.8), G(0.2)
PR i <0.1 J(24.1). K(20.9). D(13.8). M(9.3). H(4.2).
K18 [car-14C] ' G(3.6). 1(0.1)
oo | Fav R I3 1.8 D(3.0). J(2.8). C(1.4). K(0.5). M(0.1)
3 i 5.9 D(1.7). K(1.3). J(1.1). C1.1). G(0.7).
' H(0.5). 1(0.1). M(0.1)
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FHRI0FIAIE PREFEFZSIERRBIEZENZER(E

62[E]) &EF

x4 [car-"Cl17OL I FUOOHERROKREERICH THHEBPREY (ug/g)
¥ 5. 6 HfEi% 5. 24 R4
AL | PR | T Ty
TRy Rt Ny Rt
C(1.60). D(1.52). G(0.36). D(0.14). G(0.09). C(0.07).
i B 128 | Mo02e). K019). 301D | %% | K(0.05). J0.02). M©.02)
f i 197 C(2.57). D(1.39). K(1.14), 0.05 D(0.93). H(0.23). K(0.02)
: G(0.35). J(0.14). H(0.12) :
C(6.47). D(1.18), K(0.42). C(0.32). D(0.21). G(0.20).
- B 840 1 038). M036). J0.23 | 001 | M©0.07). J(0.03). K0.09)
6.19 C(4.52). D(4.00). K(0.67). 0.93 D(1.42). G(0.56). C(0.42).
' G(0.50), H(0.16) : K(0.05), M(0.04)
C(3.52). D(0.37). K(0.27). C(4.14), D(0.67). K(0.45).
o | ] 640 T M0.09). 3(0.05) 412\ V10.21). J(0.09)
ki3 2.87 | D(2.63), C(1.43), K(0.31) 0.16 | K(0.89). D(0.32), C(0.11)
e 119 D(4.21), C(4.14), M(0.47). 103 D(8.71), C(3.89). M(0.81).
i ’ 7 ] 6(0.32), K(0.30), J(0.27) | K(0.53), G(0.48), J(0.48)
ﬁ i | 246 D(3.73). C(2.31). K(0.45). 0.34 D(2.74). H(0.41). K(0.10),
‘ H(0.35) : J(0.05)
C(2.47). D(0.85). K(0.18), C(8.96). D(1.29). K(0.38)
fiti e 6.24 M(0.10), J(0.03) 4.31
i3 5.32 | C(4.07). D(1.01). G (0.32) 0.36 | D(0.94), G(0.26), C(0.12)
fENG | Mt 54.7 | D(3.43) 4.05 | D(10.0)
@ HEtt

H[A] e O R O FHRRIC BT 2R L OFEFPEIERIT, ZhEngk 5 L 1V6 12
REINTWD,

WTHNOFEGRZRB VT Y, HGHEREOHEINTECH) T, FIZRPICHEM X
. HERR ORE Tk 5% 168 KT 96.2%TAR~99.8%TAR 75, IEF M
BeEClam & 5% 168 il T 97.0%TAR~99.8%TAR 2MASMZ I S 7=,
PEMERI VIR S OBEFRALE 2 K 2 2T B e o 7=, [car-4Cl7m v I K
L OHERE ARG TIL, 5% 168 BRI T 0.2%TAR~0.3%TAR 23 A 411

14COg & L CHE = 7=,

(PR 4)

x5 HEBAOBRSEICEITHARERUVEDEE (%TAR)

B AN [car-4C] 7 I R [phe-*H] 72 I R

el i3 e It e

Ea%ias K #O| MR | R ¥R | OR # K £
Beht% 24 [ | 76.2 | 45 | <0.1 | 780 | 3.8 | <0.1 | 76.0 | 6.8 | 76.3 | 4.5
B 5% 16815 | 89.3 | 10.3 | 0.2 | 895 | 89 | 0.3 | 86.0 | 11.0 | 87.8 | 84
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

&6 REEOBRSEICEITHIREVEDHMIE (KTAR)

el Vi3 i3

et R o PR £
W 5-1% 24 KRR 78.0 5.2 70.0 7.6
HIEl$% 5% 168 R 82.6 11.3 76.3 14.9
AP 5-1% 168 IRFH 87.0 12.8 79.6 17.4

(2) 59 +FQ
SD 7 v b (—BEMERES 5 P8) (2. [phe-*Cl7 v 2 K% 1 mg/kg (A&E (DL
T @1z T HEMAZE] &), ) B L<IE 250 mgkg (R (LT [1. (2)]
IZBWT IEHE] LWvw)H, ) THERROKESG L, IFFEE#H 72 v I FrzIK
AT 14 BRXEROKS%, [phe-“Cl7r Y 2 R 2 AR CHEROKYS
LT, R am sl »s 340 S vz,

D@ m®iUR
PEIERER (1. (2) @B &5 168 FERE O SR PR RH &R GRET
80.9%TAR~89.5%TAR. 5 ERERET 62.9%TAR~67.3%TAR TH-7-Z &
N, BROEEIZE D ERARINEITEHE TV 72< &b 80.9%., mHETHZL
EH629% ThHDHEEZX LN, (BH4)

Q@ HHm
B H 8K OG- ITEID DD 6T, &5 168 IR 21T 2 das & O
P OB S ERITENTHY . I—F A 1 (0.15%TAR~0.22%TAR) % [R&
0.01%TAR i Td o 7o, A EOHF L O ER D& GR350 2 ik
B REIREE T 0.006 pg/g (BEWG. M) CUR., mAEOHEERAFGHETIE, B
(4.96 pglg, M) KO —H A (0.958 pglg. M) Z#ERE. 0.426 pglg (HHEIE
U oRE, ) LFCThotz, (MR 4)

@ s
FREGHEDO R K OFEPRHIIIR TITTRS TN 5,
R TIETr v PR ST URTOZEZAHMIT I I K TH o7,
ZDENADEOREE LT, C, COT V7 m sk, D, F, HKAXON
(KOZD 7NV va AR EE) BEE SNz, BPTIIT v I FUBRHRIE S
. PEOREHE LT C, E KU G BRIESNT, £, Dl L bRTIC
31 FE¥H, #EPIZ 6 MEORFENRE# OB SN, Wb 8%TAR LIF

1R - Mgs 2 IO BRWT RO Z 2 — T R L) (LLTRC, ) .
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TERRI0EIAIE FRIRBEZSTIEEE = (562E) BHF

)Im#
ﬂh-
Y
e
:#
o
il

ThoT-,
TravI ROy MBI 5 EEAHHRIE I, @/71:'71:1/\/?‘”%%/1/%
DOKERALIZ LB Fa s X FI)VHERD LRI ONT e iz LB 0

VAR VEEREARD AR KL O V7 v A . @7 2 F#A®%W @7 ==
IV AN DKERIE TH -T2, (BR4)

£ 1 RERUVEDKHY (WTAR)

&5 Beh & 2 A= -
bt | mggtm | 1 || <k R
e J+K2(51.3). D(2.5). C D77 1 R A 1R(2.3),
= H(0.7). C(0.3), N(0.3)
) " J+K=(46.0) \.H(1.8).C D /' /L7 1 k& iR(1.5).,
C(0.9) . F(0.5), N(0.5)
% Ji3 2.6 C(2.1). E(0.1)
HA[A] i3 1.6 C(1.3), E(0.1)
% 1 e ] J+K2(42.6) .C © 7 V7 v it R(2.1),D(1.7),
= N(0.7). C(0.5). H(0.2)
950 b J+Ka(43.6) .C O V7 v L i siR2.5). D(1.2).
C(1.0), F(0.7), N(0.5), H(0.4)
, Jii3 26.5 | C(2.1). G(0.4) . E(0.03)
£
i3 18.3 | C(1.3). E(0.04)
e J+K2(46.9) \D(2.8).C D 7 /L7 v L& 14(2.2).
= H(0.8), F(0.4), C(0.3), N(0.1)
i ) " ) J+K2 (54.6) .C D7)V 7 v VA R(3.0), H(2.1),
o D(1.4), N(0.9). €(0.5), F(0.3)
% Ji3 0.7 C(1.5), E(0.02)
i3 0.07 | C(0.3)

a3 J KO KIZOWTE, RO HInERICB W TEWICEE LT 57208 & TRENTND

SR E R

@ Bt
BEERIZBT DR A OFEPYRIERITE 8 ITRESN TV D
KA O B[R & O #E O i 5-HE Tl 54 24 KT 90%TAR UL 25 &
EO PR O R GHE Tl 5% 72 K T 90%TAR 2MASMZ PR S ivre, &5
FER OG- BIZPD BT, BHEHGERITEICRPICHRt Sz, sHERHT
TR ORE S R EREIC AN TEFIRERE N m o 7o, PR S 72— 28E
HIRMEZEITRD BRI o To s HED T SIS R TE P PRI RN &m0 o T, (&
i 4)
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FRI0FIAIE PREFFZSTIERRBERFE/NEZER(B620) EH

&8 REUEADHME (KTAR)

#5715 BRI A BAg#%H b
& 1 mg/kg K 250 mg/kg IKE 1 mg/kg A/ H
P i3 i3 Jii3 i3 i3 i3
Aok JRa | | JRe | ¥ | R | E | R | E | R | #E | JRe | E
5% 6 FFf | 36.5 | <0.1 | 18.7 | <0.1 | 0.7 | 0.3 | 0.9 | <0.1|40.8 | <0.1| 42.0 | <0.1
B 5.14% 24 W5l | 77.9 | 14.0 | 84.7 | 8.1 | 17.3 | 17.7| 105|109 | 81.4 | 88 | 85.4 | 4.8
B 51% 168 KFfH | 80.9 | 15.7 | 89.5 | 10.7 | 62.9 | 33.1 | 67.3 | 24.2 | 85.3 | 11.2 | 87.8 | 6.4

ar Uik e E e, b ki Gk 6, 24 KON 168 BiHIC R T D Pkt R 2R T,

(8) v D

7 v MEREMRBRIZEB VTR

HHL AT ry I Frof#@pe L TRt s

N ol2Z EMb, Ty MlzBW T ey I RO LICRE IS aTHert 2/

T A2, in vitro TOAX

AR R S T

[car-“C] 7Y 2 R DY AFIVANKF Y RIFRE, HED SD 7 v b bk
BU 7ok, Bk SE 0. 1mol/L Mk iaik S IRG L, 37 CT 3Rl A o F =2
— b L72%. BUSIRD TLC Hrasfrbii-,

ZORER, FEREWMII T 0 R Tho720, ik O 0.1mol/L gk
RIS L OERNRS bz, migH oS/~ L idmH S an

S77,

(%08 4)

(4) v FRURTIRIZE T HRBLEBHAR
SD 7> b (—FERE 5 VE) MOVICR v A (—HEMES VL) (12, [phe-14Cl 7w o/
I N % 100 mg/kg (A THREIRE D5 LT, (UGBS i S h Tz,

@ B’

RBOFERYRMEER (1. () @1ITIB T D544 168 KFE DR THE RN 5 |k
IRIET v hTHR< &L 83.6%, ¥V ATHRCLL 822%THDHEBEALLIL
=, (ZH4)

@ %

M HRRIRE L, 7 v M TS 12 Kk, ~ 7 A TS 2 K& ISR

PRBEIEE L7228 WA & I 2~ 12 BFRIRICB W TR —EICHER LTz, T D&,
7 v b T 12 K], = 7 AT 10 BFE ORI TR L7z, ARk O RE & %
5 2~12 BRI (S i i BE (T8 L7248 | I PO RESR B & [R) 55 0D BE T AR 7
B LTc, SRS T 2 MU RER B I BHRE ZR FR IR S e 7oy,
WD MIKENI~Y T ADTNT v b LYLRLdNoTz, (B 4)
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

Q@ K#H
5% A8 FIZEB T 5 T v M AR~ 7 ZADJR KL P REILER 9 IS
TW5,
JREOFEPICB T R T v 7 7 A I ZITA LIS, JRPURRED 2Rk
FERHEHK. D K RCTH Y EFHBHEED EER 31T 7T rY I R ThoTz,
i B4, B, TTIE M OGS BRF ORE 7 1 7 7 A M S BRE e fi 221370 < |
WTROMBRICBNTHE 7 r v R EEksy & L TR bz, TEAHY
E LT, M, APl O Tl C, BlgCTid C. D K OYK 238 biviz, IRz

BWTIE, 7y FTEHC, I KK GH, ~UATIEHC, D LUK 2 Z G
Wchote, (ZH4)

H

K9 BERBEMICETES5Y FRUIYDVADREVEFRKHY (YTAR)

ot | o | et
= 0.2 K(46.5), D(21.5), C(3.2), H(0.8), 1(0.7), J(0.7), G(0.2),
51 Z OA(7.1)
- 5 C(1.1). K(0.5), D(0.4), H(0.2), G(0.1), I(0.1), J(0.1),
R ' Z Dh(2.2)
= 06 K(37.4), D(19.5), C(7.1), J(1.2), H(0.8), 1(0.6), G(0.2),
. N(0.0), ZDfh(11.5)
” 70 K(2.5). C(2.1). D(1.4)., H(0.4). J(0.4). G(0.2). 1(0.1),
R ' Z Dfh(3.4)
@ Hittt

7w MR T ATBIT DR EOFERHRERITR 10 ITRSATWD

WA & b ISR @W%A@%ﬁiﬁﬁﬁf\ELF$_%ﬁéﬂto%
WS — NCHHE IR FEZEITGRO DR o128, ~ T ADHNT v b L0l
%ﬁ_%ﬁéﬂto(iﬁﬁ

x®10 Sy FRUOIDRIZETHIREUVESRH#E (YTAR)

B 7 v b <~

%y K # S #
Be G-tk 24 FrlH 53.9 5.4 73.5 18.1
B 5-1% 168 IFfH] 83.5 12.8 82.2 21.7

TrayI RUOw 7 AR5 EEMRHRKIE. Ty FERICTHoT-,

(5) REMLDS v MZHBITHERERRER
SD 7 v ~ (—#EME-ES 5 U0) (2, “C-E# L % 0.56 mg/kg (A CHLERE O
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FHRBEIAIE PRIRFEFEITERRRTEM

b LT, B IR IE A aliR 23 SEhE S T,

PRI IECTH D . FeG1% 24 WFHE THETIX 87%TAR, #fTIi% 84%TAR 7°
REOFEPIZH STz, Mk~ T D72 < &G 7 A% T 2 nglg K T
bHolo, YR H TRE SN ME—DOTIERZEMD L (T T7%TAR, HET

b

INEBRR(E

62[E]) &EF

T4%TAR) ThHo7=, (M 6)
2. WEYERERGER
(1) Ep>5Y
w9 b (G ARKES HA) o%3F 6 %I, [car-4Cl7m I R
> % 250 ng/ZE (1,500 g ai/ha ([ZARY) OFABTRIELL OF 6 EREIZH I
WA L. SUTFEE 8 HRIEIZ, [car-14Cl7' o 2 R % 300 pg/R3E (340 g ai/ha
(ZFEY) O & TREICEAM L T EDIRNEMRER N I S v, 3k e LT,
TE VB X CIALEE 4, 8, 12 OV 17 HARICALPRIE, ALPE 23 AR IZALERIE, I
JLERZETE SR OMR A, RS X CIZMEE 5 KON 12 H L ICALE RS2 03B HL
iz,
RLBREE N QML LRI 1T D T aE oA L OMGEIIIE R 11 IR ST 5,
TEM AR X DALER 23 HOERIE JENERRETE . RIER ORI T 7R
FHEEIEE X, =N 18, 0.038, 0.025 K& (1<0.001 mg/kg TH V. ALEENLH
5 IEMEL AL~ D EEREDBATIZIE L A /RN Z LRI ST,
ALEREE K OVVER SR TR 1T 5 EEEREMILI T e v I R Thoto, R e L
TC, EXUGHIMEREINT, (ZH4)
xR11 MBERUCNBEEZEITAMETES TR TS
B LT HE LB 5E
S 1 AL 8 A % ALFR 23 H % SLEE 5 A % JLFR 12 H %
%TAR | %TRR | %TAR | %TRR | %TAR | %TRR | %TAR | %TRR
PR 73.2 88.5 45.5 71.5 44.7 63.5 38.9 60.6
EEPR 73.2 88.5 45.5 71.5 44.7 63.5 38.9 60.6
filiHH i 9.5 11.5 18.0 28.3 292.2 31.5 20.4 31.8
Ty I Ry 9.1 11.0 17.3 27.2 21.4 30.4 19.0 29.6
C <0.1 <0.1 0.1 0.2 <0.1 <0.1 0.1 0.2
E <0.1 <0.1 0.1 0.2 0.1 0.1 0.2 0.3
G 0.2 0.2 0.1 0.2 0.4 0.6 0.2 0.3
Z D 0.2 0.2 0.4 0.6 0.3 0.4 0.9 1.4
s <0.1 <0.1 0.1 0.2 3.5 5.0 4.9 7.6
&t 82.7 100 63.6 100 70.4 100 64.2 100

(2) WAITAZED

WATAED (GEERI) O3E3F 5 BEH% (BITES) 12,

[car-4C] 72> 3 K

> % 250 ng/E (1,500 g ai/ha (ZFHY) O FHETH 4 THRHITEAR L, Elcar-14C]
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

‘I

7nuy I Rod 10 mgkg §21 (3,160 g ai/ha (2FHY) & 725 X 9 IZIEFIALEE L
e tbBEa RNy b EERmEICHEE L, 26°CORETC 2 HWH UL 5 22HFA »F =
NR— | L72%, %F 14 BEOWATAETOOW 2Ry MIBH L T, EWIEN
AP I STz, BB E LT, BEmLBRX TIXALEE 4, 8, 12 XY 20 H
BATAVEREE | ALER 30 HAARIZALERIE, JEERZETE . FTRE (SRR OTHE) KO
RS, THLPRX CIIBAE 42 HRRICEE, RSE AR (SOKOTE) 2
B =i,

RLBRBE|Z 331 2 i RE oA S UM X SR 12 IR STV b,

TEMALER 30 HZOMBREE FEAEZIE "] RE LK OMRIZ I 1T 5 7K R sl
JEIX, FNE0 38, 0.019, 0.017 £ 18<0.001 mg/kg T 0 . ALFLERAL > & FELL
PRSI A~D B REDRBATIRIZE L A ER W2 EDVRIB S LT, AEREEIZ R 5 T3
BEWITasI R Thol-, fEmE LTC, EXOG B MERE S,

TEEALEE X T, VPR 2 B REIZ ISR L 72 W) AT AU E D OEBEE K ORI RIS
BT DA RERE X, =T 12.3~15.3 K} 0.42~0.66 mg/kg, ALFE 5 /1 H
BRI LT WA A FEOOZFXER L O EEH TIX. ZNE15.2~6.1 £ Tr0.33
~0.38 mg/kg TH Y, A 2 BEHZOLA L L TRBE CTH 7=, HEWIR
IZB D EEEREMITI T n I R Th Y EIEI L UURECE N1 80%TRR
~90%TRR. A& T 30%TRR~65%TRR fith &z, e LT, XKIEL
FORE Tl C, E KNG 28, Al B climmitamanmt sz, (] 4)

& 12 WMBEIZEIT HETEED 1 Kk U HREY)

i % ALFE 12 H 1% JLEE 30 H 1%
%TAR %TRR %TAR %TRR
IR 52.4 90.8 29.9 77.3
A= 2 N4 51.2 88.7 28.4 73.4
G 0.8 1.4 1.3 3.4
Z DA, 0.4 0.7 0.2 0.5
iR 5.2 9.0 8.3 21.4
A= N4 4.9 8.5 7.7 19.9
C <0.1 <0.2 0.1 0.3
E <0.1 <0.2 0.1 0.3
G 0.1 0.2 0.1 0.3
Z DA, 0.2 0.3 0.3 0.8
Fh HH 7R I 0.1 0.2 0.5 1.3
it 57.7 100 38.7 100
(3) LE2X

RLER 2 AR BTICIRE NS BAMIB Lz L & A (§41E : Siletta) D12, [phe-14C]
7y Ro& 809 g aitha OAET T HWMNET 4 Bl L, B&Hch 15 A%
(ZHEES, ARG OV A B L L A IR PN Ay iR 03 S X Tz,
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FRI0FIAIE PREFFZSTIERRBERFE/NEZER(B620) EH

R L 2 ZABEIZ 31T D AT RE A B ORISR 18 IR &N TV A,

BASHA 16 HE OB L # AFE RO T8 (K8 0~5 cm) 1Z31) 5%
HIHREIRE 1L, = 23.3, 15.7 L' 1.88 mglkg Th o7, BT D%
Whtstneid&miZ 37.0%TRR, ZFEHNIZ 63.0%TRR {E/E L7z, FHNHIX
57%TRR 23 S, fliHFERNIL 0.4%TRR LN Tho7-, L X RETT 1y
I RATIFE A ERE ST, R BRI K Ol IR TR OFE Y D KEB 53137
Y R Thoto, e LT C K G BMERT STz, ZDIFENT 8
FHEORFEEREHNRD SN, WTROARED 0.15%TRR LLFTh -
eo (BH4)

& 13 EBLZRAEICEITHHAEER 1 Kk U EY GTRR)

18] 5y WA= NS C G KFEEEFT Z DA
EqIIRy RE il 36.6 - 0.09
TR IERD iR 55.0 0.18 0.14 0.76 0.06

(4) RES

5 &9 (4Tl : Pinot Noir) ORFEREW] REH AW LK OUHE 2 BHHATIC,
[car-14C] 7' 1 v X R XiXlphe-14Cl7’'m v I K% 1,500 g ai/ha DHETHEE
25 3 IR T U —#Ai L. Fef&lAn 14 BRI O REZA L T, MWK
PIE M BRSNS 0 S A7z,

RLERS &5 REITEBT D e A L OMEIITER 14 [ITRIN TV 5,

S REFOREHSEDZ AXTRAHFITHA Lo, HZRE P S eeix
3.3% TRR~6.5%TRR Th o7, WTILDEGALELXIZIB W TE, SEHRE
IZBIT D EEEREMIT eI R Thole, ZDIENITHER#ME LT E,
L KON NS C o7 vay FRtsnesn, WIhoLlkED 3.3%TRR
UFThHot=, (HHE4)
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

& 14 WERESREICE T HMGTRED TR OKHY

T Cop- | ...

PR s /) j‘;;;ﬁ ol Gl I T S R I 7;»;: ﬂzﬂf Zoft
vt | %TRR| 39.8 | 39.8 - : : : <0.1

% | mg/kg | 2.02 | 2.02 - : : i <0.01
aric] | sir |TRR] 6.7 4.2 0.2 0.4 0.7 0.3 0.9
s mglkg | 0.34 | 0.22 | 0.01 0.02 | 004 | 002 | 0.04
“po | my |%IRR[ 535 [ 473 [ 0.4 <0.1 | 0.3 0.2 0.9
mekg | 2.71 | 2.4 | 0.02 <0.01 | 0.01 | 0.02 | 0.04
s |%IRR| 100 [ 914 | 06 0.5 1.0 0.5 1.8

T mgke | 5.07 | 4.64 | 0.03 0.03 | 005 | 004 | 0.08

Wik | %TRR | 12.6 | 12.5 - : i <0.1

I3 mg/kg | 0.3 0.3 - - - <0.01
| %TRR| 180 | 7.4 1.32 3.3 0.4 5.7

[p;zlf] Ul mg/kg | 0.43 | 0.18 0.03 a 008 | 0.01 | 013
Spo | mpy |WTRR| 69.4 | 58.0 0.9 a - 0.8 2.0
melkg | 1.67 | 1.4 0.022 - 0.03 | 0.06
sz [%TRR| 100 | 77.9 2.2 a 3.3 1.2 7.7

T Tmelkg | 2.4 | 1.88 0.05 2 0.08 | 0.04 | 0.18

BRI,

[ BRI A DAL SO T D AR L7220,
a: ) E OV N 23 HPLC TS 7Rino 77z, 2 DR FHEZ =~

7ra v RUOOEMZBIT HHEE EEARHHRIE L, AT VENETT7 o= 4
NLDOKEEE S OT 2 RFEG DRI E & 2 bz,

3. TRPERHER
(1) FRWLITRPEGRRRER (BRLIR)

3 FHOEN i (WEEE - (W) | B GO kOEEW - () |
DKy & B % e RBIKED 40% 1% 60%(ZFHHL L | [car-4Cl 7’1 2 K% 10.2
mg/kg ¥t 72D X HOITIRFLEE L, 256+ 2°CORFEMH T T 156 2AMA v F =
N— LT, AF5ny B s sl ps Ei < vz,

RLER 6 7 H #% D4 TEEIC I T DU RE A IE&R 156 IR T D

RERHART P, R AR R R IR RICEE I L. O KE Y iM&bf%o
72o WER 6 MARICBIT A7 0 I R HBEVREEIT, WWEHEEE 1, B&hE+
K ONEER + CTENE 55.0%TAR~56.1%TAR. 28.2%TAR~39.8%TAR K O
52.9%TAR~53.8%TAR TH V., FHEIHIEIE T 4~5 72 H ., WEhE LW
BEW LTI 6~T7T 0 H Th o7z, sBRWIM 20y B, C. E. G&U\L DI
HENER, W 44%TAR UL F CTH - 7=, MHFEE PSR EIC 7 LR
@§ﬁ7\’/\ﬁﬂ,1w\k¢

R TERIZBIT 2 7 m v I R ORI IT, 12T 2 RS OBZ,

25



ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

il

AFNVEEDKERAL, 7 = =V I 4 fEDOKBAL K OBESRLTH Y | KRS R
IR E TEE L SN D2 T HRIZEEISRET 2D EEA b, (B

A2 4)
=15 WE6MNBROBLIEICH T LHMEEEDHR (WTAR)
14 B+ (S R+
P 40% 60% 40% 60% 40% 60%
Koy E &
MWHC | MWHC | MWHC | MWHC | MWHC | MWHC
A NER Y 10.3 9.5 5.6 7.7 12.4 14.9
14COy 9.0 7.7 4.6 6.5 11.0 14.0
Z DA, 1.3 1.8 1.0 1.2 1.4 0.9
THERh iR 59.4 57.8 43.0 32.4 55.8 54.2
A= N4 56.1 55.0 39.8 28.8 53.8 52.9
B 0.6 0.5 0.7 0.9 0.7 0.2
C 1.3 1.9 0.8 1.3 0.8 0.3
E 0.1 0.1 0.3 0.3 0.1 0.1
G 0.5 0.1 0.9 0.7 0.1 0.2
L 0.1 <0.1 <0.1 0.1 0.2 0.1
Z DA, 0.7 0.2 0.5 0.3 0.1 0.4
/KAH 1.8 2.2 3.7 5.3 1.1 1.3
f AR TE 13.5 16.0 37.1 46.6 17.2 15.9

MWHC : g KA K&

(2) FRMETRPEGHAR (LK)

4 OWSN L (gL (F>) | W (77 0R) | #HEL (770 R)
KOV NEEL (77 0R) 1 OKGEEREZRREKED 45%ITHHE L |
[phe-14Cl7'm v I K> % 0.72 mg/kg izt (750 g ai/ha IZFHY) 725 K 9 IZiR
FOALER L, 202 CORESEME T T 122 HiEl A v F 2_X— h LT, R TgEhiE
ATRRBRS T S ATz, 7B, FEFEMER ) O ITME HIZBW T O A, hliHFR
DOHITHEE B W T oA E S iz,

K TEEIZ BT DSBS IEER 16 ITRSNLTW D,

vl Cid, AU 122 H% T 14C02 28 0.28%TAR Ak S 7=, ALFE 122 A
B A5 7y Rro B &I, wEL Wk, EELEO L MEEE
+TENEN 86.3%TAR, 74.5%TAR. 38.9%TAR M\ 52.8%TAR TH Y, 7
7 RUofeE BT, wEL wt, EELLRO L VEEETERER
2,380, 520, 48 X 1N189 HTHh o7z, EELMMIL G T, W+, WL UNE
B Gl 14 BLIS, SV MEEEL CIIEE 2 BRI RICE L&D L
7oo ALER 122 H O LI T 2 HMERER ORI, 7 AR, 7 I Vg
KOt 2 — 3 VHEISICENEN 2.2%TAR, 2.2%TAR &1 3.6%TAR 434 L 7=,

R TERICB T 57 1o I R OB SR IX, EICT I MG ORA

-
—
-

—

TH Y, RN ZPRALKFR IS E TEE(L SN 52 T HEEIZHREIZIE Sh
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TR0EIAIA FRREBEEESTERENESEFNE

il

LEZGNEZ, (B4

F16 FHIEICHEITHHMAEES T (WTAR)

+-15 whEE 1+ fib+ hEigE A+ UV NEEAL
e SInRER e 14 122 14 122 14 122 14 122
- HERh ik 95.0 | 88.9 | 89.5 | 784 | 827 | 57.3 | 8.4 | 67.8

ZuyI Ry | 89.1 86.3 81.8 74.5 49.8 38.9 62.0 52.8

G 0.8 4.1 28.1 15.6 16.7 13.6
Z DA, 2.0 0.4 3.9 0.3 1.2 0.9 2.2 0.3

T AR 2.5 7.6 5.0 15.6 14.9 35.3 12.3 27.4
- EhT

(3) TIREZENLHERER

IV NEHE L (77 0 R) EAWTH L HEEEIC, [phe-4Cl7'm o 2
Ny % 0.75 mglkg iz & 705 X O HEREICH —C@B L, 20+3°CT14 H
W, &/ 7 7% OtsE : 372 Wim2, #EHiPH : 300~800 nm) % MREf
LT, HIEREC /O MERRD T S 7z,

THEEIEIZ 3T D SRR MIER 1T IR EN TV D,

SR X CRRABRII ] HP I AR Bl U 72 20 . S MR R 20 B OVl 7 v D ik
IFENTHoTe, 7 r s I RS X &R O X & HIRIEE U EE T
it U, HEE PN IOERE X T 494 B, BT HIX T 455 H Th o7z, {HERY-
PR YRGS X L E AT R X CRRE 72 221380 b ivd ., BEERE TR 2 0 fRIC
WDEEBIZEAERNEEZ N, (B 4)

x1T LEBEICEITHMSEER (RTAR)

FRBR X S X W5 Tt BRI
i K 6 14 6 14
e R 97.6 96.9 96.5 94.5

T3 R 92.6 94.3 96.3 90.8

ZDfth, 1.28 0.59 1.64 1.36
PEE VeI - 0.03 0.06 0.01
FHAEME RS 1.39 2.19 - -

14CO; 1.26 2.06

ZDfth, 0.13 0.13 - -
FhH R 2.08 1.93 5.10 8.95

BRI,

(4) HfEY G OFKHLIRP S EER
3T DOWESNHE [+ (M) | L (77 0X) RO+t (EE) ]
AW TK B EZR 45%ICE L, B E25 Y G % 0.75 mglkg ¥ 1 & 72
5HEDITRMLE L, 2022 CORSM T CTHRE 120 AlA »F=2X— KL T,
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FRI0EIAIE FRIFFFHFSIERE

)Im#
o
)
g
j
)l]]]u

I B vh oy el 23 Sk S A7,
IRY) G OREE AN IL, WL, T KOS L TENEN 5.5, 18.0 KT}
13.0 HCTh-o7-, (BH41)

(5) TIFEBRHEER

3 FEFEH D [E PN 38 [ - (A K V) | b+ (i) ] 2 AT [car-14C]
Ty Rrak 1 mglkg i/ n KO AP L | AU % O 5T 25
2 COMMSEET T3 MABA v FaX— MDA+ D T 4 FICHE L.
300 mL DZEEAK AT T LT, TSR Fh S iz,
RLBREAZZ I\ T, BRI b CITAUER B RE D R 43 23 188 1 & A Bl (At
I 81.3% TAR~85.9%TAR, 0~5 cm M43 iZ 11.7%TAR~17.3%TAR) (2554
U772y, WHELTIT—8N T HICBIT L, EEER, 0~5 cm H4 A& TN 5~10 cm
Wz 32.2%TAR, 34.2%TAR O 23.3%TAR 235341 L., 2.8%TAR 23
WAz Lz,

LER 3 MABICEB W T Y, BRI+ IR % & RIS S BE D K4y
(87.4%TAR~95.6%TAR) MABLRMIZAD Hiv, TOHMEMDIZE A ENRT 1
I Ny (54.8%TAR~70.1%TAR) Th o7z, WHEELTIX, 27.9%TAR »iEH
WHICED b, TOTERDIZTT e I R (14.7%TAR) K O figd C
(12.5%TAR) Th-o7=, (& 4)

(6) TIRMEHER
AT OEN LR [0 NEREE L (R | aEEE L (ZH) | BiEE (&
ﬁ)&@@i(a%)]%%wfi%%%ﬁ%ﬁiwéhto
% 1882 31F % Freundlich DWW EFREL Kads [X 2.98~11.0, ARFE S A EIC
i@ﬁELthiuw~msf%oto<£%@

4. KehEMER
(1) MK EHER
pH 4 (BFlefeErik) . pH7 (U U EEEER) MO pH9 (R UEBREERK) D%
AR, [car-14C]l 7" m v X R WE[phe-4Cl 7' 2 v I R % 1 mg/L O
JETHI L, 25£1°C, BEATSRM: T ¢ 30 HIFA > & 23— LTIk sk B s
FEhE S 7,
KAREE TP DO NNIK YR DREBGF AT 18 IR EN TN D
7'r X R OREETHE T OHEEERIIX, pH 4 T87.7~99.0 H, pH 7 T
16.9~17.2 H, pH9 T 0.05~0.07 H Tdh V , HEIEMELM T THCITIMAK D fiE
BT, MKDFRO EHES ML G, LEON Thotz,
Tuy RrOTESRERKIL. 7T FEAORATHL EEZ LN, (B
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TR0EIAIA FRIREBEFESTIERE = (562E) BHF

*m#
ﬂh-
[y
e
:#
o
il

e 4)
& 18 FRERPOMKIEMDERLEIL (BTAR)
[car-“Cl7 v 2 R [phe-4Cl7’' v 2 Ko
;f*jxﬂﬁ CIENEN /\ﬁﬁ% o > /\ﬁﬁ%
pH A % Juay 7 Wi A= 7 Wi
N NV G L R N G N
1 98.6 0.9 - 96.2 1.2 1.5
4 14 89.8 0.8 8.9 90.9 0.7 7.8
30 79.3 - 17.5 77.5 0.3 20.6
1 84.6 12.4 - 81.6 16.4 -
7 14 37.7 55.6 3.9 37.5 57.6 3.6
30 28.7 58.6 9.4 27.1 60.0 10.6
0.02 69.6 34.4 - 72.6 28.0 -
9 0.25 3.2 97.6 - 4.5 96.1
1 - 102 - - 101
SRR ERT,

(2) KebhX5HERAER

AIEPEE L 7= 288K (pH 6.4~7.0) | )ik (fzf, pH 7.8) | ¥k (JmfE,
pH 8.0) KU 2%7 & ki KiZ, [car-“Cl7 s 2 K& 3 mg/l L7325 K9
WML, 25°CHTDIEE T, REKKLD 2% 7 & bk Tix 35 B WJIIKK
KT 28 HIF. BHERKEOE OBEE . —H oD, FRIEED Y 2B W
TENENA 5.2, 164 T 1.3 W/m2, K& : 300~400 nm) Z M5 L TKH
Ny s BR 23 S X A7z,

7'r X R ORRRBOK I 2 HEE FRINIEE 19 12, KFicksir a5
RS DIRGEALIZFR 20 lITREN TV D

a3 X R AZFGHE MO IK & ONEK THSLNIAIIK 2 L, SERS o5
BIIENTH o T, 2% 7 &7 h 2 AKFIZEB W TOMENLLRIFERE TH 722 &
O, T o7 B DT, WITHORBKIZENTH, EESHYIX
G (/KD 3 1% TR 87.0%TAR) LT L RAIJIZK D 14 H % Tk 34.56%TAR)
ThoT,

KFZBIT LT m I FOHEESHREEIL. 7 FEAORATHY | Kk
P LR FBlICoE S NG 52 b, (B 4)
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INEBES(E620) B

g
H.
o
e
¥t
og
b
e

it

FR30FEIAIE HRIRFEZ

£ 19 FEABRKDICHITHHEEFBEL (B)

kB K it <5 S SR
N FEE X 5 FIT % R X
KB K 10.6 14.3 9.9
K 0.7 1.3 0.6
HFEK 0.9 1.0 0.8
2%7 & ki 14.1 13.6 14.1 2

A DML A LR RBRAICIS T 248 & A% & B2 b,

& 20 KAIZHEITD0BEMDERLEIE (WTAR)

AR 7K ZRREK K MK 2% 7 & Ak
R H £k 0 7 35 0 7 28 0 7 28 0 7 35
FhH iR 100 | 99.8 | 91.0 | 100 | 99.9 | 79.3 | 100 | 99.8 | 89.2 | 100 | 94.9 | 87.3
7ay Ik 98.0 | 57.7| 86 | 72.0| 9.1 | 29 |557| 58 | 42 982 | 77.2 | 11.7
G 1.8 | 33.4|61.9 | 266 | 66.7|41.9|42.8|73.8|61.5| 1.7 | 1.1 | 41.0
L <0.1| 7.0 | 17.0| 1.4 | 22.2|32.0|<0.1|19.4|22.0|<0.1| 3.3 | 17.4
Z OAh 02 | 1.7 |35 |<01|19 | 25| 14| 08| 15| 0.1 |13.3|17.2
14CO; 02 | 2.0 0.1 | 5.4 02 | 1.9 0.8 | 3.8
E{1iTaRD ey <0.1|<0.1| 7.0 | <0.1|<0.1|153|<0.1|<0.1| 89 |<0.1| 4.3 | 88
[ T,
5. TIRERBER

KWK A - g+ (O, @R | Wt - L (OKE, Q&) |
gL - B (OfEAR, @OFR) KOVKILK L - g+ G AT, m v
Ry okt e & Ul LERERER (RN A ONEE) 23550 S vz,

FERIIE 21 I RESNTVD, (B 4)

*® 21 TERBEBHBRAGE

ELA ez D 458 HEE Y]
KR £ - d i +O 5.5 /71
KasWNalliR | JREE 1.0 mg/kg ¥+ Rt - O 9 2 H
KWK A - #8E +©@ 7 H
1,250 g ai/ha gL - WELO 20 H
I - 625~1,250.g ai/ha Mgt - f%{@ 20 A
750 g ai/ha KPR A - 37 A
750 g ai/ha UL = W) 25 H

D RasNEER T, 1E5EER T 50% /K Fnkl & fF .,

6. FEEHAR
INFEL GHE, B3, RFEZEZAV, Tuv I RUEOITRgbah L LI 1EmiE
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FRI0FIAIE PREFFZSTIERRBERFE/NEZER(B620) EH

BB M S 7z, FERIFHIE 3 IR SR TV A,
Ty RO RFEREL, Bl 31 A &IV LA A (RE) @ 17.6
mg/kg Th o7z,
R N ROV v UK L 0 N £ 2% st gt &
LT IREABRD WAT A E D KO E @ 9 W TE S, WTHLOERIZIBNT
LHY N ORI ERRRKM Ch o7, ALY N 2EF 2{LEW
DI RFEREMIL, WATFTAEHTO0.65 mgkg, v 5 Y T1.77 mgkg Th-olz,

(%P 4,

15~16)

7. —RREHRR
Ty b RUR UPEROENE Y b 0T fREEHRER) EE S T,

FERITER 22 ITREN TV D,

& 22

(&M 4)

— AR E

RO T

TR

EOIEZP-S
s

B b5 &
(mg/kg A HE)
(B 542 H)

SN
e/ &
(mg/kg (i)

B/
EH =
(mg/kg A HE)

AR O

— R RE
(Trwin )

HNEEI B

ddyY
~ A

0. 100,
300. 1,000
(F&H) a

100

1,000 mg/kg /A THfiE
BB PAER (AR TR
il sl

300 mg/kg (RELL - TH:
TARE, B SO, Y
gL

100 mg/kg RELL BT X
A8 & A, BRI
SEHIE Y RO, 528
PETCHE, JEB) R, B
SRATENNE], b T SO
Hil, ACERT R, KL
ShELE (REEN ., TU AT 2R 5E
KT, SARERRIK . 2
FTHE T &5 30 4y ~24 B
ff1%)

DDY ~ v

1 3
I 3

0. 30,
100, 300
(fA) a

30

100

300 mg/kg A THEHME
N, e L, Uk
W K OME AR ESBRE DA |
BOET, IR T, L
RN N

100 mg/kg KELL | CTHE
AT, BIEEBK T,
PR, RSO DU
READ B (B 30 43~
24 B[ 14)
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FRI0EIAIE FRIFFEFHFSLIE

B
\#
o
il

EENERE

) Bk BeG5-5 SN e/
HER DO FRYE B f . (mg/kg (AH) | BIEHE fEH & i OB
FEERE)  |(mg/kg (AH)|(mg/kg A )
0. 500, Bl
BN gﬁvi 1 3 2,500 2,500 —
(Fn) a
AR E = BEGEE: | 0, 3, 10, 10 mg/kg (RKHELL £ T
({3 ddy 10 | 30, 100, 5 10 BRI 1 4 =
(VL | = w R | | 300, 1,000
A — LR k20 (&) a
NZW 1 mg/kg RHELL TR
N AV 0. 1. 2.5, 6 OEEELD DV IR
v sz 2| GwmRen v | L
)
132 6 mg/kg {KE CT—iaMED
4 AREERR & ke < Mz
o PR, .| NZW 0. 1 25 6 TR S OV BN | 07|
8 La. AV HE 3 \(ﬁ\ﬂ)l’?lj.\?)\ . 2.5 6 QRS ¥ DR R
B | T
5
A
“ ACh, NE NZW 0. 1. 25. 6 ACh |2 X BB E )G, NE
fr IZEkAMmE | vYF 3 ‘(ﬁ’%‘ﬂﬁw’ﬂ)\ . 6 — W KD HERISIT 2
o St (FRFE ) L
, 107~104 ) ) 10 g/mL VL L CTH%ME
s | Y s | gL 10° YO° | gl ACh. His o &
Pa ELEY b . g/mL g/mL .
(in vitro) b 25 WU s s Bl
PN 104 g/mL THREHKIZ X
Gist i D 107~104 10 10w 2 Nt SOl
i PR AT 7 vk B 5 g/mL g/mL g/mL
S (in vitro)
o

) it E LCaida— M, i DMSO 23 Vv 67z,
— KRB &I R/IMEBZRETE o Tz,
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FRI0FIAIE PREFFZSTIERRBERFE/NEZER(B620) EH

8. R_HEMHR
(1) SHESHEHR
7'y I RUFIROAMEMERBR A 0 S vz, fERITE 23 1R Sh TV s,
(B 4)

*x 23 RESHHARERBE (RiK)

ih%%ﬁ LDso (mg/kg {ZKE) Eﬁ%g éhflfﬂgﬂ(

e YA i3
#2558 : Mt 100, 500, 1,000, 2,500,
5,000, 7,500 &% % 10,000 mg/kg A

THERE -

2,500 mg/kg (KELL [ CHR{E, S7F, &
6,800 7,700 i K QR RAE(Be G- 1 % £ )

500 mg/kg (RELL b CHERIER, HFRIE
KT, DU T H Yo ESh SR (1 5
30 KEfH~3 H%)

100 mg/kg ARH THATRM

HERE - 2,500 mg/kg RELL T
-8 MERE 1,000, 1,500, 2,000, 2,860,
3,850 } 1" 5,000 mg/kg 1A

SD 7 v k
RS- 10 T

e

>5,000 >5,000 | 3,850 mg/kg (AT LI CHIREENK T,
FEDR AR (5 5 3 Wif~4 H1%), JREE K
OB G- 10 Hefi~4 A 1%)

M FETEHI L

M : 5,000 mg/kg A THEL

Be 55 MERE 100, 500, 1,000, 2,500,
3,750, 5,000, 7,500 K O} 10,000 mg/kg
RE

SD 7 v b
HERES 10 T

B
O
)

HERE -

dd = = 7 800 9.100 2,500 mg/kg (KFEELL_ETREMEAA L <
fEREA 10 T ’ ’ XN, B PEOEENGE, R, TE
K OPRBEREE (F5- 20 43~6 H1%)

500 mg/kg (RELL ECRER(EME, HFEIE
K T R O TR G- 20 43~3 H1%)
1 : 5,000 mg/kg (RE LA THE LA

I - 2,500 mg/kg RE UL THIEH

¥ 545 M 500, 1,000, 2,500 & 185,000
mg/kg IR

dd ~v7 =&

> >
HERE % 10 JT 5,000 5,000

HEHE -
2,500 mg/kg IR LL_E TGS & OV
B o yE B KR CR BLBR AR I I A< ~3 H
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)Im#
ﬂh-
[y
i3
:#
o
‘I

#%)
1,000 mg/kg (KB L ECHIEEIL T,
AT I R AL (FE BLBR M R AR BH~3
H %)
W - FETCH 7 L
SD 5 o | SEIR K OFETHl7e L
HEHEA 10 I >9.500 >2 500
SDJ v I SEMR M OFETH78 L
HEHEA 10 [T >5,000 >5,000
SEIR K OFETHil7e L
dd ~ 7 = >2.500 | >2.500
RS- 10 T ’ ’
FER K OBE 78 L
dd v &
bR 10 I >5,000 >5,000
SD 5 b IR AN, DU S E a5 M oo s E) 251
HEHE A 10 [ 850 730 MR 500 mg/kg (R E LA FCHE -l
SD 5 v R HASEENK T, ST 0H. U UTes
m@%ﬂwg 1,440 1,450 | MEOOEBIAT, RIS, rE
: MERE 1,000 mg/kg (RELL |- CHE 1= f
HE e dd ~ ¥ % R ] DU a5 M o EEh 2 7
HERE A 10 I 1,560 1,900 | MM ;1,000 mg/kg R ELL FCHEL
H ¥ EIK T Jﬁﬁﬁ%iﬂ PUR X x a8
dd ~ 7 % 5 030 o050 | TEQEBIRF, JRALL SIE
MERES- 10 PT ’ ’ It : 1,000 mg/kg {ZIKEL/LL‘(“&EtWJ
1 - 1,500 mg/kg RELL ETHEH
SD 5 b IR, DU a5 M oo EEh 2 i
Wekis 10p | >10:000 | >10,000 MERE - BB L
SD 5 o AR T BT, MR
Py 1/0 g | >10.000 | >10,000 | PEOMBRM, RIHE
o 8 MR < BET- (5172 L
dd < % IR ] DU a5 M o EEh 2 i
deres 10p | >10:000 | >10,000 MERE - BEC 7 L
dd ~ ™ % HZEENME T, TR, U I ey
R & 10 G >10,000 >10,000 | MEOEENL, JRIGEE, SIE
; MR < BET- (5172 L
SD 5o 1 LCx0_(mg/L) BF. HREBE T, R (02
b
L2 HERES 10 PT >1.5 >1.5 ek - SECBI7R L

ac e LCa—liz vy,
b4 WRE] by B
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FRI0FIAIE PREFFZSTIERRBERFE/NEZER(B620) EH

R G, G L RO N 2 W -2l s 2 S vz, fs R
I 24 ITRENTWS, (BHE 4, 6)

x24 ESHHARBEREE (KEY)

R 5 LDso(mg/kg K ) e SR
wE | % B fd " o B S TIER

55 MERE 250, 500, 650, 845,
1,000, 1,300, 1,700, 2,200 mg/kg
LN

845 mg/kg IRELL [ CTREL K%, FF
g CE]

G |#&ne 1,410 | 1,480 | 500 /g (DL FCREL R, K
KR RER i K ONE ) 25
250 mg/kg (AHELL T HFEB)K
‘F

HE : 650 mg/kg (KELL - CTHELH
I : 845 mg/kg REELL ETHTH

5 e 1,000, 2,500, 3,700
D)., 3,750 D 7)., 5,000, 7,500,
10,000 mg/kg (K

dd ~ ¥ % 42001 4650 ) 9 500 mg/kg RELL LT H R ES)
MERESS 10 PG (KT, SEEHH, TN S

L B+ 3,750 mg/kg IKELL I TIEL
I - 3,700 mg/kg RELL E T

B FEEENE T | E) S R
PR R, e

#E - 1,000 mg/kg RELL ETHETEH
1 - 2,500 mg/kg RELL ETHETEH

T 2,100 2,650

55 MERE 200, 296, 384, 500,
650, 845, 1,000, 1,500 mg/kg A&
H

500 mg/kg ARHELL I CHEHEN O
296 mg/kg RELL b CilER)IHH, T
T 8 R OV [ A

200 mg/kg RHELL T H FEBHK
‘F

N B a 900 820
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FRI0EIAIE FRIFFEE =(%62E) &M

MERE - 845 mg/kg IKELL T LH
B & TEEVR T | B I, PR ]
PR PRI, e e

HE - 1,000 mg/kg RELL T H
1 - 1,500 mg/kg (RELL T TH

T 1,300 1,250

a s PRI — A AV,
b IEIEIE 10% Tween80 % V-,

(2) 2aESUEER (S k)

SD 7 v b (—HEMERESS 10 PT) & W 7=98fR¢ 0 (544 : 0. 10, 30 K& O 200
mg/kg RE, R 1 o —0l) &5 & AR ERBR AN £ S i,

K BEGRE TR DI B EAT ALIEER 25 IRSLTV D

200 mg/kg KE & GEEOHERENTIUTEB N TS | IR G2 BE L 7= ik B2
FHIFT IR O b o T2,

ARFBRIZIB N T, 200 mg/kg (REFE GEEOMERET K A & BATEN
DT, EEMEEITMES S 30 mgkg RETHD EEZ LN, (

L olay AW
23%%15\ 17)

=25 RMEeRsUEER (v k) TROoh-EZMHR
e 5RE JAi3 i3
200 mg/kg A - KAOEHBT, HIFERIET, KL | - BEOHHGMEE)
PR, PEEEEGR D, EE | - LA X BT ﬁ%?%%ﬁﬂi%? St

FAE ST G- 3 FEf~1 B %)

- e E A RCEHE T, IR, B
Fie M OV B2 AR T | 75 s B B
BB 3 BRI

- [ FEB) D (5 0~10 55
O 1 EEf o ES) &)

K

PR, PEUGREAR,
(&5 3 Kifil~1 H ifz)
- ZEHE A CEHE T, IR T, BT
i, PR AR 1T K O Hi B I
LG5 3 K1)
- [ R EB) B (B 5 0~10 591
O 1 o ES) &)

AR T

2K

30 mg/kg RELL T

IR R L

IR R L

a: B OHLY PRI D RO

9. R - BRICX I HRIBIER UK REMEERER
El7'&9@@W‘H‘f\j%fﬁ1/\f:HE&@ﬁEW@)‘(ﬁﬁ%ﬁﬁ%ﬁ@éﬂfco ZORER. U
X OIR KL OB RFITRE U CTHIENEIZERD bl o7z,
Hartley £/LE v k& H W ﬁﬂifé';!@{/ﬁﬁﬁ%ﬁ (Landsteiner-Draize & Y
Maximization {%) 2AEfi I, #RITEETH-TZ, (B 4)

10. ERMSEHER
(1) 6hAHESMSESEER (Y F)
SD 7 v b (—BEMEMES 12 PC) & AV 72iREE (JFK : 0. 150, 500 K O* 1,500
ppm : EERAERE TR 26 ) & 52X D 6 2 H i A MRR D I
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

STz, Fz. 90 A MREREE (—REMEES 15 P8) & LT, JRIA 1,500 ppm %
Gicfil Bt A 9 7 H BB S E7- %58, 1,500 ppm Z & ekl 4 6 72 H BHER X
B7-11C 3 A MR E A2 5 2 72 [BEERE M OSa BBEEAS R T H 7=,

F26 6 MAMESMESEAR (Sv ) OFHREERE

R 150 ppm 500 ppm 1,500 ppm
SEV R AR B e 7.6 24.7 75.9
(mg/kg IKE/H) i3 8.7 29.3 87.3

6 A MBE- T, 1,500 ppm £ 5RO RETHRERININE] (B 1 2>H L)
&U“Hﬁ’*lﬂﬂ’ﬂ@gﬂﬁ (NENG) ZEMERS. RIREOMETIREI NI (45 2 2> H LARE)
B BTz, 9 0 A SO 1,500 ppm S5 HEHZBWTHRIEEOZ{LNEIZ X
ﬂ?l ED, HECR RO K OV LE R 2EINNFE O Sz, BHERE CIIAHE,
Il Z 361 2 28 b R O R B s E R BIE D A b v T,
AR T D R, MERE S & 500 ppm (K : 24.7 mg/kg (RE/H | M
29.3 mg/kg (KHEH/H) Thdr B2 b, (B 4)

(2) 0 HEBEAKSHERR (v9X) @
ICR ~ 7 A (—REMEIES- 15 PT) 2 AV 7=IREE (JFR{4K: 0, 50, 150 X 500 ppm :
LSRR R EIT R 27 ) 512X 5 90 A M2t m B Eii S T,

#&27 90 BEBEAMHENHR (VX)) ODFIRFERE

BB 50 ppm 150 ppm 500 ppm
SESIRR R R B A i 7.15 22.1 70.5
(mg/kg IKE/H) i3 10.6 26.3 83.5

500 ppm K GHEORET Z < BREEO/NEEFULMETFRINEAE K 2351 (3/15) 78
HITZD, EORABEICAEZIT e <, IS IEIARZE L LISMT I BT /LAY 7 &
T FEEE OCMIERAELFR T A—=FCHE BN LINRnoToZ D,

BEERE L IIEB IO o T,

AKRBRIZBWNT, WTNOBRGHEIZ S BT RNRO b hro7o0 T,
PRI & b ARRER O i A 500 ppm (M : 70.5 mg/kg (AE/H ., M : 83.5
mg/kg (KE/H) THhHEEx bz, (B 4)

(3) 0 HMEEEERR (YTHXR) @
B6C3F; ~ 7 A (—FEMERES 12 P8) Z2 W= iEEE (A : 0. 100, 500, 2,500

: AELEELHEEL VD CITHEL, ) .
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FRI0EIAIE FRIFFFHFSIERE

= (562E) BHF

)Im#
o
)
B
j
)l]]]u

. 1%10,000 ppm : FEJRRAERERITR 28 ) & 52K 5 90 H MM

BRI Nt S Tz,
F28 0 HEHESMBMHRER (YOR) QOTFHRAERE
B h5HE 100 ppm 500 ppm 2,500 ppm | 10,000 ppm
RSV RUN TG
(mg/kg A/ F) i3 19.6 355 1,430

%&5‘#(1:& &) %ﬂfuﬁiﬁl\i)ﬁ% idjf‘% 29 \—Téﬂf‘/\

ARFRBRIC

/INBE LM TR e AR S
mg/kg (KH/H)

M5, 6)

BT, 500 pprn VLB EREORER T 2, 500 ppm UL B GHEOMET
ntu A %hﬁ_@‘( ﬁjz i% ifﬁf 100 ppm (19 6

. T 500 ppm (71 mg/kg (AE/H) THHEZZ BN, (&

x29 90 BEBESMEMER (YOXR) QTROoN-FEMLHMR

5B Jii3 i3
10,000 ppm - AREEINIE] (10%A0, FEEL | - Chol #N
IRf A H) - R AE o

- ALT #4/n

2,500 ppm LA E |« fiFfEsxh R OVL B SN - JHFfoeE M O R B B N
o /NEE DR T A AE K 2

500 ppm UL E « NZEFULPE TR AR o 500 ppm LL T

- IR AE o wmIEAT R L
100 ppm wmIEAT AR L

a MR FRIIRAT O A B

DUV TIEARH

(4) 6AAMEIEEERR (THX) @
ICR ~ 7 A (—RfMEIES- 20 PC) Z2 AV 7=IREE (14K : 0, 50, 150 X 500 ppm :
SEHRATERE LR 30 2 ) ¥ 512 X 5 6 7> F W] di At i BR 23 i S 7=,

#30 6NARESMEERR (VX)) OOFHRFERE

BH#E 50 ppm 150 ppm 500 ppm
SEV R AR B Pai3 6.50 20.1 72.0
(mg/kg IKE/H) i3 7.25 24.3 82.5

AFABRITI T, 500 ppm 5 5-HE DO IHE TR ZME 03780 H AL, HE TRV
DFEREZ S B EFT RSO LIV - 7D T, EEMEEITHET 150 ppm (20.1

mg/kg RE/H) | M CAREBR O & & 500 ppm (82.5 mg/kg (K&E/H) Th D
EEZLN, (B 4)
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

(5) 6MhAMEAESHRER (TVX) @

Alpk/AP ~ 7 A (—#EE 20 PB) & V72 1REE (F{K : 0. 10, 30, 100 & O®
300 ppm : ‘FEIRRAEEIEILER 31 ) BEIZL 5 6 A R atEEmraiRs
Fehs ST, ARBRIT, MREMWCHETIEHEEEZRBET LI EZHME L,
FEE L OFEH EARIZ O W T O B RR rRRE 23M T b=,

F31 6HMNARESIMEESR (YVR) QOFHRFERE

B G8E 10 ppm 30 ppm 100 ppm 300 ppm
SRR R
1.40 4.19 14.9 42.8
(mg/kg KE/H) s

AABRIZIBNT, WIFNOE GRS O FEFTRITERO bR oo DT, MR
\ZxF9 5 M B I IR ER O 5 H & 300 ppm (42.8 mg/kg (KHE/H) Thd &
Ezohnl-, (B 4)

(6) 6 hAMEAESHERR (4 X)
E— 7R (—REERES 6 P8 W= e ARkD (FUA 0 0, 20, 100 &
500 me/kg A/ H) H512 X5 6 2> H B dE A EBR N 32 S iz,
500 mg/kg (REE/ A 5 5-FE O MERE T m S OIEM: & OV ALP #0 (B E 21T 720
23, GRS L CEWEZ R IERmA A Bz, ) . BT BUN LT Glu
DOEBRIEIN, MECTEMEED TRINED b0 T, BE\EMEEIIME S H 100
mg/kg KE/HTHDH EEx LN, (B 4)

(7) 2 HEESMHBEREEER (v M)
SD 7 v b (—BEMERES 10 PC) &2 W8 F (RA - 0. 180, 450 K O* 1,000
mg/kg RE/H 6 K[/ B ) %512 Xk 5 28 A R M AMER R MR BR 2N i S vz,
ARBRICBNT, WTNORGHEIC L BT AITERO bR o 70T, s
PEERIIMERE & b ARBR D & 1,000 mg/kg AE/A THH EEZ LN, (B
Y

1 1. EUHSERBRRURELAERR
(1) 1 EHAEESERER (1 X)
E— VR (—REERES 4 ) 2RV A D FUK 0 0, 20, 100 &
V500 me/kg A/ H) F512 &5 1 EREMEFEMERER ) T S iz,
AABRIZIBNT, WIFNOEGHIC S FEEFTRITERO b o0 T, i
PRI IMERE & & ARBR O & 500 me/kg (AE/H ThHhH EEZ BN, (B
R 4)
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TR0EIAIA FRREBEEESTERENESEFNE

(2) 2 FMRHESERR (1 X)
E— VR (—REMERES 4 IT) & AV 7R (5K : 0, 50, 150 X T* 500 ppm :
TR 32 BR) BGIC XD 2 EMIR IR A El S 1172,

*F32 2FEREHEEEHRER (/1 X) OFHRFERE

BH#E 50 ppm 150 ppm 500 ppm
SEV R AR B e 1.80 5.36 18.5
(mg/kg IKE/H) i3 1.83 5.35 16.6

ARBRICBNT, WTNORGHEIC L BT AT bR o 70T, s
PR ITERE & ARRER D & A & 500 ppm (Ff : 18.5 mg/kg AE/H ., I : 16.6
mg/kg fAE/H) ThoHrEEx b, (B 4)

(3) 2 FHEESE/RNAEHEER (SY F)
Osborne-Mendel 7 » b~ (FE#F : —HEMERES 50 VL, fr 28 - —FEMERESS 50 L)
Z W= IREE (K 2 0. 100, 300, 1,000 K TX 2,000 ppm : FEIRIREEEIX
# 33 2M) BHIT XKD 2 F MBI AMEOFE BN e S v,

& 33 2FMEBUHESE/ ENAMHEHER (S ) OFHREKERE

B=(%62E) &M

BeG-RE 100 ppm 300 ppm 1,000 ppm | 2,000 ppm
S Jai3 4.6 14.0 47.6 96.9
SRR AR A & il 5 6.0 17.9 61.0 121
(mg/kg R&E/H) | | H# 4.8 14.3 49.2 100
&re R
i3 6.0 17.9 60.2 125

FRGRE TR b EMEAT R GEIEGIEZ L) 133 34 (2

+FE BT A0 e A A

O HMRIE TR D FE AEBAPE 133 85 (TR STV %,

AR 5 B E U 7= I 28 & L C. 1,000 ppm VA & 5-8E O 7k TR B i
R B D58 AL BEEEHE NN FE8O BT,

AFERITI VT, 1,000 ppm BLEF G- RO MEMET/NEEFOPET AT AE R % 2338
D HNTZOT, WM EIIMERE S 300 ppm (Ff : 14.0 mg/kg IKE/H , Hf: 17.9
mg/kg fAE/H) ThoHrEEx b, (B 4)

CRE MO AR ICB L Tix [14. (D] 22|, )
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

&34 2EMEBESE/ ENALEHEEER (S b)) TROOIEFERR

(FEEZEMHEE L)
P 51t Ji3 i3
2,000 ppm T ANAT O YEE ESA - Ji el REL RSk Bl M 5 B
o JIFAEe B OV e BB
1,000 ppm - UREHENAMHI(Fe 5 4 T LARR) - (REHEINAMHI(Fe 5 3 3 LAKR)
Vi k < A BT M OV N b o i K OV B e B N
o ZNBE PR R A R o PRERHERE N OV L B A e
- FE BRI AR K © o INHE L T A
o il Jra LR BR B B  JRERRE R RK ©
300 ppm LAT | BMEATRZR L BT R L

a: 1,000 ppm $¢5-FEOMExHEEICITHEH PR EEIZROA, B L W LTz,
b 2,000 ppm ¢ 5-FEOHMExEEEICITHFH FROA EEILR VA, B LW LTz,
¢: 1,000 ppm TIFHFHFEIAEZ TRV, BmERE L Rk Lz,

& 35 HFERMEER CHEMEERROFEEHE

58 (ppm) 0 100 300 1,000 2,000
T e 1/50 1/49 0/50 10/49%* 20/49%*
EEEREY A 2/50 0/49 1/50 7/49 12/49%*

** . p<0.01 (Fisher O EEMEME, Frl)

(4) 2 FEBNAERER (SvF)
SD 7 v kb (—REMERES 50 IC) & FW/=IREE (R4 : 0. 100, 300. 1,000 X
2,000 ppm : FEIRAEIEITE 36 ) 51X D 2 ERFEMS AR
Fhs S iz,

F36 2FRENAERE (v ) OFHRFERE

R 100 ppm 300 ppm 1,000 ppm 2,000 ppm
SEV R AR B e 4.36 12.6 43.4 86.9
(mg/kg IKE/H) i3 5.30 16.8 55.4 118

BB CTRD DB AT A GEIESEMEZ L) 1338 37 12, A BRI A s A
ORI REE T2 AR O F8 AEBREE 135K 38 ITRE TV D

R AP 5 B U 72 IR 28 & LT, 2,000 ppm 5RO TREBLICRIT 5
AR AE O 38 A48 FE BN ASER D BT,

AFABRIZI T, 2,000 ppm $55-FEOHETRERFTIADE A, 1,000 ppm
Pl B SR OMECHFIEIE KEZENGRD Hi7=D T, HEMEEIIMET 1,000 ppm

(43.4 mg/kg KHE/H) . HT 300 ppm (16.8 mg/kg KE/H) THDHEEZ DL
nic, (M 4)

CRE R HMIEIE D AR ICB L Tix [14. (D] 22|, )
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

x3T 2FEMENAMRE (Sv b)) TROLOW-FMRE GEEEMEEL)

P 5RE J3 i3
2,000 ppm - (REEHINPHIE G- 1 LARE) - N BRI A
- FEERAIKIEAE . BRI AR - PRV U LS ERIEHE
1,000 ppm 24 | | 1,000 ppm BL R - REIEINENHI(FE G- 11 - LA )2
BT R L - PR K, B3
300 ppm LT mIET R L

a: 2000 ppm FHHETIEHFE G 1BEUBEICHRFENEEZDRD b,

& 38 MFEMMEAER CHEMEARROFEEHE

58 (ppm) 0 100 300 1,000 2,000
T e 0/44 0/49 0/48 1/47 8/48%*
RS RN A 0/44 1/49 1/48 3/47 5/48%

*: p<0.05, **:p<0.01 (Fisher O EFEHMERME, il

(5) 2 FREBHSE/ RPVAEHFEHER (FVX)
B6C3F: = 7 A (TR : —HEMERES 50 VT, FEERE . —BRMERES 40 D) Z2 Hv
72IREE (JFIK : 0, 30, 100, 300 f U8 1,000 ppm : “FEIMR AR EILF 39 B1R)
BEAT LD 2 A MBS A MDA TRBRD b S L7,

&390 2FREBUESE/ENAEHEHER (YOX) OFHREERE

B h5HE 30 ppm 100 ppm 300 ppm 1,000 ppm
SEV R AR B ;3 4.6 15.3 45.8 153
(mg/kg IKE/H) i3 6.4 23.4 64.5 206

B GHETRO bV EwEPT A GEEIEZ L) 133k 40 12, TG OR A
FIER 41 IR ST 5
JESPEIRZS & L C. 1,000 ppm $¢5-BEDOREIZ 33U THFZRIE 0 8 A= 48 | 28 i
IR BTz, — 5. 1,000 ppm #&G-HEDOMEIZ 35 IS O 38 A48 EE L2 HE N
EM 23 BT, FRHE~ U A DO sl LR (FFRsE - #ET 29% & O T
20%. RFHERORRIE « 7T 60% K% OME T 50%., AT AaE+ AT/ iRAE - 1k C 68% &%
UHET 56%) Z KRE FTRIZHDTHY HHLIFEEL2WEDEE X BT,
AKFRERIZEB VT, 300 ppm LL B EREOIERK O 1,000 ppm $&-5-FF O M T
K O EEHEINENFRD b0 T, MEEMEEIIHET 100 ppm (15.3 mg/kg
{KEE/H) | MET 300 ppm (64.5 mg/kg AHE/H) ThrEEZ b, (B 4)
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FRI0EIAIE FRIFFFHFSIERE

&40 2 FREBESE/ ENALEHEHEER (YOX) TROOIEFERR

(FEEZEMHEE L)
&H#E Jai3 i3
1,000 ppm - SRR R MR A B T B - e o OV E S N
23 MERR R PR I 25 < INEEFULE T RIAR AR, R SRy A
R IRk, 22 AT B (AFmetE) |
FONEMENER 21k
300 ppm LA E | - FHE R OV EE &GN 300 ppm LA T
o /INBE PR SR e R wmIEAT AR L
100 ppm LAF | mwMERTRZ2 L

x4 HESOREHEE

el Jii3 i3
&5# (ppm) 0 30 100 | 300 | 1,000 0 30 100 | 300 | 1,000
JHF 0 J e 7/50 | 11/50 | 12/50 | 9/49 | 10/49 | 1/50* | 1/49 | 0/48 | 3/50 | 7/50 *
JHE B e 5/50 | 6/50 | 9/50 | 5/49 | 10/49 | 1/50 | 1/49 | 2/48 | 4/50 | 2/50
it 11/50 | 17/50 | 20/50 | 14/49 | 16/49 | 2/50% | 2/49 | 2/48 | 6/50 | 9/50 *
JF2ERE 1/50% | 0/50 | 0/50 | 2/49 | 5/49 | 0/50 | 0/49 | 0/48 | 0/50 | 0/50
RS EMW S | 11/50 | 17/50 | 20/50 | 16/49 | 16/49 | 2/50 | 2/49 | 2/48 | 6/50 9/50

* . p<0.05 (Fisher O EREMERMRE, HM) . # : p<0.01 (Cochran-Armitage ME. F 1)

a s AR RRIER L < IR O WS vy, SUIT OIS % A3 28 o455,

b FRMAcARE, HAEE L VXSO W, XIXI b0 5 bOEBONERE %= H 3 28K
DE T,

(6) 18 MAMIRSAERE (THR)
ICR ~ v A (—HEMERES 50 PT) Z2 FW/=IREF (51K : 0. 30, 100, 300 & O°
1,000 ppm : FEERRBEBIEITR 42 ) BE5I2X D 18 2 HFE M AR
Fhe X7,

F42 18HAMBENAMRR (XVR) OFHYRKERE’

BB 30 ppm 100 ppm 300 ppm 1,000 ppm
SRR AR A
(ma/kg (57 F) e e 4.5 15 45 150

FHGHETRO DB AIER 43 ITRS TV D

O, BRI, BB, s O BRIZ BV T ICR’?'?X ICHRFEAETHT 2
2 A NEORAFEOHEMMPRD bz, 2055, 100 ppm U\Liﬁﬁ-ﬁi@fﬁ@
FEI N O 300 ppm VL BB GEEOREDINR TlE, # O8EE K ORREN R G
HEL- DO LEEZ LN,

ARFRBRIZFB VT, 100 ppm VA ERGREOHE TR ZEMEEE NS, ME TR M OV L

3 SCRKIZ LS PED DR O T AEIE (BLFRIC, ) (B 9)
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

HEEMINENRBD N0 T, EEMEIIMHE S © 30 ppm (4.5 mg/kg (KHE/H)
ThdEEZLNTL, BRAEITRD benoTz, (B 4)

x4 18HARENAMEER (YTOR) TRHONEEMERMR

BH# Jai3 i3

1,000 ppm - TR R
- ALT 4/

300 ppm LA E | - REEAE K OV E A @ o JNEE DR T A AE R
-7 I v A RIEE OB

100 ppm BL B | - ZNEHLOPE TR AR AE R o JHFAf o) K OV L B A N b
R I v A RURAEOHEE, FEiE | - TN AR EsE
- JHF IR P AR s i

30 ppm wmIEAT R L T RS L

a: 1,000 ppm & 5-EEOMRE HEEIZITHE PR BTV A Ll L,
b : 300 ppm 5 5-FE DM E RIS IIH G FRIA EEIZR VA, B L LTz,

12. £ERESERR
(1) 2HKEEHAR (SvF)
Wistar (Alpk : APfSD) 7 v b (—BEMfEMER 30 IT) % AW 72iRAET (FYA : 0,
50, 250 & X 750 ppm : FHIMRAEREIE 44 ) B 512X D 2 AR
T VINESS TRV gV it

xA44 2HEHAEBEHR (Sv b)) OTEHRFERE

BB 50 ppm 250 ppm 750 ppm
i 5.12 25.7 77.0
P Hft
HEA i3 5.35 27.0 79.7
SESIRR AR TR B A Py i i 4.81 24.1 73.2
(mg/kg (KTE/H) ' e 5.19 95.7 77.8
i 4.52 22.7 69.8
P .
Y i 4.90 924.3 75.1

B GHETRO DIV BT AIER 456 ITRS TV D

BEN) TIX, 750 ppm HHHED Fi1 O Fo HEIZIWN T, %@L w (RE
TREE) DB S, FilEOBIENMET Lz, HEMTIX. 750 ppm &Efﬁi
D F1 LN Fe I m\f JITFH A= 51 2L [ BE R O JEAE 3 38 80 B AL, Fo HEICIXELED
W & [RER DA ETRSR D FFE N A BT,

ARER 2B T, ﬁ@]%f X 250 ppm LA 5-RED kTR LT K OVl IE 8=
& 4NN, 750 ppm & 5-HEOMECAEREHMIEZENRO b1, WEW) Tl 250
ppm LA 4% 5 O Jk TR B K OVl IE B B N 4% 28 | e CRF#H K Ol IE &

AR E AR L LTI LCiEsR ERE (LLFRIC, )
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

MWD SNz T, — Mk 2 EEt & ITBEm ORET 50 ppm (P
HE 2 5.12 mg/kg IKE/H ., F1lit : 4.81 mg/kg (KE/H . Folif : 4.52 mg/kg (KE/
H) . T 250 ppm (P M : 27.0 mg/kg IKE/H, F1 M : 25.7 mg/kg K&E/H |
Foltff : 24.3 mg/kg KE/H) | REMW) T 50 ppm (P : 5.12 mg/kg (KE/H., P
Mt : 5.35 mg/kg (KE/H, Filf : 4.81 mg/kg (K&E/H, Fiiff : 5.19 mg/kg K5/
H. Folft : 4.52 mg/kg KHE/H F2ﬂﬁ :4.90 mg/kg fAE/H) ThHEEZEZ BN
7co 750 ppm % G-HED e THEFHAR D HE K OVEFHR DK T 203380 B2 D T,
ZIHRR X 5 MR 250 ppm (P f’ﬁ 25.7 mg/kg A/ H P If:27.0 mg/kg
{KEE/H ., F1ldE 24.1 mg/kg K/ H | Fi M : 25.7 mg/kg K/ H | Fo lf : 22.7 mg/kg
(RE/H . Folff : 24.3 mg/kg KH/H) THHEBEADNT, (BH4)
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FRI0EIAIH FRIRIEER

& 45 2HAEBEHR (Sy b)) TROHONBERR

ZER(E

\ #H P, B Fia. Fn #H o Fi, 2 Foa, Fap #H o Fo (B
750 | - (KEHINS] | - ARESMING | - AE ] - PREIEINBNE | - ARE I - (RE I
ppm 51 HLL (Fe 5 43ELL B - fHEH B e 1) - fHEH B
F) F%) - REHENRIK T CRENERIRT | - REERIKT - BRI T
CEEHERD (R | - BEEEWD | - IR R OWHIE < FE B K OV
5 1ELE) (Fe 5 43ELL EEHN IE &N
- BEHSEIKT 9] PRSI R 28, - I RA ) B
o JFF#set e Y N By RS PRAEFEIRS, JRIE bt
6 1E R0 FHEES JRIERS - RE BRI
- BINEAR/ VR L - RSB A,
AISEARZES PRAEFHIRS, J?m_
Bl - FEEEA S, JRIER
@) - FEERRAFHE AN . ﬁﬁﬁﬂ%/bi@{ti
W HRRRLIE K K O AiTS7 AR 2SS
TERKS, =B - FEFEA
TERRS - FEERAFHE S
- BOERK T PRI K K
OGRS, &
BN RS
250 | - AEHER RO | 250 ppm - FEELHERT R OM# | 250 ppm 250 ppm 250 ppm
ppm FEEREREM | LT 1R E BN Dy B LUF
= BT R L BHEFTRARL | BEFTRAL mERT e L
50 | mMEFTRZ2L BT R L
ppm
750 | - ATF9AESEZEEE | AFIRZ Y 22— | - ATPIAEZEHR
ppm ] e 7 I I e
- FFffascet B OV - JIF#as B OVl
LT &N IEE RN
« FE LR B O - BN ARAERS &
1 1E R0 OV IE R
&
< RSB B RHE
K OV lE
I W
& BB R o,
) PRAEFEIRS, JRIE
AHEES, JRIERS
250 | - AR & | 250 ppm - R B O - Ak K OVl
ppm OHEESR | L F o I T R LT &N
Uk b MPEAT AL L
< REEL b fAHE )
K OV IE 5
Wi
50 | BEATRZR L MPEAT AL L FEEAT AL L
ppm
ﬁ&LTﬁ”X IFRIAIC =EORIEOINEL, [ #4720
HEH R B ATV N R LIl LT,

(2) 1HAKESAER (v F)
Wistar (Alpk : APfSD) 7 v k (—

46

)

=2 \_/)I/\T*ﬁﬁﬁéj’bf:o

BEMERES: 26 ) 2 RV T-1REE (JRIK @ 0,
2.5, 12.5 X 37.5 mg/kg {AfE/H) HHIZX 5 1 HRZBIEABRD L/ <4, 10
i £ COREIREM O AT E I MIE

62[E]) &EF




ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

37.5 mg/kg R/ H KGRV T, P AR TIIMER B IR B INIH] (%
55 LK) | EEERED (5 1 KON 4 HLE) ROERERRIET (%Y 5
WLIE) | HECEERRICT (85 5~8 ) Mo bhi-, FilEREw it
(REHEININH] . RS B e O E BRI, BIEFEAR (RIS IRHREE) okt KOt
HERFADDFED B, RHE TH DD RE FRPFEBL (5 W kR ARy T 1/46, 10
FHRRAREC 2/47) L7z, 12.5 mg/kg RE/H LT O GHETIE, BEW LA
B BIIRO SN ho Tz, (B 4)

(3) RESHER (v b O

SD 7 v b (—#fHE 25 PC) DR 6~15 HiZs&HIRR D (54K : 0, 30, 100 X
V300 mg/kg REE/H, WEE : = —l) &5 L, BAFERBRS Eh S i,
72k, THHEBRIZHB W T, 1,000 mg/kg AH/H UL E#RGRO B TIREOE(L
2L D EREORIEDOZ L (D7a 0 BB Jilt, MERIREE, HiE, SiES)
MERD H AL, 300 mg/kg REH/HFEGHEICIHB O TH —REOE L (F72 0 BB
I PRI 1119 OVESHIE) 23380 Btz = & a6 | ASRER O e Fl B1E 300 mg/kg
MKE/EI \—nxﬁéﬂf_o

AWEBRIZB N T, WTNORGREACB W TS RBEMW L UG RIS E M 1 T58 0
BN T DT, MR IR A ORE IR & ARER O &5 A & 300 mg/kg
KE/HThHDHEEZ LN, (B 4)

(4) RESHEER (v ) Q

7 v bWz 2 REGEEER [12. (1) ] T, & &M & 750 ppm (37.5 mg/kg
IREE/ A OKE R B THLFT A 5E 22 b AT RERHE O S S VMG AR D B 23380 B i
e, FEAEFEMERBRO [12. Q)] Tidx ﬁﬁmmmwQWEmf%Nﬁ $s)
%ﬂ&#otkb\ﬁﬁ%ﬁ\&ﬁﬁﬁ%iﬁb\é%ﬁ%%a@f&ﬁﬁ@%

(23t DR B A IS~ 2 BRI CHEE S 7,
SD7/b<%ﬂ@%@)@ﬁ%6~mamﬁﬂﬁm<E¢:&&alza
125 X TN 500 mg/kg (RE/H . Wil . o —9l) 5 L. &8 23 TCOERE)IX
IR 20 HIZH EUIB L., 7% 0 OEIREMIC OV TIX B AR S, 4% 45~53
H & CHEWOBIE N T,

BB TRD DN BT AITR 46 ITRS LTV D
m5myg¢$muiﬁﬁﬁ@%%ﬁ kwf\ﬂﬁéﬁ%ﬁﬁﬁﬁ@@%
SR BT,
it\m5mﬁ@ﬁﬁ@ﬁﬂh%ﬁﬁ@%ﬂ%@%%@%fﬁ PRIE T D
HEJE (125 mg/kg (A HE/H #& 58 T 132/154. 500 mg/kg 8/ H % 58T 121/121)
T b,

ARBRICBWT, FEMWTIE 125 mg/kg (A5 H UL EF 58 A EB NN H %
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. JBEIR

AJL

FRI0EIAIE FRIFFFHFSIERE

*m#
ﬂh-
[y
e
:#
o
il

T 12.5 mg/kg R FE/ H LA $ G- CHL P A G2 ] BREE OO % 2558 &

%ﬂf_@f\ MM A I REY C 12.5 mg/kg (KE/H, RIE T 3.5 mg/kg K/
HThdEBELLNTZ,

(%08 4)

(TR OFEMBEIC W TIE [14. ] 221, )

F 46 HAESMHHER (Sv ) QTERHLON-FMEFRR
. e HAER
PG FEh i) e L%
500 ERARC Sy c FETIROENIT | - BiSZIR RS
mg/kg R/ H P HE14%) A7z L Wb
- R
125 « BSOS ANELT | - AKIRES < % 2~4 A D o K BT K OV
mg/kg R/ H DR, IR FELC SR | 588 R
YLk EDJRIFIGE - FLP9AEgEZEEN | - Az ARfEs e OY
BURFHIASEA) P A b A
« (R EEHE DN (U - HLP9 A5 2S L
Bz 8 H LLE) PE BT
- B B (IR - PN &
8 HLAKE) 5%
- ERERER. R
P NTONEM
A e
- FEE R RBEIE M
A B
- FHEE, RINCHRK
OV [ e
SRR SE
- JRIE T, ERZ
IR
12.5 12.5 - FTPHAEGEZEEER] | 12.5 12.5
mg/kg IKHE/H | mg/kg (KE/H P A A mg/kg R/ H mg/kg R/ H
2Lk LUF PIF PLF
3.5 BT R L AT R L BIERT R L BT R L
mg/kg K/ H

§ : 500 mg/kg MRHE/ H 5 R TIIAEEHERA E 22T VD8,

MR LT LTz,

= (562E) BHF

: 125 mg/kg R/ A &G TIIMEHARA BRI RV, mtg i &y Lz,

(5) REBHEHAR (VIF)

NZW 7 %% (—REME 18 JT) Ok 7~19 H (ATHREYHZEIIE 1 HE L
72) EEklRR O (A 0, 30, 150, 750 % TX 1,000 mg/kg KE/H, Al =
— W) BB L, RAEFMERBRNER S,
1,000 mg/kg RE/ H 58T, 5 5 O 6 B o fiAR B LA b2 R
MABICHIM LU (0 10.5% 5 ) 8.6%) N, HmT —4% (GF 5 Mg /mH

El=H=R
H 51
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

)l]]]u

KRB : 8% ~14%., 55 6 B DHIARFIL : 1%~9%) OHFENTH VD | MiKEE

DB TIT /2N EEZ BT,

ARBRIZBW T, WTHNOBREGEHZEB W THREMW N ORI EEZ TR
LoD T, BEEEIIEBMEOBRIEE L ARRBORSHE 1,000
mg/kg (KE/H TH D EEZ LT, AHEEITRO N7,

722Uy BRI OAATEERI kT 2 B BT 5D 0F G & L QIR+
%T%ékbf\%ﬁ@%ﬁﬁﬁ%Méﬂk[M.Qﬂﬁb]o%®F%IMW
W#%@ﬂ%@%ﬁEmuwmygmém%%ﬁﬁmﬁﬁbt% ZITME RO
OMVEFHGHI B I A Do T2, (BHR4)

1 3. EEEEHERR
Truy I Ry (JFR) OMEZ V- DNAEERER, 151729828 5B, il
Byl s A7 in vitro YR S EBR . Tk et A zc i (SCE) R, UDS
RER, ~ 7 2% 218 R R M O in vivo Ytk B RBR S E i Sz,
RS RIIR AT IORENTVWDH LBV ETEETH-T=DT, 7rv I FUIZ

==X

BlnmlEInbotExonlk, (R 4)
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FHRI0FIAIE PREFEFZSIERRBIEZENZER(E

x4 EEEABREE (RIK)

62[E]) &EF

iR POES PR - e G & i
Bacillus subtilis 10~10,000 ug/7 1 A7 o
DNA &8 | (H17, M45 %) -
R B. subtilis 20~2,000 ug/7 4 A7 o
(H17, M45 ) -
Salmonella typhimurium | 10~10,000 pg/~7 L — K
(TA98,TA100,TA1535, | (+/-S9) =
TA1538 £)
S. typhimurium 10~1,000 pg/7' L — k (+/-S9)
(TA98.TA100,.TA1535,
PP TI;A153?\ TA1538 ) 2
5 Bt scherichia coli
B (WP2 hcr#£)
in vitro S. typhimurium 5~5,000 pg/~7 L— k (+/-S9)
(TA98.TA100,.TA1535,
TA1537, TA1538 1) =
E. coli
(WP2uvrA-£)
F¥ A == AL AZHF— | 75~300 pg/mL(+/-S9)
Qe | DREL R (CHO-K1) (-S9: 10 FER K& ON 18 REfFEIEE -
R PEAVERL, +S9 @ 2 WRfEALEE, 8 =
N 16 R A AERD
SCE 3t ~ U AR RMREEE M | 0.284~28.4 pg/mL (+/-S9) ok
UDS B 7 v MITHIRERE M 3~300 pg/mL ok
ICR ~ 7 A(—#E#E 3 PE) | 1,000, 2,000 mg/kg (AH
S. typhimurium CHLETRE O B ) £
(s THITZEIR (G46 BE. MEENELS)
% ZEAR | ICR~vU A(—#ME6 ) | 200, 500 mg/kg {KHE
S. typhimurium (24 FEREIMERE T 2 Bl 0 $¢ 5 £33
(G46 BE. MEENES)
ddY ~ v A (5§ (D400, 800, 1,600 mg/kg KHE
(—HEHE 6 PT) (HARINEE N 5% 24 IRefi] CRE
PRI AN -,
B ©1,600 mg/kg A H -

(H[EEREN B 5% 6, 24 RO}
48 [R5 CEEAER)

+-89 : RFNEMEACRAAE F R OIEAAE T

KL (B9, R O LK) ORI & P 7 R S R U 7

A& W TR i STz, RS R, R 48 ITRESNTWAH K IHIT,
ITnbEtThH o7,

(ZH 6)

50

|7



ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

* 48 EEEHHBRESE (KBEML)
R k5 JLBRYRFE - P 5 i
S. typhimurium ~5,000 pg/~7 L — bk (+/-89)
\ (TA98.TA100,.TA1535
R raloN N N N
in vitro ‘Ejmfﬁ“ TA1537.TA1538 1) o
78 HLA R .
E. coli
(WP2uvrA #£)
. ok ICR v U A ~320 mg/kg {ATE ~
mvivo | BRI e 5 o) (e ) A

+-89 : RENEMEACRFAE F R OHEAFE T

14. TOMDRER
(1) FEMMREXEBFRRER

7 v b E AW ABEEE N VDR E

[(11. B ]I

AR (11 Q)] KON AMERER

BT, HET » MK B ERITEIE O3 A S8 BEHE N 25380 L7z 72
— OB FE i S Tz,

D Sv kBT EMmERRILEVEE

SD Z v b (—BEHES0ID) 7y R 3 HRIEE (5(A : 0. 700,
2,000 KON 6,000 ppm) $&5- L., MR, s O, R EAE. B2 RE )
FE2E) M OVERERARESE 2 BB L T, IE R A LE R EE O JIE K OV BRAR AR 211
FRADNSEHE S iz, e E LTk R U A 5.5 mglkg (KE % 1 B T #¢
U2, RkRoREMTbh: BB 1) . 72, SD 7 v b (—RfkE
30 8) I27m X g 67 HRIREE U544 : 0. 100, 300, 700 K X 2,000 ppm)
BH LT, B 1 EREOBRENMTbNZ GRER2) , 51, SD T v kb (—
BEME SO VL) (7' m X Forad 1 HRBIREE (5K : 0 X110 6,000 ppm) 5L
7o, 6 AR OEIEIR 2 8% T CTE{LO [ HEERR bz GABR 3) .

AR 1 O 2 OFEFRBEITZNENE 49 KRB0 1RSI TND

Ty RUBRGICEY, Ty FoMETT A b AT 0 2 K OERER AL
SoNg (LH) WREEMN E5 U, ABJEGE BB A G223, B
HIZAITFE D Hivie o T, HEZ » NMZEBIT D MG R VE kT 5 BIEH&E
= %fﬁ%ﬁ 2 DFER NG 300 ppm THDHEBZXONTZ, B3 TlX, v IR
YO 1 HAMORMEG T EF LZMET T A AT e KOV LH BEIE, W
LG T 1 0ARBRICITRMEE CHE L, (B 4)
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

x49 HER1 CHAMKE) OBRBE

BRI E b it i
5.5 mg/kg IKNE - PREEHE N
. S = = S Y N ETT VA 9 ON S S5 v
%gégﬁfﬁ LT % X B R T
- Iy LH A A
< RS EL K OV B IR SR PR 0 2 1
6,000 ppm S AREHINIMEIER G- 14 B, 1 R ON3 A%
- FEREEHEN QA »A%OALER)
N -mrz\‘%tlﬂ LH ?&%{;E‘Lﬁ
o 2,000 ppm 2A E | - EHE EEREERS O ABRETHER)
700 ppm L E - FEFEE EHIN
cfyEFT A N AT O ERE 5
#50 EBR2 (6 MARMKE) OREEBE
BhR AR,
2,000 ppm LA | - RE I (B G- 6 22 A 1£)
- FEEEERE
700 ppm UL E cMERT A AT R A
300 ppm Ll E - FESEE SN
100 ppm Prize L

@ TYIMRUIDVADERBEICRIZTEE

Ta Y I R ORI KIETREOEZEIC OV THRFT 57-DIiZ, SD 7
v b (—#EEE 36 8) (27 m v Ru& 13 MRS (FK : 0, 700, 2,000 KN
6,000 ppm) &5 L., ITICR~D A (—#IEIOL) (eI Rz 13
FEIRAT (FL(K : 0. 1,000, 5,000 & 0% 10,000 ppm) #5-LC. A5/ L EEH
TE. In vitro\Z3\F 5 hCG JlIIZ L D REHET A N AT v OpEAEIE K ORI
O 53 % V72 LHACG A RIZxT 5 hCG DOift & #lBias FEhE S vz,

Z v N TIX 700 ppm LA EFEGRECRBELEREOEMNN, 6,000 ppm $HHET
FEELEREORDDEO b, ~ U A TldlfsnEEICZRITA BN o T,

7 v MR~ T 212EBT 2 MG & O T O VE SRR 51 IR T
W5, 7 v FTIE, 6,000 ppm & 5HE TGN OEEAF DT A F 2T 1 U REK
O THEELHREEO ERNEHE L TA LN, iEF LHEEOZITT v ML
O~ 7 A CHEEL L T,

In vitro\Z31F % hCG FIMRIC L DR T A M AT v VEARITER 52 IR
TWb, 7 v FTiE. 6,000 ppm &G THET XA N AT 0 O RE#EEA (-hCG)
D LEFANBO LNz, 51T, hCGHIFIZ LY 2,000 ppm LL E#GHETIEIER G
Wil % L C, 700 ppm TQ’%—%’C TR 5 13 I EA-NRBO L, BERORXTr
A REEARROFHR 72 ERPRB SN, 7 A MAT v o EAENET, &5 4
T 2,000 ppm VA ERERET, &5 13 8 TIX 700 ppm PL B GRE CHEgH &S
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=]

= (562E) BHF

TR, 7r v FUACRBIBZEBR SN T v FTiE, hCG RIS 2k

HORIGHED FRANB BT,
LH/NWCG ZHEEIZxT 5D hCG OFEARBROMEIZE 53 I RENTWA, T
v R TIE hCG ORFEEEE (Bmax) MONEEHFIN (FEEECE : Kd) ([2H5-12E
WL ZRITRD N o=, ~ 7 2Tk 13 B o 58z, 5,000 &
10,000 ppm XIiZZFDOWTNNIZEBWNT KdEDS EH- L, ~7 ABRIZBIT 5
hCG fEAHFAMMEDIKR T RSN, (= 4)
x5 SYMRUIDRIZEITAMBERUVHEBIORILE VEE
) Fi 7 v b ~ A
# 5.5 (ppm) 0 700 | 2,000 | 6,000 0 1,000 | 5,000 | 10,000
Mg = | #5238 | 322 | 243 | 3.77 | 535 | 0.85 | 097 | 0.89 1.41
FzxFoy | #5439 | 283 | 234 | 224 | 439 | 1.16 | 1.18 | 0.94 1.33
(ng/mL) | #4513 | 219 | 2.16 | 230 | 298 | 096 | 0.79 | 0.58* | 0.83
fEEhs 2 | B2 | 125 | 761 | 87.9 | 933 | 10.2 | 12.1 | 19.5 | 25.3%*
FzxFoy | #5408 | 108 | 869 | 104 | 235%** | 157 | 13.6 | 153 | 20.6
(ng/fifk) | #5138 | 90.9 114 107 144* 15.1 18.1 14.1 17.3
- #5958 | 036 | 032 | 042 | 050 | 0.28 | 0.30 | 0.30 | 0.37*
myE+ LH N
#5438 | 0.12 | 015 | 0.16 | 0.36** | 0.23 | 0.29 | 0.33* | 0.43*
(ng/mL) -
#5138 | 015 | 0.28 | 0.15 | 0.17 | 023 | 028 | 021 | 0.31
ik LH 5238 | 491 | 5.64% | 5.94% | 7.62*** | 0.47 | 0.81 | 1.15** | 1.00*
(e S1560) Ph 438 | 4.26 | 5.64%* | 5.98%* | 7.68%** | 0.64 | 0.87 | 1.13% | 1.35%**
MBI 5. 13 | 4.45 | 470 | 5.15 | 5.82* | 0.84 | 0.89 | 095 1.00
* . p<0.05, ** : p<0.01, *** : p<0.001 (4SBT & O/ NA B A21E)
=52 Invitrol2B1FTBhERIRIZKAEETA MR TOVESERE (pg/mg/7 BRI
i ) il 7w b ~ A
£ 5.5 (ppm) 0 700 | 2,000 | 6,000 0 1,000 | 5,000 | 10,000
i -hCG | 19.6 20.5 26.3 | 56.9* | 115 173 76.6 228
Pl 2 :
+hCG | 498 80.3 | 139 118* 509 466 619 732
i ‘hCG | 14.3 14.7 17.1 | 27.8%* | 274 367 338 315
5 48
+hCG | 385 44.3 | 66.6* | 81.3** | 1060 | 1,330 | 1,010 | 1,060
5 13 -hCG | 13.2 14.4 15.9 21.3 163 180 114 156
=1 e 39.5 64.2% | 61.1% | 70.5% 986 1,270 541 832
: 0.05<p=0.06, * : p<0.05, **:p<0.01, (F &Mk Student @ t #iE, Aspin-Welch @

* E X1 Cochran ® t HiE)
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FRI0EIAIH FRIREE

£53 TYRMRUIIRIZEBITAHHEED LH/hCG =
f mol/mg #B#8) R UFEBETEZL (Kd : pM)

(Bmax -

ZARARD hCG ks

B FE 7 v b <R
$ 5. & (ppm) 0 700 | 2,000 | 6,000 0 1,000 | 5,000 | 10,000
\ Bmax | 0.021 | 0.021 | 0.027 | 0.019 | 0.010 | 0.013%* | 0.016 | 0.020
523
Kd 12 10 13 9.7 3.6 3.3 5.3% 5.2%
\ Bmax | 0.045 | 0.038 | 0.034 | 0.033 | 0.014 | 0.013 | 0.018 | 0.022
B 5 430
Kd 20 18 19 20 5.5 6.0 6.8 7.8%
W 133 Bmax | 0.025 | 0.034 | 0.038 | 0.027 | 0.031 | 0.036 | 0.059 | 0.049
=1 ka 11 13 14 11 8.4 11 16 14*

*: p<0.05 (tH7E)

® SvwIrRUIYRAODT7ZY RFOFUZEE (ARR) [T 285
7u v FUoRHB#&EICXY, 7y PTIEFT A AT e KO LH #
FENREF L, IS R UrBENGI SR S, 26 ORLVE ORI

BURTH L OV AR T2 DOWF I

v J e

BIFA7 Rl 0/AD T 4 — KR
BINCHEIT 28T v Ra A U HOBRGIC > TERIND Z L2345

bNTVD, TZTARABRTIE, SD 7 v PRV ICR~ TV AZHWT, 7r3
R ROz ORELEY RSN OT > Ra 7 fl) o, JERETSZ R

D AR ~DfEE BFnE

IZOWTRRET S L7,

ZORER, BERLIZT v F RO~ T ZDURISLR DGV A B =0

ARIZ. Pt FesFx hx2Fur (DHT)
T5 2 ENIRENTZ, BHERYE OFERRE S BN

IZxF U CEVVRE M sV T 2
3£ 54 (TR TWVWa,

a2y RO BIXT7 v RO~ T R (0% B TIIMEET) OFiz
MR A B — O AR KL, 38V NHH 704 3 REREOB M2~ L

oo (Bl 4)
F 54 HIILER AR IZHB T 5 ZWERYE DX EE RN
. FEHRG & B =

BERYE I E——
FEREG: DHT 100 100
FEfey 7 a7 o (A 7aA REHT v Ka 7 U Al) 14.2 10.0
TNE I REERATaA REFLT > Ka 7 U Al) 0.058 0.092
Fr I R 0.065 0.070
1Y) B 0.050 -
R/ i G <0.0001
Rt/ oy R L <0.0001

a: 3H 5k DHT D% R G 2 50%Miil 3 5 IS\ T, JEER DHT &2 100 & L7z

Bt DX PBIE OMXHEERE (%) .
- *ﬁﬁ’é‘fo
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

@ YILERAVE I3 ERRERORSEERR

N=T AP (—BEES JE) 127 m v Rua 13 Bk 0 R4 : 0, 30,
100 %O 300 mg/kg RE/H) #&5-LC, BT > N OREEREIEED R EL & B
LTEHNTDHEBZONDHBNEV FEE/NTA—F L L, EICHFERICKET
WAEIZOW TR &z,

PREHICBWNT, BEEORD ZEDRVMEEOE) 72D DO i,
BG4, 8 KON 13 W FEHE S V728G RS Tl S ORI B K O 720012
B GBI L2 2 i3 A b e o 1o, G-I T 1 EHE S 7z g o 2
N AT v v OV LH BB RIAER G- O EBITRD v hoTo, FE IR, B
SR, FEELOREROEEICEILIZA LT, WEFEHIREICS O TH EEET
RN hoT2, (B 4)

BAMFERBRBROME, 7o I Ty RerrEZwEK (AR) ~OfEaE
ZH L, HRLVECORYE (LH OB 2F2ET5Z ERHELNCE, LH
DOFEHGERIRANRIC LY T v MIBW TR EBREENRE L & &2 b,

(2) fEFHIEEERHER
@ EIFHEOFHARE
Ty I RS K DML (TEPY A Gk [T RERE O A K OV T ERSE) (IO
EZNDDL T ENRBRINTIZTC), MEOHEAFFMICHETT2HMT, 7 v b,
YR OY VA T ORER D T S 7z,

a. 7v FOBNERERICHT IRNMEERRERR

SD T v kb (—#EHE 20 PL) OFE 6~19 HiIc 7 a3 Foagmflia (R
0. 37.5 % 162.5 mg/kg (KE/H, A : = —29H) &5 L., BRI S CHf
FLIF (A% 21 H) £ COHE Sz, HEREWIZOWTIL, A% 56 HE THIZES
iz,

TR v MR D ISR BIRE M) R T A — K (33 55 12, #HREGRETHR
DO FEERT IR 56 IR STV D

37.5 mg/kg (RE/A DL ERGREOBEFLHE O FilEIZB W T, JRE FREOS EE
FROBEFEDRO BT, JRIE FRORBHBHEIT, 37.5 LT 62.5 mg/kg (KH/H
%ifv%h%m 14/122 K Y 55/135 T o 7o, JolZ Tl S v 7= B hEakin (12, (2) ]
J O A MR [12. ()] OmRBRICK VT, 12.5 mg/kg KE/HBEHHEO
I IRE T ERITERD %W‘thﬁi‘ AT AR Tl SR I REBE AR SR HivT= 2
EMD ., HEVENY) DOANVEFTEZRIC )T DB O I/ N RIS 12.5 mg/kg fRHE/H T
boHEEZLNTZ, (B 4)
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FHRI0FIAIE PREFEFZSIERRBIEZENZER(E

£5 BRI Y MIEIFRMBEPENBEFEN/ NS A -4

HIE H TR 6 H R 19 H
¥ 5.1 (mg/kg R E/H) 37.5 62.5 37.5 62.5
Crmax(ug/mL) 3.11 3.91 4.01 4.43
Tmax(hr) 2 2 4 2
AUCs-24(hr - pg /mL) 33.0 45.7 38.0 35.7

£O6 HERESFTRHONEEERR

B 5RE HEN R E ) Bt e R B
62.5 BIERT R L - R BNV
mg/kg K/ H
37.5 - (REEHEIIHNH] - R REA
mg/kg RE/H - AL AT HE
Lk - FERAR TR

- JRIE T

a: 62.5 mg/kg RE/H # 58 THEHE 12 & OY 20 B, 37.5 mg/kg K&/ H & 58 CHEAR 12 A

b. DYFXIZHITHHEHELERETRER

NZW 7 4% (—#f 22~26 JC) ZHW\ T, AR O L DR 2 5 e
W TH O 6~28 H (NTHRKEYHEZMIIROB L L) &, 7ry I Rk
SRRSO (FUA - 0 O 125 mg/kg KT/ H ., A8 : 0.5%MC KA #5451 T,
TERR VR DAl ER I I T B O W TR S Tz,

BiREEOFEL LR LN OIIREM OB EDCRMOATHY | BIE
OBIELTIX, HLM-AFH 20 BB, A= SRS B BE R - R Rl 2 e R R e, AATr)E E e,
8,50 3 B R ERE M OV BERE B R O W OBREIE B ICB W T, i IREE L
KEERE L OICEZ AN )T, (B 4)

. YILOBBRRONEERREICRIZTRZEICEHT SHR

=7 AP (—HEME 16 P8) & AW C, AMEFEER O b O g A& & T e HH
THHITENR20~99 B (3 HEOKREMMOE 2 BEEMIE0O R E L) 12, 7
o FurZmiiliRn (B : 0 &N 125 mg/kg I8/ H ., B 0.5%MC KK
R) 5L, HERREDOAVEFEZRR I T W TR ST,
REENY) B OB VAR AR G-\ B U 7= B 13 S 09, MG R O T P A fil 22 1)
PREELZ & XEIREE & B G HEDO M CHEHF R A BT b o7z,

ek, RABRIZENL G, =7 4% (—FlE 4 V0) O 20~99 HIZ 7=
U Frammiin (R 62.5 K1Y 125 mg/kg (AH/H) %5 LT, HEXRE
RN E SN TR, WINOFRGEETHEEY R OMRIRICEREI TR b
o Tz, HERTERRICBT DEEY L oM S EIRE RN T A —F 13F
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

TIORENTWD, (B4, 6)

& 51 WERYILOMBEREYFEFHNS A -4

HE R iR 20 A iz 99 H
¥ 5.1 (mg/kg R E/H) 62.5 125 62.5 125
Crmax(ug/mL) 0.45 0.96 1.2 1.2
Tmax(hr) 3.3 2.7 3.3 3.3
AUC(r - pg/mL) 7.1 12.8 19.9 20.8

UL B oM [14. (D@ a~c] 2BV T, 7 v MIRE FRNIE
B4 A2HETHD 125 mgkg (KEH/HZ VX RO LVORERKAIICEK G Lz &
A, UK ROV VO RIBICIZIMEFERRIC T D BT A N o T,

@ m7YFrOyUREEER
a. IV FRUVE DT FASTUZEE (R) #RHW= in vitro7vt4

7 v MZBW TR b s e i (ML) ORBBMETFIT 7T e I R
YOPT v Ra U AERICESS b EEBEZBNDMN, Ty hETTAD AR
ST AEAMERIFIERBRE TH -7 [14. (N . AR TIZ, 7ri I Rk
K2R O e O AR IZHT HERIZOWTHRETT 5720, B FXULT v b
DAR ZHW e VAR—& —BIn 17T v A KOS RIGEIZE S BEN Y T
NEEAT v ' A NEE ST,

F7 v RO hD AR Z W= in vitro 7 v B AR IT DA% ICs0 fEIXFE 58
IR EN TN D,

Z7v LU AR ZHWE L AR—F —8i5 7 vEAIZBNT, eI R
VIR v R S EEER L, ICs L7 v B AR T310nM, E AR
T290nM Tho7z, 7ur I R W C, G XOHI X, 7 v FEUe B
AR TIRIERBEE DI T v Ra7F U EktEE R~ LT,

7y FAR ZHWEBAEH Y T NEET v A IZBWT, 7 I RUTH
w72 AR fEATEEEZ R L, ICs50 13 12 uM Th o7z, (ZF4)
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ERR0FEIAIH HRIRIEBE

£58 v ERUERDMARZRW: /invitro7 vEA1ZE T 5%t 105 fE °

p AN

- LIR— % —BIETT vk A éiij

7 v b AR t b AR 7 v b AR

b Fes A A7z (DHT) / / 0.003
t ¥ 7% 3 RHFL) 0.017 0.015 0.048
TNBE IR 1.1 0.8 0.9
=N N 1.0 1.0 1.0
C 11.0 8.3 2.2
D ] ] }
G 4.5 4.1 8.3
H/I 13.2 12.1 18.9
J/IK - - -

C@&»&B/%@Q%

a: 7y f\ > ®D ICs0fE% 1.0 & L7=FA%t ICs0 fE,

[ AR, - WETE,

ARERAER W RN T v R RO~ T 2D AR # HW-RBR[14. (1) @I DOFERN B
7'r X RO AR D/EMICBE 2RIV S HER S T,

® EPEIREICHITIEEZD®RE

ﬁyb IBWTRY LIV AN
R 1ZxF3 D EICIIBEE 7 fl 21T
T, WML 2 AR T DREEIC
T, uv I RroEYyEhiElC

fiti S i,

/-“b
DI HER 5

(HEPEAL) DIEHAEZEZBND
WO BN T2Z LD, FAEDERE L
E’Jiﬁ%ﬁi))ib“(b % W hE izz)i?%iia%w‘:o
B LMAZ G D720

AT RABR )N

a.7AYE FURUZOREY (1 = FREARKRURRGE) OHELH

a-1. KFEWCOMS v FZHITHRBHER
SD 7 v b (HfE—#E 3 JT)

KT oM HIT ~OZEHD " ReM:

2 WO C (1 X NERFAERIR) % 62.5 mgl/kg
RECTHEIE TG L, &5 6 Frf & il L Ok 2 8B L €T, 1 I FERBHER

[ZOW TR ST,

LB ORI EEIE N R C 0 R BT ~ OB R

59 IR NLTWD

MAEFR TITREND CIIENTH D |
HENep, kP TIEEE LTRE D C At Sz, mE ROk o C

(T HA A L, #RRTD TOIZEHSRITIMAET L0 Eo 7z,
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TR0EIAIA FRIREBEFESTIERE = (562E) BHF

)Im#
o
)
B
j
)l]]]u

& 59 MmMERUCHEBHPABDREE (ug/g) *LUITKRBEY CHASKRBEWMH/T ~D

E[puf Baly
Rt R C s
St ﬁmﬁ C e | O s HT ~
eV & D H/T J/K P FRVE DI

1A 30.1 2.90 7.34 12.9 2.26 3.08 1.62 0.18
FF ik 50.6 33.8 3.00 6.04 1.39 1.37 5.03 0.85
5 Mk 54.4 20.9 15.1 6.17 2.78 2.62 6.79 0.77
SOk 26.0 18.0 1.34 3.29 0.33 0.45 2.65 0.83
fii 28.2 16.8 4.17 3.17 0.61 0.67 2.79 0.84
JIER ek 15.6 11.0 0.50 2.26 0.20 0.25 1.37 0.85
HRE 24.2 16.8 1.80 3.08 0.51 0.59 1.43 0.84

a: R CHEE
b G C &/ (G C E+E HIL &)

a-2. KEMmH/l DS v BT 5 KBHER

SD 7~ b (HfE—#E 3 PL) (2 4C-{REHM HI (1 X RERBABRIK) % 62.5 mg/kg
(RECHREZ FHEG L, &5 1. 2 KO 4 BEZ IR O 2B L <, 1%
# C (1 I RERPARRME) ~OEWOAIREMEIZ SWTIRET S 7z,

B 5 4 RFRZ T I8 1T 2 M K OSREAE AR B DN ARG HYT 2 & G
C ~DEHHITFE 60 ITREINTWND

MAEFTIXF & UTRE MO H/I 2k S 723, Mg cidd & L TREW
C M &7z, e OSEART oo H 1% C (22888 U, fA%k T C o2 #as L it
mrLEholz, (B4

F& 60 MIFRCHEBPRBYEE (ng/o) “HUIKBEMH/I MroRKED C~D

i
< A H/L 7
s | B = e | Py
e L C D J/K P Vaaity DL
1 4% 32.9 12.8 0.58 2.73 2.95 4.18 9.65 0.04
J Mk 33.0 1.99 16.4 5.09 2.88 0.60 6.09 0.89
Mk 41.3 5.39 12.7 10.4 3.78 1.32 7.80 0.70
Lol 16.4 2.12 11.2 0.76 0.24 0.41 1.68 0.84
Jii 18.1 2.04 10.1 2.10 0.65 0.86 2.34 0.83
ik 11.1 0.42 6.56 1.37 0.69 0.85 1.24 0.94
S 16.6 0.51 10.6 2.00 0.66 0.30 2.52 0.95

a AR HIL ARG &
b R C & /(GG C 2+ HIL &)
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A
=

TIREREL

a-3. 7aOv I FURURBYC DO pH EHUTICHIT5 LR
[phe-4Cl7’ v 2 R T HC-R#H COT & b=k U WAk %, pH 2.0 (M

YA HR)

. pH 4.0 (FRERFRMEHR)

=

. pH 6.8 X O* 7.4 (VU U EefREIR) .

FENRER(

b

E ]

pH 8.0

(Tris-HCl #&##%) W ONE pH 11.0 OKERIET™ b U W ZOKEEHER) O mURIEIZN

2T, BIRT 16 FEA > F 22— K LT, KINENDAT S 3072,

% pH &MFICHIT 57 m v I R LORE O RIZER 61 (TS T
5, 7y Rund G, KOVC s HII ~OZEHIL pH ITIKFE L TRV . B
FETTETa I RUENC (f 2 RERHBRER) IZZETHT=n, 7T
FETFTIE, ZNENG EKOHI (f 2 RERBRK) ~EHIiniz, (&4

F61 FHpHEHICETETOLI FURUKEMOMRLLEE (%)

pH 2.0 4.0 6.8 7.4 8.0 11.0
TayvI Ry 99.2 98.0 96.1 90.8 84.3 3.8
G 0.8 2.0 3.9 9.2 15.7 96.2
C 98.7 98.0 86.3 64.2 34.7 1.5
H/I 1.3 2.0 13.7 35.8 65.3 98.5

L7 r s I RUROFORBW OB LSS [14. 2)Q) a.a-1~a-3] @
fERND, 7RI RS X FREZAT 252G (CLUD) &b ICEE
# (G, HI KON J/IK) 1%, 7 v MENTIERERD
ICHEEBT D EREZ LN,

FHERA T RSB LAk

b. HEXEFOEVEER U
b-1.2v k

SD 7 v b (—R&fME 4 PC) (Z[phe-14Cl7’m v X Ro%& 37.5, 62.5, 125, 250
Y 500 mg/kg (SR CHABISEHRE 0BG UC, iR EHERS . R & Ok S
WTTRRGET ST,

7 >~ MBI 2 MAER Y ERE )N T A —Z 133K 62 12, JREOFHFH
WEE 63, JREOFEPRHEIFITR 64 ITRSNTWD,

i 5 0 A RE T B 124 - 8~ 24 BB 1% 1T Coax {232 L 38 5- 120 FE 4 1212 Cnax
ED 0.9%~1.5%Zid Uiz, Tiuzld 14.6~18.3 BT, ®ERICL HEITHS
niginoiz,

Tmax (ZB T B IMSEFTIX, o7y 2 R (2.57~15.7 ug/mL) | #H# C
(3.11~19.0 pg/mL) MO H/T (2.80~16.7 ug/mL) MHH Siiz, RHPIC7 o
VI RUIBRHENT, FERHWIT JK ThoTo, EhoFERBHMIL C T
HY., REEOHEINItE->TTry I RUOBEIERMLT-,

WTNOEGEHCE W T H R G HERE I ISR ICHEE S v7=, 250 KT 500
mg/kg R GRETIZEPPEIBRN N L, KRR O 7 1 o 3 R o3 # iz g
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INT-EEZLNT,
7ravI RUOOMET v MBI 2 EEMRHHREIE. O 7 a7 a/RXUgA T
HOKBILIZE D Rax o AFAFBEROERK, @7 I REEOMRAEHE S

ERHI0FEIAIA HRIREEE

= (562E) BHF

nic, (W4, 12)
62 MITFHEMEIEFERI/NT A—42
B hH & (mg/kg KE) 37.5 62.5 125 250 500
Tmax (hr) 8 12 24 24 24
Cmax (ug/mL) 11.5 16.4 30.1 35.7 50.3
Ty (hr)a 18.3 15.6 16.3 15.9 14.6
AUC o-24 (hr * pg/mL) 220 325 543 530 723
AUC o120 (hr * pg/mL) 450 574 1,110 1,390 2,320
AUC o (hr * pug/mL) 454 578 1,120 1,400 2,330
8 Thax 2 HHEG 120 BRI £ TO T — X IZHASWTHEH,
63 FREUEHRKHM (YTAR)
P 5 (mglkg (A55) 37.5 62.5 125 250 500
AR pRa | #a | JRa | #a | JRa | FEa | JRa | Fa | JRb | Fb
A= N 1.5 1.2 6.0 18.1 44.5
C 2.7 2.3 1.8 0.7 0.3
D 5.6 01 | 102 | 0.1 5.3 0.0 | 125 13.3
H/T 4.3 0.1 4.8 0.1 5.1 0.2 3.3 2.4
JIK 56.9 51.4 49.4 34.9 23.2
FE{EIR(C KDY
HDo 7Nz o g | 5.7 5.2 5.5 4.2 3.2
AR
KEEGFT 2.5 0.1 2.3 0.3 2.0 0.2 1.0 0.1 0.6
Fh 7 6.1 5.8 4.4 3.0 2.8
a: bt 48 H#F'Ejfﬁghf_&w b: %‘EE}?& 72 H#F'ﬂfﬁ DAL R, *ﬁﬁj I,
=64 HE5ZRI120BEICEITAIRREUVEH HEHRE (YTAR)
B hH & (mg/kg KE) 37.5 62.5 125 250 500
bR 83.4 83.6 81.2 66.7 46.5
£ 11.5 11.3 14.7 28.6 48.7
B —H A 0.3 0.5 0.5 0.5 0.3
Xl 95.2 95.4 96.4 95.7 95.4
b-2. 94

NZW 74 (—#FE 3 PL)

IZ[phe-14Cl 72 I R % 62.5. 125, 250 KX

500 mg/kg R CHEFRHRE O &5 LT, M REHERE ., & ORI S\ T
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TR0EIAIA FRIREBEFESTIERE = (562E) BHF

*m#
ﬂh-
[y
e
:#
o
il

Rt &z,
e 2B B M I E RN N T X — X 13FK 65 12, JR L OFEFH
WEE 66 12, JREOFEHHEIFITR 67 IR TWND
M AE T REIR B 13 4% 5 1~4 FEE 1T Crax 12 %L%%?moﬁﬁﬁ 1% Crax

D 0.3%~1.3%2J8P L=,

Thax (BT HMIETTIT, 7o I FUARIEFE A CHBRE SN, TERHE L
L CKEEILAR (C KO HID) o7 s o mBinsgk (6.97~17.8 ug/mL) . J/K
(4.08~16.5 pg/mL) KD (4.68~7.53 pg/mL) M Sz, JRHIC T 7
T RUEBmHE ST FERBMIOKERLE (C KO HD o7 Ar o o ging
KThHhotz, EBPTIETFLL TV F“/75§1‘§E>Hj hi-,

WTNOEGEIZB W T O R GBI IR PICHR S v, mAE TR
PR N L, RO 7 v v 2 F/ﬂﬁ$’%ﬂéhkk%i%hko
7r v RT3 5 AR, @/713713/\/5/@7‘?11/
KoK LIz A ey XA F LFEROAR, IWNT (e < iz
HIVIR VR ER D AR R T v v A, @7 2 FFA@%Wk%Eé
nic, (M 4)

F 65 MBEHEDBHEFH/NSA—4

b8 (mg/kg AKH) 62.5 125 250 500

Trmax  (hr) 1 1 1 4

Cmax (ug/mL) 19.4 30.0 37.2 50.4

s () Tmax~48 hr 7.0 6.9 7.6 176
48~120 hr 64.1 47.9 53.4

AUC o120 (hr + pg/mL) 180 251 457 1,240

AUC ¢ (hr * pg/mL) 189 258 474 1,260

a: Thax N HG 120 % £ TOTF—FIZESWTHEE,
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

*&66 REUEPKHY TAR)

¢ 55 (mgkg (A5) 62.5 125 250 500

ek JK a Ha JR a 3 a JR a Ha R P #D

A= N - 2.0 - 13.5 - 19.2 - 31.6

C - 0.0 - 0.0 - 0.0 - 0.0

H/T - - - - - - - 0.0

JIK 9.8 - 8.5 - 5.8 - 6.7 -

KEEAEAR(C O

HODDZ V7 a | 77.8 - 71.7 - 68.3 - 56.8

EENAY

HK[EEHY) - 0.1

Fh 7 0.8 2.0 2.6 - 2.7

a: Fe Gtk 48 H#FEJTH%%W_&EH b ?“Eff& 72 WF[A] THF %:hf_uitﬂ DR ST,

x67 HERI120FFICEFEIREUVERHME (YTAR)

5 (mg/kg (AE) 62.5 125 250 500
I 92.8 81.2 75.0 64.1
: 3.7 15.8 22.1 34.8
EEF 96.6 97.0 97.1 98.9
b-3. %)L

=74 (—#E 38 (Z[phe-4Cl7m v I K& 62.5, 125, 250 KO
500 mg/kg (KHE CHAEFRHIFE O &5 LT, mHREHERS ., 3L Oz oW T
Rt &z,

HEV IS T D IME P IR BN RE A X T A —Z 135 68 12, JRE R
133 69, JREOFEHRPERERIZR 70 IRSLTVND

IMAE R REIR FE 133 - 4~10 FEZIZ Cmax (222 L, 85 120 F¥E]# T Cmax
ED 18.9%~44.0%\Z D L7z,

Tomax \Z 3317 2 MIEHF O FEERLHT T2 I R (1.71~8.60 pg/mL) TH Y |
R L LT C, D, G, HI XN J/K M Shi=2y, &5 72 B3 7 o
U FUROFORBIIME SN o7z, RP Tl FERHWE L TKER
btk (C XOYHM) o7 A7 a  BlaaEsm S, 7y I RUTmMET
bot-, BEBRTIEEL LT Y I Runmianr,

PREOFERICHR S, mHE TIERE K OFERYRIRSEIM L, (B
4)
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FHRI0FIAIE PREFEFZSIERRBIEZENZER(E

& 68 MBEHENBHEFH/NSA—4

P58 (mg/kg RH) 62.5 125 250 500
Trmax  (hr) 10 6 10 4
Cmax (ug/mL) 5.92 4.43 8.76 8.69
Ty (hr) 81.7 78.9 58.5 84.5
AUC 024 (hr * ng/mL) 112 93.5 166 146
AUC o120 (hr + ug/mL) 295 378 563 523
AUC o (hr * pug/mL) 427 600 754 836

*&69 REUERHKHY (bTAR)

55 (mglkg (A5E) 62.5 125 250 500

ek JR a i a JE a i a JK b #a JK b #a

FuvI Ry 0.48 | 330 | 026 | 60.7 | 0.21 | 683 | 0.10 | 83.3

G 027 | 030 | 0.13 | 0.24 | 0.08 | 0.39 | 0.05 | 0.22

C %X U'D 570 | 4.06 | 3.27 | 0.77 | 1.25 | 0.88 | 057 | 0.93

I KO K 137 | 049 | 051 | 023 | 027 | 0.19 | 0.14 | 0.19

H 418 | 031 | 052 | 0.10 | 0.20 | 0.06 | 0.23 | 0.07

J 3.08 | 037 | 1.97 | 0.06 | 1.13 | 0.03 | 050 | 0.04

KERALIR(C B

HDOZ L7 o | 36.9 - 25.6 - 18.1 - 6.28

RSN N

Z DA 004 | 024 | 002 | 009 | 000 | 0.10 | 0.00 | 0.17

a s B Gk 12 BFE TS DAVICRURL, b B GR 48 BRI TR DAVIZRURL, - - B S LY

x10 BERT2EFMBITHIREVOEDHMIE (STAR)

¢ 58 (mg/kg A H) 62.5 125 250 500
JR = 52.0 32.2 25.6 9.5

£ 40.8 64.1 71.7 86.6

Xl 92.8 96.3 97.3 96.1

a = U R E T,

LI B B[RS O G2 K 2 FEEnieaEk [14. ()@ b.b-1~b-3] OfER. 7w
I N ROREY G OGFHOMBET S EREIXT v F TRbm»-7. 7 v b
TIFANVRBRE JIK) BRPEEREW TH -T2 U F RO LTIk
feiks (C RO HM) D77 v A RIEEERPIRHEZNHHW TH -7z,

c. RERGHORMBMERUHHEER
c-1.5v k
SD 7 v b (—HfE 4 L) (Z[phe-UCl7'm v I N 14 HRIEREIRE A (R
i 37.5, 62,5, 125 XU 250 mg/kg RH/F) #£45-LC. MAREHERS, 3
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= (562E) BHF

*m#
ﬂh-
[y
e
:#
o
il

FRI0EIAIE FRIFFFHFSIERE

KO SW TR S iz,
M > MBI A Mg R EhEE 8T A — & 133 71 10, st S
Wil P D =13 ER 7212 IRE O ZEPREMITE 73 12, &Uﬁt}:gmﬁg@%
74 :/?ézhfu\
R o — TQ’%LIE@I L D2EERETRBO SN o T, R Clidokig
fbfk (C ] OYHA) . RIPOTIZAAR UL (D KOJIK) | #EP Tl e v
RUnEHERE S E LTRSS, (Bl 4)

x® 1 MBEHEDHEFH/NSA—4F

P58 (mg/kg RH) 37.5 62.5 125 250
Trmax  (hr) 8 8 8 8
Cmax (ug/mL) 17.7 24.8 47.0 68.3
s () Tmax~24 hr 7.0 8.1 6.2 6.6

72~120 hr 15.0 22.6 18.9 40.3
AUC 224 (hr + pug/mL) 269 369 689 1,040
AUC ¢ (hr + pug/mL) 498 599 1,110 1,590

£72 MEHFERBFVEEORSIE (ng/ml)

h & e 5. [m1 %K
(mngfleg (455 H) e 1 3 7 10 14
a7 5 7uyI R+G D #ETe) | 5402 | 1.76 (4) | 2.73(4) | 2.19(4) | 2.57(4)
' JKERILAR(C J O HT) 726 | 9.87(0®) | 126(@®) | 11.5(@8) | 13.1(8)

7y I Ro+G D 2ETe) | 776 (4) | 2.85(4) 7.15 (4) 5.47 (4) | 2.60(8)

625 KERALAAR(C J O H/T) 11.4(24) | 15.7(8) | 21.6(8) | 19.3(8) | 17.6(8)
195 7y RU+G 11.9(8) | 5.42(2) | 8.03(2) | 6.70(2) | 6.44 (4)

JKEREAR(C J O H/T) 24.5(24) | 32.6(4) | 324(4) | 30.2(8 | 36.0(8
950 7uv I RU+G 13.5(8) | 899(2) | 109() | 7.72(2) | 5.11(2)

IKERALAA(C J O HIT) 31.4(24) | 475(8) | 51.9(8) | 46.6(8) | 52.9(8)

1) RN OB AT R S 235588 B V72 e ] (hr)
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FRI0EIAIH FRIREE

& 13 KREUERKHY (TAR)

¢ 5.8 (mg/kg A ) 37.5 62.5 125 250
Akl a bR o bR 3 bR # bR #
=N N - 0.4 - 0.1 - 5.3 - 25.8
D 9.4 0.9 | 132 1.6 | 14.8 | 0.5 19.2 | 0.3
C 1.2 3.0 0.6 0.9
H/T 3.7 0.5 4.9 0.7 2.7 0.2 0.2 0.1
JIK 54.8 43.4 51.8 34.1
KEEIEAR(C KON HID)
DI NT a RS 5.3 6.7 4.6 4.9
1S
KA EA 7 2.2 1.5 3.2 1.6 0.9 0.6 0.2
Fh 9.4 - 10.5 8.3 6.8
a fcfk P 1% 24 H#Fﬁﬁ%%:htﬁﬂ\ CEEET,

x4 RBREBEER120BEICETHREVEFR#EE (BTAR)

= (562E) BHF

¢ 58 (mg/kg {5 ) 37.5 62.5 125 250
JiR 80.5 76.9 79.1 60.9
£ 14.6 18.4 16.2 34.7
J— A 0.3 0.2 0.2 0.1
At 95.4 95.4 95.4 95.7
c-2. %)L

H=7 AW (—BElE 3PE) (Z[phe-Cl7' 1y 2 R 14 H B ERHRE O
(B : 62.5, 125, 250 M O* 500 mg/kg AHE/H) #5 LT, MmPHREHER.
R# R OSBRI Z W TRET S -,

MAE I ERE TR T A — X ii‘% 75 (2, IAEH R EAREIR O e E X
#7612, REOFEFRHMITER 7712 W&Uﬁéqﬂﬁtdh— IR T8 ITREN T
a3

BHEENZ E D7 0 7 7 A NV OEITRD e - 7o, MEF o3 L
METa I RrTthy, REe LTG, C, D, HI KO J/IK AR sz,
PRI O FEAHMITKERLIE (C RO HD) OIS0 7 V7 o BEKRT
HY, FHRTIIT oI RUREERS E LTRSS, (B 4)
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ERHI0FEIAIA HRIREEE

67

=75 MIBPEMPHREFEH/NT A—4
#5-8 (mg/kg KH) 62.5 125 250 500
Tmax (hr) 2 2 2 2
Cmax (ug/mL) 15.1 26.9 30.0 46.9
Tz (hr) 58.3 62.0 61.3 60.1
AUC 224 (hr * pg/mL) 300 531 624 945
AUC s (hr * ug/mL) 1,290 2,200 2,710 4,170
=76 MBRFFERBVWEEDRSME (ug/mL)
BhH5 B 5. [ml1 %
(mg/kg (A5 H) i 1 3 7 10 14
7 Ro+G 1.99 (2) 3.03 (4) 4.88 (2) 6.29 (2) 3.72 (2)
62.5 IKERAAAR(C KON HID)
D XL K %210) 0.574(8) | 0.362(2) | 0.949(4) | 0.753 (4) 1.71 (2)
7y Ro+G 4.49 (4) 6.12 (2) 7.23 (2) 6.11 (2) 6.65 (4)
125 IKERAAAR(C KON HID)
D X K 54 10) 1.34 (2) 2.39 (4) 3.19 (8) 2.56 (4) 4.43 (2)
Fri I Ro+G 3.90 (2) 8.35(2) 9.05 (2) 11.7 (4) 6.89 (2)
250 IKERALAAR(C KON HD)
D UL K 510) 0.399 (8) 2.10 (4) 2.33 (4) 4.21(2) 2.62 (2)
Fri I Ro+G 6.70 (8) 8.20 (2) 14.4 (4) 11.4 (4) 11.7 (4)
500 KERLAR(C J OV H/D
D UL K 510) 0.871 (24) | 3.22(8) 4.91 (8) 4.39 (4) 4.67(2)
) RN OBE I IR S E 58D S 72K (hr)
=71 REUEHKHY (WTAR)
58 (mg/kg KH) 62.5 125 250 500
R} a IR E IR E IR £ IS £
A= R NV 1.6 89.8 1.0 93.5 2.3 95.8 0.9 96.3
G 1.2 0.6 1.1 0.7 1.3 0.4 1.3 0.4
CKxU'D 25.3 3.0 17.8 2.1 20.3 2.1 14.3 1.1
I XK 9.5 0.6 9.1 0.6 4.0 0.3 3.2 0.2
H 48.6 0.8 33.8 0.6 20.9 0.3 14.3 0.2
J 4.8 0.4 6.4 0.2 5.5 0.0 5.1 0.1
JKERAEAR(C K O H/T)
DI T A 8.9 0.6 30.5 0.3 45.5 0.1 59.9 0.2
ZFDfth 0.0 0.2 0.2 0.2 0.2 0.1 0.1 0.1
Fif A 7T 4.1 1.9 0.9 1.4
a: e btk 24 H%%F'ﬁﬁ%%ﬂmfwﬂ EEET,

= (562E) BHF




ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

F 18 RBRIRERT2EBEEITDHIREVEPRGRE (KTAR)

58 (mg/kg (K5E) 62.5 125 250 500
R a 38.6 25.3 19.1 17.8

£ 55.0 69.8 72.1 78.1

At 93.6 95.1 91.2 96.0

O VBRIRE B,

7 v MO E AW RER D& 5RER [14. (2)c.c-1, ¢-2] {BWT, 7
732 RU+G D Chax 13, 5 1 ETIEYLED Ty b TEP- 2D, KERE
WXV ZOETREA L, %5 3 EILIED Chax T T v kRO L TRIFRE OfE T
bol-, —F., KELE (C KO HI) TIXBEZFRMEENRD b, WTIho#
HRIZBWTH T v MZBT 2 KEBILKRD Crax 1TV VL0 EVEE R LT,

d. RafiZ:@ it
Tuy I FrOMERTEMORADER & LT, £ ORRWEICER RN
AL TWLAREMENS . bzl EYBIRICK T AR O—BRE LT,
7 v b U ROV E O TIREEEIEIZSOW TR BT,

d-1.5v b+ (HEEEOKE) O

SD 7 > ~ (—Hftf 3 VL) D4k 17 HiZ[phe-14C] 7’12 o I K% 125 mg/kg
RE TR O#EE L, 85 6 KO8 24 FE%IC MR 2 Eg . T, B %
K, BRER O ZRH L, BIEoMmiE, B, O, W6, & OV sz B E L
T, MRRSAR M OB IR E - 7 B akiBR s S0 STz,

KR PR R B R OV IR B 13 3R T9 IR E TV B,

BRI BT, 5 24 Kt OB RBIR 1L 6 FFFZICRIT HIRE LV &
3o Too BEVE ORBRR T O RE IR BE 1L, REAR A R & RIFRE X L v K<,
[ VERERR ~ D U RERE A T b GRELRR Hh I B /R AR I A TP R ) 13 0.4~0.8 TH > 7=,

B G- 6 FE % IC BV T, RHARMLE T o EEAHMIL G/D TH Y, FAKTIXGD
FOVHA, BIRMETIE ey Ry, G/D RO HA AEE L TR S, 24
RERIZ TV TSRV TS HI B3I L 7=, RO gL OV g, Mai. ek
28 BRI, M, R O T, 5 6 g oy I RUn,
24 FF I3 C v L L TRt an, (B 4)
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FRI0FIAIE PREFFZSTIERRBERFE/NEZER(B620) EH

& 19 HMBPBRAEREERVCREVEE (ug/s)

i il e s e |
SRERE | IR | G/D C H/T JK | faatke | L FRik
= n
RHA | 6% | 18.3 2.58 11.4 0.15 3.45 - - - 0.71
MAE | 24054 | 27.6 2.72 4.49 1.11 16.8 - - 0.76 1.71
RHA | 6WHE | 52.6 39.5 0.44 10.6 - - - - 2.05
JHFlige | 24 W% | 55.9 13.2 1.58 34.0 1.59 0.55 0.85 - 4.08
RHA | 6L | 31.7 20.4 1.86 6.32 - 0.11 - - 2.91
B | 24 EL | 59.2 7.22 12.2 24.4 2.10 2.77 1.10 - 9.47
6 % | 2.56 0.28 1.11 - 1.17
FEK
24 BFE% | 7.10 - 0.29 0.09 5.62 - 0.14 0.97

o 6 Ift% | 18.4 14.4 0.13 3.51 - - - - 0.37
| 4 | 22.3 5.60 - 14.2 0.97 0.06 0.38 - 1.09
FEVE | 6mfEE | 10.0 7.08 0.02 2.50 - - - - 0.42
2L | 4% | 16.3 2.94 - 10.6 0.98 - 0.19 - 1.51
FEVL | 6 MRS | 11.4 5.75 2.48 0.03 2.90 - - - 0.22
MAE | 2405 | 21.1 2.86 0.39 1.77 13.7 - 0.24 1.48 0.66
JEIE | 6mdRlZ | 11.1 7.26 - 2.61 - - - - 1.21
Dl | 24F58% | 15.3 2.51 - 11.0 0.46 - - - 1.36
FEVL | 6 ML | 9.96 6.84 - 2.33 - - - - 0.80
Jili | 24WEE | 13.2 2.25 - 9.35 0.79 - - - 0.82
BRIV | 6 ML | 14.2 10.6 0.07 3.30 0.02 - - - 0.18
JIFlige | 24 Mm% | 16.4 3.52 - 10.4 1.92 - - 0.02 0.59
FEVE | 6L | 9.45 6.58 - 2.11 0.10 - - - 0.66
BB | 24mEE | 15.5 2.24 9.52 1.79 0.19 0.25 0.04 1.51

a: Kigbfk (CROHIL OFZAT v fwfadik, - JlEsET,

d-2.5v b (HEEO#E) @

TryI RrOTy MR 5 eEEEERE [14. ()@ d. d-1] 128\ T,
REEN) I OVR V2 o i 8 Ci3AREM C L 0 HA OEIE 35 < sk iy
H/I L0 COEIENE D T Mk O pH XML VRN Z L5 TR,
pH OEWZ L > TZINHDORFMOFEDIEBNDBELTND O EHELEINT,
In vitro i RERIZ LV . KERILIK (C ONH/I) OEIED pH FAFICEF L T4
THZENHERINZ [14. @ a. a-3] 7=, ARBIL, MiET o pH OFE
W KRB OEIEG ZEET 2 BB CTHEM S iz,

SD 7 v b (—F#flE 3 P8) D4R 17 HiZ[phe-4Cl7'm v I K% 125 mglkg
RECTHHERO®%EG L, &5 6 KO 24 B4 1 ik 2 EREss ., ATIE. B, F
AREAE M R VR 2 i H LT, MRk AT S O [RE - 8 ek 3 S0 S 7z,
FHAD MEFHESREDO HTIZES L CTid, pH A L7aWG4E (pH 7.4) EFRFEL
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7554 (pH 4.8)

FRI0FIAIE FRIRFFHFZIERERS

li\ AR OFRER [14. (2)Q d. d—1] &3

(A3 TR AT S vz,
R S RE TR B M OB IR BE 133 80 ITRS N TV D
pH F3E % L 72V B IIAE K U5 #iR

i
i
St
il

= (562E) BHF

1T B B B B OB U T
IR CRRAE SN, — %, AT

2 Bt SR CHIHE T L7255 A1, ASE HID (BRERIK) 23 L TR
C (PABRM) 2388hnL . _ma@mm@mﬂ%aw RReH Z2atr) LIFIERLT
BIETHDZ EntEREINz, (B 4)
= 80 HEMPMEREEEERVOREMEE (ug/2)
ALY
. st | o o |
o MeEmE | R | GD | C HI | JK | stk |, L | K
RHAMAED | 602 | 16.3 10.2 3.20 1.73 0.33 0.86
(pH 7.4) | 2405 | 27.0 4.55 3.54 1.80 11.8 1.31 0.70 1.18 2.08
RHAMYE e | 6 HAEH% | 16.3 8.80 2.12 4.26 0.11 0.40 0.05 0.57
(pH 4.8) | 24W8% | 27.0 3.21 5.51 13.0 1.11 0.43 1.44 0.67 1.59
6 W% | 38.8 27.1 0.46 9.78 1.55
RIS o
24 WL | 52.2 10.4 1.46 34.2 0.96 1.85 3.34
6L | 22.9 13.6 1.57 6.07 1.62
B
R 24 W% | 49.9 5.12 12.8 23.6 0.94 1.61 0.91 4.94
6 HiE | 2.20
A e | 712
B 6L | 14.2 10.3 0.22 3.36 0.06 0.02 0.18
e AL | 21.4 3.59 15.8 1.00 0.17 0.12 0.75
(S5 4. 2.44 )
Bl 4ty 6 W% | 777 86 0.37 0.09
UL | 15.2 2.77 10.4 1.39 0.03 0.09 - 0.50
a: KEREIR (C KO HID) @mwa/m@/\ﬁ; b:pH %2 L, o pH dEH Y . - JEET.
| sthe R 72 < . TLC ECTONBERAR 4 @f_&b/\iﬁﬁﬁ“
d-3.5v b (RELOKRE) @
7y RrDTy MBI 2 EEEERE [14. (2)Q d. d-1, d-2] 25

W, 7w MBIRNOTFENFH C 2SRRI L2720, ARBRIL., RER
A5 28 C DT v MERNSEREMEZ T 5729
m)7/%(%ﬂ@S@)@ﬁ%1&qsaabMMd7m/ K% 125

? 5@?& é ﬂfk_o

mg/kg RETHMAZOEE L, &5 1, 2 X3 HOZNENHKE 6 L 24 B
MK 2 B L7284, K, BB ORI 2 H L. Mk oA e O
[FIE « &R K S 7z,

3 A G412 31T DRk O BEIR B e ORI IR 133k 81 12, T7m a3
R +G) KO DKk (CROVH) | OIRR~OBATRITE 82 1T -3 T
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

il

W5,

2 TOFEHREIF NI T 2R, B % OR P O U RETR S LI RHAR O 1.
HEFPIREE L 0 AKD o 7o, M, BEAE K OE e R O S REIR EEHERR I3JEIIL L TR 0 |
2 [B] 0% 3 [l 5 6 BRI R ISl RAEIZ 52 L7208 Lz, K OB 1
FRIRFEIZHIN U7, BRIRA~D RS RERATE (Br iR /R A rh R ) 1% 0.41
~0.62 TH-o7,

BEHA AR K OFK T o FEAAFIE HIL TH 0 | B OBE IR oo FEH
IZC ThoT,

A2 FERILEY (a2 R, CRUD) &4 2 FEXEER LILAEY (G,
H/I KO J/IK) 3FERERICENENE AL T 5720, [y I FU+GY
O DKEbR (CKROVHID) | OFNZENOEFHETHRE~OBITENRD L
Nz, ToRER, eI RU4+Gl OBATRICITE G BEE K ORI L - T
ELWEIZA bR o720y, KRR (C KO HD) | OBITRIL [To
VIR HG) OBITREID &L, BEICEmL, (B 4)

& 81 MBPRHEEERVCKEMEE (ug/e)

REY
i FR | TRy et SR fhH
"m siggs | Sk | o | C | HA | SR | ke | 00| s

T H

RHA | 6L | 34.8 3.28 4.94 0.25 11.9 5.48 0.94 4.40 3.55
MAE | 24 W% | 29.5 0.82 3.58 0.35 5.84 8.13 0.87 5.90 4.02

6 e | 13.2 0.56 0.00 0.73 9.51 1.97 0.00 0.28 0.10

A 24fR1% | 15.0 0.32 0.11 0.87 9.32 2.05 0.28 1.76 0.32
e 6 IfHl% | 32.0 4.91 0.18 19.7 2.73 1.17 0.09 0.89 2.33

24W#Z | 19.9 0.95 0.09 11.0 2.49 0.62 0.18 1.91 2.66
[ 6 e | 21.4 2.92 0.06 12.0 2.63 0.88 0.36 1.31 1.31

24FRI% | 15.7 0.48 0.16 7.63 2.82 0.90 0.40 1.86 1.44

a: KERALIR (C RO HT) D77 v U BRAGER,

#82 JOYs kU461 RU KEIEK (CRUH/D) | ORRE~ADBITE:®

LSRGl 1[A] 2 [] 3 [F]
BeOteibmngi | 6 MR | 24 etk | 6 MR | 24 MR | 6 MfHITR | 24 WA
7ayIRr+G | 031 0.11 0.24 0.18 0.36 0.15
R {KI?;I()C RO 0.59 0.86 0.88 1.03 1.20 1.69

a: BATER =R T o REE/ M T DR
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FHRI0FIAIE PREFEFZSIERRBIEZENZER(E

d-4. oY ¥ (HEEEAKE)
NZW 7 (—#EiE 3 PT) D4k 21 HiZ[phe-14Cl7' 2o I R % 125 mg/kg
RECTHHIRO#RG L, %5 2 KO 24 BRI 2 MK 2 BB L 7= %% . AFlE. .

FK, MEHE KON

ARz L, IR, M, g, B, sk OV iz £-

L C. A M O R E - 7 EalBR s 326 S vz,

KR P R e R B R OV IR B 13 3% 83 IR E TV B,

6 V2 DR FARRIZ 35 1T 2 B REIR B 1R O i S R X 0 AR < | R AR~
TFTRER AT (IR VT AR 8 /R A h R ) 13 0.0~0.3 TH -7z,
REHAMAE T O EEHIL JIK L OUKER{EE (C XKOHD) O vr v i
BIETHoTm, FRIBMETOFEERS T HI, C & HI D7V b BRI E IR

62[E]) &EF

W G/D THYH, W, BEEY LKOREFETOEERSIL, 7ry I Nk
PNCTholz, (HMH4)
& 83 HMHBHPHMHNERERUVKHMEE (ng/e)

i i e s e |

SRERE | IR | G/D C H/ JIK | fifhka e PRI

RHA | 2 W% | 39.5 4.08 ND 0.51 17.3 13.6 - 4.07

MAE | 240 | 2.25 0.05 ND - 0.91 0.56 - 0.73

RHA | 2WfHIE | 43.1 20.0 1.77 5.38 - 0.26 7.65 0.08 7.97
JFh | 24 W% | 3.78

REHA | 2 WfEE | 143 2.04 18.6 3.21 - 7.12 77.8 0.56 34.1
e | 24 BRI | 8.73

s 2 W% | 8.04 2.31 1.25 2.67 0.03 0.21 0.76 - 0.80

24 RS | 0.81 0.21 0.12 0.13 0.03 0.04 0.04 0.01 0.23

FEVE | 2mfHE | 2.48 0.95 0.03 1.10 0.08 - 0.11 0.01 0.20

DL | 24WiL | 0.36 0.11 0.02 0.08 0.03 0.02 0.02 0.01 0.07

FRE | 2mHRE | 2.26 0.01 0.49 ND 1.08 - 0.49 0.03 0.15

MAE | 24W5% | 0.51 ND - - - 0.36> | 0.15

FEVE | 2 WiEis | 4.63 2.20 0.07 1.61 0.20 0.05 0.15 - 0.36
Jlek | 24 5% | 0.71

a KERMEIR (C KO HI) ©7 7 o BIEER, b SR O RS EE DM o 72 DA R E
T& ol - JEET, ND S, 7 MR OB IR T H V FREEm b N
7Zolelod TLC I K 0B TE Ieipoiz,

d-5. %)L (EEEOK’E)
T =7 A ) (—EEE 3 IC) O4THE 54 HiZ[phe-14Cl7' 2 v I K% 125 mg/kg
RE CHEIRE OGS L, %5 6 KO 24 BRR% Ik 2508 L 7= 1% . AN, .

FK, MR O

7’»
—o

IRz L C, koA R MG RE - & ReliR DS £l & 1
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

RELR P RER B M OB IR BE 13 84 ITRSN TN D

WAVRIC 3515 2 HOHREIE 1 B D IUEHIEE 0 05 < . AR~ AR (7%

(i Ve rp i B IR AR I P 2 ) 1 0.2~0.3 TH o 7=,
RHAMAET CII I T r o I RN C YD 28, BB OBRIET
TEICT eI Ronmtiaing, (BF4)

& 84 MBTPMHERERVCKEMEE (ue/e)

= L K
Sk wane | ‘\ \\ e |
e | % G CKOD | KKOT H J fiika P FRik
REA | 68HH% | 5.53 | 1.41 | 0.686 | 0.841 | 0.118 | 0.069 | 0.064 | 0.369 | 0.026 | 1.95
M | 24m% | 3.69 | 1.07 | 0.201 | 0.408 | 0.019 | 0.013 | 0.014 | 0.059 | 0.040 | 1.87
RHA | 6% | 32.7 | 11.1 | 1.08 2.20 | 0.274 | 0.103 | 0.135 | 1.43 | 0.296 | 16.0
JFlge | 24msK% | 20.7 | 8.89 | 0.204 | 0.701 | 0.051 | 0.011 | 0.007 | 0.383 | 0.063 | 10.4
RHA | 6MfiH% | 30.0 | 897 | 3.23 3.98 | 0.535 | 0.192 | 0.260 | 1.04 | 0272 | 11.5
RN | 24FH% | 285 | 8.87 | 0.877 | 320 | 0.521 | 0.104 | 0.314 | 1.53 | 0.778 | 12.3
e 6 1A% | 2.63 | 1.46 | 0.293 | 0.327 | 0.020 | 0.006 | 0.00 | 0.003 | 0.011 | 0.520
24 W% | 2.34 | 1.36 | 0.061 | 0.230 | 0.009 | 0.00 | 0.001 | 0.003 | 0.008 | 0.672
i 6 A% | 2.19 | 1.30 | 0.194 | 0.286 | 0.007 | 0.00 0.00 0.00 0.00 | 0.408
24 WHH% | 2.564 | 1.44 | 0.065 | 0.260 | 0.009 | 0.001 | 0.001 | 0.016 | 0.002 | 0.747
" 6 % | 0.13
24 W% | 0.25
e 6 A% | 1.24 | 0.740 | 0.142 | 0.160 | 0.013 | 0.006 | 0.003 | 0.010 | 0.006 | 0.161
24 WHH% | 1.22 | 0.863 | 0.033 | 0.109 | 0.001 | 0.00 0.00 | 0.002 | 0.022 | 0.189
a: Kbtk (C XO'HN) D7 s v BaaiR, [ BERRENME . TLC SHricB8 Wy TR

ﬁi))o T T2 O D E 7% FEhii L 72 o T2,

Fy b UHFROCF L EANTT 1Y I R ORBEEEMEIZ OV TRET S 17z

[14. (2)@ d.d-1~d-5] R, WTHLOEHFEIZIBNTH

L
nie

RIS L VAR BIRA~ORESRERATR (I i B/ R M h s AE)

~0.6 THV ., R TEITHREEINTZD
H/I) Thoiz,

e T7a s I Ru+G) LOVKER{EIR (C LOYH/ID) OREILE HITRHED
BRREY L0 BIRETHER Lz, 7 v MZBWTIE,
RAE B H-1Z &0 AKERAL D g WL AP i FE S R IRF L8N L 72

I 5% FR R B A OB L7223

@ REMC OKEEE) DT

a3y Rooiyaheib (14. 2) @ d.d-1~d-5]
K OYNH/T) O & O

I [H
DLL;

ik A

X 7y Ro+G) ROUKER{LA (
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

a.] IZBWT, X3t C b7 v Fa X 1ElHERLI=ZZ2 86, A3 C o
BT ERA OB O W THFT ST,

a. REMCDOSY MHBITHETHIERER

SD 7 v b (—RfME 12 PC) DR 6~19 HICHEM C 23kl n (0. 62.5
F V125 mglkg IRE/H, WM . a—2 ) &5 L, BRI CHERLKE (£
%21 H) EOHE IS, HEREMICHOWTIX, 4£E#% 56 HETBEINT,

62.5 mg/kg AE/H UL EHRERHCRB VLT, BEWCIX. ARES OB, R
RO M OSERAEAS . VEE Tl a7 0 B IS HEVE B oD T PH A= 5l 2 ) I e oD e
MBIV, % 21~56 A OBIEETIE, AETRSREE 26T 2 EREY L ONE D
SEABEE DOBIMAZR D BTz, HER B DL 56 H OFIRICIB\W T, JRiE A,
B 5 R O B EAR o /N R OR FREDNFRD BTz, VLB I3 B % 5-
DEBITZRD BRI o T,

JRIE FROFBHMEEIZONWT, Kl 7o v I RooT v MBI 534 HE
PERER [12. ()] R OMEar MR (14, ) @ a. ] OfERE i (&
85) L7t A, FMHETHMARRE Ch-T=, (ZH4)

#8 TOVIFURUKBMCERSLESY MIBTS
FRETHROHEBAE (RRGIB/BREIR0)

e iﬁ’% . Sne Ry a4 C
37.5 14/122 AR F N
62.5 55/134 19/86
125 132/154 75184

b. REMCDS Y FHITIHEMENER U HEHHAER

SD 7 v b (—H#lf 1~3 L) | “C-FH C % 62.5 &1 125 mg/kg (KE T
HEEHIRR O 5. X1 125 O 250 mg/kg (RE CHEZ F#&45 LT, fhjE
FEHERS . A R O Z S W TR & vz,

Rt C 285 Lzt » MR D IMEPERYBIRERA T A — X 115 86
2, 5 8 FE#ZIC BT 2 PRI E TR 87 10, RO EHZ DR KLU
PR32 88 IT/RS TV D,

62.5 X1 125 mgkg AEOHETROKRG LT v MZBIT 2 MEEF D Chax
KONAUC 1%, 21 125 X% 250 mg/kg KREDOHETH F&RE LT v bD
Crnax X OVAUC & RI%ETH o7z, MBEFBIHEO EHEHESIZIHI THYH . £DIF
TAHE C. D KOVJ/IK BNRIE SN, RO TEENRH#DIZID KN J/K TH
D, 7y I ROPatiRIcB T2 7T n 7 7 AV EEIRRTH -T2, IR HE
M= 90%TAR L ETH o722 einh, ROEEG LI C OREBS DGE

4



FHRBEIAIE PRIRFEFEITERRRTEM

MOERINEND Z ENRShiz,
WFNORERICRENTH, G C o

mg/kg KEOHETRAKG LIZEAED C O

H. 5= 5.
etz

=RE~N=N

ZRER B

RENEER(

b

E ]

(AUC) 137233 K% 125
WCEET D Z ElX o728,

AR T C 22b HI ~DOIBERNEIPE Z 5 Z &6, KER{BE (C KT
H/I) ORENNAUC 2, 7ry I Frakb5 LTy FEeREW C &5 L
727 v FORMTHELZ (& 89) . TOMAR., R C KEHIZKIT 5 /KEL

KD Cpax X702 RUOFGREEFRIRE CH - 722, AUC 1FME - 72,

R 4)

%86 KBMCOMS v MTHTHMBREMBELN/ S A —4

P 501 #&0 BT
¥ 5 (mg/kg K E) 62.5 125 125 250
Cmax(ug/mL) 24.5 44.3 19.7 32.2
Tmax(hr) 8 8 8 8
AUC o4 (hr - pglg) 392 916
AUC o-72 (hr - pglg) 474 1,080
AUC o (hr - ugl/g) 483 1,090 410 939
TRl
# 81 E’ESBHMERICEITHAMBHRBYEE (ug/g)
&5 B ha REE | fli
G | mghghm | O Do B IR s |
. 62.5 2.13 6.72 7.92 2.91 3.26 1.54
125 4.55 6.72 21.2 4.88 6.76 0.23
& 125 1.78 3.72 9.63 1.78 1.84 0.93
F 250 1.00 5.22 17.5 3.32 3.41 1.78
# 88 REUZEDHME (YTAR)
e h5f (mg/kg (KH) 62.5 125
AR bR 3 PR #
e 5-1% 24 e 88.6 4.8 83.2 16.3
Be b4 72 FER 92.0 6.0 94.5 18.5
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

&89 JOUI RURUKEEILAC RU H/D DS v MMIH T HMmBEHEYEE
FHINS A —A

PR E Ty Rua R C
P 5% & 0 & 0 FF
# 5B (mg/kg R ) 37.5 62.5 125 62.5 125 125 250
Crmax(ug/mL) 8.24 10.4 22.4 12.3 25.8 11.4 18.5
Tmax(hr) 12 12 24 2 2 8 8
AUC o (hr - pglg) 282 365 653 179 481 191 410

ar T2 ET e Y P07y FEAWZEDERERE [14. 2 @b.b-1] b7,

® BEtHEtICE I+ EEE
S ENRERBR DRSS, M O KBRC IR K ORI EZER H Y | T
v b IR O KERC AR EE 28 i < #EFRF S v, SR EEARBWIT D VR BRI
D K RIK) Thor=2, 73RO /L TlmEdh oK ERENR T » b
W U TR , IR EEREWII IV v U B E IR TH -T2, ZOREEDER
K& LT, 707 BaafoBtdEtcEEZ D D 2 E /RS0
T by TR O LA T B BRI SRR A3 S X A7,

a. v b (HEEOKRS)

BN =—a— L& ALZSD 7 v b (—BME4PC) (2, [car-4C]7m v I R
> % 3.5 XX 62.5 mg/kg RE CHIAIRE O&E LT, IEHFHEmMERER A Fhii S h
7=,

Be5-4% 48 e D HH . JR L OEEHRPEIEERI3FR 90 12, REMIEE 91 IR &
TW5b,

5% 48 B 31T B I th R R IE 12% TAR~19%TAR T&H v i
FERFFWIIKEBILE (CKROHID) Oy a BaasERTH-T-, JRP~IZ
58.6%TAR~70.6%TAR BEt X v, EEREDIID LR CBEIK (D XTVI/K) T
Hotl-, (B 4)

& 90 I®RE®RASEREIDAET, REUVEPH#E (%TAR)

¥ 5 (mg/kg A ) 3.5 62.5
[ilEbas 12.0 19.3

SR 70.6 58.6

£ 10.1 6.7

T—H A 2.6 7.1
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FRI0EIAIE FRIFFFHFSIERE

WH
il

= (562E) BHF

#®91 EBE®%ABFETELONIELY. RERUVESROKHY (%TAR)
#e 5 B (mg/kg A HE) 3.5 62.5
B JIEH SR £ REH- bR £
A= N - - 4.4 - - 3.8
C 1.3 1.1
D 36.9 0.2 28.4 0.1
H/T 2.4 3.0
JIK 0.4 25.0 0.5 20.9
KEEALAR(C KOV H/D)
DAY e A 11.6 3.7 18.8 4.0
KA EEFT 2.5 2.4
Fh 7 - - 4.2 1.6
- AERT,
b. oYX (HEEOKE)
JHE N = a— L&A L7z NZW U3 (Bl 1 P8) 12, [car-14Cl7’m v 2

N> % 125 mg/kg (RHE THERE O# G LT, JE7T b oEEER s i S vz,
Febi% 48 RO, REOFEPHRfEIIER 92 (12, 5B oM@k

93 [T/IrENLTWV D
& 5-1% 48 H%%F‘ﬁ B2 AL ORFPHEIERIZFNE 1.15%TAR KO

24.2 %TAR TH V| A K OIRH O FEAREHEIKIRLE (C LT HI) o7
su BRaRThoTe, (R 4)

x92 ®RE®RASEREOBET, REVEPH#E (KTAR)

¥ 5 (mg/kg A ) 125
[ilEba 1.15

SR 24.2

£ 3.48
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£93 BERABBEITEHELONIES. R, ERWHIELERAETYHOKHEY (WTAR)

FR30FEIAIE HRIRFEZ

A
=

TIRERM

2RENEER(

¥ 5 (mg/kg A ) 125
e . . THALE OIS
AR AR PR # N
A= A 0.004 0.026 0.097 1.14
G 0.004 0.025 0.005 0.004
D KO C 0.028 2.20 1.32 0.003
K KO 0.019 0.511 0.038 0.00
H 0.009 0.036 0.023 0.001
J 0.015 1.36 0.040 0.00
7@?2{!:{4:(0 RO HIDO 1.06 20.0 0.275 0.002
7T a AR
RIEEGFT 0.00 0.00 0.00 0.00
Eili[aRYz i 1.69 0.183

-l @ﬁﬁiﬁbo

c. YL (EEEOKRE)
MHEH=—a—VEEALEZD=7 AP (—#EME1P8) (2,

[car-4C] 7w o 3

N 7% 125 mg/kg (A THEIRE O# G LT, JHyT hamaliRms 54 S e,
Behitt 48 KR O, REOFEPIRIERITER 94 12, FREHH OEITER

95 |T/RE LTV A,

b

E ]

B 5% 48 FrfIC BT D K R P HE R IXZ L Z 1L 6.0%TAR &Y
15.5%TAR Toh v . JEH K OURF O FEA GG TR (C XONH/I) D7 v

7o e R TH o7,

F94 I5RABBROET, REVEDH#E (KTAR)

(%R 4)

P 5 B (mg/kg (K H) 125
ARV 5.97

SR 15.5

3 0.09
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FR30FEIAIE HRIRFEZ

TIRERM

=

FENRER(

£95 BERABBEITEHELONILES. R, ERWHIELERNETYHOKHEY (WTAR)

62[E]) &EF

5B (mg/kg /A E) 125
e s . EHA=AON )]
v fEH SR £ N
A= NV 0.026 0.010 0.001 46.7
G 0.013 0.024 0.00 0.137
D kO C 0.099 1.06 0.016 0.099
KKEKOT 0.037 0.110 0.001 0.052
H 0.039 0.041 0.00 0.024
dJ 0.066 0.381 0.001 0.024
KEELAR(C KON HID D
Ly A 5.69 13.8 0.003 0.061
ARIFEARFT 0.00 0.00 0.00 0.113
AR TE - - 0.062 6.03
-caEAHZR L,

7 v by U XROV L2 OB R OFE R, 7 v h T X ROY
A U TR PR @D 2 L DR STz, JKBRIGIR D 7 v 7 o g SR
7y PO T TRHEEO LI, VHFROF A TIHRPICEZ B S,

® ErADNE
ETTAEA OO X2 BRI, T r v I RroKBbE (C RO H/I) OfE
HHEEOREZEIZE S b D EEB X BT, B NOREMHIZOWNWTELET L7720,
b & EREWY OEKYENRE A i3 5 —#H O RBR R FEhE S v,

a. 7OV FUORUREY C O S BRIZHITS in vitroREEER

AR TIX, SD 7 v b (M) . NZW ¥ () . h=r 1% () K&
e ;b () O SO mi4ya VT, a3 RUoKEELE O C O
EIZ X B AEERNTOEBEN LR S T,

[phe-14Cl7' v I R T UC-R C EIFS9 % v 37 ZiRFn L CilRl L 7=
SISk % 37°C T 60 il A > = _X— kN LT, BUSERF O % [F7E - &
B L. B OAEREIA ) SEERIEMENEH Sz,

Fw b, UHX, VLKL FOAF S BISICRBIT ST uy I Rrokigb
UMY C OFRLDOBERTEME DI IIE 96 I RSN TWVWD, FYav I RroK
PALEERTEMEIX Y X0 b E < A K FTIEEAEN T XD 50% MK Y
60%. 7 v FTIZEHIEL, VXD 16%ThH-o7=, i C OfibizkiT
LERERIEMEII AR R L E L U EF RO F TIEENENT LD 81% &L TN 40%,
Z v R TIEH LD 3% EMOFE L ik L THEFEICTR» -T2, ZNHDZ b,
Ty hEHELT, X, AL bTiE, 7Tev I RUOEORGE C 2N L
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

DS RFSND ZLarmsihiz, (B 4)

F96 Svb, VYF FLERUVE FOFSIBERCETSHTOL T FODKEEL
B UOREY C OBEDEERFMDOLE (60 24 vFa~—232)

T 1% #15 E(hmol/min/mg protein)

el 7 vk ¥ L E R
7uvi I RroKEl 0.0098 0.0607 0.0304 0.0364
R C DOmE{k 0.001 0.0264 0.0326 0.0129

b. 7AY S FoOE FFHBRICE TS /in vitro KBIERER

Ta I RrOT b, U ROV ILE AW in vivo (CEREER [14. 2B
b. b-1~b-3] 2\ T, KL (C KLU HI) D7V v EBEEAEP KRS
iz, B MZBWTH ZORAERNPAERT DML ONICT 572010, 4
o v N2 A= in vitro fGEERER N it S 7=,

[phe-14Cl7' v v I RuZ b MFMBERICEIN L G L 7= G % 37C
T 46 KA > F 2X— N LT, O shnitboini,

ZOFER, KERbE (C KOHN) 77 o fglaisnmtish, v~
BWTH 7 r Y RAIKBILAE (CLXOHITD OFL7 v s Baa RIS
nNbHZENRBINT, (B 4)

c. 7OV FUDXASITORIZEITIRREVERHMEAER

b MFfilax 2 7~ 7 A KOS~ 2 (uPA-/-SCID)  (—#E#E 4 PU) (2,
[phe-14C]7"'m > I K% 37.5 mglkg (RE CHAERR O # 5 LT, SR OFEE ki
R OREHZ W T gt & iz,

F AT~ AR DR LOFEPHEMERTE 97 12, JRLOFEPHDITE 98
RS NTND,

WTHNO~ T AZEBWN T H RGO REIZ ISR I HE S, PEt 2 — iz
PR AT bR ole, REVCERICHREI N7 m I FUAHMENTH
D, FERBITRELOED L S HLR VK (D KOJK) ROKELE (C
NOHIT) O V7 a BlaakTholz, ¥ATUARATEHME~T ALY J
NI a A EN S ER L, IRPICHEt S D 2 EBRTRB ST, (B 4)
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FER0EIAIR FRIRBEEESTEERENESEE
FI9T XASITORIZEITAHAREVEDHEMSE (YTAR)
. _ Xt~ A FATT TR
PR B
ARHER R L] = % = m
e 5.1% 24 BRRH 65.1 17.4 59.0 21.5
5% 72 FFiE 75.7 19.5 73.3 24.2

a: b MHME~OBEERIT 72.5%~91.5%,
b VR E T,

INRER(

b

E ]

RKI FASTIRIIETEHERER T2 BHRORIVEFLHEY (WTAR)

bR #
R - - N -
xR~ X FRATTTRA xR~ 2 AT A
A= AN 1.38 0.05 0.84 1.84
D 33.8 21.4 6.04 4.60
H/1 2.51 1.61 0.63 0.62
J/IK 25.6 12.3 3.44 2.64
VA= 2 N 7.12 35.3 2.09 7.46
ZDfth, 5.29 2.66 3.55 3.79
Fh 7 2.85 3.29

a: KERALIE (C RO HD) D77 v A BRAEER

d. 7AYE FYDFX A5 RIZET HEH PHE#ERER
R =2 — VLA ALZE PIFTMEF XTI 2K THR~ T R

(uPA-/-SCID)

H[ERE OG- LT, ARy Rt e OMR

(—®EHE 2 J8) 12, [phe-Cl7 1o 2 R % 37.5 mg/kg KE T
BHHZ DWW TG S vz,

FA T2 RIET H55% 48 B O R &K O FE P PR ERIT R 99 12, &%
5% 48 WfE] O JEIT K OR HAEMIEE 100 ITRSh TV 5%,
WTNDO~ T AZBN T B EZEAAEIIKIL IR D 70 7 v RIS
KThoTe, RIPEERBEWIL, R~ ZATEII VR RE D RO JIK) T
b, FATZTACBWTHR UG AY = PR SNTN, FATVTA

BT D EEAFYIIKRER LA (CKLOHI) OV 7a s ERThoT-,

Z OREERDNEH ~O RS (JHA-HEt SRR P EEEER) (X, X~ T 2T 2.1
(10.4/5.0) . ¥ AT~ AT 0.22 (2.85/12.9) THVH ., ¥ AT~ A TILXR
~ T AD 110 FRETH -7,

(&M 4)
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FRI0EIAIE FRIFFFHFSIERE

*m#
ﬂh-
[y
e
:#
o
il

&K FASTIORICEITEEE® IS FHREOEA. RERUVEHHERIE (hTAR)

ok X~ o A FATwT R
BV 21.3 5.7
SR 27.5 17.5
% 2.5 1.9
T — 77 A 33.0 65.1

= (562E) BHF

b AT ~OEHRIL 70.4%~77.8%.

RI100 FASIVRICETSEE5R B HROREVERKEY WTAR)

Rt _ LN - I
X R~ 2 ATV A X~ 2 ATV A
A= AN 0.40 0.21 1.14 0.06
D 2.59 0.30 9.90 1.80
H/ 0.65 0.17 0.55 0.18
J/IK 3.69 0.64 9.37 1.45
TV CERRAIR 2 10.4 2.85 5.06 12.9
Z Dth, 3.55 1.53 1.48 1.08

a: KERLIR (CKROVHID) O7 V7 v ik
e. 7’ AV RVRUKREMCD in vitrol$s iRy A HER

b (A A, M) WoicHEo SD 7 v b, NZW RN =7 4 %
/u@mﬂﬁc:\ [phe-14C] 7' 1 X Ko T UC-R#H# C % 1. 3, 10 2O 30 pug/mL
OYEFEETIRML T, MIEH T FESMEIZ DWW TRE S L7z,

Ta I RUOmMBES R TFESRITHNTORICE N T EEE (92%~
98%) Th -7, i C DOt MHESX R T FEEFRIIMOEBMEL Y &<, R)
BRIZEEIC) b 72 < 1F E (F91%) Tholz, oEMFECIx, miEFo
R#E C DREE N E < 7262.’) \_“Dﬂfﬁté\é HMETF L, (BH4)

HERF O 72O O3EYERERER [14. ()@ b.b-1~b-3. ® c] IZBT D RHFR
W g (£ 101) 95 &, FERBEWILT v S TEI AR /@EJZIK (D, G KW
JIK) ThHo=OIZx LT, & MFMlax A 7~ 7 A TR ULV L L FEREC
KEEIEAA (C R OHA) D770 V@E?@A{JK@S&DE)*'A%§§75>07”:O

F7o. MHHHEEER [14. Q0 ® a~c, ® d] 2B 2 KBRILIED 7 V7 v g
A RO L OYR P HEI SR % g (3% 102) Té’)k\ Z v IR HE
A, BIHFEERT 5 2 kf“mltljﬁi%f#ﬁ§%<%&ﬁéhé@ W2kt LT, b R ATAERE
AT T ATIEU X ROV L EFRRICEIZRPICHEf SN D 728 10 DITIERN
MBIERT D Z LRI,
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= (562E) BHF

)Im#
ﬂh-
Y
e
:#
o
il

FRI0EIAIE FRIFFFHFSIERE

& 101 FREPKBYOLLE (BIYNKRSTEEIZX T H%)

EL7NE 7w b AV W% XATVTRA
¥ 5 & (mg/kg K E) 125 125 125 37.5
AR B e 5-4% A8WREI] | $¢ 514 A8 IRFH] | e 5514 T2 E[H] | £ 5-1% 72 IRFfH]
TR EERD, G LU J/K) 81 10.6 18.3 46.0
JKEEEAAR(C J O H/T) 7.5 - 1.6 2.2
KERALIRD 7 v 7 v i AR 8.1 89.4 79.4 48.2
ZDfth, 3.0 0 0.9 3.7
SRR ERT,

& 102 KEEEAEDY LY O BIEESEDETRUTRBPH#EDLE (YTAR)

BT 7 v b X V% XAT2 A
B 5 B (mg/kg A ) 62.5 125 125 37.5
AUBFE HURFH] e G% 48 I | & 5-1% 48 IffH] | 2 5-1% 48 IffH] | Iz 514 48 IRFfH]
RET Fh R 18.8 1.06 5.69 2.85
PR P 4.0 20.0 13.8 12.9
JEYF Hr Bttt 32/ bR Hp R = 4.7 0.05 0.41 0.22
<MEEMRFHBROFE &>

LLEDORZEREBROFE R, RO &5 Rt AxfEohiz, O7 vy I Frokig
BEIZLY . BFEAGEHW TH LKREE (C O H/I) OmiEhiill g1 2 s
DERO BV, Ty P TIEY /T L TRIRE THER Lz, O CiX7 v bk
WTT 1 X R & [RBRICAT P A= FiE 5 ] R o el M OVRIE TR Z Ak L7z, B
IKBRALR DRV PR TR O M HREZ KB L, 7 v MCBWTHRETH
2Tz, @KEBRILIED 7V 7 v VR EEROPHHIIEEN G, T v FTIEEICH
HHICHRtE S 72 DICR LT, v, A kO e MiF#lask 2 7~ 0 2 TI3HEE
RITEITRPICHRE S L, WODTENNDIER LT, bl b, Ty b
TIIKBRAL D MAE R E D GIEERICE D m RS 2 e, BEDO TS
BN THDH T LR ENT,
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

M. BmRRECENE

BRI ETT-ER A2 AN T, B (a3 Ro) O E AN 4 £ L
7=

UC TR L= vy FrafnieT v NoOBEMENEMRBR O R, HEkk
NG INz7 s I RUOOWRINERT, #5% 168 R TERHAETIIA 2R &b
80.9%., mHETIIV2 &b 62.9%EHEE STz, MFE~D0A0 K OVERIT RS
3T, FEE OB BT 2 BIAIEERD oo T2, PRt ESC) T, EIZRP
(CHEE S AL, AR B GRECIIR 5% 24 BRI T 80%TAR &S~ S -,
R FEFENRBIDII AR BEE (D, J KO K) Thotz, —h., vIHF, ik
e MFfEx A 7~ 0 2280 TiE, KEgbE (CROHID) o7 vy a g
EEDPIRP EE B Th o T2,

UC TIER L7 7 v v X Rz AW EmIERNEm R ORE R, EL AR EIC
B2 EERESITT0 I FoTh v, 10%TRR Z# 2 2 RIS 5 nen
S77,

Ta v Freairdgiba & LT BR ORI, e REREE I 20> A
(RF) D 17.6 mglkg THH 7=,

FREFMERBAER NS, 7 a v I RUBRGIC I 2REIE, EIChE CNEER.OE
JEAIRAERSE) M OVEE (MRS RS [Z38 0 b, BnmtEiEido b
N T,

N AMERBRICI N T, 7 v b CREEFIRIE DR A MR b, %
AR REEBROFER, ey I U AR ~OfEEMEE A L, LA /LE S DOR
s (LH o) Z2&ET 2 2 EAHLMCS,. LH ORI X 0
HEMIEN BB LT 8B 2 6T, £o., i~ 7 A CTHFERIEO 38 A58 B O HE e
F23FRD HAVTZ A, BB ORAEMFILEREEIC L2 O & 138 2 <, b
FOREARETDHZEIIARETH L EE LT,

BHERER K O A FERBRICBWT, 7 v FOBERBEICHT v Fae 7 AERIC
KoL LB D HMERR O (NLPAGHZSE M BRBEOMHE, JRiE FRS) 2
RO DIV EOBFERNPET Lz, L L, 7 v MIJRIE FTRIEILT 5 125 mg/kg
HE/AZ 7YX RO VOB AL LIEGE. U RO L olEIR
(B OFT RIZA b2 hr o Te, FEBGFABOM R, 7> P TIIEEMHY TH
D KBAGAR D M S h IR FE S IGATIEER IC L W @< SN D Z &3, MED -5 H
RICTHDHZ EDRBEINT,

FREREBE RO | BEY T OB ZME 2 7 v X K (BULEH DO H)
ERRE LT,

K RAMAR B O FEAM RS S M OV RRBRIC 301 B MM B 13 3% 103 12, AR O &% 5
HIZLVEEEND B DN EEREREIIR 104 ITRITW5,

BRMEEFEERIT, FRBTHONZEHEEED S LR/IMAILT v b & W%
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

AFMRBROD 3.5 mgkg KH/AH ThoT-Z b, TRERILE LT, Zo%iK
100 TR L 7= 0.035 mg/kg {AE/H % — HEEGFFARE (ADD) Li%E L7,

7r Yy RUOHEERROKRGEIC LY AT D REMED & 2 BB x4 2
RO D biR/MEIL, 7 v b EAWERAERERBROO 8.5 mg/kg (AE/HTH Y |
O BT T RIT R EMM ICF R BN A D L WHEICE T 2 R R O A 5iE 22
EMEEERE CH o722 & D IE XUTERE L TV D A[REE D & 5 &ethic k45
AMSEAE (ARfD) X, ZHAMRILE LT, L2455 100 T L7 0.035 mg/kg
RELHRE Lz, /2. —ROEMICK LTI, 7 v &AW =2tk
O~ 7 A% T — RSB O EME A TH D 30 mg/kg (KB ZARLE LT,

AR5 100 T L 7= 0.3 mg/kg KE 4 ARfD & &% L7=,

ADI 0.035 mg/kg 1K/ H
(ADI B EARALE ) AT MERERO
(B FE) 7 vk
(H51FH)) R 6~19 H
(B 5-J71%) SRR 1
(e T 1 ) 3.5 mg/kg KHE/H
(2R 100

ARfD 0.3 mg/kg 1K

XX D
(ARfD & EMRIWELID)  StErhit R
(B FE) 7 vk
(1) Hi[A]
(B 5-J71%) SRR 1
(ARfD B ERIWELIQ)  — M 3EHEER
(B FE) <7
(H11H) Hi[A]
(B 5-J71%) SR E 1
(e T ) 30 mg/kg AHE
(2R 100
ARfD 0.035 mg/kg 1K HE

AT SUFHEHR L TW D FTREVED & % &Mk

(ARfD & ERILE K
(EhTE)

AT RO
7 v b
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FHRI0FIAIE PREFEFZSIERRBIEZENZER(E

(H1HD)

(Fe5-771k%)
(Mg &)
(2750

5z T 5,

<BE>

<JMPR, 2007 4>

ADI

(ADI B EARALE )
(B FE)
(H51FH))
(B 5-J71%)
(e T 1 )
(2R

ARED
(ARfD & ERILE K
(i TE)

(A1)

(Fe5-771k%)
(Mg &)
(L2750

<ZM, 2004 >
ADI

(ADI & EARBLE 1)
(EhTE)
(H1RD)
(Fe5-771k%)
(Mg &)
(2750

ARED

1R 6~19 H
SR E 1

3.5 mg/kg AHE/H
100

FBEITOWTIL, SR R A B £ 2 Tl EEEIEO FLE L 217 5 BRICHERT
e

0.1 mg/kg {KE/H
F A MR

7 v b

1R 6~19 H
SRR 1

12.5 mg/kg A/ H
100

0.1 mg/kg K&
FA MR

7 v b

1R 6~19 H
SRR 1

12.5 mg/kg 1A/ H
100

0.03 mg/kg A=/ H
oA

7k

1 AR

G H

2.5 mg/kg fAE/H
100

0.03 mg/kg AT
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ER30EIAIR hRIFIERE

(ARfD & EARILE K
(EWid)

(H1RD)

(Fe5-771k%)
(Mg &)
(2750

<EU, 2006 4>
ADI

(ADI B ERAE L)
(B F)
(1))
(B 5-J71%)
(e T 1 )
(250

ARED
(ARfD & ERILE K
(i TE)
(A1)
(Fe5-771k%)
(Mg &)
(L2750

<EPA. 2005 >
XIT HFE IR DFHM, ERBRERR L,
cRfD. aRfD
(cRfD. aRfD
2,
(EhFd)
)
&5 1k)
e )
AR

AR EARILE

(
(
(4
(

87

F A MR
7k

iR 6~19 H
SRR

3.5 mg/kg AHE/H
100

0.025 mg/kg 1K/ H
oA

7w b

2 AR

JREH

2.5 mg/kg fAE/H
100

0.035 mg/kg K

FA MR
7k

iR 6~19 H
SRR

3.5 mg/kg AHE/H
100

0.035
A T MR
7w b

iR 6~19 H
SR %

3.5 mg/kg {AHE/H
100

(M 5~7, 18)

= (562E) BHF



& 103 &R D

ERI0FEIAIH FRRERESTEEREERSERNEEL(

THERERRUESHRICE TORBEESF

MR (mg/kg (AE/H)

B} BhHE
e B B
(mg/kg RE/H) R A T B A =
mg/kg JMPR EU RMELEEES (FLZE S 4)
Z vk 0,150, 500, 1,500 ppm 25 HE : 24.7 HE 24,7
I : 29.3 I : 29.3
GE?EE PR S
., EE% I:0.76.247.759 HE - RECEININEISE ) ME  AESIN0H], AT
mERUR 1 - 0.87.29.3.87.3 W - AR e R N
W - PR EH NP
0.100. 300, 1,000, 2,000 M 14 4.6 HE : 14.0 HE : 14.0
ppm FENAM 14 M 17.9 e 17.9
2 4E Mt 0.46.14.476.969 | =M AREEINNE], | FFERE. REELRANADGE | MERE - DEEFOLPERTA | MERE o NIE SRR
BPETEME, | i 0.6..179.61.121 IR TRk Ja i 2 e A A
FEH AME FED A RS ELRETR
PEAFER i Cle B i3 Aem e fiek) Cle B i3 Aem o fiek) Ch B 150 F4m i k)
0.100. 300. 1,000, 2,000 1 - 43.4 - 43.4
ppm M - 16.8 I : 16.8
2 M £ 0,4.36,12.6.43.4.869 M - RS BRI MAC R AL | M RS SR AR R
FHMAME | M 0.5.3.168.55.4.118 & &
BV BHE < A AT K A% BHE < M AR A
Cles B i3 Aem o ek Chs B 150 M i k)
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ERI0FEIAIH FRREREZSTEEERSER/NEES (F62EH) EF

MR (mg/kg (AE/H)

- B
W AR (mg/kg (KH/H) JMPR EU B EEEBR %%
(REPE)
0.50.,250, 750 ppm BEhy - 17 2.5 (50 ppm) HiEhy Bahy, Wy
IREh ;3 Pl:5.12 PME:27.0 | Plf:25.7 Pift:27.0
PHE:0.512.257.770 | FOHAE 1 17 Fiffi:4.81 Fulf:25.7 | Fifff:24.1 Fuifff:25.7
Pt - 0.5.35.270.797 Foiff:4.562 Folff:24.3 | F2/f:22.7 Folf:24.3
Fuf : 0,481,241, 732 B
F1ﬁkEO\519\257\778 %ﬁ@]% : ﬁiiﬁ_i%‘ﬁﬂ?fﬂﬁ?ﬂ Lﬁ%ﬁ% : H?&U%%E P Z\ﬁ :5.12 PLH?E :5.35 ﬁ@lﬁ'@
1t FA A= 51f 2 i R B BHERE FiD P A 5
[0.3.17.50 ]2 BHERE  REOBIRRIK | A, R EENRIN, AT | PRE:25.7 P 27.0
9 i fk T SR S Fi/d:24.1 FifE:25.7
N, Folff:22.7 TFoltff:24.3 | (DI AFHEREE | F1
. D BFE AR T)
BEW

T - RSB R N
M - P EH N i S
REh)

e - RSB RIS
M T E RN

(MDA EF R . Ty
HEDBEFEHRIKT)
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FREI0EIAIA FRREFZSTEERRBEEFNE
e MR (mg/kg (AE/H)
@ FE B B
(mg/kg FAE/A) e T B E
mg/kg JMPR EU BREEERE (PR
0.2.5.12.5.37.5 BlEhy. R - 12.5 BEhy, RE - 12.5 | HE, HE - 125
BlEhy . (RE I BlE BEwy
Ko OB AH B () M BEERNRAK T 1 BERSRIKT
1 AR IREM - JRIE TR, K lﬂﬁ A EE B TN ) A5 ﬁkﬁ AR ER HE N ) 4%
R HAEE R N REhY - (REEEINENE] | VEEN o RE RN
% %
SERED) JRiE T
0.30.100. 300 FAEFME © 300 BE#w. kIR . 300 ISTLY/N 300
mIEAT R L RE ., IRIE KE, RIE
AT AT R L mIEAT R L
(BFEEIIERD B (JEZFTEIEIIERD B (BHFEIEIIERD B
720 720 720N
0.3.5.12.5.125.500 | RE{&AFME : 12.5 3.5 l@w@ 12 5 B# . 12.5
AN 12,5 fEI BT - FEA 0 125
REEhY - (REEHINENE] | BRIR c JRE TR, LM | REEMY o (REEEEAI0ENE] | REEM o (REEHS NN
FEEFME K OB AR &k AEFHZS L R G . | %
REBRO FaUR - FLPRARGHZSE R | FEEREENE, (REEMER BEUE - ALPHAESEZSERT | ARV - AP AERE 2= M
P B A B A A P P A

HETL U B - SRt
TR
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ERI0FEIAIH FRREREZSTEEERSER/NEES (F62EH) EF

MR (mg/kg (AE/H)

- b5
W AR (mg/kg (KH/H) JMPR EU B EEEBR %%
=523
< 7R 0.50, 150, 500 ppm 22 I . 70.5 HE - 70.5
?E?”SE it - 83.5 I - 835
o ) e NEETL LR T
TR | (EIOTIRELTS HEH : BRI AL | MERE - BRERTRA L
0. 100, 500, 2,500, 10,000 | 19.6 i 19.6
90 H ppm M 71
ilv=ts HE - 9P 28 (e [ 2 5T)
O UK+ /IR
Jra R
0.50. 150, 500 ppm 20 I 20.1 M+ 20.1
6 /A I - 82.5 i - 82.5
iﬁ}ﬁfﬁﬁ - 0.65.20.1.72 R
e %;0‘7'2‘5 P e R S5 e REEIER
T W mERT R L M FMEET R L
6 7> Al 0.10,30.100.300 ppm | 4k : 37 HE: 42.8 . 42.8
[ikstin
BEVERIR | .0, 14 419,149 408 | M FEPETRLZ2 L e BT L | B ARERTRZR L
@ [ :0.1.1.36.11.37]2
0.30,100.300,1,000ppm | 7 : 15 M : 15.3 I : 15.3
FHMANE : 46 M - 64.5 M - 64.5
2 4 4 :0.4.6,15.3.45.8,153 . " \\ " ‘\
. FEDANE - T AE R BN BN
FEM A e
(For 3B (M), P27 () ‘ )
FE SRR AL AR BN | GRS AMEITFE D B
ri) (1) 72\0N)
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FREI0EIAIA FRREFZSTEERRBEEFNE

B4 (FE62m) B

MR (mg/kg (AE/H)

. e &
iy R %
(mg/kg K5/ H) JMPR EU EhEEEES WH%
(BRI EY)
0.30. 100, 300, 1,000 ppm MERE - 4.5 MEHE - 4.5
T RSB HE - RS
0.45.15.45.150 i - AR O R | 0 - R B O R
18 22A R (a5l 9 s EEp
FEH M a
AR B AMEERD BAL | A MRS Bh
720) 720N
A S BN | 0,380,150, 750, 1,000 FHEFME 1,000 ST LY/ AN RE, eI -
R sE#NE - 750 1,000 1,000
BB - BT R L R, MR BT | REM. BRI AT
B VE - e oy BBk 7L el
(fEHREITRD B (Ba TR b | (EFEHEITRD DR
720N 720N 720N
q X 6 7 1 0.20, 100, 500 100 #HERE - 100 R 100
[iksYi
. M, R, ALP #5800 MR - Mg ALP S9N | MERE - g, ALP #5900
ﬁ‘;‘:’l‘ﬁiﬁi%ﬁ K A
% %
14¢p9 | 0.20.100,500 HiERE - 500 HERE 500
&Pk B B
SR WERE - FEPEAT R L WERE - FEPERT Rz L
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ERI0FEIAIH FRIREBEBEZSTIEERENRSEE/NEZES (F62[0) BEH

e MR (mg/kg (AE/H)
YR B - %
(mg/kg K5/ H) JMPR EU EhEEEES " z%
(2 3EPDER)
0.50, 150,500 ppm - 18.5 HE . 18.5
2 4FEfH M 16.6 M : 16.6
BHERIE | K:0.18.5.36.185 _ e
2k ER e - 0.1.83.5.35. 166 MERE - FEPERT R L WERE - FEMERT R L
NOAEL : 12.5 NOAEL : 2.5 NOAEL : 3.5 NOAEL : 12.5
ADI SF : 100 SF : 100 SF : 100 SF : 100
ADI: 0.1 ADI : 0.025 ADI : 0.035 ADI : 0.12
5 . : SHES | S | : REE | 5w R L Y L8
ADI 2572 MLz EL 7 v b 2 HAREGERER | 7 v b 2 HUEGERER | T v MREAEMERR Z v M RA IR

7 v b 1 EREGEER

ADI : — H#EREFA &

1) :
2)
3)

/

MR, REEET
: JMPR & BHIFEH S 41TV D ELE,
L CHRICHE S S SEMED B RO - AR RE (BR9)
D FLER L

NOAEL : #5tt&E SF : ZefRE
R b BT RS 2R L,
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FR30FEIAIE HRIRFEZ

b

INEBRR(E

g
H.
o
e
¥t
nvlj-
b
e

it

F104-1 BHEROKREZICKVETIEEZIONIEHEES
(—fkn&EH)
B MEIEE N RS R EREIC
BT FENi (melke A T) BT A5 RikA 2 h D
B8 (mg/kg AR H)
100, 500, 1,000, 2,500, | MEmE - —
5,000, 7,500, 10,000
s R © 54T SR
SRR 0. 1,000. 1,500, 2,000, | M : 2,860
T 2,860. 3,850, 5,000
MERE RS GEEN T M ORI (e
0. 10, 30. 200 MERHE - 30
SRR TR
R MERE - B EB R, ATERIERIKT, &
A EBLTE
0. 100, 300, 1,000 | : —
HE o X ADEAG, ERERS KON B
— SRR EQE ST
(FPAX#REER) | 0. 30, 100, 300 MEME 30
MERE - FER T, BREENMK T, S
I 5 Mo O e 28388 oD B
<7 A
100, 500. 1,000, 2,500, | M : 100
3,750, 5,000. 7,500,
10,000 WERE - PEOR(RAE . A RIEENE N R OB T
B %
SHERAERUER 0. 500, 1,000, 2,500, | M : 500
5,000
MERE B ASEENMK T, ST & O
et
NOAEL : 30
ARfD SF : 100
ARfD : 0.3
b e LPERR AR (T v k)
ARSD 5% EARMLE £} EEER (= 2)

ADI : — HERGEFA &
— ﬁ{

SF : Z4f%% NOAEL : #E &
ERE PR B ST N E R DRIE TE R0 T,

VBRI TR N EEETRO b e R R mET RE 2R L,
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ERR0FEIAIH HRIRIEBE

BEITERRBERENERS

F104-2 BEREBEOABRSFICEIVETHEZEZAONLEURESF
(BEIRXITIEIR L T L\é‘Iﬁ‘E'IiOD 5) %)it'li)

= (562E) BHF

B R (el fﬁ/a) Fﬁﬁﬁ”éi/ MW/I
g8 (mg/kg {KE/H)
LNH .
. F PSR ER 0. 3.5, 12.5, 125, 500 | kg2 : 3.5
@ WRUR + I AR
NOAEL : 3.5
ARfD SF : 100
ARfD : 0.035
ARSD 5% EARMLE £} 7 v FREAFENRRO

ARfD : G¥ES & SF:
1) : %/J\
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FHRBEIAIE PRIRFEFEITERRRTEM

<BURE 1 - A o AN TR >

= (562E) BHF

A

e

L4

PCM-de-Cl
(de-C1-SMX)

B (Procymidone-Cl)
(Sumilex-Cl)
(PCM-3’-Cl)

N-(3-chlorophenyl)-1,2-dimethyl=
cyclopropane-1,2-dicarboximide

PCM-2'-CH20OH
(CH20H-SMX)

C (Sumilex-OH)
(P-CH20H)
(Procymidone-OH)

N-(3,5-dichlorophenyl)-1-hydroxy=
methyl-2-methylcyclopropane-1,2-
dicarboximide

PCM-2'-COOH
(COOH-SMX)
(Sumilex-COOH)
(Procymidone-COOH)

N-(3,5-dichlorophenyl)-1-carboxy-2-
methylcyclopropane-1,2-dicarboximide

PCM-4-OH
(PCM-4-OH)
(4-OH-SMX)

E | (P-4-OH)
(Procymidone-4-OH)
(Procymidone-4"-OH)
(Sumilex-4-OH)

N-(3,5-dichloro-4-hydroxyphenyl)-1,2-

dimethyleyclopropane-1,2- dicarboximide

PCM-CH:0OH-COOH
F (CH20H-COOH-SMX)

N-(3,5-dichlorophenyl)-1-carboxyl-2-
hydroxylmethylcyclopropane-1,2-
dicarboximide

PCM-NH-COOH
(NH-COOH-SMX)
(Sumilex-NH-COOH)

2-(3,5-dichlorophenylcarbamoyl)-1,2-
dimethylcyclopropane-1-carboxylic acid

H (NH-OH-SMX)
(Sumilex-NH-OH)
(Procymidone-NH-OH)

(PA)

(P-NH-COOH)

(Procymidone-NH- COOH)

PA-1-CH:0H 2-(3,5-dichlorophenylcarbamoyl)-2-
(PA-CH:0H) hydroxymethyl-1-methylcyclopropane-1-

carboxylic acid

PA-2-CH20H
(PA-CH:0H)

I (NH’-OH-SMX)
(Sumilex-NH’-OH)
(Procymidone-NH’- OH)

2-(3,5-dichlorophenylcarbamoyl)-1-
hydroxymethyl-2-methylcyclopropane-1-
carboxylic acid

PA-1-COOH

(PA-COOH)

J | NH-(COOH):-SMX)
(Sumilex-NH- (COOH)2)
(Procymidone-NH- (COOH)2)

1-(3,5-dichlorophenylcarbamoyl)-2-

methylcyclopropane-1,2-dicarboxylic acid
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= (562E) BHF
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A

L4

PA-2-COOH

(PA-COOH)
(NH’-(COOH)2-SMX)
(Sumilex-NH’- (COOH)2)
(Procymidone-NH’- (COOH)2)

2-(3,5-dichlorophenylcarbamoyl)-2-
methylcyclopropane-1,1-dicarboxylic acid

CCA
(Cyclopropane- (COOH)2)

1,2-dimethylcyclopropane -1,2-
dicarboxylic acid

Cyclopropane- (COOH)s
(Cyclo-(COOH)s)

2-methylcyclopropane -1,1,2- tricarboxylic
acid

DCA
(3,5-dichloroaniline)

3,5-dichloroaniline
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ERR0FEIAIH FRIRBEZSTIEEERPSEE

<HIHE 2 0 FRATME SE IS FR >

il

= (562E) BHF

s 2
ACh TEFLa)
ai HEhpksr & (active ingredient)
ALT TI=TI ) N T AT 2T ‘
[=7NEIVBELELVB T VAT IS —E (GPT) ]
AUC TR EEHhBR T A
AR TV Ra g UK
BUN IR EF 6
ChE al) vz RTT—F
Crnax e
Cre JVvrF=r
DHT b RasrARATOY
Glu 7 va—Z (1)
hCG bt MEEEIT IR e
His ERAZ I
ICso R PE R
LCso ERESIRE
LDso FRESEE
LH PR AR R V|
MC AFEa—R
NE JIVTERT Y
PHI SOEAE 2 HINEE T B
SCE Btk G 8.7 (R AT
Tz T 2R 2 ]
Trmax H¢ e i L B IRF )
TAR G (GLE) K Ee
TLC g~ N7 7
TRR KRR BE U BE
UDS REH DNA &5k
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ERR0FEIAIH FRIRBEZSTIEEENSEENEES (F62[H) &

<HIRK 3« TEW R AR Al >

=k 5z
(FHFEHE) “ﬁ i 1 & " PHI PA=EN S
OITESAD) | 4 | (gaiha) | o | ()| AROSITIRE | FAROSBTRERS
==
RIE |y A | T | Rl | T
75 0.05 0.05 0.04 0.04
NG 90 0.06 0.06 0.05 0.05
(5% #h) 9 750 WP o | 257 | 0.03 0.03 0.03 0.03
(EZ£) i) 75 | <0.01 | <0.01 <0.01 | <0.01
2008 4 i 90 | <0.01 | <0.01 | <0.01 | <0.01
250 | 0.01 0.01 <0.01 | <0.01
72ug 21 0.500 0.498
(F&Hh) 9 1,000 WP A 32 0.495 0.494
(Rofi1-52) BAm 21 1.26 1.26
1988 4EJiF 30 1.36 1.35
72ug 21 0.863 0.852
(FEHh) 1 1,000 WP 3 30 0.688 0.688
(Rzlge1-5%) [ ¥%ii) 4 21 0.624 0.618
1989 4E i 30 0.589 | 0.584
72 20 0.77 0.77 0.72 0.72
(FEHh) 9 1,000 WP A 29 0.70 0.68 0.74 0.72
(Rzlge1-5%) i) 21 1.09 1.08 0.86 0.84
1995 4E i 30 0.92 0.90 0.84 0.82
7Zug
(F&Hh) 21 1.06 1.00
wp
(Wrfv-52) 1 1,000 4 30 0.57 0.56
1996 4
HIE 20 0.06 0.06 0.04 0.04
(F&Hh) 9 1,000 WP 9 29 0.10 0.10 0.04 0.04
(REfi1-52) BAm 21 0.11 0.10 0.09 0.08
1997 4EJE 27 0.09 0.09 0.08 0.08
WATAE D 500 WP
(G H) 1 . 2 21 1.06 1.02 1.24 1.23
(Rzlge1-5%) 313 Wp
1979 4 1 i 2 21 0.50 0.50 0.58 0.58
WATAE D 21 0.12 0.11 0.12 0.12
(1) ) 500 WP ) 27 0.39 0.38 0.30 0.30
(Fete52) At 21 | 026 | 0.26 0.22 0.22
1995 4E & 30 0.47 0.46 0.45 0.44
WATAE D 21 0.56 0.56
(F&Hh) 9 1,000 WP 9 30 0.36 0.36
(Wrfv-52) /%) 21 0.14 0.13
1996 30 0.13 0.12
B o 20 0.207 | 0.205
(F&Hh) 9 1,000 WP A 29 0.251 0.246
(WoMe1-32) AR 21 0.837 | 0.826
1990 4E & 30 0.744 | 0.743
. 500 WP 19 0.02 0.02 0.084 | 0.082
Bl 2 /%) 4 28 0.03 0.03 0.051 0.050
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FRI0EIAIE FRIFFEFHFSLIE

RENRREPEER(

1EM4

PR (mglkg)

i) || gmE | | P Tyl Ry
GITHAL) | 4 | Gavha) | o | (H) | AROSYRTIERY | FAROSYHT i

Ry S | THIE | EiE | T

-

E;’zg 21 0.05 0.05 0.020 | 0.020
1977 4 i 30 0.02 0.02 0.033 | 0.032
IFhn L ox . 500 WP A 21 0.01 0.01

(& Hh) BAm 30 <0.01 <0.01

(BE2%) . 750~1,250 WP A 21 0.08 0.08
1996 4F &£ /%) 30 0.07 0.07
VL x 21 0.02 0.02

(& Hh) 9 500 WP A 30 0.02 0.02

(BE2%) /€l 21 0.02 0.02
1996 4 30 0.02 0.02

14 0.06 0.06 0.048 | 0.048

2 21 0.05 0.04 0.067 | 0.066

. 500 WP 28 0.07 0.06 0.028 | 0.027

/€] 14 1.10 0.10 0.076 | 0.075

XY 4 21 0.09 0.08 0.069 | 0.067

() 28 0.08 0.08 0.104 | 0.103

(ZEEK) 14 0.03 0.03 0.013 0.012
1980 4EJE 2 21 0.02 0.02 0.030 | 0.029

) 660 ~713 WP 28 0.04 0.04 0.030 | 0.029
/%) 14 0.06 0.06 0.055 0.054

4 21 0.05 0.05 0.048 | 0.046

28 0.06 0.06 0.070 | 0.069

Lo 7 0.22 0.22 0.833 | 0.822

Eg% 1 1’%&2%% 3 14 0.30 0.30 0.168 | 0.167
1976 £ 21 0.43 0.42 0.443 | 0.432

Lo 7 0.02 0.02 0.015 | 0.012

E% 1 750%{%90 i 3 14 0.01 0.01 0.006 | 0.006

21 0.01 0.01 0.007 | 0.006
1977 4

1 0.03 0.03 0.046 | 0.042
ERE 1 500%(’%_?0 "oy 3 0.03 0.03 0.040 | 0.039

(& Hh) 7 0.02 0.02 0.015 0.014

§=9) 750 WP 1 0.01 0.01 0.013 | 0.012
1977 4R JiE 1 g 4 3 <0.01 | <0.01 0.014 | 0.013

7 0.04 0.04 0.043 | 0.042

Eahg 1 0.03 0.02 0.021 0.020

E;ig 1 5;;)%1) 4 3 0.02 0.02 0.017 | 0.016

’ 7 0.02 0.02 0.020 | 0.018
1977 4

1 0.05 0.05 0.02 0.02

TEhRE 3 0.04 0.04 0.04 0.04

(& Hh) g 750 WP 5 7 0.04 0.04 0.03 0.03

(figk2%) Ze rhcA 1 0.04 0.04 0.02 0.02
2000 4E i 3 0.04 0.04 0.02 0.02

7 0.03 0.03 0.03 0.02
RERE 2 | 500 57 RS 2 7 0.79 0.78 0.66 0.64
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FRI0EIAIE FRIFFEFHFSLIE

RENRREPEER(

PR (mglkg)

E 4 %3 - -
€43 1)) ﬁ ok £ s | PHI TuI K
OITESAD) | e | (gaiha) | o | (D | ARSITRE | FAROSBTRERS
==
EE S | THIE | EiE | T
(B Hh) R 14 0.63 0.60 0.41 0.41
(X1E) @1,000 WP 21 0.48 0.47 0.23 0.22
1995 4F Ji BRI AT 7 2.64 2.62 1.51 1.44
14 2.17 2.16 1.43 1.32
21 1.19 1.18 0.95 0.90
i Az
() , |0 o 1 272 | 0.02 0.02 0.02 0.02
(fi%=%) W& Z AT RTR)
1991~1998, 5 s 226 | 0.02 0.02 0.02 0.02
=l LA 30 0.02 0.02 0.02 0.02
. wp ) ) ) )
E;gf‘;; 1 6%;% 1 45 0.02 0.02 0.02 0.02
" 60 0.02 0.02 0.02 0.02
2006 4EfF
=l LA 30 0.02 0.02 0.05 0.05
. wp ) ) ) )
E;gf‘;; 1 6%;% 1 45 0.02 0.02 0.04 0.04
" 59 | <0.02 | <0.02 | <0.01 | <0.01
2006 4EFF
14 1.4 1.4
FOIE 1 82‘5%%1 b 1 21 <0.5 <0.5
(i %) 28 <0.5 <0.5
() 188 WP 14 2.7 2.7
2004 4F i 1 i 1 21 0.9 0.8
28 0.5 0.5
3 1.68 1.60 1.70 1.61
L | 7501250 wp 9 7 1.40 1.36 0.99 0.94
k<~ b @il 14 1.36 1.32 1.01 0.97
(i %) 21 1.16 1.16 0.84 0.74
(5) 3 0.66 0.65 0.44 0.41
1977 4 ) 1,500 WP 9 7 0.52 0.50 0.28 0.28
@i 14 0.76 0.74 0.31 0.30
21 0.46 0.44 0.23 0.22
1 0.40 0.40 0.337 | 0.336
k< b 1 O'Of?;uTﬁ/ L 3 3 0.42 0.42 0.423 | 0.412
(it g% - 7 0.40 0.40 0.435 0.426
(RHE) 1 0.14 0.13 0.133 0.130
1981 4 1 0'035;”‘%? L 3 3 0.06 0.06 0.109 | 0.106
7 0.05 0.05 0.118 | 0.116
k< bk 1 0.65 0.62 0.720 | 0.702
(it % 2 625 WP 5 3 0.53 0.52 0.950 0.947
(H5) /€l 1 0.27 0.26 0.338 | 0.314
1984 4 3 0.48 0.48 0.565 | 0.508
F< bk 1 1.13 1.09 0.972 | 0.961
(it % 9 1,000 WP 5 3 1.00 1.00 0.935 0.931
(H5) [/ €ifl 1 1.44 1.39 0.919 | 0.918
1990 4 3 1.68 1.68 0.859 | 0.858
o s WP 1 3.80 3.80 3.35 3.28
E%;fh)/ 1 1’%2% 3| 3 | 201 | 195 | 181 | 174
i 7 1.50 1.48 1.36 1.28
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FRI0EIAIE FRIFFEFHFSLIE

RENRREPEER(

1/'3%% g 5%%1@ (mg/kg)
e T e B & | a1 TavI Fy
GITHAL) | 4 | Gavha) | o | (H) | AROSYRTIERY | FAROSYHT i
EE Wem i | P | RmiE |
(RE) 14 0.46 0.46 0.318 0.294
1976 4EJE 1 3.24 3.17 3.59 3.52
. 660~1,500 WP 3 3 2.60 2.55 2.51 2.40
/€] 7 1.16 1.16 1.38 1.35
14 0.74 0.74 0.807 | 0.806
E(ﬁ,rﬁ;/ 1 7%%13 5 | 1 154 | 1.50
(%) 1,250 WP
1995 1 et 5 1 3.61 3.60
B—<
(it % 1 1,000 WP 5 1 2.83 2.79
(F5) AR 3 1.92 1.88
1996 4%
B—<
(it %) 1 1,000 WP 3 1 2.78 2.76
(5) /€] 5 1 3.32 3.30
1997 4%
4 1 0.94 0.92
P 5 1 0.61 0.61
(i 5 3 0.57 0.56
(5%) 9 0.018 mg/L 5 7 0.36 0.35
1993 1994 < AJE 4 1 0.60 0.58
N 5 1 0.93 0.91
R 5 | 3 072 | 0.69
5 7 0.59 0.56
7o 3 1 0.10 0.10
(it %) 9 1,470 WP 3 0.08 0.08
(RFE) R 6 1 0.342 0.340
1984 4 3 0.287 | 0.278
ASch 3 1 0.29 0.29
(g% 9 1,500 WP 3 0.28 0.28
(H5) /€l 6 1 1.960 1.895
1984 4 3 1.674 1.656
7o . 500~1,250 WP 5 1 0.95 0.92 1.21 1.18
(it %) /%) 3 0.49 0.49 1.02 1.02
(5) 1 1,250 WP 5 1 0.56 0.56 0.507 0.506
1988 4% A 3 0.24 0.24 0.358 | 0.352
7o . 385~962 WP 5 1 0.76 0.74 1.04 1.03
(it %) /%) 3 0.57 0.56 0.677 0.665
(F5) 1 962 WP 6 1 0.35 0.35 0.655 | 0.641
1988 4FE & /€] 3 0.40 0.40 0.497 | 0.490
Ach . 250~625 WP 6 1 0.33 0.32 0.583 | 0.581
(g% AR 3 0.29 0.29 0.432 0.422
(H5) . 625 WP 6 1 0.33 0.32 0.312 | 0.309
1988 4F & /€] 3 0.26 0.26 0.360 | 0.354
750~1,250 WP 1 1.16 1.16
=y 1 BAm 6 3 0.862 0.858
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FRI0EIAIE FRIFFEFHFSLIE

INRER(

1EM4

PR (mglkg)

i) || gmE | | P Tyl Ry
GITHAL) | 4 | Gavha) | o | (H) | AROSYRTIERY | FAROSYHT i
Ry Wem i | P | RmiE |
(M) 1,250 WP 1 1.04 1.03
(CR3) 1 ’%Wﬁ 6 3 0.904 | 0.898
1987 4% ' '
7o . 577~962 WP 6 1 1.13 1.12
(it %) BAm 3 0.674 0.652
(5) 1 962 Wp 6 1 1.28 1.24
1987 4FJE /%) 3 0.887 0.886
2 . 375~625 WP 6 1 0.859 | 0.825
(hasx A 3 0.497 0.488
(RHE) 1 625WP 5 1 0.744 0.730
1987 4 BAm 3 0.683 0.672
5 1 0.378 | 0.376
6 1 0.252 | 0.249
7o 6 3 0.248 | 0.240
(i %) 9 0.018 mg/L 6 7 0.152 | 0.151
(3) < AJE 5 1 0.318 | 0.315
1992 4 6 1 0.476 | 0.461
6 3 0.368 | 0.355
6 7 0.378 | 0.368
1 0.18 0.18 0.20 0.20
7 0.14 0.14 0.15 0.14
7o 6 14 0.09 0.09 0.12 0.12
(i %) 9 0.018 mg/L 28 0.05 0.05 0.06 0.06
(5) < AJE 1 0.39 0.39 0.47 0.47
2008 4F i 6 7 0.25 0.24 0.24 0.24
14 0.12 0.12 0.11 0.10
28 0.07 0.07 0.06 0.06
LLED
(Haz 0.018 mg/L 11 063 1 062
e 1 5a 3 0.57 0.56
(RHE) < AN . 0.40 0.37
2003 4EJE ' '
LL&ED
(Haz 0.018 mg/L Lo 174 172
e 1 5a 3 0.87 0.84
(RHE) < AN . 0.35 e
2004 4EJE ' '
LLED
(H) . 300 WP I S
(35) /€] . 0.6 0.6
2007 4% ’ ’
LLED
(H) . 300 WP e
(35) /€] . 05 05
2008 4F ¥ ’ ’
LLe > 1 1.70 1.68
CHi 300 WP 3 1.18 1.18
e 1 5 7 0.58 0.57
CR%) et 14 038 | 0.38
2011 FFE 21 0.11 0.11
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FRI0EIAIE FRIFFEFHFSLIE

INRER(

1/'3%% E 5%%1@ (mg/kg)
i) || gmE | | P Tyl Ry
OITESAD) | e | (gaiha) | o | (D | ARSITRE | FAROSBTRERS

==

Ry Wem i | P | RmiE |

1 2.55 2.55

JP— 3 2.25 2.22

1 201%?%9 5 7 2.11 2.06

14 1.19 1.18

21 0.45 0.44

1 0.295 | 0.292 0.350 | 0.338

3 3 0.066 | 0.065 0.118 | 0.115

) 1,250 WP 7 0.110 | 0.109 | 0.091 0.086

/%) 1 0.330 | 0.318 0.334 0.328

XwIH 6 3 0.205 | 0.202 0.166 | 0.161

(i %) 7 0.153 | 0.146 | 0.111 0.108

(5) 1 0.765 | 0.752 1.25 1.24
1976 4EJE 3 3 0.770 | 0.748 | 0.673 | 0.668

) 625~1,250 WP 7 0.305 | 0.275 0.287 | 0.276

AR 1 0.620 | 0.615 1.18 1.16

6 3 0.570 | 0.550 0.877 | 0.818

7 0.280 | 0.268 | 0.332 | 0.318

1 0.52 0.50 0.292 | 0.290

XwIH 3 0.43 0.41 0.269 | 0.268

(i %) 9 0.036 mg/L 6 7 0.28 0.28 0.210 | 0.208

(5) < AJEE 1 0.28 0.28 0.132 0.130
1978 4EJE 3 0.25 0.24 0.164 | 0.160

7 0.14 0.14 0.079 | 0.078
1 0.90 0.89 0.810 | 0.787
ER N 3 0.80 0.80 0.550 | 0.545

(i %) 9 750 FD 6 7 0.44 0.43 0.285 | 0.278

(5) /€] 1 0.59 0.57 0.289 | 0.287
1978 A% 3 0.35 0.34 0.221 0.220

7 0.32 0.31 0.146 | 0.143
2 0.20 0.20
EXR 1 1,000 WP 6 5 0.19 0.18

(g% 10 0.09 0.08

(5) 1 1.71 1.70
1989 4E i 1 1,250 WP 6 3 0.71 0.71

7 0.43 0.42
1 0.49 0.47
1 4 0.30 0.30
7 0.33 0.30
1 0.41 0.38
XwIH 2 4 0.35 0.32

(i %) 1 1,670 WP 7 0.22 0.22

(5) IR 1 0.40 0.40
1983 4R J& 3 4 0.53 0.52

7 0.25 0.23

1 0.54 0.53

4 3 0.53 0.46

8 0.35 0.32

X050 1,670 WP 1 0.90 0.86
(52) 1 i 1 4 0.47 0.45
5 7 0.67 0.63
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FHRI0FIAIE PREFEFZSIERRBZERENZER(

1/'3%% B 5%%1@ (mg/kg)
e T e B & | a1 TavI Fy
OITESAD) | e | (gaiha) | o | (D | ARSITRE | FAROSBTRERS
=g rin
Ry S | THIE | EiE | T
(RE) 1 1.10 1.05
1983 4 JiE 2 4 0.50 0.47
7 0.37 0.36
1 1.39 1.35
3 4 1.00 0.98
7 0.42 0.38
1 1.46 1.40
4 3 0.92 0.90
8 0.49 0.42
1 0.094 | 0.092
1 3 0.114 | 0.107
Y 7 0.041 | 0.039
iz 1,200 WP 1 0.161 | 0.154
. 1 O — 2 3 0.160 | 0.150
(JR30) Rl RLIE . 0.104 | 0.094
o ) )
1983 4 1 0.131 | 0.121
3 3 0.158 | 0.148
7 0.060 | 0.058
1 0.571 | 0.554
1 3 0.204 | 0.202
. 7 0.125 | 0.114
%(j%;)@ 200 W 1 | 0542 | 0526
e 1 2 3 0.452 | 0.446
(R%) g 7 | 0222 | 0.202
e ) )
1983 i 1 0.328 | 0.291
3 3 0.482 | 0.434
7 0.181 | 0.180
1 1.61 1.59
1 3 1.88 1.85
Y 7 1.28 1.27
iz 907 WP 1 1.79 1.78
e 1 st 2 3 1.39 1.38
(RHE) ) R 7 171 169
1983 4 1 2.30 2.27
3 3 1.78 1.78
7 1.02 1.02
1 1.41 1.39
1 3 1.13 1.12
X550 7 0.61 0.61
iE) 1,110 WP 1 1.99 1.98
= 1 2 3 1.39 1.37
(%) g 7 | 078 | 078
4 ) )
1983 i 1 1.83 1.81
3 3 1.31 1.30
7 1.18 1.17
X9 b 1 0.970 | 0.968
(W) 9 1,250 WP 6 3 0.461 | 0.441
(35) AR 1 0.366 | 0.363
1987 4R i 3 0.285 | 0.280
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FRI0EIAIE FRIFFEFHFSLIE

INRER(

PR (mglkg)

EM 44 %ﬁ ] -
€43 1)) ﬁ ok £ s | PHI TuI K
GITHAL) | 4 | Gavha) | o | (H) | AROSYRTIERY | FAROSYHT i
EE S | THIE | EiE | T
w0 1 0.812 | 0.794
(it % 962 Wp 3 0.361 0.358
(%) 2 BAm 6 1 0.438 0.432
1987 4 3 0.268 | 0.265
I 1 0.497 | 0.480
(Hazx ) 625 WP 6 3 0.221 | 0.213
(RHE) BAm 1 0.357 0.356
1987 4 3 0.203 | 0.202
I 1 1.61 1.58 1.68 1.65
(a2 ) 769 WP ¢ 3 1.11 1.10 1.24 1.23
(R32) A 1 0.59 058 | 0528 | 0.516
1990 4 3 0.48 0.48 0.440 | 0.430
T Ib 1 1.13 1.10 1.09 1.07
Wiz ) 500 WP 6 3 0.81 0.81 0.812 | 0.810
(R%) At 1 0.44 0.42 | 0495 | 0.495
1990 4% 3 0.52 0.52 0.354 | 0.352
1 0.894 | 0.836
) 1 275%(’%7 R 3 0.537 | 0.533
(hti 5% 7 0.233 | 0.217
(CRZE) 1.000 WP 1 0.353 | 0.348
1991 45 1 ’%ﬂﬁ 6 3 0.209 | 0.201
7 0.219 | 0.212
7 1.11 1.09 0.935 | 0.925
NESZES 1 900;@’?;0 . 3 14 0.62 0.59 0.832 | 0.820
(7 i) 21 0.75 0.74 0.385 | 0.379
CR3E) 1.000 WP 7 0.45 0.44 0.762 | 0.758
1989 4 1 ’%ﬂﬁ 3 14 0.40 0.39 0.390 | 0.390
21 0.38 0.36 0.548 | 0.541
ERAY/A ) 750 WP 3 21 0.10 0.10 0.090 | 0.090
() A 5 21 0.07 0.07 0.064 | 0.064
() . 250~2,000 WP 3 21 0.08 0.08 0.049 | 0.048
1980 4% oA 5 21 0.08 0.08 0.074 | 0.074
FUN
(s , 0.018 mg/L 5 14 0.08 0.08 0.086 | 0.084
(RA) < AJE
1981 45t 5 13 | <0.05 | <0.05 | 0.031 | 0.031
ERAYN 5 1a 0.23 0.23 0.322 | 0.310
(it % 9 1,000 WP 3a 0.22 0.22 0.434 0.423
(RA) BAm 5 1a 0.05 0.04 0.243 0.236
1984 4 3a 0.04 0.04 0.060 | 0.060
7 0.21 0.21
SRS 5 14 0.21 0.21
(Wik) 0.018 mg/L 21 0.13 | 0.13
() 2 vy 28 0.11 0.11
2011 4 i 7 0.09 0.09
5 14 0.09 0.08
21 0.05 0.04
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TERHI0FIAIR FRIBREFFRTIEEXRMRERNEER(
1/'3%% ;ﬁ - 5%%1@ (mg/kg)
(HrsTfE) ﬁ 5 ) 4 s | PHI ZA= R g
OITESAD) | e | (gaiha) | o | (D | ARSITRE | FAROSBTRERS
==
Ry Wem i | P | RmiE |
28 0.04 0.04
7 0.48 0.48
5 14 0.41 0.40
ERAYA 21 0.22 0.22
(hiFx 9 0.018 mg/L 28 0.19 0.18
() < AN 7 0.25 0.25
2011 4 5 14 0.22 0.22
21 0.07 0.06
28 0.06 0.06
7 0.11 0.11
750~1,250 WP 5 14 0.17 0.17
ERAVA il 21 0.15 0.14
(i %) 9 28 0.14 0.14
() 7 0.09 0.09
2011 4 JE 800~1,400 WP 5 14 0.12 0.12
AR 21 0.08 0.08
28 0.10 0.10
7 0.66 0.66
750~1,250 WP 5 14 0.78 0.78
ERAVA il 21 0.56 0.55
(i %) 9 28 0.48 0.48
(BF) 7 1.40 1.40
2011 4 JE 800~1,400 WP 5 14 1.19 1.19
BAm 21 0.42 0.42
28 0.45 0.45
Awy 1 0.09 0.09 0.082 | 0.080
it 7% 9 1,250 Wp 5 3 0.09 0.09 0.088 | 0.088
(F5) /€l 1 0.12 0.11 0.116 | 0.116
1989 4 JF 3 0.12 0.12 0.121 | 0.120
EIONA 7 0.20 0.20
(hizk - Mm4%) 9 668 WP 9 14 0.15 0.14
(5) AR 7 0.47 0.46
2006 4F % 14 0.27 0.26
b 1 0.37 0.36
~ 3 0.18 0.18
(i - #2) | 500 WP ga |7 0.07 | 0.07
() BAm 1 0.47 0.46
2005 4EJF 3 0.29 0.28
7 0.26 0.26
NN, 7 0.34 0.34
(hti 5% 9 563 WP 9 14 0.05 0.04
(H5) /€l 7 0.24 0.24
2008 4EfF 14 0.03 0.03
U5 , | 0018 mglL . é g'?z g'?z
(i %) < AJE : :
7 0.08 0.08
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FHRI0FIAIE PREFEFZSIERRBZERENZER(

PR (mglkg)

EM 44 %% ] -
(FeB5 T RE) ﬁ ok £ s | PHI TuI K
GITHAL) | 4 | Gavha) | o | (H) | AROSYRTIERY | FAROSYHT i
Ry Wem i | P | RmiE |
(H5) 1 0.78 0.78
2004 4 3 0.25 0.24
7 0.04 .0.04
SRNVAIT A
(G H) , 500 WP " 142 | 1.17 1.12 0.657 | 0.634
(&%) /€l
1975 4 i 14a | 1.78 1.72 1.20 1.20
ShHhteH & & 21 0.9 0.8
(g% 9 563 WP 9 29 0.2 0.2
(%38) /€l 21 0.1 0.1
2004, 2005 4 30 <0.1 <0.1
14 0.70 0.66
S 21 0.23 0.22
(i %) 9 375 WP 9 28 | <0.03 | <0.03
(ZEHh) BAm 14 0.24 0.24
1994 4F 21 0.05 0.05
28 | <0.03 | <0.03
VYN ) 2,000 WP 3 30 0.14 0.13 0.047 | 0.047
(g% %l 60 0.16 0.14 0.018 0.018
(A) 1 2,250 WP 3 31 0.34 0.33 0.078 0.077
1982 4% A 60 0.14 0.13 0.030 | 0.029
PNy ) 2,000 WP 3 30 14.0 13.9 15.0 14.9
(it %) /%) 60 13.6 13.6 14.5 14.3
(FF) 1 2,250 WP 3 31 13.6 13.4 17.6 17.4
1982 4 & /%) 60 11.0 11.0 12.5 12.5
?ﬁ’%}? 1 2’%2%WP 313 | 013 | 012 | 0131 | 0.130
(138:; EE%) 1 2’%22:13 3 31 0.29 0.28 0.271 | 0.270
VYN 30 0.012 | 0.012
(hti 5% 9 0.03 mg/L 5 60 <0.005 | <0.005
(A) < AJE 45 0.040 | 0.038
1992 4 60 0.016 | 0.016
Py 30 1.26 1.17
(hta%) 9 0.03 mg/L 5 60 0.58 0.58
(FF) < AJE 45 2.20 2.05
1992 4 i 60 1.78 1.75
I A
(S - L) , 1,000 WP , 202 | <0.01 | <0.01 | <0.01 | <0.01
1;;%@& 2 157 | <0.01 | <0.01 | <0.01 | <0.01
30 <0.01 <0.01 <0.01 <0.01
PN 45 | <0.01 | <0.01 | <0.01 | <0.01
(i %) 9 0.03 mg/L 5 60 | <0.01 | <0.01 | <0.01 | <0.01
() < AJE 30 | <0.01 | <0.01 0.02 0.02
2005, 2007 £ 45 | <0.01 | <0.01 0.01 0.01
60 <0.01 <0.01 <0.01 <0.01
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FHRI0FIAIE PREFEFZSIERRBZERENZER(

PR (mglkg)

YEM 4 %& 1 .
(FHFEHE) “ﬁ i 1 & " PHI A= AV
GITHAL) | 4 | Gavha) | o | (H) | AROSYRTIERY | FAROSYHT i
RIE |y AR | T | RRAiE |
30 2.78 2.74 2.27 2.25
PRI P 45 2.64 2.52 2.09 2.08
(i) 9 0.03 mg/L 5 60 2.09 2.02 2.00 1.98
(%) < AJEE 30 6.98 6.68 5.39 5.38
2005, 2007 4FfE 45 4.92 4.82 5.90 5.89
60 4.90 4.80 4.65 4.58
IROFID
(G - L) , 1,670 WP ; 211 | 0.01 0.01 0.03 0.03
(RFELNK) A
1994 4 234 | 0.01 0.01 0.02 0.02
F—T7 )
(2 - 4% 1,000 WP
e 1 o 2 ) ) .02 .02
(g th) . 3 59 | 0.07 0.07 0.0 0.0
1997 4EJE
WA
(FRHh - L) 1,000 WP
(L2 4 ) 1 B 3 | 186 | 0.02 0.02 0.01 0.01
1997 £
SN +- 4y wp
1 3 | 180 0.10 0.09
(§E ) A
(RFELIK) 1,670 WP
1994 ffE 1 e 3 | 173 0.06 0.06
NESD
(FRHh - L) 1,000 WP
(5L2) 1 B 3 | 103 0.09 0.08
1997 4EJE
T
(F&Hh) 1,000 WP
(5) 1 B 3 | 101 0.03 0.03
1997 4EJE
2 91 0.04 0.04 0.029 | 0.028
‘ . 2,000 WP 2 | 121 | 0.02 0.02 0.032 | 0.032
Dz A 4 91 0.05 0.05 0.043 | 0.042
(F it - 14%) 4 | 121 0.04 0.04 0.034 0.034
(F52) 2 92 0.17 0.17 0.165 | 0.162
1980 4F i ) 20 g/t 2 | 123 | 0.10 0.10 0.102 | 0.101
/%) 4 92 <0.01 | <0.01 | <0.005 | <0.005
4 | 123 | 0.12 0.12 0.142 | 0.140
1 0.08 0.08
N WP
(O S 1 2’%2% 3 8 0.03 0.02
(hizx - A49) 14 0.16 0.16
(CRE) 3,000 WP 1 0.25 0.24
1988 4 i 1 i 3 7 0.13 0.12
14 0.16 0.16
3 0.60 0.60 1.13 1.12
wp
& iﬁ%ﬁ&) 2 3’%2% 4a 7 0.80 0.80 1.11 1.11
e T WA 14 0.90 0.89 0.802 | 0.789
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FHRI0FIAIE PREFEFZSIERRBZERENZER(

PR (mglkg)

EM 44 %ﬁ ] -
(FeB5 T RE) ﬁ ok £ s | PHI TuI K
OITESAD) | e | (gaiha) | o | (D | ARSITRE | FAROSBTRERS
==
R g Wem i | P | RmiE |
() 3 0.62 0.60 1.18 1.15
1977 4R JEE 6a 7 0.82 0.81 1.11 1.11
14 0.90 0.88 0.982 | 0.971
3 0.24 0.23 0.235 | 0.234
4a 7 0.21 0.20 0.243 | 0.236
+-4y & we 14 0.21 0.20 0.242 | 0.238
3 0.29 0.29 0.343 | 0.340
6a 7 0.32 0.32 0.321 | 0.319
14 0.25 0.25 0.304 | 0.303
3 56.0 55.2 73.9 73.9
4a 7 56.8 54.8 74.3 72.8
3,000 WP 14 52.8 50.6 43.4 43.2
/%) 3 36.4 35.5 52.5 51.2
b 6a | 7 36.0 35.2 46.2 44.5
(FHh - m4%) 9 14 43.0 40.5 29.5 29.0
() 3 7.48 7.36 10.4 10.4
1977 4EJE 4a 7 5.76 5.62 12.8 12.3
+-4y B we 14 6.72 6.62 16.6 16.4
# 3 4.80 4.74 9.82 9.50
6a 7 5.20 5.10 11.2 10.7
14 5.20 5.10 18.4 17.4
9 14 0.84 0.83 0.78 0.76
) 467 WP 21 0.70 0.69 0.67 0.65
(%fé%f;ﬁ%) L 3 14 1.12 1.09 1.12 1.10
(5) 2 14 1.33 1.32 1.25 1.24
1996 4% ) 1,000 WP 21 0.67 0.66 0.48 0.48
L 3 14 2.48 2.41 1.93 0.2
THH
(G My - L) , 2,000 WP 1 132 | 0.131 | 0.128
(R32) A
1981 4 14 | 0.093 | 0.089
. 15 g/t WP 3 14 0.89 0.89 1.03 0.98
BrL9 i€l 21 0.50 0.50 0.61 0.60
(FZHh) 1 14 1.54 1.54 0.96 0.95
(5) . 3,500 WP 21 1.19 1.18 1.70 1.68
1977 % /€l 3 14 2.16 2.12 2.39 2.34
21 1.78 1.68 1.75 1.74
) 395 WP 3 1.55 1.54 1.64 1.61
WhZ 1 et 3 7 0.933 | 0.910 | 0.810 | 0.810
(i %) 14 | 0.624 | 0.620 | 0.383 | 0.382
CR52) 950 WP 3 2.00 1.96 1.20 1.18
1976 4R JEE 1 it 3 7 1.60 1.54 1.08 1.02
14 | 0.800 | 0.766 | 0.525 | 0.512
AN 9 0.018 mg/L 3 1 2.51 2.50 2.54 2.46
(g% < AN 3 2.10 2.10 1.89 1.88
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FRI0FIAIE PREGEZSTEERENS

EE/NEES(E620) BH

PR (mglkg)

E 4 %& - -
GREPRR) | o {5k s | PHI AR
GITHAL) | 4 | Gavha) | o | (H) | AROSYRTIERY | FAROSYHT i
o et | P | i | T
1981(%1;;;2 P 1 0.22 0.22 0.304 | 0.302
e 3 0.18 0.18 0.190 | 0.187
Wb 1 1.11 1.10 1.66 1.64
(it %) 9 375 WP 5 3 0.94 0.93 1.34 1.33
(3R59) A 1 0.63 0.62 0.592 | 0.589
1984 4 JiE 3 0.33 0.32 0.449 | 0.448
AN Yl 1 2.20 2.19
(it % 9 375 WP 5 3 1.41 1.38
(5) /€l 1 0.790 | 0.789
1987 4EJE 3 0.954 | 0.950
1 0.03 0.03 0.108 | 0.106
XFUATNA=Y |1 ng%wp 4 3 0.02 0.02 0.098 | 0.098
(FHh - ME4%) 7 0.01 0.01 0.073 | 0.072
() 1 0.06 0.06 0.112 | 0.112
1990 4 Ji 1 1,500 4 3 0.05 0.05 0.100 | 0.098
7 0.04 0.04 0.109 | 0.106
21 0.20 0.20
=t 30 0.15 0.15
(hizk - m4%) 9 1,000 WP 3 45 0.13 0.12
(5) el 21 0.21 0.20
2004 4EJHE 30 0.19 0.18
45 0.16 0.16

) WP : Kfn&l, FD : 7 —& 2 b #HI < A
- RIS OE AR (PHI) AV ESUTHEE SR EN DRI L T D

e, FEBCUIPHIIC a2 LT
s BTOT = PNERRFARGOL AL, EERIYEO <z LT
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3 B, WIEOHRIERE (I 34 FEARERE 370 &) O—HZKIET
DA CERR 17 45 11 A 29 BATT PRk 17 SRR A G788 7R 5 499 )

4 REPE Tm I Py GREAD (K22 4 3 A 25 HUGT) - (EEERRA
= —EAE

5 JMPR : “Procymidone” , Pesticide residues in food — 2007. Report of the
Joint Meeting of the FAO Panel of Experts on Pesticide Residues in Food
and the Environment and the WHO Expert Group on Pesticide Residues.
p.202-210 (2007)
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10 B AnfEREERHmIZ W T CERK 25 48 4 H 9 HATTIEAT B 5 &2 0409
®15)

11 7'v v I Frogamf@fac 25 nE e - AR, 2013 4, RAEK

12 BEPE eI Py GREAD CER26 4 4 1 1 HUGT) - A SR
=t —EAE

13 B bEREERHI O R OMEEINZOWT (FRL 26 45 1 A 20 BAHTFES 74
)

14 RAERFEZERAGIZ OWT (CFAk 28 48 10 A 11 AfF, EAIEE AR 1011
%6 5)

15 BEPE eI o GrEAD CER 2749 A 29 RKGET) @ A SR
= —ERAE

16 {EMRRETERER « R b TR, 1976, 1982, 1983, 1987, 1990,
1991 4, RAFE

17 Procymidone Technical: Dose Range-Finding Study for Acute Neurotoxicity
Study in Rats (Ref.No BT-0267) (GLP %} )&% ) : The Institute of
Environmental Toxicology, 2015

18 EPA : Report of the Food Quality Protection Act (FQPA) Tolerance
Reassessment Progress and Risk Management Decision (TRED) for

N =

112



= (%62E) &HH

i
>
i3
it
o
‘I

FHRBEIAIE PRIRFEFEITERRRTEM

Procymidone (2005)

113



	食品健康影響評価の結果の通知について
	表紙
	目次
	＜審議の経緯＞
	＜食品安全委員会委員名簿＞
	＜食品安全委員会農薬専門調査会専門委員名簿＞
	要約
	Ⅰ．評価対象農薬の概要
	１．用途
	２．有効成分の一般名
	３．化学名
	４．分子式
	５．分子量
	６．構造式
	７．開発の経緯

	Ⅱ．安全性に係る試験の概要
	１．動物体内運命試験
	（１）ラット①
	①　吸収
	ａ．血中濃度推移
	ｂ．吸収率
	②　分布
	③　代謝
	④　排泄

	（２）ラット②
	①　吸収
	②　分布
	③　代謝
	④　排泄

	（３）ラット③
	（４）ラット及びマウスにおける代謝比較試験
	①　吸収
	②　分布
	③　代謝
	④　排泄

	（５）代謝物Lのラットにおける体内運命試験

	２．植物体内運命試験
	（１）きゅうり
	（２）いんげんまめ
	（３）レタス
	（４）ぶどう

	３．土壌中運命試験
	（１）好気的土壌中運命試験（国内土壌）
	（２）好気的土壌中運命試験（海外土壌）
	（３）土壌表面光分解試験
	（４）分解物Gの好気的土壌中分解試験
	（５）土壌溶脱試験
	（６）土壌吸着試験

	４．水中運命試験
	（１）加水分解試験
	（２）水中光分解試験

	５．土壌残留試験
	６．作物残留試験
	７．一般薬理試験
	８．急性毒性試験
	（１）急性毒性試験
	（２）急性神経毒性試験（ラット）

	９．眼・皮膚に対する刺激性及び皮膚感作性試験
	１０．亜急性毒性試験
	（１）6か月間亜急性毒性試験（ラット）
	（２）90日間亜急性毒性試験（マウス）①
	（３）90日間亜急性毒性試験（マウス）②
	（４）6か月間亜急性毒性試験（マウス）①
	（５）6か月間亜急性毒性試験（マウス）②
	（６）6か月間亜急性毒性試験（イヌ）
	（７）28日間亜急性経皮毒性試験（ラット）

	１１．慢性毒性試験及び発がん性試験
	（１）1年間慢性毒性試験（イヌ）
	（２）2年間慢性毒性試験（イヌ）
	（３）2年間慢性毒性/発がん性併合試験（ラット）
	（４）2年間発がん性試験（ラット）
	（５）2年間慢性毒性/発がん性併合試験（マウス）
	（６）18か月間発がん性試験（マウス）

	１２．生殖発生毒性試験
	（１）2世代繁殖試験（ラット）
	（２）1世代繁殖試験（ラット）
	（３）発生毒性試験（ラット）①
	（４）発生毒性試験（ラット）②
	（５）発生毒性試験（ウサギ）

	１３．遺伝毒性試験
	１４．その他の試験
	（１）精巣間細胞腫発生機序検討試験
	①　ラットにおける血清中ホルモン変動
	②　ラット及びマウスの精巣機能に及ぼす影響
	③　ラット及びマウスのアンドロゲン受容体（AR）に対する親和性
	④　サルを用いた13週間反復経口投与毒性試験

	（２）催奇形性種差検討試験
	①　催奇形性の詳細検討
	ａ．ラットの雄外生殖器に対する最小毒性量検討試験
	ｂ．ウサギにおける雌性化検討試験
	ｃ．サルの雄胎児の外生殖器発生に及ぼす影響に関する試験

	②　抗アンドロゲン受容体作用
	ａ．ラット及びヒトのアンドロゲン受容体（AR）を用いたin vitroアッセイ

	③　薬物動態における種差の検討
	ａ.プロシミドン及びその代謝物（イミド環閉環体及び開環体）の相互変換
	ａ-1.代謝物Cの雌ラットにおける代謝試験
	ａ-2.代謝物H/Iの雌ラットにおける代謝試験
	ａ-3.プロシミドン及び代謝物CのpH条件下における変換

	ｂ．単回投与時の薬物動態及び排泄試験
	ｂ-1.ラット
	ｂ-2.ウサギ
	ｂ-3.サル

	ｃ．反復投与時の薬物動態及び排泄試験
	ｃ-1.ラット
	ｃ-2.サル

	ｄ．胎盤透過性試験
	ｄ-1.ラット（単回経口投与）①
	ｄ-2.ラット（単回経口投与）②
	ｄ-3.ラット（反復経口投与）②
	ｄ-4.ウサギ（単回経口投与）
	ｄ-5.サル（単回経口投与）


	④　代謝物C（水酸化体）の催奇形性
	ａ．代謝物Cのラットにおける催奇形性試験
	ｂ．代謝物Cのラットにおける薬物動態及び排泄試験

	⑤　胆汁排泄における種差
	ａ．ラット（単回経口投与）
	ｂ．ウサギ（単回経口投与）
	ｃ．サル（単回経口投与）

	⑥　ヒトへの外挿
	ａ．プロシミドン及び代謝物Cの肝S9画分におけるin vitro代謝試験
	ｂ．プロシミドンのヒト肝細胞におけるin vitro代謝試験
	ｃ．プロシミドンのキメラマウスにおける尿及び糞中排泄試験
	ｄ．プロシミドンのキメラマウスにおける胆汁中排泄試験
	ｅ．プロシミドン及び代謝物Cのin vitro血漿タンパク結合試験




	Ⅲ．食品健康影響評価
	表103　各評価機関の評価結果及び各試験における無毒性量等
	表104-1　単回経口投与等により生ずると考えられる毒性影響等（一般の集団）
	表104-2　単回経口投与等により生ずると考えられる毒性影響等（妊婦又は妊娠している可能性のある女性）

	＜別紙1：代謝物/分解物略称＞
	＜別紙2：検査値等略称＞
	＜別紙3：作物残留試験成績＞
	＜参照＞

